
DESCRIPTION TITLE OF THE INVENTION: INDOLE COMPOUND AND PHARMACEUTICAL USE
THEREOF Technical Field 5 [0001]        The present invention relates to an
indole compound and a pharmaceutical use thereof. More particularly, the
present invention relates to a compound for the prophylaxis or treatment of
inflammatory diseases, allergic diseases, lo autoimmune diseases,
transplant rejection and the like, by suppression of functional of Th2
cells and/or mast cells by inhibition of inducible T cell kinase (ITK), and
use thereof. Background Art [0002] 15ITK is a non-receptor type tyrosine
kinase belonging to the Tec family and essential for the activation of T
cells, and is mainly expressed in T cells, mast cells and natural killer
cells. ITK is activated in T cells upon stimulation of T cell receptor
(TCR), and is activated in mast cells upon zo activation of high-affinity
immunoglobulin (Ig) E receptor. Subsequent to the receptor stimulation in T
cells, Lck, which is one member of the Src tyrosine kinase family,
phosphorylates Y511 in the ITK kinase domain activation loop. The activated
ITK is, together with Zap-70, necessary for the 25 phosphorylation and
activation of PLC-y. PLC-y catalyzes formation of inositol
1,4,5-trisphosphoric acid and diacylglycerol, causing calcium mobilization
and PYC activation , respectively. These events activate many down stream
pathways, and finally cause cytokine production in T 5o cells and
degranulation in mast cells. [0003]        Studies using ITK knockout mouse
have confirmed that ITK is involved in the differentiation of Th2 cells.
Th2 cell is one kind of, CD4 positive helper T cells (Th 35 cells), which
differentiates from naive T cells by antigen  stimulation, and produces
cytokine. Cytokines such as interleukin (IL)-4, IL-5, IL-13 and the like
produced by Th2 cells are called Th2 cytokine and are known to be involved
in the mechanism of allergic disease and the like, since it 5 promotes
antibody production by plasma cells differentiated from B cells and
activates cells such as eosinophils (one kind of granulocytes) and the
like. Like Th2 cell, Thl cell that differentiates from naive T cells
produces so-called Thl cytokines such as interferon (IFN)-y and the like,
and Thl /o cell and Th2 cell maintain an equilibrium relation called
Thl/Th2 balance by suppressing functions of each other. An imbalance toward
either cytokine is considered to cause diseases specific to each of them.
ITK knockout mouse has been reported to selectively inhibit Th2 cell
differentiation and /5 Th2 cytokine production. [0004]        Moreover, it
has been reported that ITK inhibition inhibits activation of mast cells.
Mast cell contains various chemical mediators such as 20 histamine. When an
antigen is bound to IgE bound to the cell surface, the established
crosslinking triggers cell activation, which consequently causes release of
its content (chemical mediators such as histamine and the like)
(degranulation). Of the chemical mediators released from the mast cells,
histamine 25 and the like have a bronchial smooth muscle constriction
action, a blood vessel permeability enhancing effect, a mucous secretory
action and the like and cause asthma and allergic di senses. [000H
30Therefore, an ITK inhibitor that suppresses proliferation of Th2 roll and
production of Th9 cytokine, and/or suppresses degranulation and production
of histamine and the like by suppression of activation of mast cells is
expected to show effect as an agent for the treatment or prophylaxis of the
35 diseases involving proliferation of Th2 cell, production of  Th2
cytokine, degranulation, production of histamine and the like, for example,
inflammatory diseases, allergic diseases and the like. Recently, ITK is
suggested to be also involved in the 5 activation of Th17 cell, which is
one kind of Th cells, and an ITK inhibitor is expected to show effect as an
agent for the treatment or prophylaxis of the diseases involving Th17 cell,
such as autoimmune diseases (e.g., rheumatism and the like). In addition,
ITK is suggested to be involved in a mixed- zo lymphocyte reaction. Thus,
an ITK inhibitor is expected to show effect as an inhibitor of rejection in
transplantation.        Furthermore, ITK is suggested to be involved in HIV
infection. Thus, an ITK inhibitor is expected to show effect as a
prophylactic or therapeutic agent for HIV infection. /5 Disclosure of the
Invention Problems to be Solved by the Invention [0006]        The present
invention aims to provide an agent for the treatment or prophylaxis of
inflammatory diseases, an agent 20 for the treatment or prophylaxis of
allergic diseases, an agent for the treatment or prophylaxis of autoimmune
diseases, an inhibitor of rejection in transplantation and the like, which
are based on an ITK inhibitory action. Means of Solving the Problems 25
[0007]        The present inventors have conducted intensive studies in an
attempt to develop an agent for the treatment or prophylaxis of
inflammatory diseases, an agent for the treatment or prophylaxis of
allergic diseases, an agent for 30 the treatment or prophylaxis of
autoimmune diseases, an inhibitor of rejection in tranplantafion and the
like, which are based on an ITK inhibitory action, and found an indole
compound having an ITK inhibitory action, which resulted in the completion
of the present invention. 35Accordingly, the present invention provides the
following.  [1] A compound represented by the following formula [I] or a
pharmaceutically acceptable salt thereof: [0008]    R3 5 [0009] wherein RI
is    (1) a hydrogen atom,    (2) a hydroxy group, or /o (3) a 01-6 alkoxy
group optionally substituted by C6-10 aryl group(s); R2 and R2 are the same
or different and each is (1) a hydrogen atom, or (2) a C1-6 alkyl group
optionally substituted by 1 to 3 15 substituents selected from (a) a
hydroxy group, and (b) a C1-6 alkoxy group; and R4 is a group represented
by [0010] 0  



which is bonded to the 5-position or the 6-position of the indole rinn
[0011] wherein 25R5 is (1) a hydrogen atom, or  (2) a 01-6 alkyl group, and
R6 is (1) a hydrogen atom,           (2) a 01-6 alkyl group optionally
substituted by 1 to 3 5substituents selected from (a) a hydroxy group, (b)
a 01_6 alkoxy group, (c) a carboxy group, (d) a 01-6 alkoxy-carbonyl group,
10(e) a 06_40 aryl group,     (f) a 06-10 aryloxy group,     (g) an amino
group optionally mono- or di-substituted by 01_6 alkyl group(s),
(h) a 5- or 6-membered unsaturated heterocyclic group 15optionally
substituted by 01-6 alkyl group(s), and     (i) a 5- or 6-membered
saturated heterocyclic group, (3) a 01-6 alkoxy group, (4) a 06.40 aryl
group, or       (5) a 5- or 6-membered unsaturated heterocyclic group
20optionally substituted by 1 to 3 substituents selected from (a) a hydroxy
group, and (b) a 01-6 alkoxy group, or R5 and R6 form, together with the
nitrogen atom they are 25bonded to, a 5- or 6-membered cyclic amine (said
cyclic amine is optionally condensed with 5- or 6-membered unsaturated
heterocycle) optionally substituted by 1 to 3 substituents selected from
(a) a hydroxy group, 30(h ) a 01_6 alkyl group, (c) a Cli6.,111cnvw (d) a
C1_5 alkoxy-carbonyl group; R7 is (1) a hydrogen atom, or 35(2) a C1-6
alkyl group optionally substituted by 1 to 3  substituents selected from
(a) a hydroxy group, (b) a 01_6 alkoxy group, and (c) an amino group
optionally mono- or di-substituted 5by 01-6 alkyl group(s), and R8 is  (1)
a 01-6 alkyl group optionally substituted by 1 to 3 substituents selected
from (a) a hydroxy group, 20(b) a 01-6 alkoxy group optionally substituted
by 06-10 aryl group(s),     (c) a 03_6 cycloalkyl group optionally
substituted by 01_6 alkoxy group(s),           (d) a 06_40 aryl group,
15(e) a 5- or 6-membered unsaturated heterocyclic group optionally
substituted by oxo group(s),     (f) a 5- to 8-membered saturated
heterocyclic group optionally substituted by 1 to 3 substituents selected
from 20(i) a hydroxy group, (ii) a 0I-6 alkyl group optionally substituted
by 1 to 3 substituents selected from a hydroxy group and a 01-6 alkoxy
group, (iii) a 01-6 alkoxy group, and 25(iv) an oxo group, (g) a 03-6
cycloalkyloxy group, (h) a 06-n aryloxy group,     (i) a 5- or 6-membered
unsaturated heterocyci yloxy group, 30(j) a 5- or 6-membered saturated
heterocyclyloxy group, ,)n r1     (k) an amino group optionally mono- or
di-substituted by substituents selected from (i) a CF_G alkyl group
optipnal.ly substituted by 1 35to 3 substituents selected from a hydroxy
group, a  carboxy group and a carboxy-01_6 alkoxy group,       (ii) a C1_6
alkyl-carbonyl group optionally substituted by 1 to 3 substituents selected
from a hydroxy group and a C1_6 alkoxy group, 5(iii) a C1-6 alkoxy-carbonyl
group optionally substituted by C6_10 aryl group(s), and        (iv) a C3_6
cycloalkyl-carbonyl group optionally substituted by 01-6 alkoxy group(s), 



(2) a C1_6 alkoxy group optionally substituted by C6-10 10aryl group(s),
(3) a C3-6 cycloalkyl group optionally substituted by 1 to 3 substituents
selected from (a) a hydroxy group, and (b) a C1-6 alkoxy group, 15(4) a
C6_10 aryl group optionally substituted by C1_6 alkyl group(s) optionally
substituted by 1 to 3 halogen atoms, (5) an amino group optionally mono- or
di-substituted by CI-6 alkyl group(s) optionally substituted by C6_10 aryl
group(s), 20(6) a 5- or 6-membered unsaturated heterocyclic group
optionally substituted by 01-6 alkyl group(s),  (7) a 5- or 6-membered
saturated heterocyclic group optionally substituted by 1 to 3 substituents
selected from 25(a) a 01-6 alkyl group, (b) a C1_6 alkyl-carbonyl group,
and (c) an oxo group, (8) a b- cycloalkyloxy group, or (9) a Cc 0
aryl-carbonyl group, or 30R7 and R8 form, together with the nitrogen atom
and carbon nfr, they are hnnHar4 fnorflWrlr amine substituted by an oxo
group and optionally further substituted by 1 to 3 substituents selected
from (a) a hydroxy group, 35(b) a C1_6 alkyl group optionally substituted
by  hydroxy group(s), (c) a C1-6 alkoxy group, and (d) a C3_6 cycloalkyl
group.    [2] A compound represented by the following formula [I-a] or a 5
pharmaceutically acceptable salt thereof: [0012]  wherein /o RI is  (1) a
hydrogen atom, (2) a hydroxy group, or  (3) a 01-6 alkoxy group optionally
substituted by C6..10 aryl group(s); is R2 and R2 are the same or different
and each is  (1) a hydrogen atom, or  (2) a 01-6 alkyl group optionally
substituted by 1 to 3 substituents selected from (a) a hydroxy group, and
20(b) a 01_6 alkoxy group; R7' is a C1-6 alkyl group optionally substituted
by 1 to 3 substituents selected from     (a) a hydxoxy group, (b) a C1a6 al
koxygroup, and     (c) an amino group optionally mono or di-substituted by
01_6 ,11,1 RB is (1) a 01-6 alkyl group optionally substituted by 1 to 3
substitnents selected from 30(a) a hydroxy group,      (b) a 01_6 alkoxy
group optionally substituted by 06_10 aryl group(s),     (c) a 03-6
cycloalkyl group optionally substituted by 01_6 alkoxy group(s), (d) a
06-10 aryl group,     (e) a 5- or 6-membered unsaturated heterocyclic group
optionally substituted by oxo group(s), (f) a 5- to 8-membered saturated
heterocyclic group    optionally substituted by 1 to 3 substituents
selected from io(i) a hydroxy group,        (ii) a 01-6 alkyl group
optionally substituted by 1 to 3 substituents selected from a hydroxy group
and a 01_6 alkoxy group,        (iii) a 01-6 alkoxy group, and .15(iv) an
oxo group, (g) a 03-6 cycloalkyloxy group, (h) a 06-10 aryloxy group, (i) a
5- or 6-membered unsaturated heterocyclyloxy group,      (j) a 5- or
6-membered saturated heterocyclyloxy group, and 20(k) an amino group
optionally mono- or di-substituted by substituents. selected from
(i) a C1-6 alkyl group optionally substituted by 1 to 3 substituents
selected from a hydroxy group, a carboxy group and a carboxy-01_5 alkoxy
group, 25(ii) a 01_6 alkyl-carbonyl group optionally substituted by  1 to 3
substituents selected from a hydroxy group and a C1_6 alkoxy group, (iii) a
01_6 dkoxbonyl group optionssubstituted by 05_10 axyl group(s), and 30(iv)
a 03_5 cycloalkyl-carbonyl group optionally HubPtitflted Hy Pi_s dlkomy
grorp(s),  (2) a 01-6 alkoxy group optionally substituted by C6_21) aryl
group(s),      (3) a 03_5 cycloalkyl group optionally substituted by 1 to 3
35 substituents selected from  (a) a hydroxy group, and (b) a 01-6 alkoxy
group, (4) a 06-10 aryl group optionally substituted by 01_6 alkyl group(s)
optionally substituted by 1 to 3 halogen atoms, .5 (5) an amino group
optionally mono- or di-substituted by 01-6 alkyl group(s) optionally
substituted by 06-10 aryl group(s), (6) a 5- or 6-membered unsaturated
heterocyclic group optionally substituted by 01-6 alkyl group(s), 



(7) a 5- or 6-membered saturated heterocyclic group optionally /0
substituted by 1 to 3 substituents selected from (a) a 01_6 alkyl group,
(b) a C1..6 alkyl-carbonyl group, and (c) an oxo group, (8) a 03-6
cycloalkyloxy group, or 15 (9) a C6-10 aryl-carbonyl group, or RT and R8
form, together with the nitrogen atom and carbon atom they are bonded to, a
5- or 6-membered cyclic amine substituted by an oxo group and optionally
further substituted by 1 to 3 substituents selected from 20(a) a hydroxy
group,    (b) a 01-6 alkyl group optionally substituted by hydroxy
group(s), (c) a C1-6 alkoxy group, and (d) a 03-6 cycloalkyl group. 25 [3]
The compound according to the above-mentioned [2], wherein R1 is a hydrogen
atom; and 112 and R3 are the same or different and each is a C1_6 alkyl
group, or a pharmaceutically acceptable a alt the]: eof 30 [4] The compound
according to the above-mentioned [3], wherein RT is a Ci..6 alkyl group:
and R8 is a C1_6 alkyl group substituted by 1 to 3 substituents selected
from (a) a hydroxy group, 35(b) a C1_6 alkoxy group optionally substituted
by 06_ 0 aryl  group(s),     (c) a 03_6 cycloalkyl group optionally
substituted by C1_6 alkoxy group(s),     (d) a 06-10 aryl group, 5(e) a 5-
or 6-membered unsaturated heterocyclic group optionally substituted by oxo
group(s),  (f) a 5- to 8-membered saturated heterocyclic group optionally
substituted by 1 to 3 substituents selected from (i) a hydroxy group,
/o(ii) a 01-6 alkyl group optionally substituted by 1 to 3 substituents
selected from a hydroxy group and a 0I-6 alkoxy group, (iii) a 01_6 alkoxy
group, and (iv) an oxo group, 15(g) a 03-6 cycloalkyloxy group,         (h)
a 06-10 aryloxy group, (i) a 5- or 6-membered unsaturated heterocyclyloxy
group, (j) a 5- or 6-membered saturated heterocyclyloxy group, and
(k) an amino group optionally mono- or di-substituted by 20 substituents
selected from        (i) a 01_6 alkyl group optionally substituted by 1 to
3 substituents selected from a hydroxy group, a carboxy group and a
carboxy-01_6 alkoxy group,          (ii) a 01_6 alkyl-carbonyl group
optionally substituted by 25 1 to 3 substituents selected from a hydroxy
group and a 01-6 alkoxy group,  (iii) a 01_6 alkoxyvearbonyl group
optionally substituted ]ra aryl group(s), and.            (iv) a C3_6
cycloalkylicarbonyl group optionally 30 substituted by Ci._6 alkoxy group
(s) or a pharmaceutically acceptable salt thereof, [5] A compound selected
from the following formulas [0014]      [0017] /o or a pharmaceutically
acceptable salt thereof.  [6] A pharmaceutical composition comprising the
compound according to any one of the above-mentioned [1] to [5], or a
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable
carrier. 15 [V] An ITK inhibitor comprising the compound according to any
one of the above-mentioned [1] to [5.1" or a phermaceuticaliy acceptable
salt tlsereof.  [8] An agent for the treatment or prophylaxis of an
nf1='..=1"nry disease, comprising the compound according to any 20 one of
the above-mentioned [1] to [5], or a pharmaceutically acceptable salt
thereof.  [9] The agent according to the above-mentioned [8], wherein. the
inflammatory disease is rheumatoid arthritis.   [10] An agent for the
treatment or prophylaxis of an allergic disease, comprising the compound
according to any one of the above-mentioned [1] to [5], or a
pharmaceutically acceptable salt thereof. 5 [11] An agent for the treatment
or prophylaxis of an autoimmune disease, comprising the compound according
to any one of the above-mentioned [1] to [5], or a pharmaceutically
acceptable salt thereof.     [12] The agent according to the
above-mentioned [11], wherein lo the autoimmune disease is rheumatoid
arthritis.  [13] An inhibitor of rejection in transplantation, comprising
the compound according to any one of the above-mentioned [1] to [5], or a
pharmaceutically acceptable salt thereof.     [14] A method of inhibiting
ITK in a mammal, comprising 25 administering a pharmaceutically effective
amount of the compound according to any one of the above-mentioned [1] to
[5], or a pharmaceutically acceptable salt thereof, to the mammal.     [15]
A method for treating or preventing an inflammatory 20 disease in a mammal,
comprising administering a pharmaceutically effective amount of the
compound according to any one of the above-mentioned [1] to [5], or a
pharmaceutically acceptable salt thereof, to the mammal.     [16] The
method according to the above-mentioned [15], wherein 25 the inflammatory
disease is rheumatoid arthritis.  [17] A method for treating or preventing
an allergic disease in a mammal, comprising administering a
pharmaceutically effective amount of the compound cc cord.in.o to any one
of the above-Irtentioned [1] to [5], or a pharmaceutically acoeptabl.e 30
salt thereof, to the mammal.  [18] A method for treating or preventing an
,,;iltnimmnfle disease to a mammal, comprising administering a
pharmaceutically effective amount of the compound according to any one of
the above-mentAbnbb [1] to f5J, or a pharmaceutically acceptable 35 salt
thereof, to the mammal.  [19] The method according to the above-mentioned
[18], wherein the autoimmune diseases is rheumatoid arthritis.  [20] A
method of suppressing rejection in transplantation in a mammal, comprising
administering a pharmaceutically effective 5 amount of the compound
according to any one of the above-mentioned [1] to [5], or a
pharmaceutically acceptable salt thereof, to the mammal.  [21] Use of the
compound according to any one of the above-mentioned [1] to [5], or a
pharmaceutically acceptable salt lo thereof, for producing an agent for the
treatment or prophylaxis of an inflammatory disease.  [22] The use
according to the above-mentioned [21], wherein the inflammatory disease is
rheumatoid arthritis. 



[23] Use of the compound according to any one of the above- /5 mentioned
[1] to [5], or a pharmaceutically acceptable salt thereof, for producing an
agent for the treatment or prophylaxis of an allergic disease.  [24] Use of
the compound according to any one of the above-mentioned [1] to [5], or a
pharmaceutically acceptable salt 20 thereof, for producing an agent for the
treatment or prophylaxis of an autoimmune disease.  [25] The use according
to the above-mentioned [24], wherein the autoimmune diseases is rheumatoid
arthritis.  [26] Use of the compound according to any one of the above- 25
mentioned [1] to [5], or a pharmaceutically acceptable salt thereof, for
producing an inhibitor of rejection in transplantation,  [27] A commercial
kit comprifig (a) a pharmactilical composition comprising the compound
according to any one of 30 the above-mentioned [1] to [5], or a
pharmaceutically  acceptable salt thereof as an active ingredient and (.1))
a. written description associated therewith, which states that the
pharmaceutical composition can or should be used for treating or preventing
an. inflammatory disease, an allergic 35 disease or an autoimmune disease.
[28] A commercial package comprising (a) a pharmaceutical composition
comprising the compound according to any one of the above-mentioned [1] to
[5], or a pharmaceutically acceptable salt thereof as an active ingredient
and (b) a 5 written description associated therewith, which states that the
pharmaceutical composition can or should be used for treating or preventing
an inflammatory disease, an allergic disease or an autoimmune disease.
[1'] A compound represented by the following formula [I'] or a /o
pharmaceutically acceptable salt thereof, or a solvate thereof: [0018]
[0019] /5 wherein RY is (1) a hydrogen atom, (2) a hydroxy group, or (3) a
01_6 alkoxy group optionally substituted by C6-1.0 aryl 20 group(s); Rr and
R3' are the same or different and each is (1) a hydrogen atom, or a6 alkyl
group optionally substutedLC) 3 substituents selected from 25(a) a hydroxy
group, and (0) a C1.4 alkoxy group; and RY is a group represented by [0020]
Or   0 NR8'r Fie  r [0021] which is bonded to the 5-position or the
6-position of the indole ring, swherein R6' is (1) a hydrogen atom, or (2)
a 01-6 alkyl group, and R6' is 10(1) a hydrogen atom,  (2) a 01-5 alkyl
group optionally substituted by 1 to 3 substituents selected from (a) a
hydroxy group, (b) a 01-6 alkoxy group, 15(c) a carboxy group,
(d) a 01-5 alkoxy-carbonyl group, (e) a 06_10 aryl group, (f) a 06-10
aryloxy group,               (g) an amino group optionally mono- or
di-substituted 20by 01_6 alkyl group (a)     (h) a 5- or 6-membered
unsaturated heterocyclic group optionally substituted by 01-6 alkyl
group(s), and               (i) a 5- or 6-membered saturated heterocyclic
group, (3) a C1-5 a.1 koxy group, (4) a C_.)..0 aryl group, or  (5) a 5- or
6-membered unsaturated heterocyclic group cptionall; aubstituted by 1 to 3
substituents solocted from (a) a hydroxy group, and 30(b) a. C.1_6 alkoxy
group, or R5' and Rw form, together with the nitrogen atom they are  bonded
to, a 5- or 6-membered cyclic amine (the cyclic amine is optionally
condensed with a 5- or 6-membered unsaturated heterocycle), which is
optionally substituted by 1 to 3 substituents selected from 5(a) a hydroxy
group, (b) a 01-6 alkyl group, (c) a C1-6 alkoxy group, and (d) a C1_6
alkoxy-carbonyl group; 137- is io(1) a hydrogen atom, or (2) a C1-6 alkyl
group optionally substituted by 1 to 3 substituents selected from 



(a) a hydroxy group, (b) a C1_6 alkoxy group, and 15(c) an amino group
optionally mono- or di-substituted by 01_5 alkyl group(s), and R8' is (1) a
C1-6 alkyl group optionally substituted by 1 to 3 eubstituents selected
from 20(a) a hydroxy group,    (b) a C1-6 alkoxy group optionally
substituted by C6-10 aryl group(s),     (c) a 03-6 cycloalkyl group
optionally substituted by C1-6 alkoxy group(s), 25(d) a C6_10 aryl group,
(e) a 5- or 6-membered unsaturated heterocyclic group optionally
substituted by oxo group (s)         (f) a 5- to 8-membered saturated
heterocyclic group optionally substituted by 1 t.o 3 substituents selected
30from 11NYdrnvNY nrnnn        (ii) a 0li6 alkyl group optionally
substituted by 1 to 3 substituents selected from a hydroxy group and a C1_6
alkoxy group, 35(iii) a C1_5 alkoxy group, and  (iv) an oxo group,     (g)
a 03_6 cycloalkyloxy group, (h) a 06_40 aryloxy group, (i) a 5- or
6-membered unsaturated heterocyclyloxy 5group,     (j) a 5- or 6-membered
saturated heterocyclyloxy group, and          (k) an amino group optionally
mono- or di-substituted by substituents selected from 70(i) a 01_6 alkyl
group,        (ii) a 01_6 alkyl-carbonyl group optionally substituted by 1
to 3 substituents selected from a hydroxy group and a C1_6 alkoxy group,
(iii) a 01-6 alkoxy-carbonyl group optionally 15substituted by 06.40 aryl
group(s), and        (iv) a 03_6 cycloalkyl-carbonyl group optionally
substituted by C1-6 alkoxy group(s), (2) a C1-6 alkoxy group optionally
substituted by 06.40 aryl group(s), 20(3) a 03-6 cycloalkyl group
optionally substituted by 1 to 3 substituents selected from (a) a hydroxy
group, and (b) a 01_6 alkoxy group,            (4) a 06(40 aryl group
optionally substituted by 01-6 alkyl 25group(s) optionally substituted by 1
to 3 halogen atoms,  (5) an amino group optionally mono- or di-substituted
by 01._() alkyl group (s) optionally substituted by 06_10 aryl group(s),
6-meirLered unsaturated bet: e ro cyclic group sooptionally substituted by
01_5 alkyl group(s),  (7) a5-- or 6-membered saturated tietterooycJic group
option.ally substituted by 1 to 3 substituents selected from (a) a 0.1_,6
alkyl group, 35(b) a. 01-6 alkyl-carbonyl group, and  (c) an oxo group, (8)
a 03-6 cycloalkyloxy group, or (9) a 06.40 aryl-carbonyl group, or RP' and
128' form, together with the nitrogen atom and carbon atom they are bonded
to, a 5- or 6-membered cyclic amine substituted by an oxo group and
optionally further substituted by 1 to 3 substituents selected from
(a) a hydroxy group,               (b) a 01-6 alkyl group optionally
substituted by 10hydroxy group(s),               (c) a 01-6 alkoxy group,
and               (d) a 03-5 cycloalkyl group. [2'] A compound represented
by the following formula [I'-a] or a pharmaceutically acceptable salt
thereof, or a solvate /5 thereof: [0022]    [0023] wherein 20 RI' is  (1) a
hydrogen atom, (2) a hydroxy group, or  (3) a C1_6 alkoxy group op on 1
sl,:bs t I tuted oy CG-Im aryl group(s); 25 122' andare the same or
different and each is (1) 7-1 hydrogen atom, or (2) a C1_6 alkyl group
optionally substituted by 1 to 3 substitnents selected from        (a) a
hydroxy group, and 30(b) a 0li6 alkoxy group;  R7"1 is a C1_6 alkyl group
optionally substituted by 1 to 3 substituents selected from      (a) a
hydroxy group,      (b) a 01-6 alkoxy group, and 5(c) an amino group
optionally mono- or di-substituted by 01-6 



alkyl group(s), and R8' is  (1) a 01-6 alkyl group optionally substituted
by 1 to 3 substituents selected from io(a) a hydroxy group,     (b) a C1_6
alkoxy group optionally substituted by CE40 aryl group(s),     (c) a 03_6
cycloalkyl group optionally substituted by 01_6 alkoxy group(s), 15(d) a
C6-10 aryl group,     (e) a 5- or 6-membered unsaturated heterocyclic group
optionally substituted by oxo group(s),      (f) a 5- to 8-membered
saturated heterocyclic group optionally substituted by 1 to 3 substituents
selected from 20(i) a hydroxy group,        (ii) a 01_6 alkyl group
optionally substituted by 1 to 3 substituents selected from a hydroxy group
and a C1-6 alkoxy group,        (iii) a 01_6 alkoxy group, and 25(iv) an
oxo group, (g) a 03-6 cycloalkyloxy group, (h) a C6,40 aryloxy group, (1) a
5- or 6-membered unsaturated heterocyclyloxy group,        (j) a 5- or
6-membered saturated heterocyclyloxy group, and 30(k) an amino group
optionally mono- or di-substituted by mibgtltunntc7 c,,lprteH frnm (i) a
C1-6 alkyl group, (ii) a 01_6 alkyl-carbonyl group optionally substituted
by     1 to 3 substituents selected from a hydroxy group and a C16 35
alkoxy group,          (iii) a 01-6 alkoxy-carbonyl group optionally
substituted by C6_10 aryl group(s), and        (iv) a 03-6
cycloalkyl-carbonyl group optionally substituted byalkoxy group(s), .5 (2)
a C1-6 alkoxy group optionally substituted by 06.40 aryl group s ,  (3) a
03-6 cycloalkyl group optionally substituted by 1 to 3 substituents
selected from (a) a hydroxy group, and io(b) a 01-6 alkoxy group,  (4) a
C6_10 aryl group optionally substituted by 01-6 alkyl group(s) optionally
substituted by 1 to 3 halogen atoms,  (5) an amino group optionally mono-
or di-substituted by C1-6 alkyl group(s) optionally substituted by C6-10
aryl group(s), is (6) a 5- or 6-membered unsaturated heterocyclic group
optionally substituted by Ci._6 alkyl group(s), (7) a 5- or 6-membered
saturated heterocyclic group optionally substituted by 1 to 3 substituents
selected from (a) a C1_6 alkyl group, 20(b) a C1-6 alkyl-carbonyl group,
and (c) an oxo group, (8) a 03-6 cycloalkyloxy group, or (9) a 0E..2.0
aryl-carbonyl group, or R7"' and 138' form, together with the nitrogen atom
and carbon. 25 atom they are bonded to, a 5- or 6-membered cyclic amine
substituted by an oxo group and optionally further substituted by 1 to 3
substituents selected from (a) a hydroxy group, m a 0116 alkyl
groupsubstitutedhybroxy 30 group(s), (c) a C1-6 alkoxy group, and (d) a
C3_6 cycloalkyl group, [3'] A pharmaceutical composition comprising the
compound according to the above-mentioned [1'] or [2'], or a 33
pharmaceutically acceptable salt thereof, or a solvate thereof,  and a
pharmaceutically acceptable carrier.  [4'] An agent for the treatment or
prophylaxis of an inflammatory disease, comprising the compound according
to the above-mentioned [1'] or [2'], or a pharmaceutically acceptable o
salt thereof, or a solvate thereof.  [5'] An ITK inhibitor comprising the
compound according to the above-mentioned [1'] or [2'], or a
pharmaceutically acceptable salt thereof, or a solvate thereof.  [6'] An
agent for the treatment or prophylaxis of an allergic /o disease,
comprising the compound according to the above-mentioned [1'] or [2'], or a
pharmaceutically acceptable salt thereof, or a solvate thereof.  [7'] An
agent for the treatment or prophylaxis of an autoimmune disease, comprising
the compound according to the /5 above-mentioned [1'] or [2'], or a
pharmaceutically acceptable salt thereof, or a solvate thereof.  [8'] An
inhibitor of rejection in transplantation, comprising the compound
according to the above-mentioned [1'] or [2'], or a pharmaceutically
acceptable salt thereof, or a solvate 20 thereof.  [9'] A method for
treating or preventing an inflammatory disease in a mammal, comprising
administering a pharmaceutically effective amount of the compound according
to the above-mentioned [1'] or [2'], or a pharmaceutically 25 acceptable
salt thereof, or a solvate thereof to the mammal.  [10'] A method for
treating or preventing an allergic disease in a mammal, comprising
administering a pharmaceutically effective amount of the compound accordanp
to the above-mentioned [1'] or. [2'], or a pharmaceutically acceptable salt
30 thereof, or a solvate thereof to the mammal.    [11'] 71/2 method for
treating or preventing an autoirrrhne disease in a mammal, comprising
administering a pharmaceutically effective amount of the compound according
to the above-mentioned [1r] or [2'], or a pharmaceutically 35 acceptable
salt thereof, or a solvate thereof to the mammal.  [12'] A method for
suppressing rejection in transplantation in a mammal, comprising
administering a pharmaceutically effective amount of the compound according
to the above-mentioned [1r] or [2'], or a pharmaceutically acceptable salt
s thereof, or a solvate thereof, to the mammal. [13'] Use of the compound
according to the above-mentioned [1'] or [2'], or a pharmaceutically
acceptable salt thereof, or a solvate thereof for producing an agent for
the treatment or prophylaxis of an inflammatory disease. 10 Effect of the
Invention [0024]        The indole compound of the present invention
effectively inhibits STK activity, suppresses proliferation and activation
of Th2 cell, and/or suppresses activation of mast cells. 15 Therefore, it
is effective as an agent for the treatment or prophylaxis of diseases
involving proliferation or activation of Th2 cell or activation of mast
cells, for example, allergic diseases, inflammatory diseases and autoimmune
diseases, or as an inhibitor of rejection in transplantation. 



20 Description of Embodiments [0025]        The present invention is
explained in detail in the following. The definition of the term used in
the present 25 specification is as follows. [0026]        The "optionally
substituted" includes both substitution and without. substitution. (no subs
ttion) at subsiThitEblle posit ion of an object proup Here, the "no
substitution". men= 30 that all substitutable positions of an object group
are each a hvHrnman atnm [0027]        Examples of the "halogen atom"
include a fluorine atom, a chlorine atom, a bromine atom and an iodine
atom. 35 [0028]          The "C1-6 alkyl group" means a straight chain or
branched chain saturated hydrocarbon group having 1 to 6 carbon atoms, and
examples thereof include a methyl group, an ethyl group, a propyl group, an
isopropyl group, a butyl group, an isobutyl group, a sec-butyl group, a
tert-butyl group, a pentyl group, an isopentyl group, a neopentyl group, a
1,2-dimethylpropyl group, a 1-ethylpropyl group, a hexyl group, an isohexyl
group, a 1,2,2-trimethylpropyl group, a 1,1-dimethylbutyl group, a
2,2-dimethylbutyl group, a 3,3-dimethylbutyl group, a 2- 20 ethylbutyl
group and the like. [0029]        The "01_6 alkoxy group" means a hydroxyl
group substituted by the above-mentioned "C1..6 alkyl group", and examples
thereof include a methoxy group, an ethoxy group, a propoxy group, an Is
isopropoxy group, a butoxy group, an isobutoxy group, a secbutoxy group, a
tert-butoxy group, a pentyloxy group, an isopentyloxy group, a neopentyloxy
group, a 1,2- dimethylpropyloxy group, a 1-ethylpropyloxy group, a hexyloxy
group, an isohexyloxy group, a 1,2,2-trimethylpropyloxy group, 20 a
1,1-dimethylbutyloxy group, a 2,2-dimethylbutyloxy group, a
3,3-dimethylbutyloxy group, a 2-ethylbutyloxy group and the like. [0030]
The "C3_6 cycloalkyl group" means a monocyclic saturated 25 hydrocarbon
group having 3 to 6 carbon atoms, and examples thereof include a
cyclopropyl group, a cyclobutyl group, a cyclopentyl group, a cyclohexyl
group and the like, [00311 The "C.3_6 cycloa]kyloxy group" means a hydroxy
group 30 substituted by the above-mentioned "03_6 cycloalkyl group", and
examples thereof include a cyclopropyloxy group, a cyclobutyloxy group, a
cyclopentyloxy group, a cyclohexyloxy group and the like. [10032] 35The
"C5_10 aryl group" means an aromatic hydrocarbon group  having 6 to 10
carbon atoms, and examples thereof include a phenyl group, a 1-naphthyl
group, a 2-naphthyl group and the like. Preferred is a phenyl group. [0033]
5The "05_10 aryloxy group" means a hydroxy group substituted by the
above-mentioned "05_10 aryl group", and examples thereof include a phenoxy
group, a 1-naphthyloxy group, a 2-naphthyloxy group and the like. Preferred
is a phenoxy group. /o [0034]        The "5- or 6-membered unsaturated
heterocyclic group" means a monocyclic unsaturated or partially unsaturated
heterocyclic group having 5 or 6 ring-constituting atoms, which contains,
besides carbon atoms, 1 to 4 hetero atoms 15 selected from a nitrogen atom,
an oxygen atom and a sulfur atom. When the group contains a sulfur atom as
a hetero atom, the sulfur atom is optionally mono- or di-oxidized. Examples
of such group include a furyl group, a thienyl group, a pyrrolyl group, an
oxazolyl group, an oxazolinyl group, an 20 isoxazolyl group, an
isoxazolinyl group, a thiazolyl group, a thiazolinyl group, an isothiazolyl
group, an isothiazolinyl group, an imidazolyl group, an imidazolinyl group,
a pyrazolyl group, a pyrazolinyl group, an oxadiazolyl group (a 1,2,5-
oxadiazolyl group, a 1,3,4-oxadiazoly1 group, a 1,2,4- 25 oxadiazolyl
group), a thiadiazolyl group (a 1,2,5-thiadiazoly1 group, a
1,3,4-thiadiazoly1 group, a 1,2,4-thiadiazoly1 group), a triazolyl group (a
1,2,3-triazoly1 group, a 1,2,4-triazoly1 group), a tetrazolyi group, a
pyriciy) group, a pyrimidinyi group, a pyridazin71 group, a pyrazinyl
group, 30 group, a dihydropyridyl group and the like, [0035]        The "5-
or 6-membered unsaturated heterocyclyloxy group" means a hydroxy group
substituted by the above-mentioned "5- or 6-membered unsaturated
heterocyclic group", and examples 35 thereof include a furyloxy group, a
thienyloxy group, a  pyrrolyloxy group, an oxazolyloxy group, an
oxazolinyloxy group, an isoxazolyloxy group, an isoxazolinyloxy group, a
thiazolyloxy group, a thiazolinyloxy group, an isothiazolyloxy group, an
isothiazolinyloxy group, an imidazolyloxy group, an 5 imidazolinyloxy
group, a pyrazolyloxy group, a pyrazolinyloxy group, an oxadiazolyloxy
group (a 1,2,5-oxadiazolyloxy group, a 1,3,4-oxadiazolyloxy group, a
1,2,4-oxadiazolyloxy group), a thiadiazolyloxy group (a
1,2,5-thiadiazolyloxy group, a 1,3,4- thiadiazolyloxy group, a
1,2,4-thiadiazolyloxy group), a 10 triazolyloxy group (a 1,2,3-triazolyloxy
group, a 1,2,4- triazolyloxy group), a tetrazolyloxy group, a pyridyloxy
group, a pyrimidinyloxy group, a pyridazinyloxy group, a pyrazinyloxy
group, a triazinyloxy group, a dihydropyridyloxy group and the like. 15
[0036]        The "5- to 8-membered saturated heterocyclic group" means a
monocyclic saturated heterocyclic group having 5 to 8 ring-constituting
atoms, which contains, besides carbon atoms, 1 to 4 hetero atoms selected
from a nitrogen atom, an oxygen atom 20 and a sulfur atom. When the group
contains a sulfur atom as a hetero atom, the sulfur atom is optionally
mono- or di-oxidized. Examples of such group include a pyrrolidinyl group,
a tetrahydrofuryl group, a tetrahydropyranyl group, a tetrahydrothienyl
group, a tetrahydrothiopyranyl group, an 25 oxazolidinyl group, an
isoxazolidinyl group, a thiazolidinyl group, an isothiazolidinyl group, an
imidazolidinyl group, a pyrazolidinyl group, a piperidyl group (including a
piperidino group), a morpholinyl group (including a morpholino group), a
thio=pholinyi group (Including a thio=pholino group), 30 piperazinyl group,
an azepanyl group, an azocanyi group, a 1,1-dioxideisothAmzolidinyl group,
R 1,1- dioxidetetrahydrothienyl group, a 1,1- gloxidetetrahydrothiopyranyi
group, a 1,1- dioxidethiomerpholinyl group (Including a 1,1- 35
dioxidethiomorpholino group) and the like.  [0037]       The "5- or
6-membered saturated heterocyclic group" means, among the above-mentioned
"5- to 8-membered saturated heterocyclic groups", a group having 5 or 6
ring-constituting 5 atoms, and examples thereof include a pyrrolidinyl
group, a tetrahydrofuryl group, a tetrahydropyranyl group, a
tetrahydrothienyl group, a tetrahydrothiopyranyl group, an oxazolidinyl
group, an isoxazolidinyl group, a thiazolidinyl group, an isothiazolidinyl
group, an imidazolidinyl group, a 70 pyrazolidinyl group, a piperidyl group
(including a piperidino group), a morpholinyl group (including a morpholino
group), a thiomorpholinyl group (including a thiomorpholino group), a
piperazinyl group, a 1,1-dioxideisothiazolidinyl group, a 1,1-
dioxidetetrahydrothienyl group, a 1,1- 15 dioxidetetrahydrothiopyranyl
group, a 1,1- dioxidethiomorpholinyl group (including a 1,1-
dioxidethiomorpholino group) and the like. [0038] The "5- or 6-membered
saturated heterocyclyloxy group" 20 means a hydroxy group substituted by
the above-mentioned "5- or 6-membered saturated heterocyclic group", and
examples thereof include a pyrrolidinyloxy group, a tetrahydrofuryloxy
group, a tetrahydropyranyloxy group, a tetrahydrothienyloxy group, a
tetrahydrothiopyranyloxy group, an oxazolidinyloxy 25 group, an
isoxazolidinyloxy group, a thiazolidinyloxy group, an isothiazolidinyloxy
group, an imidazolidinyloxy group, a pyrazolddinyloxy group, a piperidyloxy
group (including a piperiddnooxy group), a morpholinyloxy group (including
a morpholinooxy group), a thiomorpholinyloxy group (including a 30
thiomorpholinooxy group), a piperazinyloxy group, a 1,1-
di_oxideisothiazolidinyloxy group, a 1,1- dioxidetetrahydrothienyloxy
group, a. 1,1- dioxidetetrahydrothiopyranyloxy group, a 1,1-
dioxidethiomorpholinyloxy group (including a 1,1- as
dioxidethiomorpholinooxy group) and the like.  [0039]        The "C1_6
alkyl-carbonyl group" means a carbonyl group to which the above-mentioned
"C1_6 alkyl group" is bonded, and examples thereof include an acetyl group,
a propanoyl group, a s butanoyl group, a 2-methylpropanoyl group, a 2,2-
dimethylpropanoyl group, a 3-methylbutanoyl group and the like. [0040]
The "C1_6 alkoxy-carbonyl group" means a carbonyl group to which the
above-mentioned "C1_6 alkoxy group" is bonded, and lo examples thereof
include a methoxycarbonyl group, an ethoxycarbonyl group, a propoxycarbonyl
group, an isopropoxycarbonyl group, a butoxycarbenyl group, an
isobutoxycarbonyl group, a sec-butoxycarbonyl group, a tertbutoxycarbonyl
group, a pentyloxycarbonyl group, an is isopentyloxycarbonyl group, a
neopentyloxycarbonyl group, a hexyloxycarbonyl group and the like. [0041]
The "C3_6 cycloalkyl-carbonyl group" means a carbonyl 



group to which the above-mentioned "03_6 cycloalkyl group" is 20 bonded,
and examples thereof include a cyclopropylcarbonyl group, a
cyclobutylcarbonyl group, a cyclopentylcarbonyl group, a cyclohexylcarbonyl
group and the like. [0042]           The "C6_10 aryl-carbonyl group" means
a carbonyl group to 25 which the above-mentioned "Co aryl group" is bonded,
and examples thereof include a benzoyl group and the like. [0043]       The
"carboxy , alkoxy group" means the above-mentioned 01-6 alkomy group" to
which a carboxy group is bonded, and 30 examples thereof include a
carboxymethoxy group, a 2- rPrbOXYflthOXy''-"Cr/-)0XyprOpr).Xy grfllip, a.
2-chrbo methylethoxy group, a 4-carboxybutoxy group and the like. Preferred
is a carboxymethoxy group. [0044] 35The "5- or 6-membered cyclic amine"
means a saturated  heterocycle having 5 or 6 ring-constituting atoms, which
contains at least one nitrogen atom besides carbon atoms, further
optionally contains 1 to 3 hetero atoms selected from a nitrogen atom, an
oxygen atom and a sulfur atom, which is 5 bonded via the nitrogen atom
constituting the ring. When the ring contains a sulfur atom as a hetero
atom, the sulfur atom is optionally mono- or di-oxidized. Examples of such
ring include pyrrolidine, oxazolidine, isoxazolidine, thiazolidine,
isothiazolidine, imidazolidine, pyrazolidine, piperidine, /o morpholine,
thiomorpholine, piperazine, 1,1- dioxideisothiazolidine,
1,1-dioxidethiomorpholine and the like. [0045]        The "5- or 6-membered
unsaturated heterocycle" means a monocyclic unsaturated or partially
unsaturated heterocyclic is group having 5 or 6 ring-constituting atoms,
which contains, besides carbon atoms, 1 to 4 hetero atoms selected from a
nitrogen atom, an oxygen atom and a sulfur atom. When the ring contains a
sulfur atom as a hetero atom, the sulfur atom is optionally mono- or
di-oxidized. Examples of such ring include 20 furan, thiophene, pyrrole,
oxazole, isoxazole, thiazole, isothiazole, imidazole, pyrazole, oxadiazole,
thiadiazole, triazole, tetrazole, pyridine, pyrimidine, pyridazine,
pyrazine, riazine and the like. [0046] 25 Each group of a compound
represented by the formula [I] (hereinafter sometimes to be abbreviated as
compound [I]) is explained in the following, 1C04/1 30 (1) a hydrogen atom,
(2) a hydroxv group, or  (3) a C1.,6 alkoxy group (preferably, a methoxy
group, an isopropoxy group) optionally substituted by C5-10 aryl group(s)
(preferably, a phenyl group), 35 and preferably a hydrogen atom.  [0048] R2
and R3 are the same or different and each is (1) a hydrogen atom, or (2) a
01-6 alkyl group (preferably, a methyl group) optionally 5 substituted by 1
to 3 substituents selected from     (a) a hydroxy group, and     (b) a 01-6
alkoxy group (preferably, a methoxy group), and are preferably the same or
different and each is a 01-5 alkyl group (preferably, a methyl group). 10
[0049] R4 is a group represented by [0050] 00    [0051] 15 which is bonded
to the 5-position or the 6-position of the indole ring. R4 is preferably
[0052] 0  rUfon51 which is bonded to the -position or the 6-position of the
indole ring, or rnnE,A1  0  [0055] which is bonded to the 6-position of the
indole ring, and more preferably 5 [0056] 0  [0057] which is bonded to the
6-position of the indole ring. [0058] 10R5 is  (1) a hydrogen atom, Or  (2)
a C1-6 alkyl group (preferably, a methyl group, an ethyl group). [0059]
15R6 is  (1) a hydrogen atom,  (2) a C1-6 alkyl group (preferably, a methyl
group, an ethyl group, an isopropyl group, an isobutyl group, a tert-butyl
group, a neopentyl group, a 1,2-dimethylpropyl. group, a 1,2
trimethylpropyl group) optionallyituted by 1 to 3 substituents selected
from (a) a hydroxy group,               alkoxy group forof0rPh1Y rl MP hoxy
grouP, a propoxy group, an isopropoxy group), 



25(c) a carboxy group, (d) a Cis alkoxy-carbonyl group (preferably, a
methoxycarbonyl group, a tert-butoxycarbonyl group),      (e) a C6-4D aryl
group (preferably, a phenyl group), (f) a C6-10 aryloxy group (preferably,
a phenoxy group),     (g) an amino group optionally mono- or di-substituted
C1-6 alkyl groups (preferably, a methyl group), 5(h) a 5- or 6-membered
unsaturated heterocyclic group  (preferably, a furyl group, a pyrrolyl
group, a thiazolyl group, a tetrazolyl group, an imidazolyl group)
optionally substituted by C1-6 alkyl group(s) (preferably, a methyl group),
and /o(i) a 5- or 6-membered saturated heterocyclic group (preferably, a
morpholinyl group),    (3) a C1-6 alkoxy group (preferably, a methoxy
group), (4) a C6-10 aryl group (preferably, a phenyl group), or    (5) a 5-
or 6-membered unsaturated heterocyclic group /5 (preferably, a
1,3,4-thiadiazoly1 group) optionally substituted by 1 to 3 substituents
selected from     (a) a hydroxy group, and     (b) a C1-6 alkoxy group
(preferably, a methoxy group). [0060] 20Alternatively, R5 and R6 may form,
together with the nitrogen atom they are bonded to, a 5- or 6-membered
cyclic amine (preferably, pyrrolidine, piperidine, piperazine, morpholine)
(the cyclic amine is optionally condensed with a 5- or 6-membered
unsaturated heterocycle (preferably, 25 imidazole)), which is optionally
substituted by 1 to 3 substituents selected from     (a) a hybroxy group,
(b) a Clugs alkyl group (preferably, A methyl group, an eth 1 group), 30(c)
a C1_6 alkoxy group (preferably, a methoxy group), and     (d) a C.1_6
slkoxy-ral-bnryl group (preferably, a tertbutoxycarbonyi group). [0061] R7
is 35 (1) a hydrogen atom, or   (2) a 01-6 alkyl group (preferably, a
methyl group, an ethyl group, a propyl group) optionally substituted by 1
to 3 substituents selected from (a) a hydroxy group, 5(b) a C1-6 alkoxy
group (preferably, a methoxy group), and     (c) an amino group optionally
mono- or di-substituted by 01_6 alkyl group(s) (preferably, a methyl
group),   preferably a C1_6 alkyl group (preferably, a methyl group, an
ethyl group, a propyl group) optionally substituted by 1 to 3 10
substituents selected from     (a) a hydroxy group, (b) a 01_5 alkoxy group
(preferably, a methoxy group), and     (c) an amino group optionally mono-
or di-substituted by C1_6 alkyl group(s) (preferably, a methyl group), /5
and more preferably a 01_5 alkyl group (preferably, a methyl group, an
ethyl group, a propyl group). [0062] R8 is (1) a 01-6 alkyl group
(preferably, a methyl group, an ethyl 20 group, a propyl group, an
isopropyl group, an isobutyl group, a tert-butyl group, a neopentyl group)
optionally substituted by 1 to 3 substituents selected from       (a) a
hydroxy group,       (b) a 01_6 alkoxy group (preferably, a methoxy group,
an 25 ethoxy group, a propoxy group, an isopropoxy group) optionally
substituted by 06_10 aryl group(s) (preferably, a phenyl group),     (c) a
C:3_6 cycloalkyl group (preferably, a cyclopentyl group, a cyclohexyl
group) optionally substituted by Ci_c; alkoxy group (a) (preferably, a
methoxy group), 30(d) a C6_40 aryl group (preferably, a phenyl group), (a)
R R- or 6-membered unsaturated hntnrnnynlin group (preferably, an
imidazolyi group, a dihydropyridyl group, a pyrazolyi group) optionally
substituted by oxo group(s), (f) a 5- to 8-membered saturated heterocyclic
group 35 (preferably, a tetrahydrofuryl group, a tetrahydropyranyl  group,
a pyrrolidinyl group, a piperidyl group, an azepanyl group, an azocanyl
group, a morpholinyl group (including a morpholino group), a
1,1-dioxideisothiazolidinyl group, an oxazolidinyl group, an imidazolidinyl
group) optionally 5 substituted by 1 to 3 substituents selected from
(i) a hydroxy group, (ii) a 01-6 alkyl group (preferably, a methyl group)
optionally substituted by 1 to 3 substituents selected from a     hydroxy
group and a 01-6 alkoxy group (preferably, a methoxy 10 group),
(iii) a 01-6 alkoxy group (preferably, a methoxy group), and        (iv) an
oxo group,         (g) a 03-6 cycloalkyloxy group (preferably, a
cyclopentyloxy is group),         (h) a C6-10 aryloxy group (preferably, a
phenoxy group),     (i) a 5- or 6-membered unsaturated heterocyclyloxy
group (preferably, a pyridyloxy group),         (j) a 5- or 6-membered
saturated heterocyclyloxy group 20 (preferably, a tetrahydrofuryloxy group,
a tetrahydropyranyloxy group), and     (k) an amino group optionally mono-
or di-substituted by substituents selected from            (i) a 01-6 alkyl
group (preferably, a methyl group) 25 optionally substituted by 1 to 3
substituents selected from a hydroxy group, a carboxy group and a
carboxy-01...5 alkoxy group (preferably, a carboxymethoxy group),
(ii) a Cle6a. .1 Kyl-carbonyl group (preferably, an acetyl group, a
propanoyl group,. a 2-methylpropanoyl group, a 2,2- 30 dimethylpropanoyl
group, a 3-methylbutanoyl group) optionally sabstitiltbd by 1 to 3
substitubnts selected from a hydroxy group and a C1_6 alkoxy group
(preferably, a methoxy group),          (iii) a Cis alkoxy-carbonyl group
(preferably, a methoxycarbonyl group, a tert-butoxycaxbonyl group)
optionally 35 substituted by Co aryl group(s) (preferably, a phenyl group),
and 



(iv) a 03_6 cycloalkyl-carbonyl group (preferably, a cyclopropylcarbonyl
group, a cyclohexylcarbonyl group) optionally substituted by 01-6 alkoxy
group(s) (preferably, a s methoxy group), (2) a 01_6 alkoxy group
(preferably, a methoxy group) optionally substituted by 06-10 aryl group(s)
(preferably, a phenyl group), (3) a 03-6 cycloalkyl group (preferably, a
cyclopentyl group, a cyclohexyl group) optionally substituted by 1 to 3 /o
substituents selected from (a) a hydroxy group, and (b) a 01-6 alkoxy group
(preferably, a methoxy group), (4) a C6_10 aryl group (preferably, a phenyl
group) optionally substituted by 01-6 alkyl group(s) (preferably, a methyl
group) 15 optionally substituted by 1 to 3 halogen atoms (preferably, a
fluorine atom), (5) an amino group optionally mono- or di-substituted by
01-6 alkyl group(s) (preferably, a methyl group) optionally substituted by
Co aryl group(s) (preferably, a phenyl group), zo (6) a 5- or 6-membered
unsaturated heterocyclic group (preferably, an isoxazolyl group) optionally
substituted by 01_6 alkyl group(s) (preferably, a methyl group), (7) a 5-
or 6-membered saturated heterocyclic group   (preferably, a tetrahydrofuryl
group, a tetrahydropyranyl zo group, a pyrrolidinyl group, a piperidyl
group) optionally substituted by 1 to 3 substituents selected from     (a)
a ci 6 alkyl group (preferably, a methyl group),     (b) aalkylA yi group
(preferably, an acetyl. QT0110 an( 30(c) an oxo group, (8) a C3_6
cycloalkylbxy group (preferably, a cyblbhexyloxy group), or (9) a 06_10
aryl-carbonyl group (preferably, a benzoyl group). R6 is preferably a C166
alkyl group (preferably, a methyl 35 group, an ethyl group, -a propyl
group, an isopropyl group, an  Isobutyl group, a tert-butyl group, a
neopentyl group) substituted by 1 to 3 substituents selected from      (a)
a hydroxy group,      (b) a C1_6 alkoxy group (preferably, a methoxy group,
an s ethoxy group, a propoxy group, an isopropoxy group) optionally
substituted by C6-10 aryl group(s) (preferably, a phenyl group),     (c) a
C3-6 cycloalkyl group (preferably, a cyclopentyl group, a cyclohexyl group)
optionally substituted by C1-6 alkoxy group(s) (preferably, a methoxy
group), /o(d) a C540 aryl group (preferably, a phenyl group),    (e) a 5-
or 6-membered unsaturated heterocyclic group (preferably, an imidazolyl
group, a dihydropyridyl group, a pyrazolyl group) optionally substituted by
oxo group(s), (f) a 5- to 8-membered saturated heterocyclic group 15
(preferably, a tetrahydrofuryl group, a tetrahydropyranyl group, a
pyrrolidinyl group, a piperidyl group, an azepanyl group, an azocanyl
group, a morpholinyl group (including a morpholino group), a
1,1-dioxideisothiazolidinyl group, an oxazolidinyl group, an imidazolidinyl
group) optionally 20 substituted by 1 to 3 substituents selected from
(i) a hydroxy group,        (ii) a C1-6 alkyl group (preferably, a methyl
group) optionally substituted by 1 to 3 substituents selected from a
hydroxy group and a C1-6 alkoxy group (preferably, a methoxy 75 group),
(iii) a Cl_6 alkoxy group (preferably, a methoxy group), and        (iv) an
oxo group,        (g) a el..6 cycloalkyloxy group (preferably, a
cyclooent.yloxv 30 group), (h) a C6-10 aryloxy group (preferably, a phenoxy
group),     (i) a 5- or 6-membered unsaturated heterocyclyloxy group
(preferably, a pyridyloxy group),        (j) a 5- or 6-membered saturated
heterocyclyloxy group 35 (preferably, a tetrahydrofuryloxy group, a
tetrahydropyranyloxy group), and     (k) an amino group optionally mono- or
di-substituted by substituents selected from        (i) a 01-6 alkyl group
(preferably, a methyl group) optionally substituted by 1 to 3 substituents
selected from a hydroxy group, a carboxy group and a carboxy-01_6 alkoxy
group (preferably, a carboxymethoxy group),        (ii) a C1-6
alkyl-carbonyl group (preferably, an acetyl group, a propanoyl group, a
2-methylpropanoyl group, a 2,2- 10 dimethylpropanoyl group, a
3-methylbutanoyl group) optionally substituted by 1 to 3 substituents
selected from a hydroxy group and a C1_6 alkoxy group (preferably, a
methoxy group),        (iii) a C1-6 alkoxy-carbonyl group (preferably, a
methoxycarbonyl group, a tert-butoxycarbonyl group) optionally is
substituted by C6-10 aryl group(s) (preferably, a phenyl group), and
(iv) a C3-6 cycloalkyl-carbonyl group (preferably, a cyclopropylcarbonyl
group, a cyclohexylcarbonyl group) optionally substituted by C1_6 alkoxy
group(s) (preferably, a mo methoxy group). R8 is more preferably a C1-6
alkyl group (preferably, a methyl group, an ethyl group, a propyl group, an
isopropyl group) substituted by 1 to 3 substituents selected from       (c)
a C3-6 cycloalkyl group (preferably, a cyclopentyl group, 25 a cyclohexyl
group) optionally substituted by C1-6 alkoxy group(s) (preferably, a
methoxy group),       (d) a C6_10 aryl group (preferably, a phenyl group),
(e) a 5- or 6 mc-unbered unsaturated heterocyclic group (preferably, an
imidazolvi group, a dillydropvridvi group, a so pyra%olyi group) optionally
substituted by oxo group(s), and     (f) a 5- to 8-membered saturated
heterocyclic group (preferably, a morpholinyl group (including a
morphbli.no group)) optionally substituted by 1 to 3 substituents selected
from 35(i) a hydroxy group,  (ii) a C1_5 alkyl group (preferably, a methyl
group) optionally substituted by 1 to 3 substituents selected from a
hydroxy group and a C1_6 alkoxy group (preferably, a methoxy group), 5(iii)
a C1_6 alkoxy group (preferably, a methoxy group), and (iv) an oxo group.
R8 is particularly preferably a C1_6 alkyl group     (preferably, a methyl
group, an ethyl group) substituted by 5- /o to 8-membered saturated
heterocyclic group(s) (preferably, a morpholino group) optionally
substituted by 1 to 3 substituents selected from (i) a hydroxy group, (ii)
a C1-6 alkyl group (preferably, a methyl group) Is optionally substituted
by 1 to 3 substituents selected from a hydroxy group and a C1_6 alkoxy
group (preferably, a methoxy group), (iii) a CI-6 alkoxy group (preferably,
a methoxy group), and (iv) an oxo group. 



20 [0063]        Alternatively, R7 and R8 may form, together with the
nitrogen atom and carbon atom they are bonded to, a 5- or 6- membered
cyclic amine substituted by an oxo group (preferably, 2-oxopyrrolidine,
2-oxopiperidine, 2-oxooxazolidine) and 25 optionally further substituted by
1 to 3 substituents selected from     (a) a hydroxy group,     (b) a e3_6
alkyl group (preferably, a metnyl. group) optionally substitutpd by a
hydroxy group, 30(c) a Cl_6 alkoxy group (preferably, a methoxy group), and
(d) a C3-5 cycloalkyl group (preferably, a cyclohexyl group). [0064] As
Compound [I], a compound wherein is 35 (1) a hydrogen atom,   (2) a hydroxy
group, or  (3) a Cji6 alkoxy group (preferably, a methoxy group, an
isopropoxy group) optionally substituted by 4_10 aryl group(s) (preferably,
a phenyl group); 5 R2 and R3 are the same or different and each is  (1) a
hydrogen atom, or  (2) a C1-6 alkyl group (preferably, a methyl group)
optionally substituted by 1 to 3 substituents selected from (a) a hydroxy
group, and 10(b) a 01_6 alkoxy group (preferably, a methoxy group); and R4
is [0065] 0  [0066] 15 which is bonded to the 5-position or the 6-position
of the indole ring, or [0067] 0  [0068] 20 which is bonged to the 6-
positionindole ring (preiera):Dly, [0069]   [0070] which is bonded to the
6-position of the indole ring), wherein 12 is 5(1) a hydrogen atom, or  (2)
a 01-5 alkyl group (preferably, a methyl group, an ethyl group), and R6 is
(1) a hydrogen atom, io(2) a C1-6 alkyl group (preferably, a methyl group,
an ethyl group, an isopropyl group, an isobutyl group, a tert-butyl group,
a neopentyl group, a 1,2-dimethylpropyl group, a 1,2,2-trimethylpropyl
group) optionally substituted by 1 to 3 substituents selected from 15(a) a
hydroxy group,     (b) a 01-6 alkoxy group (preferably, a methoxy group, a
propoxy group, an isopropoxy group),     (c) a carboxy group,
(d) a C1_6 alkoxy-carbonyl group (preferably, a 20methoxycarbonyl group, a
tert-butoxycarbonyl group),     (e) a C6-10 aryl group (preferably, a
phenyl group),     (f) a C5_40 aryloxy group (preferably, a phenoxy group),
(g) an amino group optionally mono- or di-substituted by 01-6 alkyl
group(s) (preferably, a methyl group), 25(h) a 5- or 6-membered unsaturated
heterocyclic group (preferably, a furyl group, a pyrrolyl group, a
thiazoly1 group, a tetrazolyl group, an imidazolyi group) optionally
substituted by 1_6 alkyl group(s) (preferably, a methyl group), and 30(i) a
5- or 6-membered saturated heterocyclic group (preferably, a morpholinyl
group), (3) a C1_6 alkoxy group (preferably, a methoxy group), (4) a 06-10
aryl group (preferably, a phenyl group), or            (5) a 5- or
6-membered unsaturated heterocyclic group 35(preferably, a
1,3,4-thiadiazoly1 group) optionally  substituted by 1 to 3 substituents
selected from     (a) a hydroxy group, and     (b) a 01_6 alkoxy group
(preferably, a methoxy group), or 5R5 and R6 form, together with the
nitrogen atom they are bonded to, a 5- or 6-membered cyclic amine
(preferably, pyrrolidine, piperidine, piperazine, morpholine) (the cyclic
amine is optionally condensed with a 5- or 6- membered unsaturated
heterocycle (preferably, imidazole)) iooptionally substituted by 1 to 3
substituents selected from (a) a hydroxy group,    (b) a C1_6 alkyl group
(preferably, a methyl group, an ethyl group), 15(c) a C1-6 alkoxy group
(preferably, a methoxy group), and    (d) a C1-6 alkoxy-carbonyl group
(preferably, a tertbutoxycarbonyl group); R7 is 20(1) a hydrogen atom, or
(2) a C1-6 alkyl group (preferably, a methyl group, an ethyl group, a
propyl group) optionally substituted by 1 to 3 substituents selected from 



(a) a hydroxy group, 25(b) a C1_6 alkoxy group (preferably, a methoxy
group), and   (c) an amino group optionally mono- or di-substituted ca:a6
alkyl group (a) (preferably, a methyl group) [preferably, 30a C1..6 alkyl
group (preferably, a methyl group, an ethyl group, a propyl group)
optionally substituted by 1 to 3 substituents selected from     (a) a
hydroxy group,     (b) a C1.-6 alkoxy group (preferably, a mothoxy group),
and       (c) an amino group optionally mono- or di-substituted by C1-6
alkyl group(s) (preferably, a methyl group)], and 128 is (1) a C1-6 alkyl
group (preferably, a methyl group, an 5ethyl group, a propyl group, an
isopropyl group, an isobutyl group, a tert-butyl group, a neopentyl group)
optionally substituted by 1 to 3 substituents selected from (a) a hydroxy
group, 10(b) a Cl_6 alkoxy group (preferably, a methoxy group, an ethoxy
group, a propoxy group, an isopropoxy group) optionally substituted by
06_40 aryl group(s) (preferably, a phenyl group),          (c) a 06_6
cycloalkyl group (preferably, a cyclopentyl 15group, a cyclohexyl group)
optionally substituted by 01_6 alkoxy group(s) (preferably, a methoxy
group),          (d) a 06-10 aryl group (preferably, a phenyl group),
(e) a 5- or 6-membered unsaturated heterocyclic group (preferably, an
imidazolyl group, a dihydropyridyl group, 20a pyrazolyl group) optionally
substituted by oxo group(s),     (f) a 5- to 8-membered saturated
heterocyclic group (preferably, a tetrahydrofuryl group, a
tetrahydropyranyl group, a pyrrolidinyl group, a piperidyl group, an
azepanyl group, an azocanyl group, a morpholinyl group 25(including a
morpholino group), a 1,1- dioxideisothiazolidinyl group, an oxazolidinyl
group, an imidazolidinyl group) optionally substituted by 1 to 3 subs .sit
.ents selected from (1) a. hydroxy group, 30(ii) a C1_6 alkyl group
(preferably, a methyl group) optionally substituted by 1 to 3 substituents
selected from a hydroxy group and a 01_6 alkoxy group (preferably, a
methoxy group),                  (iii) a CI_G alkoxy group (preferably, a
methoxy 35group), and  (iv) an oxo group,     (g) a C3_5 cycloalkyloxy
group (preferably, a cyclopentyloxy group),         (h) a 06_40 aryloxy
group (preferably, a phenoxy group), 5(i) a 5- or 6-membered unsaturated
heterocyclyloxy group (preferably, a pyridyloxy group),     (j) a 5- or
6-membered saturated heterocyclyloxy group (preferably, a
tetrahydrofuryloxy group, a tetrahydropyranyloxy group), and 10(k) an amino
group optionally mono- or di-substituted by substituents selected from
(i) a CI-6 alkyl group (preferably, a methyl group) optionally substituted
by 1 to 3 substituents selected from a hydroxy group, a carboxy group and a
carboxy-01_6 15alkoxy group (preferably, a carboxymethoxy group),
(ii) a 01_6 alkyl-carbonyl group (preferably, an acetyl group, a propanoyl
group, a 2-methylpropanoyl group, a 2,2-dimethylpropanoyl group, a
3-methylbutanoyl group) optionally substituted by 1 to 3 substituents
20selected from a hydroxy group and a 01-6 alkoxy group (preferably, a
methoxy group),        (iii) a 01-6 alkoxy-carbonyl group (preferably, a
methoxycarbonyl group, a tert-butoxycarbonyl group) optionally substituted
by C6-10 aryl group(s) (preferably, 25a phenyl group), and        (iv) a
03-6 cycloalkyl-carbonyl group (preferably, a cyclopropylcarbonyl group, a
cyclohexylcaxbonyl group) optionally substituby- (21_6 alkoxy group(s)
(preferably, a methoxy group), 30(2) a CI_E; aikoxy group (preferably, a
methoxy group) optionally substituted by C6-10 aryl group(s) (preferably, a
phenyl group),  (3) a 03_5 cycloalkyl group (preferably, a cyclopentyl
group, a cyclohexyl group) optionally substituted by 1 to 3 substituents
selected from  (a) a hydroxy group, and (b) a C1-6 alkoxy group
(preferably, a methoxy group),  (4) a 0s-3m aryl group (preferably, a
phenyl group) optionally substituted by a 01_6 alkyl group (preferably, 5a
methyl group) optionally substituted by 1 to 3 halogen atoms (preferably, a
fluorine atom),  (5) an amino group optionally mono- or di-substituted by
01-6 alkyl group(s) (preferably, a methyl group)           optionally
substituted by 05-3m aryl group(s) (preferably, ioa phenyl group),  (6) a
5- or 6-membered unsaturated heterocyclic group (preferably, an isoxazolyl
group) optionally substituted by C1_6 alkyl group(s) (preferably, a methyl
group),        (7) a 5- or 6-membered saturated heterocyclic group
15(preferably, a tetrahydrofuryl group, a tetrahydropyranyl group, a
pyrrolidinyl group, a piperidyl group) optionally substituted by 1 to 3
substituents selected from (a) a 01-6 alkyl group (preferably, a methyl
group), 20(b) a 01-5 alkyl-carbonyl group (preferably, an acetyl group),
and (c) an oxo group, (8) a 03-6 cycloalkyloxy group (preferably, a
cyclohexyloxy group), or 25(9) a C6_10 aryl-carbonyl group (preferably, a
benzoyl group), or R7 and Re form, together with the nitrogen atom and 



carbon atom they are bonded to,Of 6-menbereg cyclic amine substituted by an
oxo group (preferably, 2- 30oxopyrrolidine, 2-oxopiperidine,
2-bxooxazolidine) and optionally further substituted by 1 to 3 substituents
selected from                (a) a hydroxy group,                (b) a 01-6
alkyl group (preferably, a methyl group) 35optionally substituted by
hydroxy group(s),      (c) a Cr_6 alkoxy group (preferably, a methoxy
group), and     (d) a C3-6 cycloalkyl group (preferably, a cyclohexyl
group) 5 is preferable. [0071] Particularly, a compound wherein 121 is (1)
a hydrogen atom, /o (2) a hydroxy group, or  (3) a C1-5 alkoxy group
(preferably, a methoxy group, an isopropoxy group) optionally substituted
by 06_10 aryl group(s) (preferably, a phenyl group); R2 and R3 are the same
or different and each is 15 (1) a hydrogen atom, or  (2) a C1_6 alkyl group
(preferably, a methyl group) optionally substituted by 1 to 3 substituents
selected from        (a) a hydroxy group, and        (b) a C1-6 alkoxy
group (preferably, a methoxy group); 20 R4 is [0072]  [0073] which is
bonded to6position of the indo c ling, whereim R' is a C1_6 alkyl group
(preferably, a methyl group, an ethyl group, a propyl group) optionally
substituted by 1. to 3 substituents selected from (a) a hydroxy group,
30(b) a Cl_6 alkoxy group (preferably, a methoxy group), and      (c) an
amino group optionally mono- or di-substituted by C1-6 alkyl group(s)
(preferably, a methyl group), and R8 is (1) a C1-6 alkyl group (preferably,
a methyl group, an 5ethyl group, a propyl group, an isopropyl group, an
isobutyl group, a tert-butyl group, a neopentyl group) optionally
substituted by 1 to 3 substituents selected from (a) a hydroxy group, 10(b)
a C1-6 alkoxy group (preferably, a methoxy group, an ethoxy group, a
propoxy group, an isopropoxy group) optionally substituted by 06_40 aryl
group(s) (preferably, a phenyl group),          (c) a C3...6 cycloalkyl
group (preferably, a cyclopentyl 15group, a cyclohexyl group) optionally
substituted by 01_6 alkoxy group(s) (preferably, a methoxy group),
(d) a C6_10 aryl group (preferably, a phenyl group),          (e) a 5- or
6-membered unsaturated heterocyclic group (preferably, an imidazolyl group,
a dihydropyridyl group, 20a pyrazolyl group) optionally substituted by oxo
group(s),     (f) a 5- to 8-membered saturated heterocyclic group
(preferably, a tetrahydrofuryl group, a tetrahydropyranyl group, a
pyrrolidinyl group, a piperidyl group, an azepanyl group, an azocanyl
group, a morpholinyl group 25(including a morpholino group), a 1,1-
dioxideisothiazolidinyl group, an oxazolidinyl group, an im3dazolidiny1
group) optionally substituted by 1 to 3 substituents selected from (i.) a
hydroxy group, 30(ii) a C1_6 alkyl group (preferably, a methyl group)
optionally substituted by 1 to 3 substituents selected from a hydroxy group
and a C1_6 alkoxy group (preferably, a methoxy group),
(iii) a C1_6 alkoxy group (preferably, a methoxy 35group), and (iv) an oxo
group,     (g) a C3-6 cycloalkyloxy group (preferably, a cyclopentyloxy
group),         (h) a C6-10 aryloxy group (preferably, a phenoxy group),
5(i) a 5- or 6-membered unsaturated heterocyclyloxy group (preferably, a
pyridyloxy group),    (j) a 5- or 6-membered saturated heterocyclyloxy
group (preferably, a tetrahydrofuryloxy group, a tetrahydropyranyloxy
group), and Jo(k) an amino group optionally mono- or di-substituted by
substituents selected from        (i) a 01_6 alkyl group (preferably, a
methyl group) optionally substituted by 1 to 3 substituents selected from a
hydroxy group, a carboxy group and a carboxy-C1-6 15alkoxy group
(preferably, a carboxymethoxy group),        (ii) a C1_6 alkyl-carbonyl
group (preferably, an acetyl group, a propanoyl group, a 2-methylpropanoyl
group, a 2,2-dimethylpropanoyl group, a 3-methylbutanoyl group) optionally
substituted by 1 to 3 substituents 20selected from a hydroxy group and a
01-6 alkoxy group (preferably, a methoxy group),        (iii) a C1-6
alkoxy-carbonyl group (preferably, a methoxycarbonyl group, a
tert-butoxycarbonyl group) optionally substituted by C6_10 aryl group(s)
(preferably, 25a phenyl group), and        (iv) a 03-6 cycloalkyl-carbonyl
group (preferably, a cyclopropylcarbonyl group, a. cyclohexyloarbonyl
group) opLiondliy substituted by C1 aikoxy group(s) (preferably, a methoxy
group), 30(2) a C1-6 alkoxy group (preferably, a methoxy group) optionally
substituted by C6-10 aryl group(s) (preferably, a phenyl group),      (3) a
C3-6 cycloalkyl group (preferably, a cyclopentyl group, a cyclohexyl group)
optionally substituted by 1 to 353 subst.ituents selected from  



(a) a hydroxy group, and (b) a Cis alkoxy group (preferably, a methoxy
group),  (4) a 06_10 aryl group (preferably, a phenyl group) optionally
substituted by aalkyl group (preferably, 5a methyl group) optionally
substituted by 1 to 3 halogen atoms (preferably, a fluorine atom),  (5) an
amino group optionally mono- or di-substituted by 01_6 alkyl group(s)
(preferably, a methyl group)           optionally substituted by 06-10 aryl
group(s) (preferably, Joa phenyl group),  (6) a 5- or 6-membered
unsaturated heterocyclic group (preferably, an isoxazolyl group) optionally
substituted by 01-6 alkyl group(s) (preferably, a methyl group),        (7)
a 5- or 6-membered saturated heterocyclic group 15(preferably, a
tetrahydrofuryl group, a tetrahydropyranyl group, a pyrrolidinyl group, a
piperidyl group) optionally substituted by 1 to 3 substituents selected
from (a) a 01_6 alkyl group (preferably, a methyl group), 20(b) a 01-6
alkyl-carbonyl group (preferably, an acetyl group), and (c) an oxo group,
(8) a 03-6 cycloalkyloxy group (preferably, a cyclohexyloxy group), or
25(9) a 06_10 aryl-carbonyl group (preferably, a benzoyl group), or R7 and
R8 form, together with the nitrogen atom and carbon atom they are bonded
to, aor 6-menbered cyclic arrdne substituted by an oxo group (preferably,
2- 30oxopyrrolidine, 2-oxopiperidine, 2-oxooxazolidine) and optionally
further substituted by 1 to 3 substituents selected from                (a)
a hydroxy group,                (b) a Cl_.6 alkyl group (preferably, a
methyl Troup) 35optionally substituted by hydroxy group(s),       (c) a
C1_6 alkoxy group (preferably, a methoxy group), and     (d) a C3-6
cycloalkyl group (preferably, a cyclohexyl group), 5 that is, a compound
represented by the above-mentioned formula [I-a] is particularly
preferable. [0074]        As a compound represented by the formula [I-a], a
compound wherein la R1 is a hydrogen atom; R2 and R2 are the same or
different and each is a 01_6 alkyl group (preferably, a methyl group); R2'
is a C1_6 alkyl group (preferably, a methyl group, an ethyl group, a propyl
group), and 15 R8 is a C1-6 alkyl group (preferably, a methyl group, an
ethyl group, a propyl group, an isopropyl group, an isobutyl group, a
tert-butyl group, a neopentyl group) substituted by 1 to 3 substituents
selected from (a) a hydroxy group, 20(b) a C1_6 alkoxy group (preferably, a
methoxy group, an ethoxy group, a propoxy group, an isopropoxy group)
optionally substituted by 06-13 aryl group(s) (preferably, a phenyl group),
(c) a C3...6 cycloalkyl group (preferably, a cyclopentyl group, a
cyclohexyl group) optionally substituted by C1-6 alkoxy 25 group(s)
(preferably, a methoxy group),       (d) a C6-10 aryl group (preferably, a
phenyl group),     (e) a 5- or 6-membered unsaturated heterocyclic group
(ferably,JLuZuJ JJ, c aIJi1Q1V1idyl gr(Jup, pyrazcivl group) optionally
substituted by oxo group (s), 30(f) a 5- to 8-membered saturated
heterocyclic group (preferably, a tetrahydrofuryl group, a
tetrahydropyranyl group, a pymrolidinyi group, a piperidyl group, an
azepanyl group, an azocanyl group, a morpholinyl group (including a
morpholino group), a 1,1-dioxideisothiazolidinyi group, an 35 _oxazolidinyl
group, an imidazolidinyl group) optionally  substituted by I. to 3
substituents selected from        (i) a hydroxy group,        (ii) a C1-6
alkyl group (preferably, a methyl group) optionally substituted by 1 to 3
substituents selected from a s hydroxy group and a 0I-6 alkoxy group
(preferably, a methoxy group),        (iii) a 0I-6 alkoxy group
(preferably, a methoxy group), and        (iv) an oxo group, 10(g) a 03_6
cycloalkyloxy group (preferably, a cyclopentyloxy group),     (h) a 06_40
aryloxy group (preferably, a phenoxy group),     (i) a 5- or 6-membered
unsaturated heterocyclyloxy group (preferably, a pyridyloxy group), 15(j) a
5- or 6-membered saturated heterocyclyloxy group (preferably, a
tetrahydrofuryloxy group, a tetrahydropyranyloxy group), and     (k) an
amino group optionally mono- or di-substituted by substituents selected
from 20(i) a 01-6 alkyl group (preferably, a methyl group) optionally
substituted by 1 to 3 substituents selected from a hydroxy group, a carboxy
group and a carboxy-01_6.alkoxy group (preferably, a carboxymethoxy group),
(ii) a 01-6 alkyl-carbonyl group (preferably, an acetyl 25 group, a
propanoyl group, a 2-methylpropanoyl group, a 2,2- dimethylpropanoyl group,
a 3-methylbutanoyl group) optionally substituted by 1 to 3 substituents
selected from a hydroxy group axgroup (preferably, a .fcti.)xgroup), (ill)
a Ca_ alkoxy.bonyl. group (preferably, a 30 methoxycarbonyl group, a
tert-butoxycarbonyl group) optionally substituted by 06.-Im aryl group (s)
(preferably, a phenyl group), and        (iv) a 03_6 cycloalkyl-carbonyl
group (preferably, a cyclopropylcarbonyi group, a cyclohexylcarbonyl group)
35 optionally substituted by C1_6 alkoxy group(s) (preferably, a  methoxy
group) is preferable. [0075] 



In another embodiment, as compound [I], a compound 5 represented by the
above-mentioned formula [I'] (hereinafter sometimes to be abbreviated as
compound [I']) is preferable. Each group of compound [I'] is explained in
the following. [0076] RI! is 10 (1) a hydrogen atom,  (2) a hydroxy group,
or  (3) a C1-6 alkoxy group (preferably, a methoxy group, an isopropoxy
group) optionally substituted by C6_1 aryl group(s) (preferably, a phenyl
group). /5 [0077] R2' and RY are the same or different and each is  (1) a
hydrogen atom, or  (2) a C1_6 alkyl group (preferably, a methyl group)
optionally substituted by 1 to 3 substituents selected from 20(a) a hydroxy
group, and (b) a 01-6 alkoxy group (preferably, a methoxy group). [0078] Rv
is a group represented by [0079]    [0080] which is bonded to the
5-position or the 6-position of the indole ring. 124' is preferably 30
[0081]   [0082] which is bonded to the 5-position or the 6-position of the
indole ring, or o [0083] 0 R8' 1, [0084] which is bonded to the 6-position
of the indole ring, more preferably, /o [0085] 0 R8 R7" [0086] which is
bonded to the 6-position of the indole ring. [0087] 15RY is (1) a hydrogen
atom, or z. ;gxoup (prefeLgLI yi group, an Sr. group) [0088] 20126' is  (1)
a hydrogen atom,  (2) a 01-5 alkyl group (preferably, a methyl group, an
ethyl group, an isopropyl group, an isobutyl group, a tert-butyl group, a
neopentyl group, a 1,2-dimethylpropyl group, a 1,2,2-  trimethylpropyl
group) optionally substituted by 1 to 3 substituents selected from     (a)
a hydroxy group, (b) a C1-5 alkoxy group (preferably, a methoxy group, a s
propoxy group, an isopropoxy group), (c) a carboxy group,     (d) a 01_6
alkoxy-carbonyl group (preferably, a methoxycarbonyl group, a
tert-butoxycarbonyl group),     (e) a 06_10 aryl group (preferably, a
phenyl group), 10(f) a C6_10 aryloxy group (preferably, a phenoxy group),
(g) an amino group optionally mono- or di-substituted by 01-6 alkyl
group(s) (preferably, a methyl group),     (h) a 5- or 6-membered
unsaturated heterocyclic group. (preferably, a furyl group, a pyrrolyl
group, a thiazoly1 is group, a tetrazolyl group, an imidazolyl group)
optionally substituted by C1_6 alkyl group(s) (preferably, a methyl group),
and     (i) a 5- or 6-membered saturated heterocyclic group (preferably, a
morpholinyl group), 20 (3) a 01-5 alkoxy group (preferably, a methoxy
group),  (4) a C6-10 aryl group (preferably, a phenyl group), or  (5) a 5-
or 6-membered unsaturated heterocyclic group (preferably, a
1,3,4-thiadiazoly1 group) optionally substituted by 1 to 3 substituents
selected from 25(a) a hydroxy group, and (b) a 01_6 alkoxy group
(preferably, a methoxy group). (0089] AiteieneUform, together w Lc. )gen
atom they are bonded to, a.0' 6-membered. cyclic 30 amine (preferably,
pyrrolidine, piperidine, piperazine, morpholine) (the cyclic amine is
optionally condensed with 5-  or 6-membered unsaturated heterocycle
(preferably, imidazole)), which is optionally substituted by 1 to 3
substituents selected from 35(a) a hydroxy group, 



(b) a C1_6 alkyl group (preferably, a methyl group, an ethyl group),
(c) a 01_6 alkoxy group (preferably, a methoxy group), and     (d) a 01-6
alkoxy-carbonyl group (preferably, a tert- 5 butoxycarbonyl group). [0090]
R7" is (1) a hydrogen atom, or (2) a 01-5 alkyl group (preferably, a methyl
group, an ethyl /o group, a propyl group) optionally substituted by 1 to 3
substituents selected from        (a) a hydroxy group, (b) a 01-6 alkoxy
group (preferably, a methoxy group), and        (c) an amino group
optionally mono- or di-substituted by Ci /5 alkyl group(s) (preferably, a
methyl group), preferably a 01_6 alkyl group (preferably, a methyl group,
an ethyl group, a propyl group) optionally substituted by 1 to 3
substituents selected from (a) a hydroxy group, 20(b) a 01_6 alkoxy group
(preferably, a methoxy group), and    (c) an amino group optionally mono-
or di-substituted by 01-6 alkyl group(s) (preferably, a methyl group).
[0091] R8' is 25 (1) a 01-6 alkyl group (preferably, a methyl group, an
ethyl group, a propyl group, an isopropyl group, an isobutyl group, a
tert-butyl group, a neopentyl group) optionally substituted by I. to 3
ci'r2L..3 ..u1nta selected from (a) a hydroxy group, 30(b) a 01_6 alkoxy
group (preferably, a methoxy group, an ethoxy group, a propoxy group, an
isopropoxy group) optionally substituted by C6_10 aryl group (s)
(preferably, a phenyl group),    (c) a 03-6 cycloalkyl group (preferably, a
cyclopentyl group, a cyclohexyl group) optionally substituted by 01-6
alkoxy 35 group(s) (preferably, a methoxy group),       (d) a C610 aryl
group (preferably, a phenyl group),     (e) a 5- or 6-membered unsaturated
heterocyclic group (preferably, an imidazolyl group, a dihydropyridyl
group, a pyrazolyl group) optionally substituted by oxo group(s), 5(f) a 5-
to 8-membered saturated heterocyclic group (preferably, a tetrahydrofuryl
group, a tetrahydropyranyl group, a pyrrolidinyl group, a piperidyl group,
an azepanyl group, an azocanyl group, a morpholinyl group, a 1,1-
dioxideisothiazolidinyl group, an oxazolidinyl group, an 10 imidazolidinyl
group) optionally substituted by 1 to 3 substituents selected from
(i) a hydroxy group,        (ii) a 01-6 alkyl group (preferably, a methyl
group) optionally substituted by 1 to 3 substituents selected from a /5
hydroxy group and a 01-6 alkoxy group (preferably, a methoxy group),
(iii) a 01-6 alkoxy group (preferably, a methoxy group), and        (iv) an
oxo group, 20(g) a 03-6 cycloalkyloxy group (preferably, a cyclopentyloxy
group),     (h) a 06.40 aryloxy group (preferably, a phenoxy group),
(i) a 5- or 6-membered unsaturated heterocyclyloxy group (preferably, a
pyridyloxy group), 25(j) a 5- or 6-membered saturated heterocyclyloxy group
(preferably, a tetrahydrofuryloxy group, a tetrahydropyranyloxy group), and
(k) an amino group optionally mono- or bi-substituted. by substituents
selected from 30(i) a Cli6 alkyl group (preferably, a methyl group),
(ii) a 01-6 alkyl-carbonyl group (preferably, an acetyl group, a propanoyl
group, a 2-methylpropanoyi group, a 2,2- dimethylpropanoya group, a
3-methylbutanoyl group) optionally. substituted by 1 to 3 substituents
selected from a hydroxy 35 group and a C1_6 alkoxy group (preferably, a
methoxy group),          (iii) a 01_6 alkoxy-carbonyl group (preferably, a
methoxycarbonyl group, a tert-butoxycarbonyl group) optionally substituted
by 06.40 aryl group(s) (preferably, a phenyl group), and 5(iv) a 03-6
cycloalkyl-carbonyl group (preferably, a cyclopropylcarbonyl group, a
cyclohexylcarbonyl group) optionally substituted by 01_6 alkoxy group(s)
(preferably, a methoxy group),     (2) a 01_6 alkoxy group (preferably, a
methoxy group) optionally io substituted by C6_10 aryl group(s)
(preferably, a phenyl group),  (3) a 03-6 cycloalkyl group (preferably, a
cyclopentyl group, a cyclohexyl group) optionally substituted by 1 to 3
substituents selected from (a) a hydroxy group, and 15(b) a 01-6 alkoxy
group (preferably, a methoxy group), (4) a 06_10 aryl group (preferably, a
phenyl group) optionally substituted by 01-6 alkyl group(s) (preferably, a
methyl group) optionally substituted by 1 to 3 halogen atoms (preferably, a
fluorine atom), 20 (5) an amino group optionally mono- or di-substituted by
01-6 alkyl group(s) (preferably, a methyl group) optionally substituted by
06_10 aryl group(s) (preferably, a phenyl group),   (6) a 5- or 6-membered
unsaturated heterocyclic group (preferably, an isoxazolyl group) optionally
substituted by 01_6 25 alkyl group(s) (preferably, a methyl group), (7) a
5- or 6-membered saturated heterocyclic group (preferably, a
tetrahydrofuryl group, a tetrahydropyranyl group, a pyrrolidinyl group, a
piper idyl group) optionaliy substituted by  to 3 substituents selected
from 30(a) a C1-6 alkyl group (preferably, a methyl group),     (b) a C1_6
alkyl-carbonyl group (preferably, an acetyl group), and     (c) an oxo
group,     (8) a 03-6 cycloalkyloxy group (preferably, a cyclohexyloxy 35
group), or  (9) a C6_10 aryl-carbonyl. group (preferably, a benzoyl group)_
[0092]        Alternatively, R-iv and 12.8' may form, together with the
nitrogen atom and carbon atom they are bonded to, a 5- or 6- s membered
cyclic amine substituted by an oxo group (preferably, 2-oxopyrrolidine,
2-oxopiperidine, 2-oxooxazolidine) and optionally further substituted by 1
to 3 substituents selected from (a) a hydroxy group, 10(b) a 01-5 alkyl
group (preferably, a methyl group) optionally substituted by hydroxy
group(s),     (c) a 01_5 alkoxy group (preferably, a methoxy group), and
(d) a 03-5 cycloalkyl group (preferably, a cyclohexyl group). [0093] 



15As compound [I'], a compound wherein Rv is (1) a hydrogen atom, (2) a
hydroxy group, or (3) a 01-6 alkoxy group (preferably, a methoxy group, an
20 isopropoxy group) optionally substituted by 06-10 aryl group(s)
(preferably, a phenyl group); Rv and RY are the same or different and each
is      (1) a hydrogen atom, or      (2) a 01-6 alkyl group (preferably, a
methyl group) optionally 25 substituted by 1 to 3 substituents selected
from (a) a hydroxy group, and (b) aC14., alkoxy group (preferably, a
methoxy group); R4' 100941 0 , Rs Re' 30 [0095] which is bonded to the
5-position or the 6-position of the  indole ring, or [0096] 0 Th\17R81 Rj"
[0097] which is bonded to the 6-position of the indole ring (preferably,
[0098] 0 R8r R7" [0099] io which is bonded to the 6-position of the indole
ring), wherein R5' is            (1) a hydrogen atom, or            (2) a
CI._6 alkyl group (preferably, a methyl group, an 15ethyl group), and R6'
is  (1) a hydrogen atom,  (2) a C1-6 alkyl group (preferably, a methyl
group, an ethyl group, an isopropyl group, an isobutyl group, a
20tert-butyl group, a peopentyl group, a 1,2-dimethylpropyl group, a
1,2,2-trimethylpropyi group) optionally substituted by 1 to 3 substituents
selected, from               (a) a hydroxy group,               (b) a C1_6
alkoxy group (preferably, a methoxy group, a 25propoxy group, an.
Isopropoxy group),               (c) a cafboxy group,     (d) a C1_6
alkoxy-carbonyl group (preferably, a methoxycarbonyl group, a
tert-butoxycarbonyl group),      (e) a C610 aryl group (preferably, a
phenyl group), (f) a C6-20 aryloxy group (preferably, a phenoxy group),
(g) an amino group optionally mono- or di-substituted by C1_6 alkyl
group(s) (preferably, a methyl group), 5(h) a 5- or 6-membered unsaturated
heterocyclic group (preferably, a furyl group, a pyrrolyl group, a
thiazolyl group, a tetrazolyl group, an imidazolyl group) optionally
substituted by C1-6 alkyl group(s) (preferably, a methyl group), and 10(i)
a 5- or 6-membered saturated heterocyclic group (preferably, a morpholinyl
group),       (3) a C1-6 alkoxy group (preferably, a methoxy group), (4) a
06_10 aryl group (preferably, a phenyl group), or       (5) a 5- or
6-membered unsaturated heterocyclic group 15(preferably, a
1,3,4-thiadiazoly1 group) optionally substituted by 1 to 3 substituents
selected from     (a) a hydroxy group, and     (b) a C1-6 alkoxy group
(preferably, a methoxy group), or 20R5' and R6' form, together with the
nitrogen atom they are bonded to, a 5- or 6-membered cyclic amine
(preferably, pyrrolidine, piperidine, piperazine, morpholine) (the cyclic
amine is optionally condensed with a 5- or 6- membered unsaturated
heterocycle (preferably, imidazole)), 25which is optionally substituted by
1 to 3 substituents selected from     (a) a hydroxy group,     (b) a Calkyl
group (preferably ,amet hyl group, an et yl group), 30(c) a Ci alkoxy group
(preferably, a methoxy group), and    (d) a C6 alkoxy-carbonyl group
(preferably, a tertbutoxycarbonyl group); R7- is as(1) a hydrogen atom, or
(2) a Ci_s alkyl group (preferably, a methyl group, an ethyl group, a
propyl group) optionally substituted by 1 to 3 substituents selected from 



(a) a hydroxy group, 5(b) a 0I-5 alkoxy group (preferably, a methoxy
group), and (c) an amino group optionally mono- or di-substituted by 01-5
alkyl group(s) (preferably, a methyl group) [preferably, 10a 01_5 alkyl
group (preferably, a methyl group, an ethyl group, a propyl group)
optionally substituted by 1 to 3 substituents selected from
(a) a hydroxy group,               (b) a 01-5 alkoxy group (preferably, a
methoxy group), 15and     (c) an amino group optionally mono- or
di-substituted by 01-6 alkyl group(s) (preferably, a methyl group)], and RP
is (1) a 01_6 alkyl group (preferably, a methyl group, an 20ethyl group, a
propyl group, an isopropyl group, an isobutyl group, a tert-butyl group, a
neopentyl group) optionally substituted by 1 to 3 substituents selected
from (a) a hydroxy group, 25(b) a C1_6 alkoxy group (preferably, a methoxy
group, an ethoxy group, a propoxy group, an isopropoxy group) optionally
substituted by C&go aril group (s) (preferably, a phenyl group),
(c) a C3_6 cycloaikyl group (preferably, a cyclopentyl 30group, a
cycichexyl group) optionally substituted by C1_6 alkoxy group (s)
(preferably, a methoxy group),               (d) a C6_10 aryl group
(preferably, a phenyl group),          (e) a 5- or 6-membered unsaturated
heterocyclic group (preferably, an imidazolyi group, a ddhydropyridyl.
group, 35a pyrazolyl group) optionally substituted by oxo group(s),
(f) a 5- to 8-membered saturated heterocyclic group (preferably, a
tetrahydrofuryl group, a tetrahydropyranyl group, a pyrrolidinyl group, a
piperidyl group, an azepanyl group, an azocanyl group, a morpholinyl group,
a  5 1,1-dioxideisothiazolidinyl group, an oxazolidinyl group, an
imidazolidinyl group) optionally substituted by 1 to 3 substituents
selected from        (i) a hydroxy group, (ii) a C1-6 alkyl group
(preferably, a methyl group) 10optionally substituted by 1 to 3
substituents selected from a hydroxy group and a C1-6 alkoxy group
(preferably, a methoxy group),        (iii) a C1-6 alkoxy group
(preferably, a methoxy group), and 15(iv) an oxo group,     (g) a 03-6
cycloalkyloxy group (preferably, a cyclopentyloxy group), (h) a C6-10
aryloxy group (preferably, a phenoxy group),               (i) a 5- or
6-membered unsaturated heterocyclyloxy 20group (preferably, a pyridyloxy
group),    (j) a 5- or 6-membered saturated heterocyclyloxy group
(preferably, a tetrahydrofuryloxy group, a tetrahydropyranyloxy group), and
(k) an amino group optionally mono- or di-substituted 25by substituents
selected from (i) a C1-6 alkyl group (preferably, a methyl group),
a 01_5 alkyl-carbonyl group (preferably, an acetyl group, a propanoyi
group, a jUL _nyipropanovi group, a 2,2-dimethylpropancyl group a
3-methylbutalloyl  30 group) optionally substituted by 1 to 3 substituents
selected from a. hydroxy group and a 0m_6 alkoxy group (preferably, a
methoxy group),        (iii) a C1_6 alkoxy-carbonyl group (preferably, a
methoxynarbonyl group, a tert-butoxycarbonyl group) 35optionally
substituted by C6_10 aryl group (s) (preferably,  a phenyl group), and
(iv) a 03-6 cycloalkyl-carbonyl group (preferably, a cyclopropylcarbonyl
group, a cyclohexylcarbonyl group) optionally substituted by CI-6 alkoxy
group(s) (preferably, 5a methoxy group),  (2) a 01_6 alkoxy group
(preferably, a methoxy group) optionally substituted by 06-10 aryl group(s)
(preferably, a phenyl group), (3) a 03-6 cycloalkyl group (preferably, a
cyclopentyl Jogroup, a cyclohexyl group) optionally substituted by 1 to 3
substituents selected from (a) a hydroxy group, and (b) a C1-6 alkoxy group
(preferably, a methoxy group), (4) a 06-10 aryl group (preferably, a phenyl
group)  15 optionally substituted by C1-6 alkyl group(s) (preferably, a
methyl group) optionally substituted by 1 to 3 halogen atoms (preferably, a
fluorine atom), (5) an amino group optionally mono- or di-substituted by
C1-6 alkyl group(s) (preferably, a methyl group) 20optionally substituted
by C6...10 aryl group(s) (preferably, a phenyl group), (6) a 5- or
6-membered unsaturated heterocyclic group (preferably, an isoxazolyl group)
optionally substituted by C1_6 alkyl group(s) (preferably, a methyl group),
25(7) a 5- or 6-membered saturated heterocyclic group (preferably, a
tetrahydrofuryl group, a tetrahydropyranyl group, a pyrrolidinyl group, a
piperidyl group) option ly substituted by 1 tosubstituents selected from
Jo(a) a C1_6 alkyl group (preferably, a methyl group),     (b) a C1_5
alkyl-carbonyl group (preferably, an acetyl group), and (c) an oxo group,
(8) a 03,..5 cycloallyloxy group (preferably, a 35cyclohexyloxy group), or
(9) a 06-10 aryl-carbonyl group (preferably, a benzoyl group), or R7- and e
form, together with the nitrogen atom and carbon atom they are bonded to, a
5- or 6-membered cyclic 5amine substituted by an oxo group (preferably, 2- 



oxopyrrolidine, 2-oxopiperidine, 2-oxooxazolidine) and optionally further
substituted by 1 to 3 substituents selected from (a) a hydroxy group, 10(b)
a C1-6 alkyl group (preferably, a methyl group) optionally substituted by
hydroxy group(s),     (c) a 01_6 alkoxy group (preferably, a methoxy
group), and               (d) a 03-6 cycloalkyl group (preferably, a
cyclohexyl 15group) is preferable. [0100] Among the above, a compound
wherein Rar is 20 (1) a hydrogen atom,  (2) a hydroxy group, or  (3) a 01_6
alkoxy group (preferably, a methoxy group, an isopropoxy group) optionally
substituted by 06.4o aryl group(s) (preferably, a phenyl group); 25 Rv and
Rv are the same or different and each is  (1) a hydrogen atom, or  (2) a
(71_6 alkyl group (preferably, a methyl. group) optionally substi Wed by 1.
toselected from (a) a Aydxoxy group, and 30(b) a C].--5 alkoxy group
(preferably, a methoxy group); P4' I 9 [0101]  0 [0102] which is bonded to
the 6-position of the indole ring, wherein 5R7" is a C1-5 alkyl group
(preferably, a methyl group, an ethyl group, a propyl group) optionally
substituted by 1 to 3 substituents selected from               (a) a
hydroxy group,               (b) a 01-5 alkoxy group (preferably, a methoxy
group), 10and     (c) an amino group optionally mono- or di-substituted by
01-6 alkyl group(s) (preferably, a methyl group), and R8' is (1) a 01-6
alkyl group (preferably, a methyl group, an 15ethyl group, a propyl group,
an isopropyl group, an isobutyl group, a tert-butyl group, a neopentyl
group) optionally substituted by 1 to 3 substituents selected from (a) a
hydroxy group, 20(b) a 01-6 alkOXY group (preferably, a methoxy group, an
ethoxy group, a propoxy group, an isopropoxy group) optionally substituted
by 06-10 aryl group(s) (preferably, a phenyl group),     (c) a C3_5
cycloalkyl group (preferably-, a. cyclopentyl group, a cyclobe>ryl group)
optionally substituted by alkoxy group (s) (prefer ab.Iy,xy group),
(d) a C6-10 aryl group (preferably, a phenyl group),          (e) a 5- or
6-membered unsaturated heterocyclic group (preferably, an imidazoly1 group,
a dihydropyridyl group, 30a pyrazolyl group) optionally substituted by oxo
group(s),     (f) a 5- to 8-merrbered saturated heterocyclic group
(preferably, a tetrahydrofuryl group, a tetrahydropyranyl  group, a
pyrrolidinyl group, a piperidyl group, an azepanyl group, an azocanyl
group, a morpholinyl group, a 1,1-dioxideisothiazolidinyl group, an
oxazolidinyl group, an imidazolidinyl group) optionally substituted by 1 to
3 substituents selected from        (i) a hydroxy group,        (ii) a 01_6
alkyl group (preferably, a methyl group) optionally substituted by 1 to 3
substituents selected from a hydroxy group and a C1-6 alkoxy group
(preferably, a methoxy group),        (iii) a C1_6 alkoxy group
(preferably, a methoxy group), and        (iv) an oxo group,
(g) a 03_6 cycloalkyloxy group (preferably, a /5cyclopentyloxy group),
(h) a 06.40 aryloxy group (preferably, a phenoxy group),     (i) a 5- or
6-membered unsaturated heterocyclyloxy group (preferably, a pyridyloxy
group),          (j) a 5- or 6-membered saturated heterocyclyloxy group
20(preferably, a tetrahydrofuryloxy group, a tetrahydropyranyloxy group),
and     (k) an amino group optionally mono- or di-substituted by
substituents selected from (i) a C1-6 alkyl group (preferably, a methyl
group), 25(ii) a C1..6 alkyl-carbonyl group (preferably, an acetyl group, a
propanoyl group, a 2-methylpropanoyl group, a 2,2-dimethylpropanoyl group,
a 3-methyabutanoyl group) optionally substituted by 1 to 3 substituents
celected from a hydroxy group and a 01_6 alkpxy group 30(preferably, a
methoxy group),       (iii) a C1..5 alkoxy-carbonyl group (preferably, a
methoxycarbonyl group, a tert-butoxycarbonyl group) optionally substituted
by 0E40 aryl group(s) (preferably, a phenyl group), and. 35(iv) a C3_6
cycloalkyl-carbonyl group (preferably, a  cyclopropylcarbonyl group, a
cyclohexylcarbonyl group) optionally substituted by C1-6 alkoxy group(s)
(preferably, a methoxy group),      (2) a C1-6 alkoxy group (preferably, a
methoxy group) 5optionally substituted by C6.40 aryl group(s) (preferably,
a phenyl group),  (3) a 03-5 cycloalkyl group (preferably, a cyclopentyl
group, a cyclohexyl group) optionally substituted by 1 to 3 substituents
selected from io(a) a hydroxy group, and (b) a C1-6 alkoxy group
(preferably, a methoxy group),  (4) a 06_40 aryl group (preferably, a
phenyl group) optionally substituted by Ci_e alkyl group(s) (preferably, a
methyl group) optionally substituted by 1 to 3 halogen 15atoms (preferably,
a fluorine atom),  (5) an amino group optionally mono- or di-substituted by
C1-6 alkyl group(s) (preferably, a methyl group) optionally substituted by
C6_10 aryl group(s) (preferably, a phenyl group), 20(6) a 5- or 6-membered
unsaturated heterocyclic group  (preferably, an isoxazolyl group)
optionally substituted by C1-6 alkyl group(s) (preferably, a methyl group),
(7) a 5- or 6-membered saturated heterocyclic group (preferably, a
tetrahydrofuryl group, a tetrahydropyranyl 



25group, a pyrrolidinyl group, a piperidyl group) optionally substituted by
1 to 3 substituents selected from                (a) a umm alkyl group
(preferably, a methyl group)                (b) a 014 alkyl carbonyl group
(preferably, mn acetyl 30group), and                (c) an oxo group,  (8)
a C3..6 cycloalkyloxy group (preferably, a cycaohexyloxy group), or
(9) a e6gm aryl-carbonyl group (preferably, a benzoyi 35group), or  IC' and
le' form, together with the nitrogen atom and carbon atom they are bonded
to, a 5- or 6-membered cyclic amine substituted by an oxo group
(preferably, 2- oxopyrrolidine, 2-oxopiperidine, 2-oxooxazolidine) and
5optionally further substituted by 1 to 3 substituents selected from
(a) a hydroxy group,     (b) a 01_5 alkyl group (preferably, a methyl
group) optionally substituted by hydroxy group(s), 10(c) a 01-6 alkoxy
group (preferably, a methoxy group), and     (d) a 03-6 cycloalkyl group
(preferably, a cyclohexyl group),     that is, a compound represented by
the above-mentioned formula Is [I'-a] is particularly preferable. [0103]
A pharmaceutically acceptable salt of compound [I] may be any salt as long
as it forms a nontoxic salt with the compound of the present invention, and
examples thereof include salts 20 with inorganic acid, salts with organic
acid, salts with inorganic base, salts with organic base, salts with amino
acid and the like. [0104]         Examples of the salts with inorganic acid
include salts 25 with hydrochloric acid, nitric acid, sulfuric acid,
phosphoric acid, hydrobromic acid and the like.        Examples of the
salts with organic acid include salts with oxalic acid, maieic acid, citric
acid, fumaric acid, lactic acid, malic acid, stlecinic acid, tartaric acid,
acetic 30 acid, trifluoroacetic acid, gluconic acid, ascorbic acid,
methanesulfonic acid, benzenesulfonic acid, p-toluenesulfo ' acid and the
like.         Examples of the salts with inorganic base include sodium
salt, potassium salt, calcium salt, magnesium salt, ammonium 35 salt and
the like.  [0105] Examples of the salts with organic base include salts
with methylamine, diethylamine, trimethylamine, triethylamine,
ethanolamine, diethanolamine, triethanolamine, ethylenediamine, 5
tris(hydroxymethyl)methylamine, dicyclohexylamine, N,N'-
dibenzylethylenediamine, guanidine, pyridine, picoline, choline,
cinchonine, meglumine and the like. [0106] Examples of the salts with amino
acid include salts with /o lysine, arginine, aspartic acid, glutamic acid
and the like.        When a salt of compound [I] is desired, each salt can
be obtained by reacting compound [I] with inorganic base, organic base,
inorganic acid, organic acid or amino acid according to a known method. /5
[0107]        The "solvate" is compound [I] or a pharmaceutically
acceptable salt thereof, which is coordinated with a solvent molecule, and
also encompasses hydrates. The solvate is preferably a pharmaceutically
acceptable solvate, examples 20 thereof include a hydrate, ethanolate,
dimethyl sulfoxidate and the like of compound [I] or a pharmaceutically
acceptable salt thereof. Specific examples include semihydrate, I hydrate,
2 hydrate or 1 ethanolate of compound [I], 1 hydrate of sodium salt or 2/3
ethanolate of 2 hydrochloride of compound [I], and 25 the like. The
solvates can be obtained by a known method. [0108] in adddt,Lon, various
"Isomare present in a compound represented by the form[]1], For example,
cis form and 30 trans form are present as geometric isomers, and when an
asymmetric carbon atom is present, enantiomers and diastereomers are
present as stereoisomers due to the asymmetric carbon atom. Furthermore,
when axis asymmetry is present, stereoisomers are present due to the axis
asymmetry. 35 Tautomers can also be present in some cases.
Alternatively, stereoisomers derived from the direction of an unshared
electron pair on nitrogen atom may also be present. Therefore, all of these
isomers and mixtures thereof are encompassed in the scope of the present
invention. 5In addition, compound [I] may be labeled with isotope (e.g.,
3H, 14, 35S etc.).        A deuterium converter obtained by converting 1H
of compound [I] to 2H (D) is also encompassed in a compound represented by
the formula [I]. io [0109]        As compound [I] or a pharmaceutically
acceptable salt thereof or a solvate thereof, substantially purified
compound [I] or a pharmaceutically acceptable salt thereof or a solvate
thereof is preferable. More preferred is compound [I] or a 15
pharmaceutically acceptable salt thereof or a solvate thereof, which is
purified to have a purity of more than 80%. [0110]        In the present
invention, a prodrug of compound [I] or a pharmaceutically acceptable salt
thereof, or a solvate thereof 20 (hereinafter to be sometimes abbreviated
as the compound of the present invention) can also be a useful medicament.
The "prodrug" is a derivative of the compound of the present invention
having a chemically or metabolically degradable group which, after
administration to the body, restores to the 25 original compound by, for
example, hydrolysis, solvolysis or decomposition under physiological
conditions, and shows inherent efficacy. It includes a noncovalent complex,
and a salt,    pdrug is utililed for, for example, improvement of
absorption on oral administrationb or targeting to a target mbietyi
30Examples of the modified moiety include, in the compound of the present
invention, a highly reactive functional group such as a hydroxyl group, a
carboxyl group, an amino group and the like. [0111]           Specific
examples of the hydroxyl-modifying group include an acetyl group, a
propanonyl group, a 2-methylpropanoyl group, a 2,2-dimethylpropanoyl group,
a palmitoyl group, a benzoyl group, a 4-methylbenzoyl group, a
dimethylcarbamoyl group, a 5 dimethylaminomethylcarbonyl group, a sulfo
group, an alanyl group, a fumaryl group, a 3-carboxybenzoyl group, a 2-
carboxyethylcarbonyl group, a 3-sodium carboxylatobenzoyl group and the
like. [0112] /oSpecific examples of the carboxyl-modifying group include a
methyl group, an ethyl group, a propanoyl group, a 2- methylpropanoyl
group, a butyl group, an isobutyl group, a tertbutyl group, a
2,2-dimethylpropanoyloxymethyl group, a carboxymethyl group, a
dimethylaminomethyl group, a 1- Is (acetyloxy)ethyl group, a
1-(ethoxycarbonyloxy)ethyl group, a 1- (isopropyloxycarbonyloxy)ethyl
group, a 1- (cyclohexyloxycarbonyloxy)ethyl group, a (5-methyl-2-oxo-1,3-
dioxo1-4-yl)methyl group, a benzyl group, a phenyl group, an otoly1 group,
a morpholinoethyl group, an N,N- 



20 diethylcarbamoylmethyl group, a phthalidyl group and the like. [0113]
Specific examples of the amino-modifying group include a tert-butyl group,
a docosanoyl group, a 2,2- dimethylpropanoylmethyloxy group, an alanyl
group, a 25 hexylcarbamoyl group, a pentylcarbamoyl group, a
3-methylthio-1- (acetylamino)propylcarbonyl group, a 1-sulfo-1-(3-ethoxy-4-
hydroxyphenyl) methyl group, a (5-methyl-2-oxo-1,3-diflxo114- yiThethyl
group, a (5-methyl-2-oxo-4,3-dioxo1-4- yi)methoxycarbonyl group, a
tetiahydrofuranyi group, a 30 pyrrolidylmethyl Troup and the like [011.41]
When the indole compound of the present invention is used as a medicament,
particularly a pharmaceutical composition, a chemically stable compound is
preferable, 35Examples of the "pharmaceutical composition" include oral
preparations such as tablet, capsule, granule, powder, troche, syrup,
emulsion, suspension and the like, and parenteral agents such as external
preparation, suppository, injection, eye drop, nasal preparations,
pulmonary preparation and the 5 like. [0115]        The pharmaceutical
composition of the present invention is produced according to a method
known in the art of pharmaceutical preparations, by mixing etc. the
compound of the /o present invention with a suitable amount of at least one
kind of pharmaceutically acceptable carrier and the like as appropriate.
While the content of the compound of the present invention in the
pharmaceutical composition varies depending on the dosage form, dose and
the like, it is, for example, 0.1 to 100 wt% of 15 the whole composition.
[0116]        Examples of the "pharmaceutically acceptable carrier" include
various organic or inorganic carrier substances conventionally used as
preparation materials, for example, 20 excipient, disintegrant, binder,
glidant, lubricant and the like for solid preparations, and solvent,
solubilizing agent, suspending agent, isotonicity agent, buffering agent,
soothing agent and the like for liquid preparations. Where necessary,
moreover, additives such as preservative, antioxidant, colorant, 25
sweetening agent and the like are used. [0117]        Examples of the
"excipient" include lactose, sucrose, Dmannitol, D-sorbitoi, cornstarch,
dextrin, microcrystaiiiric cellulose, crystalline cellulose, carmellose,
carmellose 30 calcium, sodium carboxymethyl starch, low-substituted
hydroxypropylcellulose, gum arabic and the like. [0118]          Examples
of the "disintegrant include carmellose, carmellose calcium, carmellose
sodium, sodium carboxymethyl as starch, croscarmellose sodium,
crospovidone, low-substituted  hydroxypropylcellulose,
hydroxypropylmethylcellulose, crystalline cellulose and the like. [0119]
Examples of the "binder" include hydroxypropylcellulose, 5
hydroxypropylmethylcellulose, povidone, crystalline cellulose, sucrose,
dextrin, starch, gelatin, caLmellose sodium, gum arabic and the like.
[0120]           Examples of the "glidant" include light anhydrous silicic
/o acid, magnesium stearate and the like. [0121]        Examples of the
"lubricant" include magnesium stearate, calcium stearate, talc and the
like. [0122] 15 Examples of the "solvent" include purified water, ethanol,
propylene glycol, macrogol, sesame oil, corn oil, olive oil and the like.
[0123] Examples of the "solubilizing agent" include propylene 20 glycol,
D-mannitol, benzyl benzoate, ethanol, triethanolamine, sodium carbonate,
sodium citrate and the like. [0124]        Examples of the "suspending
agent" include benzalkonium chloride, carmellose, hydroxypropylcellulose,
propylene glycol, 25 povidone, methylcellulose, glycerol monostearate and
the like. [0125] Examples of the "isotonicity agent." include glucose :al,
sodium. chloride, D-rromlat.6. and the like, [0126] 30Examples of the
"buffering agent" include sodium hydrogenphosphate, sodAl)m acetate, sodium
carbonate, sodium citrate and the like. Examples of the "soothing agent"
include benzyl alcohol and the like_           Examples of the
"preservative" include ethyl parahydroxybenzoate, chlorobutanol, benzyl
alcohol, sodium dehydroacetate, sorbic acid and the like. [0127] 5Examples
of the "antioxidant" include sodium sulfite, ascorbic acid and the like.
Examples of the "colorant" include food colors (e.g., Food Color Red No. 2
or 3, Food Color Yellow No. 4 or 5 etc.), 3-carotene and the like.
loExamples of the "sweetening agent" include saccharin sodium, dipotassium
glycyrrhizinate, aspartame and the like. [0128]        The pharmaceutical
composition of the present invention can be administered orally or
parenterally (e.g., topical, 15 rectal, intravenous administration etc.) to
human as well as mammals other than human (e.g., mouse, rat, hamster,
guinea pig, rabbit, cat, dog, swine, bovine, horse, sheep, monkey etc.).
The dose varies depending on the subject of administration, disease,
symptom, dosage form, administration route and the like. For 20 example,
the daily dose for oral administration to an adult patient (body weight:
about 60 kg) is generally within the range of about 1 mg to 1 g, based on
compound [I] as the active ingredient. This amount can be administered in
one to several portions. 25 [0129]        The compound of the present
invention has an inducible T cell. kinase (ITK)-inhibitory activity.
Therefore, the compound. of the present invention can be used as an active
ingredient of an agent for the treatment or prophylaxis of inflammatory 30
diseases, an agent for the treatment or prophylaxis of allergic diseases,
an agent for the treatment or prophylaxis of autoimmuno diseases, an
inhibitor of rejection in transplantation and the like.           To
"inhibit. ITK" or "has TTK inhibitory activity" means 35 to inhibit the
function. of ITK to eliminate or attenuate the  activity or have such
activity. For example, it means to measure the ITK inhibitory activity
based on the conditions in the below-mentioned Experimental Example 1, and
administer a compound having an inhibitory activity to a mammal inclusive 5
of human to inhibit the function of ITK. To "inhibit ITK" preferably means
to "inhibit human ITK". The "ITK inhibitor" is preferably a "human ITK
inhibitor".         While the inflammatory disease is not particularly
limited, examples thereof include rheumatoid arthritis, /o inflammatory
intestine disease and the like.        While the allergic disease is not
particularly limited, examples thereof include atopic dermatitis, asthma,
allergic rhinitis and the like. 



While the autoimmune disease is not particularly limited, 15 examples
thereof include rheumatoid arthritis, systemic lupus erythematosus,
psoriasis, inflammatory intestine disease and the like. [0130] The compound
of the present invention can be used in 20 combination with one or a
plurality of other medicaments (hereinafter to be also referred to as a
concomitant drug) according to a method generally employed in the medical
field (hereinafter to be referred to as combined use). [0131] 25The
administration period of the compound of the present invention and a
concomitant drug is not limited, and they may be administered to an
administration subject as combination preparation, or the bath preparations
may be abmi.nist.ered simultaneously or at given intervals as individual
preparations. 30 In addition, the pharmaceutical composition of the present
invention and a concomitant drug may be used n the form of a kit. The dose
of the concomitant drug is similar to the clinically-employed dose and can
be appropriately selected according to the subject of administration,
disease, symptom, 35 dosage form, administration route, administration
time,  combination and the like. The administration form of the concomitant
drug is not particularly limited, and it is only required that the compound
of the present invention is combined with a concomitant drug. s [0132]
Next, one example of the production methods of the compound to practice the
present invention is explained below. However, the production method of the
compound of the present invention is not limited thereto. 20Even if no
directly corresponding disclosure is found in the following Production
Methods, the steps may be modified for efficient production of the
compound, such as introduction of a protecting group into a functional
group with deprotection in a subsequent step, subjecting a functional group
as a precursor to 15 each step, followed by conversion to a desired
functional group at a suitable stage, changing the order of Production
Methods and steps, and the like.        The treatment after reaction in
each step may be conventional ones, where isolation and purification can be
20 performed as necessary according to a method appropriately selected from
conventional methods such as crystallization, recrystallization,
distillation, partitioning, silica gel chromatography, preparative HPLC and
the like, or a combination of those methods. 25 [0133] Production method 1
[013/1]  [1 ][ 2 ]    [0135] wherein R9 and Rl are the same or different
and each is an amino-protecting group; and other symbols are as defined
above. 5Examples of the "amino-protecting group" for R9 or R10 include a
tert-butoxycarbonyl group, an ethoxycarbonyl group, a trityl group, a
tetrahydropyranyl group, a methoxymethyl group, a
2-(trimethylsilyl)ethoxymethyl group, a ptoluenesulfonyl group and the
like, with preference given to a 10 tert-butoxycarbonyl group. [0136] (step
1)        Compound [3] can be obtained by subjecting compound [1] and
compound [2] to the Suzuki coupling reaction, For example, Is compound [3]
can be obtained by reacting compound [1] with compound [2] in a solvent
under heating in the presence of a base and a palladium catalyst. The
reaction is preferably performed by gradually adding compound [2] in the
presence of  all other reagents under heating. Examples of the palladium
catalyst to be used for the reaction include
tetrakistriphenylphosphinepalladium,
(bis(diphenylphosphino)ferrocene)palladium dichloride-5 methylene chloride
complex and the like.        Examples of the base to be used for the
reaction include potassium phosphate, Sodium carbonate, sodium hydrogen
carbonate, potassium carbonate, triethylamine and the like. Preferable
examples of the solvent to be used for the /o reaction include ether
solvents such as 1,4-dioxane, tetrahydrofuran, diethyl ether,
1,2-dimethoxyethane and the like; alcohol solvents such as methanol,
ethanol, n-propanol, isopropanol and the like; hydrocarbon solvents such as
toluene, hexane, xylene and the like; polar solvents such as N,N- is
dimethylformamide, dimethyl sulfoxide, acetonitrile and the like; and a
mixed solvent thereof with water.        Compound [1] and compound [2] may
be commercially available products, or can be obtained according to the
following production methods 2 and 3, or a conventional method. 20 [0137]
(step 2)        Compound [I] can be obtained by removing R9 and R" of
compound [3] by a general deprotection reaction. The deprotection reaction
may be performed under conditions 25 suitable for the kinds or a
combination of R9 and RI. For example, when both R9 and R" are
tert-butoxycarbonyl groups, compound [I] can be obtained by treating
compound [3] in a solvent in t. he presence of a base at room temperature_
Examples of the base to be used for the reaction include 30 sodium
hydroxide, lithium hydroxide, sodium carbonate and the like.
Preferable examples of the solvent to be used for the reaction include
ether solvents such as 1,4-dioxane, tetrahydrofuran and the like; alcohol
solvents such as 35 methanol, ethanol, n-propanol, isopropanol and the
like; polar  solvents such as N,N-dimethylformamide, dimethyl sulfoxide,
acetonitrile and the like; and a mixed solvent thereof with water. [0138]
Production method 2 [0139] RI R2 R3 [4] [0140] wherein each symbol is as
defined above. /o [0141] (step 1)        Compound [5] can be obtained by
reacting compound [4] with ethyl formate in a solvent in the presence of a
base. Examples of the base to be used for the reaction include is sodium
hydride, potassium tert-butoxide, sodium hydroxide, potassium hydroxide,
sodium methoxide, sodium ethoxide, lithium diisopropyla.lithium hexamet.hyl
disilazide and the like_ Preferable examples of the solvent to be used for
the 



20 reaction. include ether solvents such as 1.,4-dioxan.e, tetrahydrofuran,
diethyl ether, 1,2-dimethoxyethane and the like; alcohol solvents such as
methanol, ethanol, n-propanol, isopropanol and the like; and polar solvents
such as N,Ndimethylformamide, dimethyl sulfoxide, acetonitrile and the
like.        Compound [4] may be a commercially available product, or can
be obtained by a conventional method. [0142] s (step 2)        Compound [6]
can be obtained by reacting compound [5] with hydrazine in a solvent at a
temperature of from room temperature to under heating. This step is
sometimes preferably performed from room temperature to under heating. /o
In addition, an acid may be used as necessary for the reaction.
Preferable examples of the solvent to be used for the reaction include
alcohol solvents such as methanol, ethanol, n-propanol, isopropanol and the
like; and polar solvents such as N,N-dimethylformamide, dimethyl sulfoxide,
acetonitrile and /5 the like.        Examples of the acid to be used for
the reaction include hydrochloric acid, sulfuric acid, p-toluenesulfonic
acid, pyridium p-toluenesulfonate and the like. [0143] 20 (step 3)
Compound [7] can be. obtained by reacting compound [6] with iodine in a
solvent in the presence of a base at a temperature from room temperature to
under heating. Examples of the base to be used for the reaction include 25
potassium hydroxide, sodium hydroxide, potassium carbonate, sodium
carbonate and the like.        Preferable examples of the solvent to be
used for the reactinclude ether solvents such as 1,4-c tetrahydrofhlran and
the liket alcohol solvents such as 30 methanol, ethanol, n-propanol,
isopropanol and the like; polar solvents such as N,N-dimethylformamide,
dimethyl sulfoxide, acetonitrile and the like; and a mixed solvent thereof
with water. [01441 35 (step 4)         Compound [1] can be obtained by
introducing an amino protecting group (R9) into compound [7]. For example,
when R9 is a tert-butoxycarbonyl group, compound [1] can be obtained by
reacting compound [7] with di-tert-butyl dicarbonate in a 5 solvent from
room temperature to under heating in the presence of a base.
Examples of the base to be used for the reaction include tertiary amines
such as triethylamine, 4-dimethylaminopyridine and the like.
Preferable examples of the solvent to be used for the reaction include
ether solvents such as 1,4-dioxane, tetrahydrofuran and the like; ester
solvents such as ethyl acetate and the like; hydrocarbon solvents such as
toluene, hexane, xylene and the like; and polar solvents such as N,N- /5
dimethylformamide, dimethyl sulfoxide, acetonitrile and the like. [0145]
Production method 3 [0146]    wherein each symbol is as defined above.
[0148] (step 1) 25Compound [9] can be obtained by i.n.t roduci ng an a
protecting group (R1) into compound [8] . For example, when RI is a
tert-butoxvcarbonvl oroup, compound [9] can be obtained by reacting
compound [8] with di-tert-butyl dicarbonate in a solvent from room
temperature to under heating in the presence s0 of a base Examples of the
base to be used for the reaction include  tertiary amines such as 4
dimethylaminopyridinc, triethylamine and the like, with preference given to
4-dimethylaminopyridine.        Preferable examples of the solvent to be
used for the reaction include ether solvents such as 1,4-dioxane, 5
tetrahydrofuran and the like; ester solvents such as ethyl acetate and the
like; hydrocarbon solvents such as toluene, hexane, xylene and the like;
and polar solvents such as N,Ndimethylformamide, dimethyl sulfoxide,
acetonitrile and the like. ioCompound [8] may be a commercially available
product, or can be obtained by a conventional method. [0149] (step 2)
Compound [2] can be obtained by reacting compound [9] /5 with borate in a
solvent under cooling in the presence of a base. The reaction is preferably
performed by gradually adding dropwise a base under cooling in the presence
of borate.        Examples of the borate to be used for the reaction
include triisopropyl borate, trimethyl borate and the like. 20Examples of
the base to be used for the reaction include butyllithium, lithium
diisopropylamide, lithium hexamethyl disilazide and the like.
Preferable examples of the solvent to be used for the reaction include
ether solvents such as 1,4-dioxane, 25 tetrahydrofuran, diethyl ether,
1,2-dimethoxyethane and the like. [0150] Compound [1-h], wlyiCOM 1whe group
represented. by 30 [0151]  R6  [0152] which is bonded to the 5-position or
the 6-position of the indole ring, can also be produced according to the
following production method 4 or 7. 5 [0153] Production method 4 [0154] 0
[1][2-1][10]  



[I-b] [0155] io wherein R11 is a carboxy-protecting group; and other
symbols are as defined above Examples of the Marboxy-prf_ectimi group" for
h include an alkyl group such as a methyl group, an ethyl group, a
tert-butyl group and the like, a tert-butyldimothylsily1 15 oroup, a benzyl
group, a methoxyethoxymethyl group and the like. (step 1)        Compound
[10] can be obtained in the same manner as in production method 1, from
compound [1] and compound [2-1]  obtained in the same manner as in
production method 3. [0156] (step 2) Compound [11] can be obtained by
removing Ril of compound o [10] by a deprotection reaction. The
deprotection reaction may be performed under conditions suitable for the
kind of Ru. For example, when Ru is an alkyl group, compound [11] can be
obtained by hydrolyzing compound [10] in a solvent in the presence of a
base at a temperature from room temperature to io under heating, and
acidifying the obtained solution.        Examples of the base to be used
for the reaction include potassium carbonate, sodium carbonate, lithium
hydroxide, sodium hydroxide, potassium hydroxide, lithium hydride, sodium
hydride, potassium hydride and the like. 15Preferable examples ofthe
solvent to be used for the reaction include a mixed solvent of water with
alcohol solvents such as methanol, ethanol, n-propanol, isopropanol and the
like; and a mixed solvent thereof with ether solvents such as 1,4-dioxane,
tetrahydrofuran and the like. 20 [0157] (step 3)        Compound [I-b] can
be obtained by reacting compound [11] with amine [12] in a solvent in the
presence of a condensing agent at a temperature from cooling to heating. An
activator 25 may be used to smoothly perform the reaction.        Examples
of the condensing agent to be used for the reaction. include
NX-carbonyldiimidazole, N,N'- dicyclohexylcarbodiimide,
N,N'-diisopropylearbodikmide, ethyl-3-(3-dithylamfnoprop 1)carbodiimide
hydrochloride 30 (EDC) and the like.        Examples of the activator to be
used for the reaction include hydroxysuccinamide, 1-hydroxybenzotriazole
and the like. Preferable examples of the solvent to be used for the 35
reaction include hydrocarbon solvents such as benzene, toluene,  hexane,
xylene and the like; halogenated solvents such as dichloromethane,
chloroform, carbon tetrachloride, 1,2- dichloroethane and the like; ether
solvents such as 1,4- dioxane, diethyl ether, 1,2-dimethoxyethane,
tetrahydrofuran 5 and the like; polar solvents such as
N,N-dimethylformamide, dimethyl sulfoxide, acetonitrile and the like;
pyridine; and a mixed solvent thereof.        Amine [12] may be a
commercially available product, or can be obtained by a conventional
method. /o [0158]        Compound [I-c], which is compound [I] wherein R4
is a group represented by [0159]  /5 [0160] which is bonded to the
5-position or the 6-position of the indole ring, can also be produced by
the following production method 5 or 6. [0161] 20 Production method 5
[0162]  [1 0]  [1 4]  [0163] wherein R12 is an amino-protecting group; 1213
is an alkyl group such as a methyl group, an ethyl group, a tert-butyl
group and the like, a benzyl group and the like; and other symbols are s as
defined above. Examples of the "amino-protecting group" for R12 include a
2-(trimethylsilyl)ethoxymethyl group, a trityl group, a tetrahydropyranyl
group, a methoxymethyl group, a ptoluenesulfonyl group and the like, with
preference given to a io 2-(trimethylsilyl)ethoxymethyl group. [0164] (step
1)        Compound [13] can be obtained by introducing an amino-protecting
group (1212 ) into compound [10]. For example, when is R12 is a
2-(trimethylsilyl)ethoxymethyl group, compound [13] can be obtained by
reacting compound [10] with 2- (trimethylsilyl)ethoxymethyl chloride in a
solvent under cooling in the presence of a base.            Examples of the
base to be used for the reaction include 20 sodium hydride and the like.
Examples of the solvent to be used for the reaction include ether solvents
such as 1,4-dioxane, diethyl ether, 1,2-dimethoxyethane, tetrahydrofuran
and the like; and polar solvents such as N,N-dimethylformamide, dimethyl
sulfoxide, 25 acetonitrile and the like. [0165] (step 2) Compoundcan be
obtained by remov in R of corrpouno [13]The reaction can he performed in
the same MEM " as in 30 step 2 of production method 4. [0166] (step 3)
Compound [15] can be obtained by subjecting compound [14] to the Curtius
rearraugement with diphenylphosphoryl azide to 35 give the corresponding
isocyanate, and reacting the obtained  isocyanate with the corresponding
alcohol (R13011). The Curtius rearrangement can also be performed by
reacting the acid chloride of compound [14] with sodium azide to produce
the corresponding acid azide, followed by heating. When the 



5 alcohol (R130E) is present in the Curtius rearrangement, isocyanate is
immediately reacted with the alchol to give compound [15]. For example,
when R13 is a benzyl group, compound [15] can be obtained by reacting
compound [14] by dropwise addition of diphenylphosphoryl azide in a solvent
/o under heating in the presence of benzyl alcohol and a tertiary amine.
Examples of the tertiary amine to be used for the reaction include
triethylamine and the like. Preferable examples of the solvent. to be used
for the is reaction include hydrocarbon solvents such as benzene, toluene,
hexane, xylene and the like; and ether solvents such as 1,4- dioxane,
diethyl ether, 1,2-dimethoxyethane, tetrahydrofuran and the like. [0167] 20
(step 4)        When R7 is not a hydrogen atom, compound [16] can be
obtained by introducing R7 by reacting compound [15] with a corresponding
alkylating agent in a solvent under ice-cooling to room temperature in the
presence of a base. 25The alkylating agent to be used for the reaction may
be any as long as it can introduce R7, and examples thereof include methyl
iodide, ethyl iodide, benzyloxymethane chloride and the like.
Examples of the base to be used for the reaction 30 sodium hydride,
butyllithium, lithium diisopropylamide, lithium hexamethyl disilazide and
the like,        Preferable examples of the solvent to be used for the
reaction include hydrocarbon solvents such as benzene, toluene, hexane,
xylene and the like; ether solvents such as 1,4- 3s dioxane, diethyl ether,
1,2-dimethoxyethane, tetrahydrofuran  and the like; and polar solvents such
as N,N-dimethylformamide, dimethyl sulfoxide, acetonitrile and the like.
When R7 is a hydrogen atom, compound [15] can be directly subjected to step
5 without performing step 4. 5 [0168] (step 5)        Compound [17] can be
obtained by reducing compound [16] by a conventional method. For example,
when R13 is a benzyl group, compound [17] can be obtained by a conventional
method /o such as catalytic reduction and the like. The catalytic
.reduction can be performed, for example, in a solvent in the presence of a
metal catalyst from room temperature to heating at normal pressure to under
pressurization and Using a hydrogen gas. As a hydrogen source, ammonium
formate, 15 cyclohexene, dicyclohexene and the like may be used.
Examples of the metal catalyst to be used for the reaction include
palladium carbon, palladium hydroxide, palladium black, Raney-nickel and
the like. Preferable examples of the solvent to be used for the 20 reaction
include alcohol solvents such as methanol, ethanol, n-propanol, isopropanol
and the like; ether solvents such as 1,4-dioxane, tetrahydrofuran and the
like; ester solvents such as ethyl acetate and the like; and a mixed
solvent thereof. (step 6) 25Compound [19] can be obtained by condensing
compound [17] with compound [18] according to an amide condensation method
generally used. For example, compound [18] is treated with a
halogenat:solveiTL at room temperature to give the correspondimj acid. ha
ide" Then, the obtained acid halide SO is condensed with compound [17] in
the presence of a tertiary amine or pyridine from cooling to room
temperature to give compound [19],         Examples of the halogenating
agent to be used for the reaction include oxalyi chloride, thionvl
chloride, phosphorus 35 oxychloride, phosphorus pentachloride and the like.
Examples of the tertiary amine to be used for the reaction include
triethylamine and the like.        Preferable examples of the solvent to be
used for the reaction include halogenated solvents such as dichloromethane,
s chloroform, carbon tetrachloride, 1,2-dichloroethane and the like; ether
solvents such as 1,4-dioxane, diethyl ether, 1,2- dimethoxyethane,
tetrahydrofuran and the like; and a mixed solvent thereof with water.
Compound [18] may be a commercially available product, or /o can be
obtained according to a conventional method. When the corresponding acid
halide is commercially available, it may also be used.          In
addition, compound [19] can also be obtained by condensing compound [17]
and compound [18] in the same manner 15 as in step 3 of production method
4. [0169] (step 7) Compound [I-c] can be obtained by removing R12 of
compound [19] by a deprotection reaction. The deprotection 20 reaction may
be performed using conditions suitable for the kind of R12. For example,
when R12 is a 2- (trimethylsilyl)ethoxymethyl group, compound [I-c] can be
obtained by reacting compound [19] in a solvent under heating in the
presence of tetrabutylammonium fluoride and 25 ethylenediamine.
Preferable examples of the solvent to be used for the reaction include
ether solvents such as 1,4-dioxane, tetrahydxofuran am:3 the like; and
pola..r solvents such as N,N- dimethylformamide, dimethyl sulfoxide,
acetonitrile and the 30 like. [0170] Production method 6 [0171j  [0172]
wherein each symbol is as defined above. [0173] 5 (step 1)        Compound
[20] can be obtained by removing R of compound [16] obtained in step 4 of
production method 5. The reaction can be performed in the same manner as in
step 7 of production  method 5. [0174] (step 2)         Compound [21] can
be obtained by subjecting compound [20] s to a reduction reaction. The
reaction can be performed in the same manner as in step 5 of production
method 5. [0175] (step 3)          Compound [22] can be obtained by
condensing compound [21] io and compound [18]. The reaction can be
performed in the same manner as in step 6 of production method 5.
Alternatively, compound [I-c] is sometimes directly obtained by the
above-mentioned reaction without performing   step 4. is [0176] (step 4)
Compound [I-c] can be obtained from compound [22] by removing an acyl group
on the pyrazole ring. For example, compound [I-c] can be obtained by
hydrolyzing compound [22] in 20 a solvent from room temperature to heating
in the presence of a base.        Examples of the base to be used for the
reaction include potassium carbonate, sodium carbonate, lithium hydroxide,
sodium hydroxide, potassium hydroxide, lithium hydride, sodium 25 hydride,
potassium hydride and the like.        Examples of the solvent to be used
for the reaction include aqueous alcohol solvents such as methanol,
ethanol, n propanoi. isopropanel and theand a mixed solvent thereof with
eft= soiL vents such as 1,4-Aioxarle, 30 tetrahydrofuran and the like
[01771 Production method 7 [0178] 



[2 5]  [0179] (step 1) Compound [24] can be obtained by condensing compound
[14] 5 obtained in step 2 of production method 5 with amine [23]. The
reaction can be performed in the same manner as in step 3 of production
method 4. [0180] (step 2) 3 0 Compound [25] can be obtained by reacting
compound [23] with the correspondinb alkylating agent to introduce RH Thb
reaction can be performed in the same manner as in step 4 of production
method 5. [01811 Is (step 3) Compound [(E-h] can be obtained by removing
R12 of compound [25] by a deprotection reaction, The reaction can be
performed in the same manner as in step 7 of production method  5. Examples
[0182] The present invention is explained in detail in the 5 following by
referring to Reference Examples, Examples and Experimental Example, which
are not to be construed as limitative.        The room temperature in
Reference Examples and Examples means 1 - 40 C. io [0183] Reference Example
1 Production of tert-butyl 3-iodo-6,6-dimethy1-4,5,6,7-
tetrahydroindazole-l-carboxylate [0184] 15 (step 1) Production of
3-iodo-6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazole [0185]    sceN       20
[0186] Under a nitrogen atmosphere, to a. suspension of sodium O 11:(28 g,
697. mai.) in tetrahydrofuran (S00 mll was added. diopwise a solution of
3,3-dimethylcycichexanone (80 g, mmol) in tetrahydrofuran (250 ml) under
ice-cooling over about 25 1 hr, and the mixture was stilted for 1 hr. Then-
a. soThtion. of ethyl formate (99 g, 1.3 ml) in tetrahydrofuran (250 ml)
was added dropwise over about 1 hr, and the mixture was stirred under
be-cooling for 1 hr, and at room temperature for 1 hr. To the reaction
mixture were added water and ethyl  acetate, and the organic layer was
separated and extracted with 2 N aqueous sodium hydroxide solution. The
aqueous layer was acidified with concentrated hydrochloric acid, and
extracted with ethyl acetate. Then, the organic layer was 5 washed with
saturated brine, and dried over sodium sulfate. Sodium sulfate was removed
by filtration, and the filtrate was concentrated under reduced pressure to
give 4,4-dimethy1-2- oxocyclohexanecarbaldehyde. To a solution of the
obtained 4,4- dimethy1-2-oxocyclohexanecarbaldehyde in methanol (376 ml)
was /o added dropwise a solution of hydrazine monohydrate (31 ml, 640 mmol)
in methanol (31 ml) with heating under reflux over about 1 hr, and the
mixture was stirred for 15 min. The reaction mixture was concentrated under
reduced pressure, ethyl acetate and water were added, and the organic layer
was separated. /5 Then, the organic layer was washed with saturated brine,
and dried over sodium sulfate. Sodium sulfate was removed by filtration,
and the filtrate was concentrated under reduced pressure to give
6,6-dimethy1-4,5,6,7-tetrahydro-1H-indazole. To a solution of the obtained
6,6-dimethy1-4,5,6,7-tetrahydro- 20 1H-indazole in N,N-dimethylfotmamide
(1.4 L) were added iodine (232 g, 915 mmol) and potassium hydroxide (121 g,
1.8 mol) at room temperature, and the mixture was stirred for about 4 hr.
Then, under ice-cooling, an aqueous solution (800 ml) of sodium
hydrogensulfite (80 g) was added dropwise. Water (2 L) 25 was added, and
the mixture was extracted with ethyl acetate. The organic layer was washed
successively with water and saturated brine, and dried over sodium sulfate.
Sodium sulfate was removed by filtration, anti the filtrate was
concentrated under reduced pressure. Theh, hexane, (350 ml) was added to
the 30 residue, and the mixture was stirred at room temperature. The
precipitated crystals were collected by filtration, washed with hexane, and
dried under reduced pressure to give
3-iodo6,6-dimethy1-4,5,6,7-tetrahydro-1H-indazole (41 g, yield 23%). 1H-NMR
(4001Anz, DMS0-010 b: 0.94 (s, 61-1), 1.47 (t, 2H, J = 6.38 35 Hz), 2.21
(t, 2H, j = 6.38 Hz), 2.33 (s, 2H), 12.69 (s, 1H).  [0187] (step 2)
Production of tert-butyl 3-iodo-6,6-dimethy1-4,5,6,7-
tetrahydroindazole-l-carboxylate s [0188]  [0189]        To a solution of
3-iodo-6,6-dimethy1-4,5,6,7-tetrahydro1H-indazole (41 g, 147 mmol),
triethylamine (22 ml, 155 mmol) /6 and 4-dimethylaminopyridine (824 mg, 7
mmol) in tetrahydrofuran (163 ml) was added dropwise a solution of
ditert-butyl dicarbonate (34 g, 155 mmol) in tetrahydrofuran (41 ml) at
room temperature over 40 min, and the mixture was stirred for 30 min. Then,
the reaction mixture was 15 concentrated under reduced pressure. The
residue was slurry-washed in hexane (130 ml) at 60 00 and ice-cooled. The
crystals were collected by filtration, washed with hexane, and dried under
reduced pressure to give the title compound (53 g, yield 95%). 20 1H-NMR
(400MHz, DMSO-d0 5: 0.95 (s, 6H), 1.46 (t, 2H, J = 6.38 Hz), 1.56 (s, 9H),
2.23 (t, 2H, J = 6.26 Hz), 2.63 (s, 2H). [0190] Reference Example 2
Production of 1-tert-butyl. 6-methyl 2 -:horony. indole-1,6- dicarboxylate
[01911 (step 1) 



Production of methyl 1H-indole-6-c boxylute [0192]  [0193]        Under a
nitrogen atmosphere, to a solution of 1H-indole6-carboxylic acid (121 g,
752 mmol) in N,N-dimethylformamide s (360 ml) was added potassium carbonate
(124 g, 900 mmol), and the mixture was stirred at room temperature for 1
hr. Then, iodomethane (56 ml, 900 mmol) was added dropwise at room
temperature over 15 min, and the mixture was stirred for 2 hr. Then, to the
reaction solution were added water (1.2 L) and 10 hexane (100 ml), and the
mixture was stirred at room temperature for 1 hr. The precipitated crystals
were collected by filtration, washed successively with water and hexane,
and dried under reduced pressure to give the title compound (115 g, yield
87%). 15 1H-NMR (400MHz, DMSO-d5) 5: 3.85 (3H, s), 6.53 (1H, d, J = 1.61
Hz), 7.60-7.63 (3H, m), 8.07 (1H, s), 11.48 (1H, s). [0194] (step 2)
Production of 1-tert-butyl 6-methyl indole-1,6-dicarboxylate 20 [0195]
10106]        To a solution of methyl 1H-indole-6-carboxy1ate (124 g, 708
mmol) in tetrahydrofuran (500 ml.) was added 4- 25 dimethylaminopyridine
(865 mg, 7 mmol)Then, a solution of di-tert-butyl dicarbonate (156 g, 715
mmol) in tetrahydrofuran (150 ml) was added dropwise at room temperature
over about 1 hr, and the mixture was stirred for 1 hr. The reaction mixture
was concentrated, and the residue was purified by silica gel chromatography
to give the title compound (193 g, yield 99%). 1H-NMR (400MHz, DMSO-d0 6:
1.65 (9H, s), 3.89 (3H, s), 6.82 Hz), 7.74 (1H, d, J = 8.06 Hz), 7.85 Hz),
7.87 (1H, d, J = 3.63 Hz), 8.76 [0197] (step 3) Production of 1-tert-butyl
6-methyl 2-boronylindole-1,6- /o dicarboxylate [0198]       [0199]    To a
solution of 1-tert-butyl 6-methyl indole-1,6- 15 dicarboxylate (107 g, 389
mmol) in tetrahydrofuran (135 ml) was added triisopropyl borate (135 ml,
584 mmol), and the inside temperature was cooled to -5 C. Then, a solution
(253 ml, 506 mmol) of lithium diisopropylamide in hexane was added dropwise
over 1.5 hr while maintaining the inside temperature 20 at -5 00 or below,
and the mixture was further stirred for 1 hr. Then, to the reaction
solution was added dropwise 10% aqueous citric acid solution (1.2 L) under
ice-cooling. The aqueous layer was extracted three times with ethyl
acetate. The combined organic layers were mashed wit:h saturated brine, and
25 dried over magnesium sulfate. Magnesium sulfate was removed by
filtration, and the filtrate was concentrated under reduced pressure. The
residue was slurry-washed with a mixed solvent of ethyl. acetate (333 ml)
and hexane (666 ml), and the precipitate was collected by filtration,
washed with hexane, 30 and dried under reduced pressure to give the title
compound (73 g, yield 59%).  )14-NME (400MHz, DMSO-d0 6: 1.62 (s, 9H), 3.88
(s, 3H), 6.72 (d, 1H, J = 0.88 Hz), 7.68 (t, 11-1, J = 4.08 Hz), 7.82 (dd,
IH, J = 8.16, 1.54 Hz), 8.33 (s, 2H), 8.78 (t, 1H, J = 0.77 Hz). [0200] 5
Reference Example 3 Production of (5)-2-(morpholin-4-yl)propionic acid
[0201] (step 1) Production of benzyl (S)-2-(morpholin-4-yl)propionate /0
[0202]    Under an argon atmosphere, to a solution of L-alanine 15 benzyl
ester tosylate (3.4 g, 9.7 mmol) and triethylamine (6.8 ml) in dimethyl
sulfoxide (17 ml) was added a solution of 1- bromo-2-(2-bromoethoxy)ethane
(1.5 ml, 12 mmo1) in dimethyl sulfoxide (3 ml) under ice-cooling, and the
mixture was stirred at room temperature for 24 hr. To the reaction 20
solution were added water and ethyl acetate, and the organic layer was
separated. Then, the organic layer was washed with saturated brine, and
dried over sodium sulfate. Sodium sulfate was removed by filtration, and
the filtrate was concentrated under reduced. pressure, The residue was
purified by silica gel 25 chromatography- to give the title compound (1.6
g, yield 64%), 1H.-NMR (400M.Hz, DMSO-d6) 6: 1.20 (d, 3H, J = 7,25 Hz),
2.44- 2.59 (m, 4H), 3.35 (q, IH, J = 7.25 Hz), 3.47-3.59 (m, 414),
5.16-5.09 (m, 2H), 7.29-7.40 (m, 5H). [02041 30 (step 2) Production of
(53)-2-(morphol n64-yi)oropionic acid [0205]   [0206] Under an argon
atmosphere, to a solution of benzyl (S)-2- (morpholin-4-yl)propionate (43
g, 172 mmol) in methanol (430 5 ml) was added 20% palladium
hydroxide-carbon (4.3 g) at room temperature, and the mixture was stirred
for 3 hr under a hydrogen atmosphere at normal pressure. The reaction
mixture was filtered through celite, and the filtrate was concentrated
under reduced pressure to give the title compound (25.4 g, lo93%).     



1H-NMR(400MHz,DMSO-d6) 6: 1.17 (d, 3H,J -6.98Hz), 2.47- 2.63(m,4H),3.17(q,
1H, J = 6.98 Hz),3.50-3.63(m, 4H).  [0207] Reference Example 4 is
Production of (3-oxomorpholin-4-yl)acetic acid [0208] (step 1) Production
of 2-chloro-N-(2-hydroxyethyl)acetamide [0209] 0 0'INCI CICI1-17I1 OH 20
[0210]        Under an argon atmosphere, to a solution of 2- amincethanol
(5 g, 82 mmol) and triethylam ne (11.4 ml, 82 mmol) in tetrahydrofuran (60
ml) was added dropwise 25 chloroacetyl chloride (6.2 MI, 78 mmol) under
ice-cooling over 30 min, and the mixture was stirred for 1 hr. The reaction
mixture was further stirred at room temperature for 3 hr, and dried over
magnesium sulfate. Magnesium sulfate was removed by  filtration, and the
filtrate was concentrated under reduced pressure. The residue was purified
by silica gel chromatography to give the title compound (3.2 g, yield 30%).
1H-NMR (400MHz, DMSO-d0 5: 3.16 (q, 2H, J = 5.87 Hz), 3.42 (q, 5 2H, J =
5.87 Hz), 4.06 (s, 2H), 4.71 (t, 1H, J = 5.45 Hz), 8.18 (s, 1H). [0211]
(step 2) Production of morpholin-3-one /o [0212]  0    [0213]
Under an argon atmosphere, to a solution of
2-chloro-N(2-hydroxyethyl)acetamide (3.2 g, 23 mmol) in tetrahydrofuran 15
(64 ml) was added sodium hydride (1.2 g, 30 mmol) under ice-cooling, and
the mixture was stirred for 1 hr. Then, the mixture was stirred at room
temperature for 1 hr, and further at 60 00 for 4 hr. After cooling, water
(540 !al) was added, and the reaction mixture was dried over magnesium
sulfate. 20 Magnesium sulfate was removed by filtration, and the filtrate
was concentrated under reduced pressure. The residue was purified by silica
gel chromatography to give the title compound (232 mg, yield 10%)  i-NMR
(40055z, Old130-dg) 6: 3.20-3,23 (rin 25), 33106 13 Sn, 2H),25), 7,8868A7
(bra,. 15). [0214] (step 3) Production of ben2y1 (3-oxomorp o 364-3 acetate
[0215]  [0216] Under an argon atmosphere, to a solution of morpholin-3- one
(220 mg, 2.2 mmol) in N,N-dimethylformamide (2.2 ml) was 5 added sodium
hydride (105 mg, 2.6 mmol) under ice-cooling, and the mixture was stirred
for 1 hr. Then, benzyl bromoacetate (379 111, 2.4 mmol) was added, and the
mixture was stirred for 2 hr. To the reaction solution were added water and
ethyl acetate, and the organic layer was separated. The aqueous /o layer
was extracted twice with ethyl acetate, and the combined organic layers
were washed successively with water and saturated brine, and dried over
sodium sulfate. Sodium sulfate was removed by filtration, and the filtrate
was concentrated under reduced pressure. The residue was purified by silica
gel ischromatography to give the title compound (321 mg,yield 59%).
1H-NMR(400MHz,DMSO-d6) 6: 3.40-3.43 (m, 21-1), 3.83-3.85 (m,
21-1),4.08(s,21-1),4.21 (s, 2H),5.16 (s, 2H), 



7.32-7.41 (m, 5H).        [0217] zo (step 4) Production of
(3-oxomorpholin-4-yl)acetic acid [0218] [0219] 25Under an argon atmosphere,
to a solution of benzyl (3- oxomorpholin-4-yl)acetate (319 mg, 1_3 mmol) in
methanol (5 ml) was added 20% palladium hydroxide-carbon (64 mg) at room
temperature. Then, the mixture was stirred for 2 hr under a hydrogen
atmosphere at normal pressure. The reaction mixture  was filtered through
celite, and the filtrate was concentrated under reduced pressure to give
the title compound (206 mg, yield over weight). 1H-NMP (400MHz, DMSO-d6) 6:
3.37-3.40 (m, 2H), 3.82-3.84 (m, 5 2H), 4.03 (s, 2H), 4.06 (s, 2H),
12.22-13.57 (brs, 1H). [0220] Reference Example 5 Production of tert-butyl
6-benzyloxymethy1-3-iodo-6-methyl4,5,6,7-tetrahydroindazole-l-carboxylate
iv [0221] (step 1) Production of 7-methyl-1,4-dioxaspiro[4.5]decan-8-one
[0222]  15 [0223]        Under a nitrogen atmosphere, to a solution of
lithium bis(trimethylsilyl)amide (1M, 100 ml, 100 mmol) in tetrahydrofuran
(200 ml) was added dropwise a solution of 1,4- dioxaspiro[4.5]decan-8-one
(15.6 g, 100 mmol) in zo tetrahydrofuran (50 ml) at -78 C over about 30
min, and the mixture was stirred for 30 min. Then, methyl iodide (2.5 ml,
120 mmol) was added dropwise over 5 min, and the mixture was stirred at -78
"0 for 30 min, and at room temperature for 2 hr. To the reacLion mixtuxe
was added satuxated aqueous ammon: chloride solution, and the mixture was
extracted three times with diethyl ether. The combined organic layers were
dried over magnesium sulfate_ Magnesium sulfate was removed by filtration,
and the filtrate was concentrated under reduced pressure. The residue was
purified by silica gel 30 chromatography to give the title compound (10.6
g, yield 62%). 1H-NMR (400MHz, DMSO-d5) 6: 0.90 (3H, d, j - 6.62 Hz), 1.65
(IH,  t, J = 13.01 Hz), 1.84-2.04 (3H, m), 2.19 (1H, ddd, J = 14.50, 5.13,
3.03 Hz), 2.49-2.69 (2H, m), 3.85-4.06 (411, m). [0224] (step 2) s
Production of 7-hydroxymethy1-7-methyl-1,4- dioxaspiro[4.5]decan-8-one
[0225]  [0226] 207-Methyl-1,4-dioxaspiro[4.5]decan-8-one (10.5 g, 62 mmol)
was dissolved in methanolic potassium hydroxide solution (10 w/w%, 60 g).
To the solution was added dropwise a solution of aqueous formaldehyde
solution (37%, 4.6 ml) in methanol (5 ml) under ice-cooling over 20 min,
and the mixture was stirred for /5 30 min. Then, to the reaction mixture
were added 1 N hydrochloric acid and saturated aqueous ammonium chloride
solution, and the mixture was extracted three times with chloroform. The
combined organic layers were dried over magnesium sulfate. Magnesium
sulfate was removed by filtration, 20 and the filtrate was concentrated
under reduced pressure. The residue was purified by silica gel
chromatography to give the title compound (6.9 g, yield 56%). 1H-NMR
(400MHz, DMSO-d6) 5: 0.98 (30, s), 1.67 (1H, dd, J = 14,00, 1,41 H.2.),
1.86-1.97 (2H, TO, 2.08 (1H, dc,i, 2= 14,00, 1.61 Hz), 2.33-2.48 (2!-J.,
m),(20, m), 3.90-3.95 (ui, m), 4.63 (10, t= 5.24 Hz). [0227] (step 3)
Production of (7-methyl-1,4-dioxaspiro[4.5]deca-7-yl)methanol 30 [0228]
[0229] To a solution of 7-hydroxymethy1-7-methy1-1,4-
dioxaspiro[4.5]decan-8-one (6.9 g, 65 mmol) in methanol (40 5 ml) was added
p-toluenesulfonylhydrazide (7.4 g, 40 mmol), and the mixture was heated
under reflux for 3 hr. Then, to the reaction solution were added methanol
(120 ml), sodium cyanoborohydride (2.9 g, 46 mmol) and a solution (100 ml)
of zinc chloride (3.1 g, 23 mmol) in methanol, and the mixture lo was
heated under reflux for 2 hr. After cooling, 1 N aqueous sodium hydroxide
solution (700 ml) was added, the mixture was filtered through celite, and
the filtrate was extracted three times with ethyl acetate. The combined
organic layers were washed successively with water and saturated brine, and
dried 15 over sodium sulfate. Sodium sulfate was removed by filtration, and
the filtrate was concentrated under reduced pressure. The residue was
purified by silica gel chromatography to give the title compound (4.0 g,
yield 61%). 1H-NMR (400MHz, DMSO-d0 5: 20 3.18 (1H, d, J = 8.06 Hz), 3.51
(1H, dd, J = 10.88, 9.07 Hz), 3.93-3.94 (4H, m). [0230] (step 4) Production
of 7-benzy1oxymethy1a-methy1-1,4- spiro[4,5]decane rr;  5<:0 0 [0232] Under
a nitrogen atmosphere, to a solution of (7-methyl-  



1,4-dioxaspiro[4.5]deca-7-yl)methanol (4.0 g, 21 mmol) in
N,Ndimethylformamide (40 ml) was added sodium hydride (1.1 g, 27 mmol)
under ice-cooling, and the mixture was stirred for 30 min. Then, to the
reaction mixture was added benzyl bromide 5 (3.1 ml, 25 mmol) at room
temperature, and the mixture was further stirred for 1 hr. To the reaction
mixture were added diethyl ether and water, and the organic layer was
separated. Then, the organic layer was washed successively with water and
saturated brine, and dried over sodium sulfate. Sodium sulfate io was
removed by filtration, and the filtrate was concentrated under reduced
pressure. The residue was purified by silica gel chromatography to give the
title compound (5.7 g, yield 93%). 1H-NMR (400MHz, DMSO-d6) 5: 0.95 (3H,
s), 1.14-1.19 (1H, m), 1.32-1.59 (7H, m), 3.20 (2H, dd, J = 28.41, 8.66
Hz), 3.77- is 3.85 (4H, m), 4.45 (2H, s), 7.29-7.33 (5H, m). [0233] (step
5) Production of 3-benzyloxymethy1-3-methylcyclohexanone [0234] 20 [0235]
To a solution of 7-benzyloxymethy1-7-methy1-1,4-      aspiro[4.5]decane
(5,3 g, 19 mmol) in a. mixed solvent of acetone (42 ml.) and water (11
llil) was added pyni dinium ptoluenesulfornate (4,8 g, 19 mmol), and the
mixture. easetirred with heating at 80 'C for 2 hr' After cooling, to the
reaction mixture were added ethyl acetate and water, and the organic layer
was separated. The aqueous layer was extracted with ethyl acetate, and the
combined organic layers were washed so successively with water and
saturated brine, and dried over sodium sulfate. Sodium sulfate was removed
by filtration, and  the filtrate was concentrated under reduced pressure.
The residue was purified by silica gel chromatography to give the  title
compound (3.9 g, yield 88%).   H-NMR(400MHz, DMSO-d6) 6:0.88 (3H,
s),1.43-1.49(1H,m), s 1.72-1.84 (3H, m), 2.01 (111,dt, J
=13.67,1.43Hz),2.17-  2.26(2H, m), 2.32 (1H, d,J = 13.45 Hz),3.17(2H,dd.J =
10.81, 8.82 Hz), 4.47 (2H, s), 7.26-7.38 (5H, m). [0236] (step 6) /o
Production of tert-butyl
6-benzyloxymethy1-3-iodo-6-methyl4,5,6,7-tetrahydroindazole-1-carboxylate
[0237]    [0238] 15In the same manner as in Reference Example 1, the title
compound (3.8 g) was obtained from 3-benzyloxymethy1-3- methylcyclohexanone
(3.9 g). [0239] Reference Example 6 20 Production of
(2-oxopiperidin-1-yl)acetic acid [0240] (step 1) Production of benzyl
(2-oxopiperidin-1eyl)acetate [0241]    [0242]       Under a nitrogen
atmosphere, to a solution of pipe idinr 2-one (9.8 g, 99 mmol) in
N,N-dimethylformamide (100 ml) was  added sodium hydride (4.4 g, 110 mmol)
under ice-cooling, and the mixture was stirred for 1 hr. Then, benzyl
bromoacetate (19 ml, 120 mmol) was added, and the mixture was further
stirred for 2 hr. To the reaction mixture were added ethyl 5 acetate and
water, and the organic layer was separated, washed successively with water
and saturated brine, and dried over sodium sulfate. Sodium sulfate was
removed by filtration, and the filtrate was concentrated under reduced
pressure. The residue was purified by silica gel chromatography to give the
/o title compound (6.0 g, yield 24%). 111-NMR (400MHz, DMSO-d5) 5:
1.62-1.66 (4H, m), 2.11 (2H, t, J = 6.45 Hz), 3.10-3.12 (2H, m), 4.21 (2H,
s), 5.18 (2H, s), 7.21- 7.40 (5H, m). [0243] /5 (step 2) Production of
(2-oxopiperidin-1-yl)acetic acid [0244]  



[0245] 20Under a nitrogen atmosphere, to a solution of benzyl (2-
oxopiperidin-l-yl)acetate (6.0 g, 24 mmol) in methanol (60 ml) was added
20% palladium hydroxide-carbon (400 mg) at room temperature, and the
mixture was stirred for 4 hr under a hydrogen atmosphere at normal
pressure. The reaction mixture was filtered through center and the filtratp
was concentrated under reduced pressure to give the title compound (4,0 g,
yield over weight). 1H-NMR(100MF7,DM5.0-d0 6:1,7 74( 2.23(2H,t, J =
6,04Hz),3.17-3.31(2H, m),3.94 (2H, s),12.58(IH,s),   20 [0246] Example I
Production of N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-11-1-
indazol-3-y1)-1H-indol-6-y1]-N-methylacetamide [0247] (step 1) Production
of 1-tert-butyl 6-methyl 2-(1-tert-butoxycarbonyl- s
6,6-dimethy1-4,5,6,7-tetrahydro-1H-indazol-3-yl)indole-1,6- dicarboxylate
[0248] 0    [0249] ivUnder an argon atmosphere, to a solution of tert-butyl
3- iodo-6,6-dimethy1-4,5,6,7-tetrahydroindazole-l-carboxylate obtained in
Reference Example 1 (49 g, 130 mmol), potassium phosphate (110 g, 520 mmol)
and (bis(diphenylphosphino)ferrocene)palladium dichloride- 15 methylene
chloride complex (11 g, 13 mmol) in a mixed solvent of 1,4-dioxane (780 ml)
and water (330 ml) was added 1-tertbutyl 6-methyl
2-boronylindole-1,6-dicarboxylate (42 g, 130 mmol) obtained in Reference
Example 2 in portions of 2 g with heating at 110 00 over 15 min, and the
mixture was stirred for 20 5 min, After cooling, to the reaction mixture
were added water and ethyl acetate, alid thelayer was separated, Then, the
organic. layer was)C case  ye iv with watex and saturated brine, and dried
over sodium sulfate. Sodium sulfate was removed by filtratthn, and the
filtrate was concentrated 25 under reduced pressure. The residue was
purified by silica gel chromatography to give the title compound (40 g,
yield 58%). 'H-NMR (400MHz, DMSO-d6) 6: 1_01 (s, 6H), 1.40 (s, 9H), 1,48
(t, 2H, J = 6.15 H2), 1.57 (s, 9H), 2.41 (t, 2H, J = 5.80 Hz),  2.72 (s,
2H), 3.90 (s, 3H), 7.06 (s,15),7.77(d,15,J 8.35 Hz), 7.89 (dd, 15, J =
8.35, 1.16Hz),8.73(t,1H,J = 0.70 Hz).        [0250] 5 (step 2) Production
of methyl 2-(6,6-dimethy1-4,5,6,7-tetrahydro-15-
indazol-3-yl)indole-6-carboxylate [0251] 0    io [0252] 



To a solution of 1-tert-butyl 6-methyl
2-(1-tertbutoxycarbony1-6,6-dimethy1-4,5,6,7-tetrahydro-1H-indazol-3-
yl)indole-1,6-dicarboxylate (39 g, 75 mmol) in a mixed solvent of methanol
(180 ml) and tetrahydrofuran (120 ml) was added 15 dropwise 2 N aqueous
sodium hydroxide solution (149 ml, 298 mmol) under ice-cooling over 15 min,
and the mixture was stirred for 15 min. Then, 1 N hydrochloric acid was
added dropwise to adjust the pH to 5.The precipitated crystals were
collected by filtration, washed with water, and dried under 20reduced
pressure to give the title compound(23 g,yield 97%),  (400507,DM3O-d0 5:
1.01 (s, 6H), 1,58(t., 2H, J = 6,38 liz), 2,42(53"2,68 (t, 2.6, 5- 6.15
Hz),3.85 (s, 3M), 6.67 (s,15),7.59(s, 25), 0,07 (s, 15), 11.71(s  ),12,66
(s, 15).         25 (02,53] (step 3) Production of methyl
2-{6,6-dimethy1-1-[2-
(trimethylsilypethoxymethyl]-4,5,6,7-tetrahydro-15-indazol-3-
y11-1-[2-(trimethylsilyflethoxymethyl]-1H-indole-6-carboxylate [0254] 0
[0255] 5Under an argon atmosphere, to a solution of methyl 2-
(6,6-dimethy1-4,5,6,7-tetrahydro-1H-indazol-3-y1)indole-6- carboxylate (23
g, 71 mmol) in N,N-dimethylformamide (230 ml) was added sodium hydride (6.3
g, 157 mmol) in portions of about 500 mg at an inside temperature of -10
00, and the /o mixture was stirred for 30 min. Then, 2-
(trimethylsilyl)ethoxymethyl chloride (26 g, 157 mmol) was added dropwise
over 15 min, and the mixture was further stirred for 2 hr. To the reaction
mixture were added ethyl acetate and water, and the organic layer was
separated. Then, /5 the organic layer was washed successively with water
and 20 saturated brine, and dried over sodium sulfate.Sodium sulfate was
removed by filtration, and the filtrate was concentrated under reduced
pressure.The residue was purified by silica gel chromatography to give the
title compound(33 g,yield 80%),
I(400MHz,DMS0-0.6)6:-0.21(s,9H),-0.03(s,9H),0,68  (t, 2H,,11
=8.00Hz),0,87(t,211.,J 8.12H2),1.03(s,60),  1.54 (t, 20,j =6.26 Hz),2.50
(s,2H.), 2.63 



(t,20,J   6.26  H2), 3.30-3.31(m,2H.),3.59(t, 20, J = 8,00 Hz),3,87 (s,
30), 5.42 (s,20),6.14(s,20), 6.83 (d, 10, J = 0.70 Hz), 25 7.67-7.72
(m,2H),8.22(s,1H).       [02561 (step 4)  Production of
2-{6,6-dimethy1-1-[2-
(trimethylsily1)ethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3-
y1}-1-[2-(trimethylsilyflethoxymethyl]-1H-indole-6-carboxylic acid s [0257]
[0258]        To a solution of methyl 2-{6,6-dimethy1-1-[2-
(trimethylsilyflethoxymethy1]-4,5,6,7-tetrahydro-1H-indazol-3- 10
y1)-1-[2-(trimethylsilyflethoxymethyl]-1H-indole-6-carboxylate (33 g, 57
mmol) in a mixed solvent of tetrahydrofuran (165 ml) and methanol (165 ml)
was added 4 N aqueous sodium hydroxide solution (71 ml, 284 mmol), and the
mixture was heated at 60 00 for 2 hr. After cooling, the reaction mixture
was concentrated, 15 10% aqueous citric acid solution was added to the
residue to adjust the pH to 5, and the mixture was extracted with ethyl
acetate. Then, the organic layer was washed with saturated brine, and dried
over sodium sulfate. Sodium sulfate was removed by filtrdtiony and the
filtrate was concentrated under. 20 reduced pressure to give the title
compound(31 g,yield 97%).
1H-NMR(400MHz,DMSO-d6)6:-0.21--0.20(m,9H),-0.05--0.03(m,  99),
0.68-0.71(m"29), 0,85-0.91 (m,2H1, 1,0?(s"6HD"1.54  (t, 2H,J -6.06
Hz),2.63(t,2H, ,11=5,95 Hz),3.57-3.61(m,  2H), 5.42(s,211),6.13 (d,214,J
=3.53Hz),6.82(t,IH,j 25 342 Hz),7.65-7.70(m, 2H),8.20 (s,1H).   [0259]
113 



(step 5) Production of benzyl (2-(6,6-dimethy1-1-[2-
(trimethylsilyl)ethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3-
y1}-1-(2-(trimethylsilyflethoxymethyl]-1H-indol-6-Y1)carbamate 5 [0260]
[0261]        Under an argon atmosphere, to a solution of 2-{6,6-
dimethy1-1-[2-(trimethylsilyflethoxymethyl]-4,5,6,7- 10
tetrahydro-1H-indazol-3-y1)-1-[2-
(trimethylsilyl)ethoxymethyl]-1H-indole-6-carboxylic acid (26 g, 45 mmol),
triethylamine (8.2 ml, 59 mmol) and benzyl alcohol (18 ml, 180 mmol) in
toluene (260 ml) was added dropwise diphenylphosphoryl azide (12 ml, 54
mmol) at 115 C 15 over 2 hr. After cooling, water was added to the reaction
mixture, and the organic layer was separated. Then, the organic layer was
washed successively with water and saturated brine, and dried over
magnbsium sulfate: Magnesium sulfate was removed by filtration, and the fi
l.t raf. e was concentrated under 20 reduced pressure. The residue was
purified by silica gel chromatography, and slurry-washed in hexane (210 ml)
with heating at 60 C. The resulting crystals were collected by filtration,
washed with hexane, and dried under reduced pressure to give the title
compound (28 g, yield 91%). 25 1H-NMR (400MHz, DM50-d0 6: -0.19 (s, 9H),
-0.03 (s, 9H), 0.69   (t, 2H, J =8.16Hz),0.86 (t,2H,J   8.05Hz), 1.02
(s,6H),  1.52 (t, 2H,J -6.18Hz), 2.59(t,2H,J =6.06 Hz), 3.58(t,  2H, J =
8.05Hz),5.17(s, 2H),5.38 (s,2H),5.96(s, 2H),  6.61 (s, 1H),7.10(dd,1H,J -
8.49, 1.65Hz), 7.34-7.46(m, 5 6H), 7.86(s,1H),9.71(s, 1H).     [0262] (step
6) Production of benzyl N-(2-(6,6-dimethy1-1-[2-
(trimethylsilyl)ethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3- /o
y1)-1-[2-(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-Nmethylcarbamate
[0263] [0264] 15Under an argon atmosphere, to a solution of benzyl (2-
16,6-dimethy1-1-[2-(trimethylsilyl)ethoxymethyl]-4,5,6,7-
tetrahydro-1H-indazol-3-y1)-1-[2-
(trimethylsilyl)ethoxymethyl]-15-indol-6-y1)carbamate (3 g, 4,6 mmol) in
N,NadimethyllammWa9 (30 ml) was added sodium 20 hydride (219 MO:, 5,5 wmol)
under ice-cooling, and the mixture was stirred for 10 min. Then, to the
reaction mixture was added methyl iodide (0,6 ml, (-;,c1 mmol), and the
mixture WPS further stirred for 3 hr. To the reaction mixture were added
ethyl acetate and water, and the organic layer was separated. 25 Then, the
organic layer was washed successively with water and saturated brine, and
dried over sodium sulfate. Sodium. sulfate  was removed by filtration, and
the filtrate was concentrated 5 under reduced pressure.The residue was
purified by silica gel chromatography to give the title compound (2.2 g,
yield 69%). 1H-NMR(400MHz,DMSO-d05:-0.21(s,9H),-0.03(s,9H),0.66 (t,2H,J
=8.01Hz),0.86(t,2H,J =8.01Hz),1.02(s,6H), 1.53(t,2H,J
-6.01Hz),2.49(s,2H),2.60(t,2H,J =6.01  Hz),3.29 



(s, 3H), 3.29 (t, 2H,J =8.01),3.59(t, 2H,J --  8.01Hz), 5.09 (s, 2H), 5.39
(s,2H),6.00(s,2H), 6.70 (s,  1H),7.03 (dd, 1H, J = 8.41,
2.00Hz),7.26-7.37(m, 5H),  10 7.44-7.59 (m, 2H).       [0265] (step 7)
Production of N-(2-16,6-dimethy1-1-(2-
(trimethylsilyflethoxymethy1]-4,5,6,7-tetrahydro-1H-indazol-3- 15
y1}-1-[2-(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-Nmethylamine [0266]
/-Si-  [0267] 20A. solution of benzyl No{6,6-dimethyl. I [2-
(trimethylsilyflethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3- 71 1 1 19
ti-r4-1-,,r1yllethoxyme1hy11-10-indel-6-y1)-N- methylcarbamate (2.2 g, 3.1
imiol), 10% palladium-carbon (216 mg) and ammonium formate (989 mg, 16
mmol) in ethanol (30 ml) 25 was heated under reflux for 2.5 hr. After
cooling, the reaction mixture was filtered through celite, and the filtrate
was concentrated. The residue was purified by silica gel chromatography to
give the title compound (1.4 g, yield 79%). 1H-NMR (400MHz, DMSO-d0 6:
-0.18 (s, 9H), -0.03 (s, 9H), 0.69 (t, 2H, J - 8.41 Hz), 0.86 (t, 2H, J =
8.41 Hz), 1.01 (s, 6H), 5 1.52 (t, 2H, J = 6.41 Hz), 2.47 (s, 2H), 2.57 (t,
2H, J = 6.41 Hz), 2.73 (d, 3H, J = 5.21 Hz), 3.31 (t, 2H, J = 8.41), 3.58
(t, 2H, J = 8.41 Hz), 5.36 (s, 2H), 5.50 (q, 1H, J = 5.21 Hz), 5.94 (s,
21-1), 6.42-6.55 (m, 3H), 7.25 (d, 1H, J = 8.41 Hz). [0268] io (step 8)
Production of
N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazol-3-y1)-1H-indol-6-y1]-N-meth
ylacetamide [0269]  Is [0270]        Under an argon atmosphere, to a
solution of N-(2-16,6- dimethy1-1-(2-(trimethylsilyflethoxymethyl]-4,5,6,7-
tetrahydro-1H-indazol-3-y1}-1-[2-
(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-N-methy1amine 20 (100 mg, 0.18
mmol) and triethylamine (75 i1, 0.54 mmol) in chloroform. (1,5 ml) was
added acetyl chloride (19 R1. 0,27 Haisl) at room temperature, and the
mixture was at lured fcr 2 hr. Water was added to the reaction mixture, and
the mixture was extracted three times with ethyl acetate. The combined 25
organic layers were washed successively with water and saturated brine, and
dried over sodium sulfate- Sodium sulfate was removed by filtration, and
the filtrate was concentrated under reduced pressure to give
N-(2-{6,6-dimethy1-1-[2-
(trimethylsilyflethoxymethy1]-4,5,6,7-tetrahydro-1H-indazol-3-
y11-1-[2-(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-Nmethylacetamide. A
solution of the obtained N-(2-16,6-
dimethy1-1-[2-(trimethylsilyflethoxymethyl]-4,5,6,7-
tetrahydro-1H-indazol-3-y1}-1-[2-
(trimethylsilyl)ethoxymethy1]-1H-indol-6-y1)-N-methylacetamide in
N,N-dimethylformamide (1.4 ml) was added to tetrabutylammonium fluoride
(1.8 ml, 1.8 mmol) concentrated in advance under reduced pressure.
Ethylenediamine (0.7 ml) was lo added, and the mixture was stirred with
heating at 90 C for 24 hr. After cooling, water and ethyl acetate were
added, and the organic layer was separated. Then, the aqueous layer was
extracted twice with ethyl acetate. The combined organic layers were washed
successively with water and saturated brine, /5 and dried over sodium
sulfate. Sodium sulfate was removed by filtration, and the filtrate was
concentrated under reduced pressure. The residue was purified by thin layer
silica gel chromatography to give the title compound (26 mg, yield 42%).
[0271] 20 Example 2 Production of
N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazol-3-y1)-1H-indol-6-y1]-N-ethy
lacetamide [0272] (step 1) 25 Production of N-(2-{6,6-dimethy1-1-[2-
(trimethylsilyl)ethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3-
y1)-1-[2-(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-Nethylamina [0273) 



[0274]        Under a nitrogen atmosphere, benzyl N-(2-16,6-dimethy1-1-
[2-(trimethylsilyflethoxymethy1]-4,5,6,7-tetrahYdro-1H- 5
indazol-3-y1)-1-[2-(trimethylsilyl)ethoxymethyl]-1H-indol-6-
y1)-N-ethylcarbamate was obtained in the same manner as in Example 1, Step
6, from benzyl (2-[6,6-dimethy1-1-[2-
(trimethylsilyflethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3-
y1)-1-[2-(trimethylsily1)ethoxymethyl]-1H-indol-6-yl)carbamate /o obtained
in Example 1, Step 5. To a solution of the obtained benzyl
N-(2-{6,6-dimethy1-1-[2-(trimethYlsilyflethoxymethY1]-
4,5,6,7-tetrahydro-1H-indazol-3-y1)-1-[2-
(trimethylsilyl)ethoxymethy1]-1H-indol-6-y1)-N-ethylcarbamate (979 mg, 1.4
mmol) in methanol (8 ml) was added 20% palladium /.5 hydroxide-carbon (400
mg). Then, the mixture was stirred under a hydrogen atmosphere at normal
pressure for 1.5 hr. After the reaction, the reaction mixture was filtered
through celite, and the filtrate was concentrated under reduced pressure.
The residue was purified by silica gel chromatography to give the 20 title
compound (802 mg, yield 100%), 111HNMR (4003Hz, DMSO-d) 5: -0.18 (s, 98l,
-0,0393), 0.72 (t, 2H, J = 8,0 Hz), 0,89 (t, 2H, J = 8 Hz), 1,05 (s, 6H),
1.21-1.24 (m, 33), 1.52-1.57 (m, 2H), 2.50 (s, 2H), 2.56-2.64 (m, 23),
3.10-3.13 (m, 211), 3.32-3.36 (in, 23), 3.61 (t., 2H, j. 25= 8.0 112), 5.39
(s, 23), 5.96 (s, 23), 6.50 (s, 23), 6.51-6.54 (m, 1H), 6.61 (brs, 13),
7.27 (d, 13, J = 8.0 Hz). [0275] (step 2)  Production of
N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazol-3-y1)-1H-indo1-6-y1]-N-ethy
lacetamide [0276]   5 [0277]        In the same manner as in Example 1,
Step 8, the title compound (24 mg, yield 35%) was obtained from N-(2-(6,6-
dimethy1-1-[2-(trimethylsilyl)ethoxymethyl]-4,5,6,7-
tetrahydro-1H-indazol-3-y11-1-[2- /0
(trimethylsilyl)ethoxymethy1]-1H-indol-6-y1)-N-ethy1amine (110 mg, 0.19
mmol).  [0278] Example 3     Production of benzyl
N-I2-(6,6-dimethyl-4,5,6,7-tetrahydro-1H/5
indazol-3-y1)-1H-indo1-6-y1)-N-methylcarbamate [0279]   [0280]    A
solution of benzyl N-(2-(6,6-dimethy1-1-[2- 20
(trimethylsilyl)ethoxymethy1]-4,5,6,7-tetrahydro-111-indazol-3-
y1)-1-[2-(trimethylsilyl)ethoxymothyl]-1H -indo1-6-y1)-Nmethylcarbamate (13
g, 19 mmol) obtained in Example 1, Step 6, in N,N-dimethylformamide (102
ml) was added to tetrabutylammonium fluoride (93 ml, 93 mmol) concentrated
in .5 advance under reduced pressure, and then ethylenediamine (19 ml) was
added. The mixture was stirred with heating at 90 C for 7 hr. After
cooling, water and ethyl acetate were added, and the organic layer was
separated. Then, the aqueous layer was extracted with ethyl acetate. The
combined organic layers m were washed successively with water, 10% aqueous
citric acid solution and saturated brine, and dried over sodium sulfate.
Sodium sulfate was removed by filtration, and the filtrate was concentrated
under reduced pressure. The residue was purified by silica gel
chromatography to give the title compound (7.2 g, 15 yield 91%).  [0281]
Example 4 Production of
(S)-N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazol-3-y1)-1H-indo1-6-y1]-N-
methy1-2-(morpholin-4- 20 yl)propionamide [0282] (step 1) Production of
N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazol-3-y1)-1H-indol-6-y1]-N-meth
ylamine 25 [0283]  [0284] Under a. nitrogen atmosphere, to a solution of
benzyl N-  {2-(6,6-dimethy1-4,5,6,7-tetrahydro-1H-indazol-3-y1)-1H-indol-
6-y1}-N-methylcarbamate obtained in Example 3 (7.2 g, 17 mmol) in ethanol
(72 ml) were added 10% palladium-carbon (723 mg) and ammonium formate (2.5
g, 39 mmol), and the mixture was s stirred with heating at 65 C for 40 min.
After cooling, the reaction mixture was filtered through celite, and the
filtrate was concentrated under reduced pressure. The residue was
slurry-washed in water (300 m1).The precipitate was collected     by
filtration, washed with water, and dried under reduced 10pressure to give
the title compound(4.5 g,yield 90%). 1H-NMR(400MHz,DMSO-d6) 5:1.00 (s, 6H),
1.56 (t, 2H, J = 6.41 Hz), 2.38 (s,2H), 2.61 (t,2H, J = 6.41 



Hz), 2.69 (d, 3H, J 4.81 Hz), 5.24-5.34 (m, 1H),6.33-6.46(m,3H),7.18(d,1H,J
= 8.41 Hz), 10.65 (s, 1H), 12.28 (s, 1H). 15 [0285] (step 2) Production of
(S)-N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazol-3-y1)-1H-indol-6-y1]-N-
methy1-2-(morpholin-4- yl)propionamide 20 [0286]    [0287] To a solution of
N6,6- methyl- 1,6, 7-tetrahydro 1Hoindazol-3-y1)-111-indoy .1thylarcane
(O.: 25 mmol) in pyridine (1 ml) were added (S)-2-(morpholin-4-
yl)propionic acid obtained in Reference Example( 1 1 0 0.69 mmol) and
1-ethyl-3-(3-dimethylaminopropyl)carboddimide hydrochloride (106 mg, 0.55
mmol) at room temperature, and the mixture was stirred for 14 hr. To the
reaction mixture were 30 added chloroform and water, and the organic layer
was  separated. The organic layer was dried over sodium sulfate. Sodium
sulfate was removed by filtration, and the filtrate was concentrated under
reduced pressure. Then, the residue was dissolved in a mixed solvent of
tetrahydrofuran (1 ml) and s methanol (1 ml). To the solution was added 2 N
aqueous sodium hydroxide solution (0.35 ml) at room temperature, and the
mixture was stirred for 20 min. To the reaction mixture were added
chloroform and water, and the organic layer was separated. The organic
layer was dried over sodium sulfate. 70 Sodium sulfate was removed by
filtration, and the filtrate was concentrated under reduced pressure. The
residue was purified by thin layer silica gel chromatography to give the
title compound (52 mg, yield 78%). [0288] is Example 5 Production of
(S)-N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1Hindazol-3-y1)-1H-indol-6-y1]-N-
methyl-2-(morpholin-4- y1)propionamide hydrochloride [0289] 20   [0290] To
a solution.(3)---[2-(6,6-dimethyl-
tettdro-M-indazol-3-J1)-111-indol-6-J1]-N-methyl-2-
(morpholin-4-yl)propionamide obtained in Example 4 (100 mg., 25 0.2 mmpl)
in ethyl acetate (1 ml) was added 4 N hydrochloric acid/ethyl acetate (0.06
ml, 0.24 mmol) at room temperature, and the mixture was stirred for 30 min.
The precipitated crystals were collected by filtration, washed with ethyl
acetate, and dried under reduced pressure to give the title  compound (75
mg, 69%).  [0291] Example 6 Production of
N-[2-(6,6-dimethy1-4,5,6,7-tetrahydro-1H- s
indazol-3-y1)-1H-indo1-6-y1]-N-methy1-2-(3-oxomorpholin-4- y1)acetamide
[0292]    [0293] aUnder an argon atmosphere, to a solution of N-[2-(6,6-
dimethy1-4,5,6,7-tetrahydro-1H-indazol-3-y1)-1H-indol-6-y1]-N- methylamine
obtained in Example 4, Step 1 (40 mg, 0.14 mmol) and
(3-oxomorpholin-4-yl)acetic acid obtained in Reference Example 4 (76 mg,
0.48 mmol) in pyridine (1.3 ml) was added 1- is
ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (91 mg, 0.48
mmol) at room temperature, and the mixture was stirred at room temperature
for 12 hr. Then, the reaction mixture was concentrated under reduced
pressure. The residue was dissolved in methanol (1.2 ml), 2 N aqueous
sodium 20 hydroxide solution (1.0 ml) was added, and the mixture was
stirred at room temperature for 45 min. Then, to the reaction mixture were
added water and ethyl acetate, and the organic   ye r. was separated, The
aqueous layer was extracted tmice with ethyl acetate, and the combined
organic layers were 25 washed successively with water and saturated brine,
and dried over sodium sujfate Sodium suJfate was removed by filtration, and
the filtrate was concentrated under reduced pressure. The residue was
purified by silica gel chromatography to give the title compound (40 mg,
yield 67%), 20 [0294]  Example 7 Production of
2-(6,6-dimethy1-4,5,6,7-tetrahydro-1H-indazol-3- y1)-1H-indole-6-carboxylic
acid (2-hydroxy-lmethylethyl)methylamide s [0295] (step 1) Production of
2-{6,6-dimethy1-1-[2-
(trimethylsilyl)ethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3-
y1}-1-[2-(trimethylsilyl)ethoxymethyl]-1H-indole-6-carboxylic lo acid
(2-hydroxy-l-methylethyl)amide [0296]  [0297] To a solution of
2-16,6-dimethy1-1-[2- 



15
(trimethylsilyflethoxymethyl]-4,5,6,7-tetrahYdro-1H-indazol-3y11-1-[2-(trim
ethylsilyl)ethoxymethyl]-1H-indole-6-carboxylic acid obtained in Example 1,
Step 4 (500 mg, 0.88 mmol) in N,N- dimethylformamide (5 ml) were added
1-hydroxybenzotriazole monohydrate (161 mg., 1,1 mmol), 1-ethyl t-3-(3-
et ,and.nopropylicarbodiimide hydrochloridn (202 Mg mmol) and 2-aminc 1
propanol (84 mg, 1,1 mmol) at room temperature, and the mixture was stirred
at room temperature for 7To the reaction mixture were added water and ethyl
acetate, and the organic layer was separated. Then, the 25 organic layer
was washed successively with water and saturated brine, and dried. over
sodium sulfate. Sodium sulfate was removed by filtration, and the filtrate
was concentrated under  reduced pressure. The residue was purified by
silica gel chromatography to give the title compound (511 mg, yield 93%).
1H-NMR (400MHz, DMSO-d6) 6: -0.22 (s, 9H), -0.03 (s, 9H), 0.68 (t, 2H, J -
8.12 Hz), 0.87 (t, 2H, J = 8.12 Hz), 1.03 (s, 6H), s 1.17 (d, 3H, J = 6.72
Hz), 1.54 (t, 2H, J = 6.26 Hz), 2.50 (s, 2H), 2.62 (t, 2H, J = 6.26 Hz),
3.29 (t, 2H, J = 8.12 Hz), 3.35-3.39 (m, 1H), 3.48-3.53 (m, 1H), 3.60 (t,
2H, J = 8.12 Hz), 4.01-4.11 (m, 1H), 4.74 (t, 1H, J = 5.68 Hz), 5.41 (s,
2H), 6.11 (s, 2H), 6.76 (s, 1H), 7.57-7.67 (m, 2H), 8.01 (d, lo 1H, J =
7.88 Hz), 8.15 (s, 1H). [0298] (step 2) Production of 2-{6,6-dimethy1-1-[2-
(trimethylsilyflethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3- 75
y11-1-[2-(trimethylsilyflethoxymethyl]-1H-indole-6-carboxylic acid
[2-(tert-butyldiphenylsilyloxy)-1-methylethyl]amide [0299]    [0300] 20To a
solution of 2-16,6-dimethy1-1-[2- (ttotrahydro 111
y1)-1-[2-(trimethylsilyflethoxymethyl)-1H-indole-6-carboxylic acid
(2-hydroxy-1-methylethyl)amide (265 mg, 0.42 mmol) in N,N-dimethylformamide
(2.7 ml) were added imidazole (35 mg, 25 0.51 mmol) and
tert-butyldiphenylsilyl chloride (132 ,t1, 0.51  mmol) under ice-cooling,
and the mixture was stirred at room temperature for 8 hr. Then, to the
reaction mixture were added water and ethyl acetate, and the organic layer
was separated. Then, the organic layer was washed successively with water
and 5 saturated brine, and dried over sodium sulfate. Sodium sulfate was
removed by filtration, and the filtrate was concentrated under reduced
pressure. The residue was purified by silica gel chromatography to give the
title compound (341 mg, yield 93%). 1H-NMR (400MHz, DMSO-d0 6: -0.24 (s,
9H), -0.03 (s, 9H), 0.64 /o (t, 2H, J = 8.12 Hz), 0.87 (t, 2H, J = 8.12
Hz), 1.00 (s, 9H), 6H), 1.26 (d, 3H, J = 6.96 Hz), 1.53 (t, 2H, J - 6.38
(s, 2H), 2.60-2.65 (m, 2H), 3.24-3.28 (m, SH), 3.55- 3H), 3.70-3.77 (m,
1H), 4.23-4.34 (m, 1H), 5.41 (s, (s, 2H), 6.76 (s, 1H), 7.36-7.47 (m, 6H),
7.58-7.67 1.5 (m, 6H), 8.10-8.16 (m, 2H). [0301] (step 3) Production of
2-{6,6-dimethy1-1-[2-
(trimethylsilyflethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3- 20
y1)-1-[2-(trimethylsilyl)ethoxYmethyl]-1H-indole-6-carboxylic acid
[(2-(tert-butyldiphenylsilyloxy)-1- methylethyl]methylamide [0302]
[0303]        Under an argon atmosphere, to a solution of 2-{6,6-
dimethy1-1-[2-(trimethylsilyl)ethoxymethyl]-4,5,6,7-
tetrahydro-1H-indazol-3-y11-1-[2-
(trimethylsilyl)ethoxymethy1]-1H-indole-6-carboxylic acid [2-
(tert-butyldiphenylsilyloxy)-1-methylethyl]amide (337 mg, 0.39 mmol) in
N,N-dimethylformamide (3.4 ml) were added sodium hydride (19 mg, 0.47 mmol)
and methyl iodide (36 lil, 0.58 mmol) under ice-cooling, and the mixture
was stirred at room /o temperature for 3 hr. To the reaction mixture were
added water and ethyl acetate, and the organic layer was separated. Then,
the organic layer was washed successively with water and 15 20 saturated
brine, and dried over sodium sulfate.Sodium sulfate was removed by
filtration, and the filtrate was concentrated under reduced pressure.The
residue was purified by silica gel chromatography to give the title
compound(149 mg, yield 44%).
1H-NMR(400MHz,DMSO-d05:-0.23(s,9H),-0.05(s,9H),0.59- 0.62(br
m,2H),0.86(dd,2H,J =10.44,5.80Hz),0.98(s,
9H),1.02(s,6H),1.08(brs,3H),1.54(t,2H,J =6.26Hz), 2.50(s,2H),2.61-2.64(hr
m,2H),2.83(s,3H),3.21-3.29(m,
2H),3.38-3.46(m,0.6H),3.54-3.83(m,1.4H),3.58(t,21-i,J =8.00Hz),
4.04-4.17(m, 0.6H),4.72-4.90(hr m,0.4H),5.39- 5.41 (br m, 2H),5.69-5.83
(m,0.6H),5.96-6.09 (m,1.4H), 6.77 (s,1H),7.11(d,1H,J
=9.04Hz),7.17-7.75(m,12H).  25 [0304] (step 4) Production of
2-(6,6-dimethyi-4,5,6,7-tetrahydro-1H-ind yi)-1E-indole-6-carboxylic acid
(2-hydroxy-1- methyiethyi) mathyl.amide 30 [0305] 



[0306]        A solution of 2-{6,6-dimethy1-1-[2-
(trimethylsilypethoxymethyl]-4,5,6,7-tetrahydro-lH-indazol-3- 5
y1)-1-[2-(trimethylsilyflethoxymethyl]-1H-indole-6-carboxylic acid
[2-(tert-butyldiphenylsilyloxy)-1-methylethyl]methylamide (145 mg, 0.17
mmol) in N,N-dimethylformamide (1.2 ml) was added to tetrabutylammonium
fluoride (1.7 ml, 1.7 mmol) concentrated in advance under reduced pressure.
10 Ethylenediamine (0.29 ml) was added, and the mixture was stirred with
heating at 90 0C for 14 hr. After cooling, to the mixture were added water
and ethyl acetate, and the organic layer was separated, washed successively
with water, 10% aqueous citric acid solution and saturated brine, and dried
is over sodium sulfate. Sodium sulfate was removed by filtration, and the
filtrate was concentrated under reduced pressure. The residue was purified
by silica gel chromatography to give the title compound (57 mg, yield.
90%), [0307] 20 Example 8 Production of N-.P. [6 h-6-mthy1-1,5,677-
tetrahydro-1ii-indazol-3-y1)-1H-indol-6-y11-N-methy1-2-(2-
oxopiperidin-1-yflacetamide [0308] 25 (step 1)  Production of
N-(2-{6-ben2y1oxymethy1-6-methyl-1-[2-
(trimethylsilyflethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3-
y1)-1-[2-(trimethylsilyflethoxymethy1]-1H-indo1-6-y1)-Nmethylamine 5 [0309]
[0310]        In the same manner as in Example 1, step 7, the title
compound was obtained from tert-butyl 6-benzyloxymethy1-3- 10
iodo-6-methy1-4,5,6,7-tetrahydroindazole-1-carboxylate obtained in
Reference Example 5 and 1-tert-butyl 6-methyl 2-
boronylindole-1,6-dicarboxylate obtained in Reference Example 2. [0311] 2.5
(step 2) Production of N-(2-(6-hydroxymethy1-6-methyl-1-[2-
(trimethylsilyl)ethoxymethyl]-4,5,6,7-tetrahydro-1H-indazol-3-
y1)-1-[2-(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-Nmethyl-2-(2-oxopiper
idin-l-y1)acetamide 20 [0312]   -Si/ [0313]        To a solution of
N-(2-{6-benzyloxymethy1-6-methy1-1-[2-
(trimethylsilyl)ethoxymethy1]-4,5,6,7-tetrahYdro-lH-indazol-3- 5
y11-1-[2-(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-N- methylamine (150
mg, 0.23 mmol) in N,N-dimethylformamide (3 ml) were added
(2-oxopiperidin-1-yl)acetic acid obtained in Reference Example 6 (43 mg,
0.27 mmol), 1-ethy1-3-(3- dimethylaminopropyl)carbodiimide hydrochloride
(52 mg, 0.27 /o mmol) and 1-hydroxybenzotriazole monohydrate (37 mg, 0.27
mmol), and the mixture was stirred at room temperature overnight. To the
reaction mixture were added ethyl acetate and water, and the organic layer
was separated, washed successively with water mid saturated brine, and
dried over is sodium sulfate. Sodium sulfate was removed by filtration, and
the filtrate was concentrated under reduced pressure. The
sesiduapurifiedofli_Cci gel chromatography to give N-
(2-{6-benzyloxymethy1-6-methy1-1-[2-
(trimethylsilyflethoxymethy1]-4,5,6,7-tetrahydro-1H-indazol-3- 20
y1)-1-[2-(trimethylsilyflethoxymethyl]e1Haindol-6-y1)-Na
methy1-2-(2-oxopiperidin-l-y1)acetamide (158 mg). Under a  nitrogen
atmosphere, to a solution of the obtained N-(2-{6-
benzyloxymethy1-6-methy1-1-[2-(trimethylsilyflethoxymethY1]-
4,5,6,7-tetrahydro-1H-indazol-3-y11-1-[2-
(trimethylsilyflethoxymethyl]-1H-indol-6-y1)-N-methyl-2-(2- 5
oxopiperidin-l-yl)acetamide (158 mg) in a mixed solvent of methanol (0.8
ml) and tetrahydrofuran (0.8 ml) was added 20% palladium hydroxide-carbon
(150 mg) at room temperature, and the mixture was stirred under a hydrogen
atmosphere at normal pressure for 4 hr. The reaction mixture was filtered
through 10 celite, and the filtrate was concentrated under reduced pressure
to give the title compound (120 mg, yield 75%). H-NMR (400MHz, DMSO-d6) 5:
-0.21 (9H, s), -0.04 (9H, s), 0.67  (2H, t, J = 7.86 Hz), 0.86 (2H, t, J -
8.06 Hz), 0.93 (3H, s), 1.44-1.73 (6H, m), 2.12-2.21 (2H, m), 2.39 (1H, d,
J = 16.52 15 Hz), 2.59-2.65 (2H, m), 2.59 (1H, d, J = 16.52 Hz), 3.22 (3H,
s), 3.27 (2H, s), 3.31 (2H, t, J = 8.06 Hz), 3.59 (2H, t, J = 7.86 Hz),
3.81 (2H, s), 4.71 (1H, t, J = 5.44 Hz), 5.38 (1H, d, J = 11.28 Hz), 5.41
(1H, d, J = 11.69 Hz), 6.02 (1H, d, J = 10.48 Hz), 6.07 (1H, d, J = 10.88
Hz), 6.74 (1H, s), 7.06 (1H, 20 d, J = 7.66 Hz), 7.60 (1H, s), 7.64 (1H, d,
J = 8.06 Hz). [0314] (step 3)   Production of
N-[2-(6-hydroxymethy1-6-methy1-4,5,6,7-
tetrahydro-1H-indazol-3-y1)-1H-indo1-6-y1]-N-methy1-2-(2- 25
oxopiperidin-1-yl)acetamide [0315]   [0316]        A solution of
N-(2-(6-hydroxymethy1-6-methyl-1-[2-
(trimethylsilyflethoxymethy1]-4,5,6,7-tetrahydro-1H-indazol-3-
y1)-1-[2-(trimethylsilY1)ethoxymethy1]-1H-indol-6-y1)-Nmethy1-2-(2-oxopiper
idin-l-y1)acetamide (63 mg, 0.09 mmol) in N,N-dimethylfoLmamide (1.5 ml)
was added to tetrabutylammonium fluoride (0.6 ml, 0.6 mmol) concentrated in
advance under reduced pressure. Ethylenediamine (0.2 ml) was added, and the
mixture was stirred with heating at 80 00 overnight. After /o cooling,
water and ethyl acetate were added, and the organic layer was separated.
Then, the organic layer was washed successively with water and saturated
brine, and dried over sodium sulfate. Sodium sulfate was removed by
filtration, and the filtrate was concentrated under reduced pressure. The
is residue was purified by thin layer silica gel chromatography to give the
title compound (5.5 mg, yield 16%). [0317]        The compounds of Examples
9 - 381 were obtained in the same manner as in the above-mentioned
Examples. The structural 20 formulas and 31-1-NME spectrum data thereof are
shown in Tables 1-1 to 1-78.        In the Tables, the compounds in an
optically active form are indicated with (an optically active form) under
Example No. 11-1-NMR spectra were measured in CDC13 or DMSO-D6, with 25
tetramethylsilane as an internal standard, and all 6 values are shown in
ppm. Unless specifically indicated in the Table, the resolution capability
was measured at 400 MHz. The symbols in the Tables mean the following
singlet 30 d: doublet t: triplet q: quartet dd: double doublet dcid: double
double doublet 35 bra: broad singlet  m: multiplet 



LT: coupling constant [0318] ThH1 1_i] Ex. No. structural formula NMR MS
(M+H) 337 MS (M-H) 335  H3C al Hp H3C I N di \N Hs 11-1-NMR (DMSO-Do) 5:
1.01 (6H, s), 1.55-1.61 (2H, m), 1.75 (3H, s), 2.41 (2H, s), 2.63-2.69 (2H,
m), 3.17 (3H, s), 6.57-6.61 (1H, m), 6.85-6.90 (1H, m), 7.21-7.25 (1H, m),
7.52-7.57 (1H, m), 11.41 (1H, br s), 12.54 (1H, br s).   2 H3C  OP Hp CH3 (
4111 \ CH, 1H-NMR pmso-Do 5: 1.01 (s, 6H), 1.03 (t, 3H, J = 7.00 Hz),  .58
(t, 2H, J = 6.29 Hz), 2.41 (s, 2H), 2.62-2.73 (m, 2H), 3.66 (q, 2H, J =
7.00 Hz), 6.60 (s, 1H), 6.84 (d, 1H, J = 8.05 Hz), 7.21 (s, 1H), 7.55 (d,
1H, J = 8.05 Hz), 11.38 (s, 1H), 12.53 Js, 1H).  11-1-NMR (DMSO-Do) 5: 1.01
(6H, s, 6H), 1.57 (2H, t, 2H, J = 6.01 Hz), 2.41 (2H, s, 2H), 2.65 (2H, t,
2H, J = 6.01 Hz), 3.27 (3H, s, 3H), 5.09 (2H, s, 2H), 6.56 (1H, s, 1H),
6.89 (1H, d, 1H, J = 8.01 Hz), 7.28-7.34 (6H, m, 6H), 7.47 (1H, d, 1H, J =
8.01 Hz), 11.28 (1H, s, 1H), 12.49 (1H, s, 1H). 351 429 349 427 434 3 4 Hp
all Hp H3 C  k N ill \        liCH C 3  , _ ,.,--- (-.(\C(.?.) \ /' N 41
V------ \ l/0     I-- H,C---- "ii- CH,   1H-NMR pmso-Do 8: 0.95- 107 (3H,
m), 1,01 (6H, s), 1,54-1,61 (2H, in), 2,21 2 30 (2H, in), 2 37 2 18 (2E1,
rn), 2.41 (21-1, s), 2.62-2.73 (211, m), 3.16-3.24 (1H, m), 3.19 (3H, s),
3.44-3.5, 3 (411 m), 6.57 6.62 (1H, m), 6.86-6.93 (HI, m), 7,26-7,32 (1H,
in), 7.51-7.57 (1H, in), 11.39 (iH, br s), 12,53 (111, br s). 436   



H C HpHp_ ?- NN 4%\----/ HCI Ili chi, 3E-NMR (DMSO-D6) 8: 1.01 (6H, s),
1.36 (3H, d, J = 5.8 Hz), 1.54-1.62 (2H, in), 2.42 (2H, s), 2.63-2.72 (2H,
m), 2.96-3.17 (2H, m), 3.20-3.50 (6H, in), 3.65-3.99 (4H, in), 6.63-6.69
(1H, in), 6.96-7.03 (1H, m), 7.34-7.40 (1H, in), 7.61-7.66 (1H, in), 10.29
(1H, bra), 11.48 (1H, br s), 12.60 (1H, br s). 436 434  0319) Table 1-2 Ex.
No. structural formula NMR MS (M+H) 436 MS (M-H) 434  H3 C  ' N Ill Hp1111
H3C IH-NmR pmso-Do 8: 1.01 (6H, s), 1.54-1.61 (2H, m), 2.42 (2H, s),
2.63-2.71 (2H, m), 3.21 (3H, s), 3.31-3.37 (2H, m), 3.76-3.81 (2H, m),
3.83-3.87 (2H, m), 4.00 (2H, s), 6.57-6.64 (1H, m), 6.90-6.97 (1H, m),
7.29- 7.33 (1H, m), 7.55-7.61 (1H, m), 11.48 (1H, br s), 12.55 (1H, br s).
OH 11-1-NMR pmso-Do 8: 1.01     (6H, s), 1.04-1.10 (3H, in),     1.54-1.60
(2H, in), 2.42    ill61, (2H, s), 2.65-2.70 (2H, m), 2.82 (3H, s),
3.20-3.54 (2H,    \N in), 3.84-4.04 (1H, in), 4.46-4.89 (1H, in), 6.60 381
379  MC (1H, d, J = 1.2 Hz), 7.00    H3C (1H, dd, J = 8.1, 1.4 Hz),  



7.41-7.43 (1H, In), 7.51     (1H, d, J = 8.1 Hz), 11.38     (1H, br sb
12.52 (1H, br s).   1 il c ' \ 1H-10/IR (DMSO-D) 5: 0,92 (3H, s), 1.53-1,68
(6H, in),    q        ' 7,/,---/I 2.17 (2H, s), 2,29 (1H, ci, 3     = 16.12
Hz), 2.54 (1H, d, J     = 16.12 Hz), 2.59-2.77 (2H,     rn), 3,19 (3H, s),
3 20-3 25 .   -----.._  50 14  1i (211, rn), 3.26 (2H, s), 3.77
11015U--N/ (2H, s), 4.62 (1H, s), 6.60     (1H, s), 6.92 (1H, d, J =
7.66 Hz), 7.31 (1H, a), 7.56     (1H, d, J = 7.66 Hz), 11.38    



11H, s), 12.50 (1H, sb    11-1-NMR (DMSO-Ds) 6: 1.02 (s, 6H), 1.59 (t, 2H,
J = 6.29 Hz), 2.43 (s, 2H), 2.66-2.75 (m, 2H), 6.66 (s, 1H), 7.08 (t, 1H, J
= 7.39 Hz), 7.34 (t, 2H, J = 7.94 Hz), 7.61 (s, 2H), 7.81 (d, 2H, J = 7.50
Hz), 8.02 (s, 1H), 10.15 (s, 1H), 11.64 (s, 1H), 12.61 (s, 1H).   11-1-NMR
(Dmso-Do) 6: 0.99 (s, 6H), 1.55 (t, 2H, J = 6.29 Hz), 2.40 (s, 2H),
2.58-2.67 (in, 2H), 3.39 (s, 3H), 6.49 (s, 1H), 6.82 (d, 1H, J = 7.94 Hz),
7.07-7.18 (in, 3H), 7.20-7.29 (m, 3H), 7.43 (s, 1H), 11.37 (s, 1H), 12.54
(s, 1H).   0320] Table 1-3 Ex. No. structural formula NMR S (MM+H) MS (M-H)
11 12 HG CH, N'ECH3 .chis \N 110 11-1-NMR (DMSO-D5) 6: 0.92 (9H, s), 1.01
(6H, s), 1.56- 1.61 (2H, m), 2.42 (2H, s), 2.65-2.71 (2H, m), 3.12 (2H, d,
J = 6.3 Hz), 6.61 (1H, s), 7.47-7.54 (2H, in), 7.92 (1H, s), 8.17 (1H, t, J
= 6.3 Hz), 11.51 (1H, br s), 12.57 (1H, br s). 379 365 377 363  H3C-4 IV
CH, , / -' H 1 13 \ I I7 r-----1?! IFI-NIVIR (DMSO-D5, 300 MHz) ' 0.89 c3H,
sy 091 (31-4, s) 1.01 (61-1, s), 1.554.61 (2H, in), 1,81-1.92 (HI, in),
2.42 (2H, s), 2.64-2.71 (2H, in), 3.06-3.12 (2H, in), 6,61 (1H, s),
7.45-7.54 (2H, al), 7 .90- 7.93 (1H, m), 8.26-8.32 (1H, m), 11.51 (1H, hr
s), 12.56 (1 Is       011 o CH, N)lCCR3 CH, 11-1-NMR pmso-Do 6: 0.92 (9H,
s), 1.01 (6H, s), 1.09 (3H, d, J = 6.8 Hz), 1.53-1.62 (2H, m), 2.42 (2H,
s), 2.63-2.77   13   N    (2H, m), 3.96-4.06 (1H, m), 393 391      



6.61 (1H, s), 7.43-7.57 (2H,    Fiac 1101     m), 7.72-7.80 (1H, m), 7.89
H,C      (1H, br s), 11.47 (1H, br s),          12.56 (1H, hr s).       o
1H-NMR pmso-Do 6: 1.01      di    (6H, s), 1.54-1.61 (2H, m), 2.21 (3H, s),
2.29-2.38 (4H,      \    in), 2.42 (2H, s), 2.64-2.71   14       (2H, in),
3.44-3.61 (4H, in), 392 



390  H,C      6.59-6.62 (1H, in), 6.97-7.01    H,C      (1H, in), 7.42-7.46
(1H, m),          7.51-7.55 (1H, in), 11.45 (1H,          hr s), 12.57 (1H,
br s).       o  CH, 1H-NMR pmso-Do 6: 0.67-        1'1' CH7-I3 1.17 (9H,
in), 1.01 (6H, s),       .  H3  1.54-1.62 (2H, in), 2.42 (2H,      



\N    s), 2.64-2.73 (2H, in), 3.03   15       (3H, s), 3.36 (2H, s), 6.60
(1H, 393 391  H3C i     s), 6.96-7.08 (1H, In), 7.41-    HC      7.48 (1H,
in), 7.49-7.56 (1H,          in), 11.38 (1H, br s), 12.55          (1H, br
s).    0321] Table 1-4 Ex. No. structural formula NMR MS MS   'H-NMR
(DMSO-D5) 6: 1.01    (7\t (6H, a), 1.30-1.43 (2H, m),  



L53-1.61 (2H, m), 1.69-1.82     (2H, m), 2,42 (2H, s), 2,62-    --------- \
2.73 (2H, m), 3.13-3.22 (2H,   16 ii,c._I:71 in), 3.64-4.01 (3H, in), 4.78
393 391  '/---,------N Iv: (111, cl., LI = 4.2 Hz), 6.59-6.63     (1H, in),
6.96-7.01 (1H, in),     7.42-7.45 (1H, In), 7.50-7.55     (1B, m), 11.44
(1H, br s),     12.56 (1H, br s).     CR 111-NMR (DMSO-D6, 300 MHz) 6:
0.72-0.95 (6H, m), 1.01    111eHCH, (6H, s), 1.54-1.62 (2H, in), 1.93-2.06
(1H, in), 2.42 (2H,   17  s), 2.64-2.72 (2H, in), 2.94 379 377  H,C IS (3H,
s), 3.17-3.30 (2H, in),    H,CV 6.60 (1H, s), 6.94-6.99 (1H,  



m), 7.37-7.43 (1H, m), 7.50-     7.54 (1H, in), 11.41 (1H, br s),     12.55
(1H, br s).    H,C 1H-NMR (DMSO-D6, 300 MHz)    H,C      6: 0.75-0.81 (6H,
m), 0.95-    HaC., 1.04 (4H, in), 1.01 (6H, s),     1.13-1.27 (2H, in),
1.55-1.61   18  . (2H, in), 2.39-2.43 (2H, in), 2.65-2.73 (2H, m),
2.79-2.90 407 405   (4H, in), 6.59-6.62 (1H, m),     11111 6.88-7.00 (1H,
in), 7.37-7.40    H,C  (1H, in), 7.50-7.54 (1H, in),    CH,      11.36 (1H,
br s), 12.54 (1H,  



br s).     1H-NMR pmso-Do 6: 1.01     (6H, s), 1.55-1.61 (2H, in),    4. 2
(2H, s), 2.64-2.72 (2H,    N N m), 3.46-3.57 (4H, in), 3.58-   19  3.67
(4H, m), 6.60-6.63 (1H, 379 377  H,C S I"N in), 6.99-7.04 (1H, m), 7.45-
1-13C 7.48 (1H, m), 7.51-7.56 (1H,     m), 11.47 (1H, br s), 12.57     (1H,
br s).    OH 1H-NMR (DM80-D6) 6: 1.01    CR (6H, s), 1.15 (3H, d, J = 6.7
Hz), 1.55-1.62 (2H, in), 2.42    1 (2H, s), 2.64-2.73 (2H, in),
3.33-3.39 (1H, rn), 3.45-3.53 



20 N  367 365  ..--s" (1H, in), 3.98-4.09 (1H, m),     471 (1H, 1)1 S),
6,61 (1H, Li'    FM s), 746-7.54 (2H, m), 7.88     7.95 (2H, m), 11.53 (1H,
br s),     12.58 (1H, br sx).    10322] Table 1-5 Ex. No. structural
formula NMR MS (M+H) MS (M-H) 21 H,C II HsC II  ("-CH, )----OH3 11-1-NMR
PMSO-Do) 6: 1.01 H,$)5, 51-.1156(23H(2,Hd,m126.472 H(6z)1 (2H, s),
2.64-2.72 (2H, m), 3.26-3.31 (1H, m), 3.28 (3H, s), 3.40-3.46 (1H, m),
4.18- 4.26 (1H, m), 6.59-6.65 (1H, m), 7.45-7.55 (2H, m), 7.90- 7.94 (1H,
m), 8.05 (1H, cl, J = 8.1 Hz), 11.53 (1H, br s), 12.58 (1H, br s). 381 395
379 393 22 H C1110 H,C o ei  )---OH3 'OH, 11-1-NMR (Dmso-Do) 8: 1.01 (6H,
s), 1.06-1.14 (3H, m), 1.54-1.61 (2H, m), 2.42 (2H, s), 2.64-2.72 (2H, m),
2.81 (3H, s), 3.08-3.56 (5H, m), 3.95-4.26 (1H, m), 6.57-6.64 (1H, m),
6.94-6.99 (1H, m), 7.40-7.43 (1H, m), 7.49-7.54 (1H, m), 11.41 (1H, br s),
12.56 (1H, br s).   23 H3C II FI,C 111 OH CH, OH, 1H-NMR (DMSO-Do) 6: 0.91
(3H, d, J = 7.0 Hz), 0.93 (3H, d, J = 7.0 Hz), 1.01 (6H, s), 1.55-1.61 (2H,
m), 1.90-2.00 (1H, m), 2.42 (2H, s), 2.65- 2.72 (2H, m), 3.53 (2H, t, J =
5.6 Hz), 3.80-3.88 (1H, m), 4.56 (1H, t, J = 5.7 Hz), 6.60- 6.63 (1H, m),
7.48-7.54 (2H, m), 7.74-7.79 (1H, m), 7.90- 7.94 (1H, m), 11.52 (1H, br s),
12.58 (1H, hr sj. 11-1-NMR (DM50-D6) 8: 0.91 (3M, a, J -- 3,6 



d, ci - 5.8 ITz),1.,'; 1.54-1.62 (21-1, in), 1.85 d.95 (111, in), 2.42 (2H,
s), 2.64 2.73 (2H, in), 3.26 (311, s), 3.42-3.51 (211, rn), 3.97-4.04 (1H,
in), 659-6.65 (1H, in), 7.48-7.55 (2H, m), 7.88-7.98 (2H, In), 11.51 (1H,
br s), 12.57 J1H, br s). 395 109 393 107 24     .- ---' -----N tr,c7.,_
H.,c N / m/ ----c (H3 ri { )--- N\, (415      OH CH, ?CH CH,3  H-NMR
(HMSO-DO 6: 0.68- 1.05 (6H, In), 1.01 (6H, s), 1.55-1.62 (2H, in),
1.72-1.97 (1H, m), 2.42 (2H, s), 2.64- 2.71 (2H, in), 2.79-2.87 (3H, in),
3.45-3.71 (3H, m), 4.66- 4.85 (1H, in), 6.56-6.61 (1H, In), 6.95-7.07 (1H,
m), 7.39- 7.55 (2H, m), 11.36-11.42 (1H, m), 12.52-12.57 (1H, my 409 407
[0323] Table 1-6 Ex. No. structural formula NMR MS (M+H) MS (M-H) 26 --CH,
OH, N \ 111ciisOH, \N Hp S Hp 1H-NMR (DMSO-D5) 8: 0.69-1.05 (6H, m), 1.00
(6H, s), 1.53-1.61 (2H, m), 1.76-1.98 (1H, m), 2.41 (2H, s), 2.63-2.71 (2H,
m), 2.75-2.84 (3H, m), 3.25-3.31 (3H, m), 3.42-3.65 (3H, m), 6.55- 6.62
(1H, m), 6.91-6.98 (1H, m), 7.37-7.42 (1H, m.), 7.46-7.54 (1H, m),
11.37-11.44 (1H, m), 12.54 (1H, hr s). 423 421 27 28 S i  Fisc ill OH,
,---...,, N., V?, o .. 1 H C-7----0/ s,c 



11-1-NMR pmso-Do 8: 1.01 (6H, s), 1.58 (2H, t, J = 6.40 Hz), 2.41 (2H, s),
2.63-2.69 (2H, in), 6.52 (1H, s), 7.28 (1H, d, J = 8.60 Hz), 7.44 (1H, d, J
= 8.60 Hz), 7.49- 7.63 (3H, m), 7.95-8.05 (3H, m), 10.14 (1H, s), 1,24 (1H,
s), 12.46 (1H 385 337 383 335     -N1v1R (Dmso-D6) 6; 1.00 (6H, a),
1.07-1.13 (3H, in), 1.53-1.60 (2H, rn), 2.28-2.35 (2H, in), 2.40 (MI, s),
2.62-2.09 (2H, m), 6.46-6.50 (111,in), 7.03-7.08 (1H, in), 7.35-7.39 (1H,
in), 7.87- 7.91 (1H, m), 9.72 (1 H, bra), 11.11 (11-1, br s), 12.41 (1H, hr
s).         29 H3C H,C ao 0NH,  1H-NMR (Dmso Do) 6: 1.00 (6H, s), 1.52-1.59
(2H, m), 2.40 (2H, s), 2.60-2.69 (2H, m), 5.69 (2H, hr s), 6.41-6.45 (1H,
m), 6.80-6.86 (1H, m), 7.29-7.34 (1H, m), 7.65- 7.68 (1H, m), 8.36 (1H, hr
s), 11.00 (1H, bra), 12.40 (1H, hr s). 324 322 30 H C 40 CH, H30  ' N 41
alli  1H-NMR (DMSO-Do) 6: 0.99 (6H, s), 1.55 (2H, t, J = 6.06 Hz), 2.39
(2H, s), 2.58-2.66 (2H, m), 3.40 (3H, s), 6.49 (1H, s), 6.81 (1H, d, J =
8.60 Hz), 7.07 (11-1, s), 7.11- 7.22 (3H, m), 7.23-7.30 (2H, m), 7.38 (1H,
d, J -- 8.38 Hz), 11.22 (1H, s), 12.48 (1H, s). 399 397 31  CH,  CH, la N0
RP 40 F F F H3c 1H-NMR (DMSO-D5) 6: 0.99 (6H, s), 1.53-1.58 (2H, m), 2.39
(2H, s), 2.59-2.65 (2H, ra), 3.43 (3H, s), 6.50 (1H, s), 6.84-6.88 (1H, m),
7.09- 7.12 (1H, m), 7.36-7.42 (2H, m), 7.50-7.59 (2H, m), 7.60-7.65 (1H,
m), 11.25 (1H, br s), 12.49 (1H, hr s). 467 465  [0324 Table 1-7 Ex,
structural formula NMR MS MS 32 H,C ,. N N, /c .1/4 ---..-/t\ yAa  --"..--K
\ -ri -I --- H.C.JIN 



Hi Hp 1H-NMR. (DIVISO-D6, 300 MHz) 6:0.91 (3H, t":f = 7.5 Ha), 1.01 (OH,
a), 1.54-1.61 (2H, m), 1.95- 2.05 (2H, m), 2.41 (2H, s), 2 62-2 71 (2H,
m),3, 18 H, s), 6.57-6.61 (1H, m), 6.84-6.89 (1H, m), 7.21- 7.24 (1H, m),
7.51-7.57 (1H, in), 11.39 (1H, hr s), 12.53 (1H, hr s). 351 349  33 H,C ' N
\N Hp ID I-12C 1H-NMR (DMSO-D5, 300 MHz) 6: 1.01 (6H, s), 1.25-  1.36 (2H,
m), 1.41-1.71 (8H, m), 2.41 (2H, s),  2.52-2.60 (1H, m), 2.64- 2.70 (2H,
m), 3.18 (3H, s), 6.57-6.62 (1H, m), 6.83- 6.89 (1H, m), 7.22-7.26 (1H, m),
7.51-7.57 (1H, m), 11.38 (1H, br s), 12.54 (1H, br s). 391 389 34 sc N./OH
\N H,C 1107 HPN 11-1-NMR (Dmso-D5) 6: 1.01 (6H, s), 1.03 (3H, d, J = 6.8
liz), 1.55-1.61 (2H, m), 2.41 (2H, s), 2.64-2.70 (2H, in), 3.20 (3H, s),
4.00-4.15 (2H, m), 6.58-6.64 (1H, m), 6.86- 6.91 (1H, m), 7.22-7.30 (1H,
m), 7.52-7.59 (1H, m), 11.41 (1H, br s), 12.53 (1H, br s). 367 365 35 H,C '
NOH al H30 40 Hp 111-NMR (DMSO-D5) 8: 1.01 (6H, s), 1.55-1.61 (2H, in),
2.42 (2H, s), 2.63-2.71 (2H, in), 3.21 (3H, s), 3.66-3.76 (2H, in), 4.48
(1H, t, J = 5.7 Hz), 6.57-6.63 (1H, tn.), 6.84- 6.90 (1H, m), 7.21-7.27
(1H, m), 7.50-7.58 (1H, m), 11.42 (1H, br s), 12.54I1H, br s  .  11-1-NMR
(Dmso-Do) 5: 1.01 (6H, s), 1.55-1.61 (2H, in), 2.41 (2H, s), 3-2,72 (211,
(71), 3,1 3.24 (6H, m), 373 (2H, . 6.57-6.63 (111, m), 6.85 6.92 (111, m),
7.23-7.27 (1H, In), 7.52-7.58 (1H, m), 11 42 (1H, br s), 12.54 (1H, br s).
353 367 351 ( H,C l N0 \ CH, -2 K.,.\ Hp1     [0325] Table 1-8 z
structural fonnula NMR MS 



(M+H) MS (M-H) 37 Hsc H,C H p H,C N di 1110,N N Hsc ' N \ N 40  C   OH CH,
0 11-I-NMR (DMSO-Ds) 8: 1.01 (6H, s), 1.20 (6H, br s), 1.54-1.61 (2H, m),
2.41 (2H, s), 2.63-2.71 (2H, m), 3.30 (3H, s), 4.88 (1H, br s), 6.54-6.62
(1H, m), 6.82-6.90 (1H, in), 7.21-7.28 (1H, m), 7.46- 7.51 (1H, m), 11.32
(1H, br s), 12.51 (1H, br s).  1H-NMR (Dmso-D6) 6: 0.74 (3H, t, J = 7.4
Hz), 1.01 (6H, s), 1.40-1.50 (2H, in), 1.55-1.61 (2H, m), 1.95-2.02 (2H,
m), 2.42 (2H, s), 2.64-2.69 (2H, in), 3.18 (3H, s), 6.57-6.61 (1H, m),
6.82- 6.88 (1H, m), 7.20-7.23 (1H, in), 7.52-7.57 (1H, in), 11.40 (1H, br
s), 12.54 (1H, br s). 381 365 379 363 38       39 40 Hp HsC Hp N 411 3c N
ip ci) \ OH, 1H-NMR (DMSO-D5) 8: 0.90 (3H, s), 0.92 (3H, s), 1.01 (6H, s),
1.55-1.61 (2H, in), 2.42 (2H, s), 2.45-2.53 (1H, in), 2.64- 2.70 (2H, in),
3.16 (3H, s), 6.58-6.62 (1H, in), 6.85- 6.90 (11-1, m), 7.21-7.26 (1H, in),
7.53-7.58 (1H, in), 11.39 (1H, hr s), 12.54 (1H, br  S). 11-1-NMR
(DMS0-1D5) 6: 0.75 (3H, s). 0.77 (3H, s).  1.01 (6H, s), 1,55-1.61 (211,
In), 1.89-1.93 (2H, M), 1.94-2.02 (1H, in), 2.42 (2H, s), 2,64-2.70 (2H,
in), 3.18 (3H, s), 6,57-6.61 (111, m), 6.81- 6.86 (1H, m), 7.18-7.22 (1H,
m), 7.52-7.58 (1H, In), 11.40 (1H, br 8), 12.54 (1H, br s). 365 379 363 377
sc Hsc H,C I \ N .11- \ . 



/ ----IL N                           1H-NMR pmso-Do 6:   0 1.01 (6H, s),
1.08 (3H, d,    J = 6.4 Hz), 1.54-1.61    (2H, m), 2.42 (2H, s),
2.64-2.70 (2H, m), 3.04    (3H, s), 3.21 (3H, s), 3.79 (1H, q, J = 6.3 Hz),
6.58- 381 379  6.62 (1H, in), 6.86-6.91    (1H, m), 7.24-7.28 (1H,    m),
7.54-7.60 (1H, m),    11.40 (1H, hr s), 12.53-    12.55 (1H, hr     [0326
Table 9 Ex. No. structural formula NMR (MMS+H) MS 42 H CHP OH, 3 ' N0 CH,
110I H,C IS,N HpN 111-NMR (DMSO-Do) 8: 1.01 (6H, s), 1.12-1.49 (6H, m),
1.53-1.63 (2H, m), 2.41 (2H, s), 2.63- 2.69 (2H, m), 2.93-3.58 (6H, m),
6.54-6.58 (1H, m), 6.80-6.86 (1H, in), 7.18-7.25 (1H, m), 7.44- 7.49 (1H,
in), 11.29 (1H, br s), 12.51 (1H, br s). 395 393 43 



H,C ' N alHO OH N H,C II H,C 1H-NMR pmso-Do 6: 1.01 (6H, s), 1.54-1.61
2.64-2.72 (2H, m), 3.18- 3.27 (1H, m), 3.20 (3H, s), 3.40-3.48 (1H, m),
3.97-4.04 (1H, in), 4.50- 4.56 (1H, in), 4.77 (1H, d, J = 6.6 Hz),
6.56-6.64 (1H, rah 6.87-6.93 (1H, in), 7.26-7.31 (1H, m), 7.51-7.57 (1H,
m), 11.42 (1H, hr s), 12.53 (1H, hr 383 381 44 /i71?1 \ N ..--------..."--
HpIiN H.,s MAR (DMSO-Do) 8: 1.05 (3H, In), 1.01 -1.60 (214, in), 2.42 (2H,
s), 2.64- 2.70 (2H, m), 3.18 (3H, s), 3.29-3.37 (2H. m). 3.75 (2H, s),
6,58-6.61 (1H, m), 6.85-6.91 (1H, in), 7.22-7.27 (1H, in), 7.32-7.55 (1H,
in), 11.43 (111, hr s), 12.54 (1H, hr ).  -,-, 619  H,C H,C   (Dmso-D5) 8:
1.01 (6H, s), 1.55-1.61 (2H, m), 2.42 (2H, s), 2.64-2.69 (2H, in), 3.23
(3H, s), 4.41 (2H, s), 6.60-6.63 (1H, in), 6.71- 6.78 (2H, m), 6.87-6.93
(1H, m), 6.99-7.04 (1H, m), 7.20-7.27 (2H, m), 7.36-7.40 (1H, m), 7.56-
7.61 (1H, m), 11.47 (1H, br s), 12.55 (1H, hr s).       11-1-NMR pmso-Do 5:
1.01 (6H, s), 1.03 (3H, d, J = 6.9 Hz), 1.56-1.61 (2H, m), 2.41 (2H, s),
2.64-2.71 (2H, m), 3.20 (3H, s), 4.01-4.10 (1H, m), 4.73 (1H, d, J = 7.3
Hz), 6.57-6.62 (1H, m), 6.85-6.91 (1H, nth 7.23- 7.28 (1H, m), 7.53-7.58
(1H, m), 11.43 (1H, br s), 12.54 (1H, br s).   [0327] Table 1-10 Ex.
structural formula NMR MS MS 47 H,C ? N 404 0 \NCH,0CH, NC 10 H,C 1H-NMR
(DMSO-Do) 5: 1.01 (6H, s), 1.54-1.62 (2H, m), 2.39-2.44 (2H, m), 2.64-2.70
(2H, m), 3.08 (6H, s), 3.22 (3H, s), 3.30-3.38 (1H, m), 3.43- 3.52 (1H, m),
3.86-3.94 (1H, m), 6.58-6.66 (1H, m), 6.87-6.98 (1H, m), 7.25-7.34 (1H,
in), 7.53- 7.63 (1H, m), 11.46 (1H, hr s), 12.55 (1H, br s). 411 409  Hp \
:-0 \). \k,0. -",, 011 \11CH, 11N 



H3c 1H-NMIR (DMSO-D5) 8: 1.01 (6H, 6),I .',,35, I .61 (2H, m),' 2,41 (2H,
a), 2.63-2,171 (2H, in), 3,10 (3H, s), 3.21 (3H, s), 3.35- 3.43 (1H, m),
3.45-3.54 (1H, in), 3 75-3 8 :1. (IH, m), 4.68-4.74 (11-1, m), 6.58-6.64
(1H, m), 6.87- 6.93 (1H, m), 7.25-7.32 (I H, m), 7.54-7.63 (1H, m), 11.43
(11-1, hr s), 12.55  (11-1, br s). 397 395   49 H,C H3C H C 3 \ N  HO \N
1110/ CH , 1H-NMR pmso-Do 6: 0.66(3H 1_, J =-17.4 Hz) , 1.01 (6H, s),
1.26.38 (1H, m), 1.41-1.54 (1H, m), 1.55-1.61 (2H, m), 2.42 (2H, s),
2.63-2.70 (2H, m), 3.21 (3H, s), 3.82-3.90 (1H, in), 4.67 (1H, d, J = 7.7
Hz), 6.58- 6.62 (1H, m), 6.84-6.90 (1H, m), 7.21-7.30 (1H, m), 7.51-7.61
(1H, in), 11.43 (1H, br s), 12.55 (1H, br s). 381 379 50 Hp H,C HC 3 \ N
all0 C\ H \,  / H 5 IH-NMR (DMSO-Do) 5: 0.61-0.77 (3H, in), 1.01 (6H, s),
1.39-1.65 (4H, m), 2.42 (2H, s), 2.63-2.70 (2H, m), 3.09 (3H, s), 3.22 (3H,
s), 3.58-3.67 (1H, in), 6.57-6.67 (1H, m), 6.82- 6.94 (1H, m), 7.21-7.31
(1H, in), 7.53-7.63 (1H, m), 11.42 (1H, br s), 12.55 (1H, br s). 395 393 51
ii,c HK H,C I 41 N \ 411 -  11-1-NMR (DMSO-Do) 5: 1.00 (6H, s), 1.53-1.61
(2H, m), 2.41 (2H, s), 2.63-2.69 (2H, In), 3.17 (3H, s), 4.17 (2H, d, J =
6.0 Hz), 6.13 (1H, t, J = 6.1 Hz), 6.55-6.59 (1H, m), 6.85-6.90 (1H, in),
7,16-7.23 (3H, m), 7.25- 7.3 i (3H, m), 7 50 7.55 (114, m), 11,35 (iH, hr
s), 428 426  [0328] Table 1-11 Ex. No.  structural formula  NMR MS (M+H) MS
(M-H) 52 



H C- 3 Hp H3 C  \ N 411 \N 11111,   11-1-NMR (DMSO-Do) 6: 1.01 (6H, s),
1.52-1.69 (3H,  m), 1.84-1.96 (2H, m), m), 1.70-1.80 (1H, 2.41 (2H, s),
2.62-2.71 (2H, in), 3.19 (3H, s), 3.59-3.66 (1H, m), 3.77- 3.85 (1H, m),
4.15-4.23  (1H, in), 6.56-6.63 (1H, in), 6.84-6.93 (1H, In), 7.22-7.29 (1H,
In), 7.51- 7.59 (1H, m), 11.42 (1H, hr s)12.54 (19, hr s). 393 391 53 HaC
H,C H3C' N 0 HO \  N    1H-NMR (DMSO-D5) 8: 1.01 (6H, s), 1.53-1.61
2.62-2.73 (2H, in), 3.07 (3H, s), 3.13-3.26 (1H, in), 3.21 (314, s),
3.38-3.45 (19, m), 4.08-4.16 (1H, m), 4.98 (19, d, J = 7.3 Hz), 6.57-6.63
(1H, In), 6.85-6.92 (1H, m), 7.25- 7.31 (1H, m), 7.52-7.59 (1H, in), 11.44
(1H, hr s), 12.53 (1H, hr s). 397 395  54 i FI,C H,C Hsc ? N diH \ ip N e C
i  7-/N N,- ---0- (7'''6 \ 0 CA 1H-NMR (DMSO-Do) 5: 1.01 (69, s), 1.54-1.61
(2H, m), 2.41 (2H, s), 2.62-2.69 (2H, In), 3.14 (3H, s), 5.47 (2H, hr s),
6.54-6.58 (1H, in), 6.83- 6.88 (1H, m), 7.21-7.25 (1H, in), 7.48-7.54 (19,
in), 11.32 (1H, hr s), 12.51 (1H, br al. 338 395 336 r- 393  1:3c,....,.
IFT-NMR (DIVISO 1),,.) .6' 019 (3H, t, Li = 7;5 Hz), 1.01 (613, s), 1 37I
46 (2H, in), 1.55-1.61 (29, in), 2.41 (2H, s), 2.64- :1.69 (2H, _m.), 3.19
(39, -1, 122-3.27 (211, in), 3.76 (29, s), 6.58-6.61 (1H, in), 6.85-6.90
(19, in), 7,23- 



7.26 (114, In), 7.51-7.56 (1H, m), 11.41 (1H, bra), 12.54 (19, br s).
IH-NMR (Dmso-Da) 5: 0.94 (311, s), 0.96 (311, s), 1.01 (6H, s), 1.55-1.61
(2H, m), 2.41 (2H, s), 2.64-2.71 (2H, m), 3.18 (3H, s), 3.38-3.47 (111, m),
3.75 (211, s), 6.57-6.63 (1H, in), 6.85-6.91 (111, m), 7.23-7.27 (1H, m),
7.51-7.57 (1H, m), 11.41 (1H, hr s), 12.53 (1H, hr s).  [0329 Table 1-12
Ex.  structural formula NMR MS MS 57 HC H,C Si H,C ' N 111 'N 0 11,
11-1-NMR (Dmso-D5) 5: 0.98 (6H, s), 1.51-1.57 (2H, m), 2.39 (2H, s),
2.58-2.63 (211, m), 3.43 (3H, s), 6.46-6.51 (1H, m), 6.82-6.88(111, m),
7.20-7.23 (111, in), 7.33- 7.39 (1H, in), 7.48-7.54 (2H, in), 7.63-7.68
(111, In), 7.77-7.82 (2H, in), 11.38 (1H, hr s), 12.51 (111, br s). 427 425
atD cc E3 II H,C ? N \__ N \ N H,C 4I1.01 1H4NMR (DMSO-Do) 5: 0.86 (311, d,
J = 6.9 Hz),      (611, s), 1.55-1.61 (2H, in), 2.41 (2H, s), 2.62-2.73
(3H, in), 3.04- " An), 3,11 (3H,       8 (31-1, hr s), 145- 3.50 (1H, in),
6.58662 (1H, in), 6.83-6.89 (1H, Da), '7.23-7.27 (1H, ri ' 7.52-7.58 (111,
in), 11.40 (1H, In s), 12.53 (1H, hr s). 395 393     63 Hp Hp H3C CH3 Hp \
N 0 N II H C a \  . \ N Si o N ---0\ / 



H N 11-1-NMR pmso-Do 6: 1.01 (6H, s), 1.55-1.61 (2H, m), 2.15-2.23 (2H, m),
2.41 (2H, s), 2.622.72 (2H, m), 3.18 (3H, s), 3.50-3.59 (2H, m), 4.39 (1H,
t, J = 5.1 Hz), 6.57-6.63 (1H, m), 6.84- 6.91 (1H, m), 7.21-7.27 (1H, m),
7.51-7.59 (1H, m), 11.42 (1H, br s), 12.54 (1H, br s). 1H-NMR pmso-Do 8:
1.01 (6H, s), 1.34-1.46 (1H, in), 1.51-1.62 (5H, in), 1.92 (3H, s), 2.15-
2.23 (1H, in), 2.42 (2H, s), 2.44-2.53 (1H, m), 2.63-2.76 (3H, m), 3.17
(3H, s), 3.65-3.73 (1H, m), 4.21-4.29 (1H, m), 6.57-6.64 (1H, in), 6.86-
6.94 (1H, in), 7.23-7.28 (1H, in), 7.54-7.59 (1H, in), 11.40 (1H, br s),
12.54 (1H, br s). 1H-NMR pmso-Do 8: 1.01 (6H, s), 1.40-1.54 (4H, m),
1.56-1.68 (4H, in), 2.00 (3H, s), 2.09- 2.19 (1H, m), 2.42 (2H, s),
2.61-2.72 (4H, m), 3.16 (3H, s), 6.57-6.64 (1H, in), 6.84-6.91 (1H, in),
7.20-7.27 (1H, in), 7.52-7.58 (1H, m), 11.38 (1H, br s), 12.54 (1H, br s).
JR-NA/a (DIVISO-D6) 6:  1.01 (6H, s), 1.54-1.61 2), 1.691.79 (1II .96-2.06
(11i, ni.), 2.42 (2H, s), 2.63-2.74 (2H, nib 2.85-2.94 (1H, in), 3.20 (3H,
s), 3.47- 3.54 (1H, in.), 3.55-3.65 (21-I, m), 3.66-3.73 (in, 111),
6.57-6.63 (1H, in), 6.85-6.92 (1H, in), 7.21- 7.27 (1H, in), 7.54-7.59
(11I, in), 11.42 (11-1, hr s), 12.5411H, hr s). 367 448 420 393 365  446
418 391 64         65 Hp Hp i N  4111 \ 5 ' CH,       66 H30-- j HC 31 ;.
II'N INN---- --14:' CH,        [0331] Table 1-1.4 Ex.  structural foiniula
NMR MS MS 67 H,C 



H C  HG 3 ' N 41CH, N 11-1-NMR pmso-Do 8: 0.64 (3H, d, J = 6.9 Hz), 0.72
(3H, d, J = 6.9 Hz), 1.01 (6H, s), 1.55-1.61 (2H, m), 1.70-1.80 (1H, m),
2.42 (2H, s), 2.63- pH, s), 3.63-3.70 (1H, m), 4.59 (1H, d, J = 8.1 Hz),
6.57-6.62 (1H, in), 6.83- 6.89 (1H, m), 7.22-7.27 (1H, in), 7.52-7.57 (1H,
m), 11.37 (1H, br s), 12.51 (1H, hr s). 395 393 68 H C 1-1C 3 40 HO HaC I N
\ 1111 \N  1H-NMR (DMS0-111/2) 8: 1.01 (6H, s), 1.56-1.61 (2H, m), 2.42
(2H, s), 2.64-2.71 (2H, in), 3.20 (3H, s), 5.05 (1H, d, J = 7.3 Hz), 5.49
(1H, d, J = 7.3 Hz), 6.58-6.63 (1H, m), 6.67-6.75 (1H, m), 6.98-7.03 (2H,
m), 7.11- 7.17 (1H, m), 7.18-7.23 (3H, m), 7.47-7.54 (1H, m), 11.43 (1H, br
s), 12.54 (1H, br s). 429 427 69 70 H,C s3c..., I-IC ------...-- i H,C NI .
N   /--- CH, 'I) I \ "N \HCI ,N --N OH  CH, 1H-NMR (DMSO-D5) 8: 1.01 (6H,
s), 1.08 (6H, s), 1.56-1.60 (2H, m), 2.18 (2H, s), 2.41 (2H, s), 2.65-2.69
(2H, in), 3.20 (3H, s), 4.94 (1H, s), 6.59-6.61 (1H, In), 6.83- 6.87 (1H,
m), 7.21-7.23 (1H, m), 7.53-7.57 (1H, m), 12.54 kill, br '  HNMR (DMS0-1)6)
8. 0.91 (311, t, J = 7.5 Hz), 1.01 (611, s), 1.56-1.61 (211, m), 1.97-2.05
(211,m), 2.43 (211, s), 2.66- 2.71 (2H, m), 3.18 (3H, s), 6.63-6.66 (1H,
m), 6.85-6.90 (111, m.), 7.24- 7.27 (111, m), 7.52-7.58 (1H, in), 11.41
(1H, hr s). 395 351 393 349, 385     71 H3C  1H-NMR (DMSO-D5) 5: 1.01 (6H,
s), 1.26-1.36 (1H, m), 1.54-1.60 (2H, m), 1.62-1.76 (2H, m), 1.87-1.97 (1H,
m), 2.05- 2.13 (1H, m), 2.28-2.36 (1H, m), 2.41 (2H, s), 2.63-2.71 (2H, m),
3.18 (3H, s), 3.47-3.53 (1H, m), 3.55-3.61 (1H, m), 4.05-4.13 (1H, m),
6.57- 6.62 (1H, m), 6.83-6.88 (1H, m), 7.20-7.26 (1H, 



m), 7.52-7.56 (1H, m), 11.41 (1H, hr s), 12.53 (1H, hr s).  407 405   CH3
[0332 Table 1-15 I k 6 41 Z structural formula NMR MS MS 72 hisc HIp 41o
11111 cH3 1H-NMR pmso-Do) 8: 0.63-0.76 (2H, m), 0.92- 1.06 (1H, m), 1.01
(6H, s), 1.09-1.21 (2H, m), 1.49-1.62 (7H, m), 1.64- 1.75 (1H, m),
1.87-1.93 (2H, m), 2.41 (2H, s), 2.63-2.70 (2H, m), 3.18 (3H, s), 6.56-6.62
(1H, m), 6.78-6.85 (1H, m), 7.17-7.21 (1H, m), 7.51- 7.57 (1H, m), 11.39
(1H, hr s), 12.53 (1H, in s). 419 417 73 H3C fl,G H3C )0 ----\.(\ \ "2 < I\
, I", 2 ,-------.-- N 11-1-NMR (DMSOD5) 6: 1.01 (6H, s), 1.54 1,62
2.63-2.73(2H, rfaj, 3,23 (314, a), 4,48 (2H, a), 5.97-6.03 (2H, m), 6.60-
6.67 (1H, m), 7 01-2.07 ( H, m), 7.38-1.42 (1H, m), 7,44-7.50 (211, m),
7.58-7.63 (1H, m), 11.56 (1H, hr s), 12.57 (1H, br a). 430 428   / / \/ N
74 eac H,C  N-NCH, OH, 111-NMR pmso-Do 6:0.62-1.06 (2H, m), 1.01 (6H, s),
1.28-1.49 (2H, m), 1.55-1.93 (6H, m), 2.10-2.29 (1H, m), 2.41 (2H, s),
2.64-2.71 (2H, m), 3.12-3.18 (6H, m), 3.19-3.24 (1H, m), 6.58- 6.63 (1H,
m), 6.85-6.89 (1H, m), 7.21-7.27 (1H, m), 7.52-7.58 (1H, m), 11.36 (1H, br
s), 12.53 (1H, br s). 1H-NMR (DMSO-D5) 6: 0.95 (6H, s), 1.01 (6H, s),
1.55-1.61 (2H, m), 



2.42 (2H, s), 2.64-2.70 (2H, m), 3.11 (2H, s), 3.13 (3H, s), 4.36 (2H, s),
6.59-6.63 (1H, m), 6.84-6.88 (1H, ra), 7.25- 7.31 (4H, m), 7.32-7.37 (2H,
m), 7.49-7.53 (1H, m), 11.41 (1H, br s), 12.53 (1H, br s). 435 485 433 483
75 CHail H,C 1-I3C I N 4I N Hac1110"N H,CN    76 CH, H,C'H,CiOH N all Hi
ell"'N H,CN 11-1-NMR (DMSO-D5) 8: 0.85 (6H, s), 1.01 (6H, s), 1.54-1.62
(2H, m), 2.41 (2H, s), 2.61-2.75 (21-1, m), 3.13 (3H, s), 3.23 (2H, d, J -=
5.6 Hz)' 4.48-4.56 (1H, m), 6.55-          in), 6.85-6.95 6.64 (1H, (1H,
m), 7.24-7.32 (1H, m), 7.48-7.56 (1H, in), 11.37 (1H, br s), 12.53 (1H, br
s). 395 393  [03331 Table 1-16 Ex. No. 77 structural fox  lula ,t,/ / \ o
I\ - '''' NMR vl  06208&12H m), 0. 1.13 (3f 1, m), 1,01(6H, s), 1.26-1.33
(III, m), 1.11 1.64 (61-1, m), 1.66-1.74 (.I.H, xn), 2.41 (2H, s),
2.64-2.70 (211, m), 3.21 (31-I, a), 3.62-3.67 (1H, m), 4.65 (1H, d, J = 7.7
Hz), 6.58-6.63 (1H, m), 6.83- 6.88 (11-1, m), 7,22-7.27 (1H, in), 7.52-7.57
(1H, m), 11.41 (1H, br s), 12.53 (1H, br s). MS (Mu) MS (M-I-I) 133  t. \
-N / ii,c..",N H,C"---'"--V-- N/ !II ?i4        



78 H C 3 \ N . H,C SI H,C H3 C  \ al H,C H,C  NN HO  1-1-1-NMR pmso-Do 6:
0.61-0.86 (2H, m), 0.92- 1.15 (3H, in), 1.01 (6H, s), 1.26-1.33 (1H, m),
1.44- 1.63 (6H, m), 1.67-1.74 (1H, m), 2.42 (2H, s), 2.64-2.70 (2H, m),
3.21 (3H, s), 3.62-3.67 (1H, m), 4.65 (1H, d, J = 7.7 Hz), 6.57-6.62 (1H,
m), 6.83- 6.88 (1H, in), 7.21-7.26 (1H, in), 7.53-7.57 (1H, in), 11.42 (1H,
hr s), 12.54 (1H, hr s). Ili-NMR (DMSO-Ds) 6: 1.01 (6H, s), 1.24-1.33 (21I,
m), 1.36-1.47 (4H, m), 1.55-1.61 (2H, m), 2.17-2.35 (4H, m), 2.41 (211, s),
2.63-2.71 (2H, m), 2.78-2.87 (211, m), 3.17 (3H, s), 6.57-6.61 (1H, m),
6.83-6.89 (1H, m), 7.21- 7.27 (111, m), 7.50-7.56 (11I, m), 11.40 (111, hr
s), 12.53 (III, hr s). 435 420 433 418 79        80 81 H3 C  \ N \ H,C 40
H,C N. c--i? \ _N - -N HC  ,  H C------"--7 -N 3 / . all(2H, , Cll' 1H-NMR
(DMSO-D5) 6: 1.01 (6H, s), 1.54-1.61     m), 2.27-2.37 (4H, m), 2.41 (21I,
s), 2.63- 2.71 (2H, in), 2.86 (211, s), 3.18 (311, s), 3.46-3.53 (411, m),
6.57-6.64 (1H, m), 6.85-6.92 (111, m), 7.24-7.31 (H-I, m), 7.51- 7.57 (1H,
m), 11.41 (1H, br s), 12.53 (1H, br s). . NIVIR (DMSO-D5) 6:       6H,
al,1.27-1.3(-( (2H. rn, 1.55-1.61 (2H,          1.77 (2H, in),2.00-2.10
(2H, in), 2.41 (2E4, s), 2.52-2.59 (2H, in), 2.64-2.71 (2H, in), 2.84
(21-1, s), 3.01-3.09 (111, in), 3.17 (611, s), 6.56-6.62 (1H, in),
6.82-6.90 (1H, in), 7.22-7.28 (1H, in), 7.49-7.57 (11, in), 11.41 (111, br
s), 12.53 (111, br s). 422 



tro '-' 420 44Q  [0334] [Table 1-17] [0 3 3 5] Ex.  structural formula
NMR MS MS 82    H3C H C v N-   icH 110 1H-NMR (DMSO-D6) 6: 0.62-0.74 (2H,
m), 1.01 1.70 (2H, m), 1.86-1.94 (2H, m), 2.10-2.20 (1H, m), 2.41 (2H, s),
2.64- 2.70 (214, m), 2.95-3.05 (114, m), 3.12-3.19 (6H, m), 6.58-6.64 (1H,
m), 6.85-6.91 (1H, m), 7.21- 7.27 (1H, m), 7.53-7.58 (1H, m), 11.36 (114,
br s), 12.53 (1H, br s). 435 433 83 H,C H3C  HC 3 ' Si Nt-N\ \N N o  1H-NMR
(DMSO-D6) 5: 1.01 (614, s), 1.55-1.61 (214, m), 1.85-1.93 (2H, m),
2.14-2.21 (2H, m), 2.41 (214, s), 2.64-2.70 (2H, m), 3.19 (3H, s),
3.29-3.37 (1H, m), 3.71 (2H, s), 6.59-6.64 (114, in), 6.90-6.96 (1H, m),
7.28- 7.33 (114, in), 7.55-7.60 (1H, m), 11.46 (1H, br s), 12.54 (1H, br
s). 420 418 84   1-{,c Fiso  o /N    1H-NMR (DMSO-D6) 6: 0.97-1.09 (2H, m),
1.01 (611, s), 1.23-1.34 (2H, m), 1 . 49-1  .62 (414, m), 1,74- 1.86 (214,
in), 2,16-2.26 (1112 in), 2.41 (214, a), 2.63-2.71 (2H, rn), 3.15 (314, s),
3.59-3.67(114, in), 4.19-4.26 (114, m), 6.56- 6.63 (1H, Ill), 6.82-6.89
(114, m), 7.19-7.26 (114, m), 7.51-7.57 (114, in), 11.36 (114, bra), 12.53
_1H,13r si. 421 419  1H-NMR (DMSO-D5) 8: 0.94-1.06 (8H, m), 1.28- 1.37 (2H,
in), 1.55-1.60 (2H, m), 1.61-1.79 (4H, m), 2.20-2.29 (1H, m), 2.41 (2H, s),
2.62-2.71 (2H, m), 3.15 (6H, s), 3.19-3.24 (1H, m), 6.57- 6.64 (1H, m),
6.83-6.89 (1H, m), 7.20-7.27 (1H, m), 7.52-7.58 (1H, m), 11.36 (1H, br s),
12.53 (1H, br s).     



111-NMR (DMSO-D5) 8: 1.01 (6H, s), 1.54-1.61 (2H, m), 2.41 (2H, s),
2.63-2.71 (2H, m), 3.23 (3H, s), 4.53 (2H, s), 6.59- 6.66 (1H, m),
7.01-7.08 (1H, m), 7.17-7.22 (1H, at), 7.25-7.31 (1H, m), 7.37-7.44 (1H,
m), 7.57- 7.63 (1H, m), 8.12-8.17 (2H, m), 11.49 (1H, br s), 12.55 (1H, br
s).  [Table 1-18] Ex.  structural formula NMR MS MS    H ,c 1H-NMR
(DMSO-D5) 8:       1.01 (6H, s), 1.53-1.61       (2H, m), 1.65-1.83 (2H,
-  m), 2.41 (2H, s), 2.61-     q'  232 (2H, r.n.), 3.19 (3H,       s),
3.48-3.66 (4H, m),   87 s,c--/ 14 /  3.73-3.84 (2H, m), 3.99- 423 421  H,C
4.07 (1H, m), 6.54-6.66     



(1H, m), 6.84-6.94 (11-1,       m), 7.21-7.33 (1H, in),       7.50-7.58
(1H, m), 11.43       (1H, br s), 12.55 (1H, br    88 H,C HaC H,C )1 alo \D
o ell 1H-NMR (DMSO-Do) 8: 1.01 (611, s), 1.22-1.33 (2H, m), 1.54-1.61 (2H,
in), 1.65-1.74 (2H, m), 2.41 (2H, s), 2.62-2.71 (2H, m), 3.19 (3H, s),
3.21-3.27 (2H, m), 3.35- 3.44 (1H, m), 3.66-3.74 (211, m), 3.82 (2H, s),
6.57-6.64 (1H, m), 6.86- 6.93 (111, m), 7.24-7.30 (111, m), 7.51-7.57 (111,
m), 11.43 (111, br s), 12.54 (1H, br s). 437 435 89 Hp H,C H C 31 N NI
\x".*->I N 10 1H-NMR pmso-Do 8: 1.01 (6H, s), 1.54-1.63 (211, m), 2.42 (2H,
s),  2.64-2.73 (2H, m), 3.23 (311, s), 4.59 (211, s), 6.60-6.67 (1H, m),
6.82 (111, s), 7.01-7.07 (1H, m), 7.04 (1H, s), 7.36- 7.42 (1H, in), 7.48
(111, s), 7.57-7.65 (111, m), 11.53 (1H, br s), 12.56 (1H, br s). 403 401
90 91 ilsc H,C NIo 4111 el . CH, /oil, NI-0(1'3 



c.6CH, T ...----....._ 11 1;>--NI a 1H4NMR pmso-Do 8: 0.90-1.04 (111, m),
1.01         .22-1.47 (3H, m), 1.48-1.611(3H, m), 1.63-1.71 (111, m), 2.00-
2.07 (1H, m), 2.18-2.26 (111, in), 2.42 (211, s), 2.63-2.71 (2H, m), 3.18
m), 3.59-3.67 (111, m), 3.72-3.78 (1H, m), 6.56- 6.63 (114, m), 6.79-6.87
(1H, m), 7.18-7.25(111, in), 7.51-7.57 (111, in),  3 40(11-1 hrsl254 ill,
br s) 421 393 419 391    IHNTMRL.,0,, 0,89 (9H, s), 1.01 (6H, s), 1.55-1.61
(211, In), 1.98 (2TI, s), 2.41 (211, :,), 2.64-2.71 (2H, In.), 3.17 (311,
s), 6.55-6.63 (111, in), 6.77-6,85 (1H, in), 7.16-7,23 (1H, in), 7.517.57
(1H, In), 11.38 (1H, bra), 12.53 (111, br s).    [0336] Table 1-19 Ex. No.
structural foimula NMR MS (M+H) MS (M-H)  H3C ' 1H-NMR pmso-Do 6:
Nt..,C00 os 0.87-0.98 (2H, m), 1.0 (6H, s), 1.35-1.46 (4H,     m),
1.55-1.61 (2H, m),     1.61-1.70 (2H, m), 2.00-     II 2.06 (2H, m),
2.08-2.17   92 Hp  (1H, m), 2.41 (2H, s), 405 403  



CH 3      2.64-2.71 (2H, m), 3.18     (3H, s), 6.56-6.62 (1H,     m),
6.80-6.87 (1H, m),     7.18-7.24 (1H, m), 7.51-     7.57 (1H, m), 11.37
(1H,     br s), 12.53 (1H, br s).    H C 3 'el 1H-NMR pmso-Do 5: 0.63-0.75
(2H, m), 1.01    N 1.03-1.14    410 (6H, s),(4H, m), 1.30-1.38 (2H, m),
\N 1.41-1.49 (2H, m), 1.50-     1.60 (5H, m), 1.98-2.05   93 Hp Si CH, (2H,
m), 2.41 (2H, s), 2.64-2.71 (2H, in), 3.17 433 431   (3H, s), 6.57-6.64
(1H,    



m), 6.82-6.88 (1H, m),     7.20-7.25 (1H, m), 7.52-     7.57 (1H, in),
11.39 (1H,     br s), 12.54 (1H, br s).    H3 C 1H4NMR (DMSO-Do) 5:    ' N
0.92-0.99 (2H, m), 1.01     \ (6H, a), 1.46-1.53 (2H,    -/ 1.89-i
l'11% (2H, s), '.2.64-2.70 (2H,   94 N,c; ------N 0E13 m), 3.16-3.26 (2H,
in), 421 419   3.18 (3H, a), 3.69-3.75     (oH, in), 6.56-6.63 (1H,     m),
6.81-6.87 (1H, m),     7.18-7.24 (1H, m.), 7.52-   



7.58 (1H, tn.), 11.40 (1H,      hr s), 12.54 (114, hr s).    95 HO HC 3 ' N
4111 \N H,c 41 H,C stereoisomer of Ex No. 96 1H-NMR pmso-no) 6: 1.01 (6H,
s), 1.06-1.18 (1H, m), 1.31-1.49 (2H, m), 1.56-1.61 (2H, m), 1.65-1.77 (2H,
In), 2.42 (2H, s), 2.64-2.72 (2H, m), 2.90-2.96 (1H, m), 3.05-3.13 (1H, m),
3.21 (3H, s), 3.36-3.42 (1H, in), 3.62-3.69 (1H, m), 3.75-3.81 (1H, m),
4.75 (1H, d, J = 7.7 Hz), 6.57-6.64 (1H, m), 6.85- 6.91 (1H, m), 7.22-7.27
(1H, m), 7.53-7.58 (1H, m), 11.43 (1H, br s), 12.53 (1H, br s). 1H-NMR
(DMSO-D5) 6: 0.93-1.11 (2H, m), 1.01 (6H, s), 1.28-1.85 (5H, m), 2.42 (2H,
s), 2.642.70 (2H, in), 2.97-3.16 (2H, m), 3.21 (3H, s), 3.57-3.78 (2H, m),
4.45- 4.49 (1H, m), 4.96 (1H, d, J = 8.1 Hz), 6.58-6.61 (1H, m), 6.84-6.89
(1I-1, in), 7.23-7.27 (1H, m), 7.52-7.57 (1H, in), 11.42 (1H, hr s), 12.53
(1H, hr s). 437 437 435 435      96 HO H C 3 \ N 411100 N HsC  H,C
stereoisomer of Ex. No. 95     [0337 Table 1-20 Ex. No. structural formula
NMR MS (M+H)  MS (M-H) 97 Hp ? N H C, ,3 1 ...A. "..-..1 ..--,---;\ 1vm 



Hiz cc--- --..."----N, 1H-NMR pmso-Do 6: 0.48-0.60 (1H, m), 0.72- 0,84 (1H,
m), 0.91 (3H, d J=67 Hz), 1.01 (6H, s), 1-1.18 (2H, m), 1.35- 1.45 (1H,
m.), 1.51-1.70 (BH, m), 2.05-2.14 (1H, m), 2.42 (2H, s), 2.64- 2.71 (21-1,
in), 3.18 (311, a), 6.58-6.63 (1H, m), 6.80-6.86 (1H, m), 7.19- 7.24 (1H,
m,), 7.53-7.58 (1H, m), 11.37 (1H, br a), 12.53 (1H, br s). 433 431   H c 3
' N 111-NMR (DMSO-Do) 6: 0.77-0.89 (1H, m), 0.92    W (3H, d, J = 6.7 Hz),
1.01 (6H, s), 1.05-1.14 (1H,    Ho m), 1.45-1.54 (2H, m),    N 1.56-1.69
(3H, m), 2.09-     2.17 (1H, m), 2.42 (3H,   98  s), 2.65-2.70 (2H, m), 435
433  Hp III 3.14-3.25 (2H, m), 3.19    H3c (3H, s), 3.72-3.81 (21-1,
m), 6.57-6.62 (1H, m),     6.81-6.86 (1H, m), 7.20-     7.24 (1H, m),
7.54-7.59     (1H, m), 11.38 (1H, br s),   



12.54 (1H, br sj.    H,C 11-1-NMR (Dmso-D6) 6:    H C Op 1110 1.01 (6H, s),
1.08-1.65 (10H, m), 1.76-1.84 (1H,     m), 2.42 (2H, s), 2.65-     2.71
(2H, m), 2.84 (3H,   99  s), 3.15 (3H, s), 3.36-3.40 435 433  stereoisomer
of Ex. No. 100 (1H, m), 6.58-6.64 (1H,     m), 6.84-6.89 (1H, m),
7.21-7.27 (1H, In), 7.53-     7.59 (1H, in), 11.38 (1H,     br s), 12.53
(1H, hr s).    H3C 3E-NMR (DMSO-Do) 6:    H3C 110 ---110CH, 0.80-1.08 (2H,
m), 1.01 (6H, s), 1.16-1.34 (2H,    -c in), 1.51-1.66 (4H, in),     



1.81-1.96 (2H, In), 2.20-     2.30 (1H, in), 2.42 (2H,   100 stereoisomer
of Ex. No. 99 s), 2.65-2.77 (3H, m), 435 433   3.12 (3H, s), 3.16 (3H, s),
6.59-6.65 (1H, m), 6.85-     6.92 (1H, m), 7.23-7.29     (1H, m), 7.54-7.59
(1H,     m), 11.38 (1H, hr s),     12.54 (1H, br s).     1H-NMR (D1VI50-Do)
6:     0.66-0.78 (2H, m), 1.01    I/.,-,L ----...,-.-\ii\\'7/wi \iiNN't NN
(61{, -4,1 3E,1 48 (26, In), 1.55-1.65 (411, iii), 1.68-1.76 (2H, in),
2.06-     2.15 (1H, al), 2.42 (2H,   01  s), 2.64-2.72 (2H, m), 3.15 (31 I,
;LI, 3.20-3.29 421 419   



(11-1, m), 4.36 (1H, ci, L.1=     4.6 Hz), 6.59-6.65 (1H,     in),
6.83-6.90 (1H, m),     7.21.7.28 (1H, Lli), 7.53-     7.61 (1H, in), 11.35
(1H,     hr s), 12.521H, br s).    [0338] Table 1-21 Ex. No. structural
formula NMR MS (M+H) MS AM-HI, 419 419 102 H C HsC H,C \ N 4111 \ SiOH3 H,C
I N . N SI / N CH, 1H-NMR (Dmso-D5) 5: 1,01 (6H, s), 1.15-1.45 (6H, m),
1.49-1.62 (4H, in), 1.67-1.78 (2H, in), 2,41 (2H, s), 2.62-2.71 (2H, In),
3.23 (3H, s), 4.57-4.64 (1H, m), 6.52- 6.57 (1H, m), 6.83-6.89  (1H, m),
7.22-7.27 (1H, in), 7.42-7.48 (1H, m), 11.26 (1H, hr s), 12.49 (1H, hr s).
1H-NMR (DMSO-D5) 6: 0.94-1.06 (1H, al), 1.01 (6H, s), 1.37-1.44 (2H, m),
1.55-1.61 (2H, m), 1.64-1.71 (1H, In), 1.861.96 (3H, m), 2.41 (2H, s),
2.63-2.71 (2H, In), 2.80-2.87 (1H, m), 3.13- 3.21 (1H, m), 3.18 (3H, s),
3.61-3.68 (2H, m), 6.58-6.62 (1H, m), 6.82- 6.87 (1H, m), 7.18-7.23 (1H,
m), 7.52-7.57 (1H, m), 11.39 (1H, br s), 12.53 (1H, br s). 421 421  103    



104 105 H3 C H3C 113C EI,C-7L,,), H3C ' N 411c N .I H. ciV 1 14 ,..--, N N
11-1-NMR (DMSO-Do) 6: 1.01 (6H, s), 1.02 (3H, d, J = 7.0 Hz), 1.54-1.62
(2H, in), 2.21-2.29 (2H, m), 2.38-2.49 (2H, in), 2.42 (2H, s), 2.64-2.70
(2H, In), 3.15-3.24 (1H, m), 3.19 (3H, s), 3.45- 3.51 (4H, m), 6.56-6.62
(1H, in), 6.85-6.93 (1H, m), 7.26-7.33 (1H, m), 7.51-7.57 (1H, m), 11.39
(1H, hr a), 12,54 1H-NIAR (DWISO -D6) 5: 1.01 (611, ,,),1 .55 -161 (214,
in), 1.64-1.73 (4H, In), 2.14-2.20 (2H, in), 2.42 (2H, s), 2.64-2.73 (2H,
in)3,17-3.26 (2H, in), 3.19 (3H, a), 3.77 (2H, a), 6.58-6.64 (1H, In),
6.89-6.96 (IH, m), 7.27-7.33 (1H, in), 7.54- 7.61 (1H, In), 11.45 (111, br
a), 12.54 (1H, in s). 436 134 434 432  [0339] [Table 1-22] Ex. structural
foimula  NMR MS MS 107 H C 3 \ N Hp lo Hp  di(2H, ori 11-1-NMR pmso-Do 6:
1.01 (6H, s), 1.22-1.39      m), 1.54-1.66 (4H, m), 1.95-2.06 (2H, m), 2.42
(2H, s), 2.53-2.61 (2H, m), 2.64-2.70 (2H, in), 2.82 (2H, s), 3.17 (3H, s),
3.29-3.37 (1H, at), 4.46 (1H, d, J = 3.9 Hz), 6.57-6.61 (1H, m), 6.83-6.88
(1H, m), 7.22- 7.26 (1H, in), 7.50-7.56 (1H, in), 11.40 (1H, hr s), 12.53
(1H, br s).  436 434 108 Hp IN / I \\".....N / h3"/7"------- -N Hp c o
)-'0H 1H4NMR (DM80-D6,) 8: 1.00 (3H, d, J = 7.7 Hz), 1.01 (6H, s),
1.20-1.32 (2H, m), 1.52-1.67 (4H, m), 2.01-2.10 (1H, m), r 2.19-2,29
lift.tn, ), 2.3,,)- 2.47 (1H, in), 2.42 (21-1, s), 2.57-2.64 (IR, in),
2.65-2.70 (2H, in), 3.17 (3H, a), 3.18-3.25 (1H, m.), 3.27-3.37 (1H, m),
4.45 1111, d, J - 3.9 Pt 6.56-'6,61 (1H, ni), 6.83- 6.90 (1H, m.),
7,23-7.29 (1H, in), 7.50-7.57 (1H, In), 11.39 (1H, ix a), 12.5311H, br al_
450 448     



\  11-1-NMR (DMSO-Do) 8:      N  0.85-0.97 (11-1, m), 1.01       0 (6H, s),
1.23-1.39 (2H,        in), 1.45-1.53 (1H, m),      \N  1.55-1.63 (2H, m),
1.67-        1.76 (2H, in), 1.79-1.89     1110   (1H, m), 2.42 (2H, s),
H,C    2.64-2.70 (2H, m), 2.71-   109 Hp    2.78 (1H, m), 2.80-2.91 436 434



(2H, m), 3.17 (3H, s),        3.28-3.43 (1H, in), 4.48        (1H, d, J =
4.9 Hz), 6.57-        6.62 (1H, m), 6.83-6.90        (1H, m), 7.21-7.27
(1H,        in), 7.50-7.58 (1H, in),        11.40 (1H, hr s), 12.53
(1H, br s).      H,C ? N  11-1-NMR (DMSO-D6) 8: 0.89-0.99 (1H, In), 1.01
IP 0 



(6H, s), 1.26-1.39 (1H,        in), 1.44-1.53 (1H, m),        1.55-1.62
(2H, m), 1.67-        1.78 (2H, m), 1.80-1.90     010   (1H, m), 2.42 (2H,
s),    H,C    2.63-2.70 (2H, m), 2.71-   110 H3c    2.78 (1H, in),
2.80-2.93 436 434      (2H, m), 3.17 (3H, s),        3.33-3.44 (1H, m),
4.48        (1H, d, J = 4.6 Hz), 6.57-  



6.62 (1H, m), 6.82-6.90        (1H, in), 7.21-7.27 (1H,        in),
7.49-7.58 (1H, m),        11.40 (1H, br s), 12.53        (1H, br s).
H,C \  1H4NMR (DMSO-D5) 8:  cc    N  0.90-1.09 (2H, in), 1.01       OH
(6H, s), 1.20-1.36 (2H,   



H,C  m), 1.40-1.62 (4H, in),      \NI  1 69-2 26 (4H, m), 2.41     - 1 i s
`, ,,  (2H, s), 2,5752.79 (4H, m), 3.18 (3H, s), 3.21- 450   H,C    3.41
(1H, m.), 4,41-4,50        (1H, m), 6.55-6.63 (1H,        in), 6,83-6 .91
(1H, m,),        7.22-731 (1H, in), 7.51-        7.57 (1H, m), 11.38 (11-1,
br s), 12.53 (1H, br s).  



[0340] [Table 1-23] Ex. No. structural founula NMR MS (M+H) MS (M-H) 112 H
C 3 \ N  all \ N Hp 10 Hp c OH o 'CH, / --1-tH3 ? 3H-NMR (DMSO-D6) 6:
0.90-1.09 (31-1, m), 1.01 (6H, s), 1.19-2.27 (10H,  m), 2.42 (2H, s), 2.57-
2.80 (3H, m), 3.18 (3H, s), 3.22-3.41 (1H, m), 4.40-4.51 (1H, in), 6.54-
6.63 (1H, m), 6.83-6.91 (1H, In), 7.23-7.32 (1H, m), 7.51-7.57 (1H, m),
11.38 (1H, br s), 12.53 (1H, br s). 1H-NMR (Dmso-D6) 8: 0.96-1.04 (9H, m),
1.23- 1.36 (2H, m), 1.54-1.62 (211, In), 1.67-1.78 (2H, m), 2.04-2.12 (1H,
m), 2.22-2.30 (111, an), 2.37- 2.45 (111, m), 2.42 (2H, s), 2.58-2.75 (3H,
m), 3.00-3.08 (111, m), 3.17 (311, s), 3.18 (3H, s), 3.19-3.25 (1H, m),
6.57- 6.61 (111, m), 6.84-6.90 (Hi, m), 7.25-7.30 (111,  m), 7.50-7.56 (1H,
m), 11.40 (1H, hr s), 12.53 (1H, br s). 1H-NMR (Dmso-D5) 8: 0.89-1.06 (1H,
in), 1.01 (6H, a), 1.23-1.39 (1H,  n), 1.494.62 (3H, in), 1 70_1 8P !OTT
tni1 2.00 (1H, mi, 2.42 (213, s), 2,47-2.55 ( 1 H , m), 2.63-2.69 (2H,
Tri), 2.75- 2.82 (1H, m), 2,85-2.94 (2H, in), 3.05-3.14 (1H, in), 3.15-3.21
(6H, in), 6.56-6.62 OH, in), 6.83- 6.90 (1H, ra), 7.21-7.27 (111, in),
7.50-7.58 (111, m), 11.41 (1H, hr s), 12.53 (1H, br a). 450 464 450 448 462
448 113 itc ' N allc N N p' II Fi,c      114 Hp ? N I 11 Hp-/a".----..N /
HP       1H-NMR pmso-Do 6: 0.90-0.99 (1H, m), 1.01 (6H, s), 1.23-1.40 (1H,
m), 1.48-1.62 (3H, m), 



1.78-1.88 (2H, m), 1.90- 2.00 (1H, m), 2.42 (2H, s), 2.48-2.55 (1H, m),
2.63-2.70 (2H, m), 2.75- 2.82 (1H, m), 2.84-2.94 (2H, m), 3.04-3.14 (1H,
m), 3.15-3.21 (6H, m), 6.56-6.62 (1H, m), 6.83- 6.90 (1H, m), 7.21-7.28
(1H, m), 7.49-7.58 (1H, m), 11.41 (1H, br s), 12.53 (1H, br s).  1H-NMR
(DMSO-D5) 8: 0.90-1.11 (10H, m), 1.20-1.65 (4H, m), 1.80- 2.34 (4H, m),
2.42 (2H, s), 2.47-2.59 (1H, m), 2.63-2.75 (2H, m), 2.83- 3.05 (1H, m),
3.06-3.30 (71-1, m), 6.56-6.63 (1H, m), 6.84-6.91 (1H, m), 7.24-7.31 (1H,
m), 7.51- 7.58 (1H, m), 11.40 (1H, br s), 12.53 (1H, br s).   [0341 Table
1-24 Ex. No. structural formula  NMR MS (M+H) MS (M-H)  H3 c  ' N \ z-_-- o
-CH3 11-1NMR pmso-Do 8: 0.90-1.08 (10H, m), 1.19-1,64(4H, m), 1.80- 2.05
(3H, m), 2.11-2.35 1), 2,42 (12H, ,$), 2.48-2.57 (1H, m), 2.63- 2.75 (2H,
m), 2.83-3.30 (8H, m), 6.57-6.62 (1H, m), 6.85-6.94 (1H, m), 7.24-7.31 (1H,
m), 7.51- 7.58 (1H, m), 11.40 (1H, 464 C.t"  118 Hp \ N *o OH, Hp I. H,C
1H-NMR pmso-Do 6: 0.92-1.09 (12H, m), 1.55-1.60 (2H, m), 1.61- 2.37 (2H,
m), 2.41 (2H, s), 2.56-2.88 (6H, m), 3,18 (3H, s), 3.44-3.84 (2H, m),
6.55-6.63 (1H, m), 6.83-6.91 (1H, m), 7.22-7.30 (1H, m), 7.50- 7.56 (1H,
m), 11.41 (1H, br_s), 12.54 (1H, br s). 450 450 464 448 448 462 119 H3. C '
N Ill\ Hp 10 Fisc 1H-NMR (DMSO-Ds) 8: 0.96 (6H, d, J = 6.3 Hz), 1,01 (6H,
s), 1.56-1.60 (2H, m), 1.62-1.69 (2H, m), 2.42 (2H, s), 2.57- 2.63 (2H, m),
2.65-2.71 (2H, m), 2.84 (2H, s), 3.18 (3H, s), 3.44-3.55 (2H, m), 6.57-6.63
(1H, m), 6.84-6.90 (1H, m), 7.23-7.28 (1H, m), 7.50- 7.57 (1H, in), 11.42
(1H, br s), 12.54 (1H, hr s).  1H-NMR pmso-Do 8: 0.90-1.12 (15H, m), 



1.54-1.62 (2H, m), 1.762,03 (2H, in), 2.28-2.56 (4H, in), 2.64-2.70 (2H,
6.63 (1H, in), 6.84-6.91 (1H, m), 7.25-7.30 (1H, in), 7.51-7.58 (1H, In),
11.42 (1H, hr s), 12.54 (1H, br S).   120 OH N 411 c N N H,C  H,C    121
H,C \0 ,-----, . A CH, ,\o \- 1 cfri,      ---------",- ii,p--/1N . _ii
1H-NMR (DMSO-D5) 6: 0.92-1.13 (15H. m), L55-] 61 (2H m), 1 76 2,02 (2H,
m,), 2,29 2.56 (414, in).63 2 70 (2H, m), 3.16-3.24 (4H, in), 3.38-3.51
(2H, m), 6.57- A An (1 14 rn \ C PA R 00 (I H, In), 7.25-7.30 (I H, in),
7.52-7.56 (1H, in), 11.42 (1H, br s), 12.54 (1H, br s). 464 462  [0342]
[Table 1-25) Ex.  structural formula  NMR MS MS (M-H)   H3C '  11-1-NMR
(DMSO-D5) 6:     N  0.97-1.04 (9H, m), 1.26-      C  1.34 (2H, m),
1.35-1.43     \ N  (4H, m), 1.53-1.62 (2H,       m), 2.18-2.27 (2H, m), 



S  2.37-2.45 (2H, m), 2.42   122 Hsc H3C   (2H, s), 2.64-2.70 (2H, in), 434
432     3.18 (3H, s), 3.19-3.23       (1H, m), 6.57-6.62 (1H,       m),
6.84-6.91 (1H, m),       7.24-7.30 (1H, m), 7.50-       7.56 (1H, m), 11.37
(1H,       br s), 12.53 (1H, br s).     H3 C  1H-NMR (DMSO-D5) 8:     '



N 4111.  1.01 (611, s), 1.26-1.38 (2H, m), 1.53-1.65 (311,     \  in),
1.76-1.86 (1H, m),      o 2.42 (211, s), 2.63-2.72      H3C (21-1, m),
3.03-3.14(111,     St  m), 3.19 (3H, s), 3.21-   123 H3c   3.30 (211, m),
3.50-3.57 437 435     (111, m), 3.60-3.67 (111,       in), 3.77-3.88 (211,
m),       6.57-6.65 (111, m), 6.85-       6.93 (1H, m), 7.23-7.30      



(1H, m), 7.51-7.57 (111,       m), 11,42 (1H, br s),       12.54 (1H, bra).
H.c i?  1H-NMR (DM30-D6) 5:     N/9  0,78 0,,Cri, (1,1-1,     A\  (6H, s),
105-1.51)     i\) --.,/  1.52-1.69 (4H, m), 1.76- 1.83 (1H, in), 2.14-2.26
121 Hp. ---, ..---N. It_ I- -N   (1H, m), 2.42 (2H, a), 2.64-2.71 (2H, m),
3.15 405 arn   CH,  (3H, a), 6.59-6.63 (1H, m),       6.83-6.89 (IH, m),
7.22-     



7.26 (1I-1, m), 7.53-7.58       (11i, m), 11.34 (1H, br s),       12.19
(1H, bra).    1H-NMR pmso-Do 6: 0.89-0.97 (3H, m), 1.01 (611, s), 1.56-1.61
(2H, in), 2.06-2.31 (211, m), 2.41 (214, s), 2.65-2.70 (2H, m),
2.72-2.94(311, m), 3.16- 3.25 (3H, m), 3.78-3.84 (211, m), 6.59-6.64 (1H,
m), 6.89-6.98 (1H, m), 7.28-7.34 (111, m.), 7.54- 7.61 (1H, m), 11.42 (111,
br s), 12.51 (1H, br s).       11-1-NMR (DMSO-D5) 8: 1.01 (611, s),
1.55-1.61 (2H, m), 1.80 (114, br s), 2.13-2.18 (314, m), 2.41 (211, s),
2.64-2.70 (2H, m), 2.92-2.97 (211, m), 3.21 (314, s), 6.58-6.63 (111, in),
6.84-6.89 (1H, m), 7.22- 7.26 (1H, in), 7.53-7.58 (111, in), 11.37 (1H, br
s), 12.51 (111, br s).   [0343 Table 1-26 Ex. structural formula NMR MS MS
127 1-13C100 ii,c H3 C  \ N 4111 N   [H-NMR (DMSO-D5) 5: 1.01 (6H, s),
1.46-1.69 (814, m), 2.34-2.45 (2H, in), 2.42 (2H, s), 2.64- 2.72 (211, m),
3.18 (3H, s), 3.29-3.36 (2H, m), 3.82 (211, s), 6.58-6.65 (114, m),
6.90-6.96 (1H, m), 7.27- 7.35 (111, in), 7.54-7.60 (111, m), 11.44 (1H, br
s), 12.54 (111, br s). 448 446 178 . , H,C11,C> \ N I r` 1  / \\0 o II 



\ 1 ' H-NMR (Dmso-D5) 6: . ' (2H, m), J.811 2.02 (311: in), 2.08-2.18 (111,
m), 2.41 (211, s), 2.64-2.70 (211, m), 3.21 (311, s), 4.00-1.04 (11-1, in),
b.b9- 6.63 (111, m), 6.88-6.93 (111, in), 7.27-7.30 (1H, m), 7.55-7.59
(111, m), 7.63 (113, hr. s), 11.45 (1111, br s), 12.55 (1H, br). 406 404
CH, HCI  1H-NMR poso-D5) 6:     \    0.84-0.92 (3H, m), 1.01     N N \
(6H, s), 1.54-1.61 (2H, m),         1.72-1.85 (2H, m), 2.42     \N    (2H,
s), 2.64-2.71 (2H, m),   129      



3.01-3.52 (5H, m), 3.32 450 448  H3C IIII    (3H, s), 3.72-3.98 (5H, in),
H C N    6.63-6.67 (1H, in), 6.95-         7.01 (1H, in), 7.33-7.37
(1H, m), 7.61-7.65 (1H,         In), 10.25 (1H, br s),         11.49 (1H,
br s).     H,C I    1H-NMR (DMSO-Ds) 8:     N  0  1.01 (6H, s), 1.08 (3H,
d, 



all   o J = 6.6 Hz), 1.55-1.61 (2H, m), 2.42 (2H, s),         2.64-2.71
(2H, in), 3.20         (3H, s), 3.47-3.55 (2H, in),     NI Si /
3.56-3.61 (1H, in), 3.76-   130 H,C H C 3     3.81 (1H, m), 3.98 (1H, d, J
= 16.5 Hz), 4.03 (1H, d, 450 448       J = 16.8 Hz), 4.08-4.15         (1H,
in), 6.59-6.64 (1H,        



m), 6.93-6.99 (1H, in),         7.31-7.36 (1H, m), 7.55-         7.61 (1H,
in), 11.46 (1H,         br s), 12.54 (1H, br s).     H C 3 '    11-1-NMR
(DMSO-Do) 8:     N    1.01 (6H, s), 1.32-1.63      HO    (10H, in), 2.42
(2H, s), 2.62-2.73 (2H, in), 3.13-     \ N    3.19 (1H, in), 3.20 (3H, s),



3.37-3.44 (1H, m), 3.64-   131 Hp.     3.70 (1H, m), 4.04-4.12 451 449  H,C
(1H, in), 4.92 (1H, d, LT =         7.4 Hz), 6.56-6.64 (1H,         ,
p.84-6.94 ( I 61, in),         7.23-7,31 (1H, m), 75O-         7.59 (IH,
In), 11.46 (1H,         br s), 12.54 (1H, br s).    [0344 Table 1-27 Ex.
structural formula NMR MS (M+H) 



MS (M-131 132 H3 C ' N ill HO -1CH3 \Nii c, Hplill Hp Hp 3\ No alc N Hp 110
H,C IH-NMR (Dmso-D6) 8: 0.94-0.98 (6H, in), 1.01 (6H, s), 1.54-1.61 (2H,
m), 2.41 (2H, s), 2.63-2.71 (2H, m), 3.14-3.19 (1H, in), 3.20 (3H, s),
3.34-3.40 (1H, In), 3.41-3.47 (1H, m), 4.03-4.11 (1H, m), 4.90 (1H, d, J =
6.6 Hz), 6.56-6.63 (1H, m), 6.85- 6.92 (1H, in), 7.24-7.31 (1H, m),
7.51-7.57 (1H, m), 11.45 (1H, hr s), 12.53 (1H, hr s). 1H-NMR (DMSO-Do) 8:
1.01 (6H, s), 1.06 (3H, d, J = 7.0 Hz), 1.39-1.73 (6H, in), 1.85-2.05 (2H,
m), 2.41 (2H, s), 2.61-2.73 (2H, m), 2.88-2.96 (1H, m), 3.16 (3H, s),
3.19-3.27 (1H, m), 4.82-4.93 (1H, m), 6.53-6.62 (1H, m), 6.86-6.95 (1H, m),
7.23- 7.34 (1H, m), 7.47-7.54 (1H, in), 11.37 (1H, hr s), 12.53 (1H, hr s).
425 448 423 446 133     134 H,C IN0 11 sc 1H-NMR (Dmso-Do) 8: 1.01 (6H, s),
1.09 (3H, d, J = 7.1 Hz), 1.55-1.61 (2H, in), 1.76-1.97 (2H, in), 2.04-2.11
(2H, in), 2.41 (2H, s), 2.64-2.71 (2H, in), 3.17 (3H, s), 3.21-3.28 (1H,
m), 3.49-3.56 (1H, in), 4.58-4.66 (1H, in), 6.56-6.63 (1H, m), 6.88- 6.94
(1H, m), 7.25-7.31 (1H, m), 7.51-7.57 (1H, in), 11.39 (1H, bra), 12.53 (1H,
br a),,_ 'H-MAR (DM.8(..)- D6) 0: 0.99 1.04 (9H, m.), 1.55 1.60 (2H, in),
2.21-2.29 (21-1, m), 2.38-2.48 (2H, m), 2.41 (2H, s), 2.63-2.69 (2H, m),
3.16-3.23 (1H. m), 3.19 (3H, a), 3,45-3.50  (4H, m), 6.58-6.60 (1H, al),
6.86-6.90 (1H, m), 7.27-7.30 (1H, m.), 7.52- 7.56 (11-1, m), 11.39 (1H,
bra), 12.53 f1H, br s). 434 434 432  N H,Cillo HaC ,(- A 111 \_ /6 0- ---
\! ,--------..--- .,I  H CN H:c."-"-------17     136   ii3c 113C 1110 N - N
/ 



\ H2O o N \ CH, N 0 iii-NmR pmso-Do 8:  0.99-1.07 (3H, m), 1.01 (6H, s),
1.39-1.50 (1H, m), 1.55-1.61 (2H, m), 2.08- 2.24 (3H, m), 2.40-2.44 (2H,
m), 2.65-2.71 (2H, m), 3.19 (3H, s), 3.40 (1H, d, J = 16.9 Hz), 3.68-3.76
(1H, m), 3.94 (1H, d, J = 16.9 Hz), 6.59-6.63 (1H, m), 6.92-6.98 (1H, m),
7.30-7.35 (1H, m), 7.56- 7.61 (1H, m), 11.41 (1H, hr s), 12.51 (1H, hr s).
434 432  [0345 Table 1-28 Ex. No. structural formula NMR MS (M+H) MS (M-H)
H,CH,C 1H-NMR (DMSO-D6) 8:     0.96-1.08 (3H, m), 1.01    H,C Op 40 NLN
(6H, s), 1.46-1.65 (4H,     m), 1.71-1.90 (2H, m),    N-CH, 2.14-2.19 (2H,
m), 2.41     (2H, s), 2.64-2.71 (2H,   137  m), 3.19 (3H, s), 3.42- 448 446
3.52 (2H, m), 4.04-4.11     (1H, ra), 6.58-6.62 (1H,  



m), 6.91-6.97 (1H, m),     7.30-7.34 (1H, m), 7.54-     7.59 (1H, m), 11.40
(1H,     hr s), 12.51 (1H, br s).    H C 1H-NMR (DMSO-D6) 8:     1.01 (6H,
s), 1.55-1.61    H C le, 111011'0 \o (2H, m), 2.18-2.25 (2H, m), 2.42 (2H,
s), 2.65-    N-NCH, 2.71 (2H, m), 3.09-3.14   138  (2H, m), 3.20 (3H, s),
3.29-3.34 (2H, in), 3.51 456 454   (2H, s), 6.58-6.64 (11-1,     m),
6.88-6.94 (1H, m),     7.26-7.31 (1H, m), 7.55-     7.60 (1H, m), 11.43
(1H,     br_s), 12.51j1H, br s).    



IH-NM.R. (DMSO-D6) 6:    HC ... 1AD 1 (6}1, a), 1.55-1.7%    ?  N (411, m),
1.84-195 (211,    '\ I 0 m ), .2.7'1-1 (2H, s), 2.64- 2.70 (2H, m), 3.19
(3H,    ---.-. s), 3.59-3.66 (1H, m),   139  3.78-3.85 (1H, m), 4.16- 393
391  I 4,23 (1H, In), 6.57-6.65     (1H, m), 6.85-6.92 (1H,      m),
7.23-7,31 (1H, m),     itc"--'"?------N 7,52-7,58 (1H, in),    CH, 11.41
(1H, hr s), 12.53     (1H, br s.).     H C 3 \ 1H-NMR PMSO-D6) 6: 1.01 (6H,
s), 1.54-1.78    N 



(4H, m), 1.84-1.95 (2H,    111 m), 2.41 (2H, s), 2.62-     2.72 (2H, m),
3.18 (3H,     s), 3.58-3.66 (1H, m),   140   3.78-3.85 (1H, m), 4.16- 393
391   Si 4.22 (1H, m), 6.56-6.64    H3C       cH3 (1H, in), 6.84-6.93 (1H,
m), 7.21-7.29 (1H, m),     7.52-7.59 (1H, m),     11.41 (1H, hr s), 12.53
(1H, br s).     1H-NMR (DMSO-D6) 8:    H C 3 ' 1.01 (61-1, s), 1.55-1.64   



N (611, m), 2.05-2.11 (2H,    1111 m), 2.19-2.26 (2H, m), 2.42 (214, s),
2.63-2.69    \ (211, m), 3.10-3.15 (214,   141  m), 3.18 (3H, s), 3.34- 448
446  Hp ir 3.40 (211, in), 6.57-6.61    HpN (1H, in), 6.83-6.88 (1H,
m), 7.20-7.23 (1H, m),     7.52-7.56 (1H, m),     11.42 (1H, br s), 12.53
(1H, br s).    [0346] [Table 1-29] Ex. No.  structural formula   NMR MS
(M+H) MS 142 H,C, -"N"--- HC ,i2 H C 3 \ /.------( v\, \ -) N 



\ ' 14 CH t3 N 0 11-1-NMR (Dmso-D6) 8: 1.01 (614, s), 1.55-1.63 (3H, m),
2.04-2.14 (4.1-1. in), 2.41 (2H, s), 2.41- 2.53 (411, in), 2.64-2.70 (2H,
m), 3.21 (3H, s), 3.79-3.87 (11-1, m), 6.57- 6,62 (1, m), 6.86-6.92 (1H,
in), 7.23-7.28 (1H, m), 7.53-7.58 (1H, m), 11.37 (1H, br s), 12.51 (1H, hr
s). 434 432   Hp 1H-NMR pmso-Do 6:    1N0 1.01 (6H, s), 1.46-1.54 (1H, m),
1.55-1.61 (2H,    all m), 1.91-2.19 (4H, m),     2.24-2.31 (1H, m), 2.41
\N (2H, s), 2.64-2.70 (2H,   143  m), 3.19 (3H, s), 3.78- 420 418   3.86
(1H, m), 6.58-6.63    H C SI (1H, in), 6.86-6.91 (1H,    H cN in),
7.22-7.28 (1H, in),     7.35 (1H, hr s), 7.53-     7.58 (1H, m), 11.41 (1H,
hr s), 12.53 (1H, hr s).  



1H-NMR (DMSO-Do) 8:    Hp ? N 1.01 (6H, s), 1.55-1.61 (2H, in), 1.77-1.86
(2H,    Si m), 2.07-2.13 (2H, in),     2.18-2.23 (2H, in), 2.41    \N (2H,
s), 2.64-2.70 (2H,   144  m), 3.15-3.21 (2H, in), 434 432  H,C ii 3.18 (3H,
s), 3.29-3.35    H,C (2H, m), 6.57-6.62 (1H, in), 6.84-6.89 (1H, m),
7.20-7.25 (1H, In), 7.52-     7.57 (1H, in), 11.38 (1H,     hr s), 12.51
(1H, hr s).    Hp 1H-NMR pmso-Do 6:    I     N 0.59 (3H, d, J = 6.0 Hz),



1,01 (6H, s), 1.51-1.62    Nr--) .o (2H, m), 2.31-2.49 (2H;    \sc m), 2.41
(2H, s), 2.56- 2.74 (3H, in), 2.82-2.95     (2H, in), 3.14-3.23 (1H,   145
Hp 10 /  H,C nib 3.18 (3H, s), 3.33- 3.41 (1H, In), 3.43-3.50 436 434
(1H, m), 3.55-3.63 (1H,     m), 6.55-6.64 (1H, m.),     6.82-6.92 (1II, m),
7.22-     7.30 (1H, m.), 7.49-7.58     (IH, m), 11.39 (1H, hr
c.'ir.)rrc3 (In-lit s'.     ia-mviR (Dry's, D6) 5:    ' \o 4).12-1.17 (6H;
m), L01    N (6H, s), 1.54-1.62 (2H,       ), 2.19-2.48 (2H, in), 1122.41 



N\ )/H SCA 7------.7      (2H, s), 2.6_0-2.92 (41-1, in), 3.12-3.80 (4H,
146 Hp In), 3.17 (3H, s), 6.50- 450 448  ....----,...,J 6.62 (1H, m),
6.84-6.99    1N (1H, m), 7.26-7.42 (1H,    H30- 2 '-..iN in), 7.48-7.58
(1H, m.),    H3C 11.37-11.44 (11-1, m),     12.53 (1H, fir s).    [0347]
Table 1-30 .. Ex. No.   structural formula  NMR MS (M+H) 450 MS (M-H) 448
147 Hp Flp 4111 H3 C ' N al \ N (3 1H-NMR (DMSO-Do) 8: 1.01 (6H, s), 1.10
(3H, d, J = 7.0 Hz), 1.53-1.62 (2H, m), 2.42 (2H, s), 2.62-2.76 (2H, in),
3.11-3.22 (1H, rn.), 3.18 (3H, s), 3.39-3.47 (1H, m), 3.64-3.73 (1H, m),
3.75-3.92 (3H, M), 4.91-5.00 (1H, m), 6.55- 6.60 (1H, in), 6.91-6.97 (1H,
m), 7.28-7.33 (1H, In), 7.50-7.56 (1H, In), 11.43 (1H, hr s), 12.53 HH, hr
s).   148 H,C Hp 40 



Hp" H C 3 k N 10  1H-NMR pmso-Do 8: 1.01 (6H, s), 1.47-1.76 (6H, m),
1.96-2.04 (1H, in), 2.12 (3H, s), 2.41 (2H, s), 2.63-2.69 (2H, m),
2.83-2.91 (2H, m), 3.19 (3H, s), 6.58-6.62 (1H, m), 6.81-6.86 (1H, m),
7.19- 7.23 (1H, in), 7.52-7.57 (1H, in), 11.37 (1H, hr s), 12.53 (1H, hr
s). 406 404 149 150 EI,C hip H,C hisC ii   .. ."------... 1 HplipTh I 0 NI
H C , H c 3 '    \i ----->,/   \ N ----\ N ---Ni i 1H-NMR pmso-Do 6: 1.01
(6H, s), 1.47-1.76 (6H, m), 1.96-2.05 (1H, In), 2.12 (3H, s), 2.41 (2H, s),
2.63-2.70 (2H, In), 2.84-2.92 (2H, in), 3.19 (3H, s), 6.57-6.63 (1H, m),
6.80-6.87 (1H, m), 7.18- 7.24 (1H, m), 7.52-7.58 (1H, in), 11.37 (1H, br
s), 12.53 (1H, br s). 'H ITAR (Dmso-D,) 5. 1.01 (6H, s), 1.54-1,61 (2H,
in), 1.79-1.94 (211, rn.), 2.03-2.12 (1H, m), 2.19-2.29 (1H, m), 2,42 (211,
,$), 2.57 (3ll, s,), 2.64- 2.71 (2H, m), 3,24(3H, a), 4.04 4.086.60- 406
420 404 418      (1H, m), 6.63 (1H, m), 6.92-6.97 (1H, as), '7.29 7.32 (1H,
rah 7.57-7,62 (1H, m), 11.44 (1H, br s), 12.54 (1H, bra).    151 o Hp,, HO
3 1 N 0 Hp SI/ HpN 1-31] 1H-NMR (Dmso-Do) 5: 1.01 (6H, s), 1.55-1.61 (2H,
m), 1.80-1.93 (2H, m), 2.03-2.12 (1H, m), 2.19-2.29 (1H, m), 2.42 (2H, s),
2.57 (3H, s), 2.64- 2.71 (2H, m), 3.24 (3H, s), 4.03-4.08 (1H, m), 6.60-
6.63 (1H, m), 6.91-6.97 (1H, m), 7.29-7.32 (1H, m), 7.57-7.61 (1H, m),
11.44 (1H, hr s), 12.54 (1H, br s). 420 418 [0348 



[Table     Ex. No. structural formula NMR MS (M+H) MS (M-H) 152 NN W
I-13C40, FI,CN stereoisomer of Ex. No. 153 1H-NMR (DMSO-D5) 5: 1.01 (6H,
s), 1.15-1.25 (6H, m), 1.55-1.60 (2H, m), 2.41 (2H, s), 2.64- 2.71 (2H, m),
2.88-2.99 (1H, m), 3.12-3.21 (1H, m), 3.16 (3H, s), 3.36- 3.42 (1H, m),
3.82-3.88 (1H, m), 3.93-4.00 (1H, m), 4.47-4.55 (1H, m), 6.56-6.60 (1H, m),
6.90- 6.95 (1H, m), 7.28-7.31 (1H, in), 7.50-7.55 (1H, in), 11.39 (1H, hr
s), 12.53 (1H, hr s). 464 462 153 154 o Hp \ NN 41 \N Hp H carrenirmrner;,,
i ---0\o --- b el-L 1H4NMR pmso-N 8: 1.01 (6H, s), 1.15-1.26 (6H, m),
1.55-1.61 (2H, m), 2.41 (2H, s), 2.63- 2.71 (2H, in), 3.19 (3H, s),
3.64-3.73 (21-I, in), 3.79- 3.89 (2H, in), 3.93-4.01 (1H, in), 4.90-4.98
(1H, m), 6.56-6.60 (1H, m), 6.91-6.97 (1H, m), 7,28- 7.32 (1H, m),
7.50-7.55 (11-1, m), 11.45 (1H, hr s), 12." (3..H, bl s). :fj..NMR (DIV'S
DE,) 6: 1.01 (6H, s), 1,554,61 2.65-2,70 (2H, ro.), 3.21 tau, s), 3.54-3.60
(211, ris, 3.59 (2H, s), 4.2 I -4.28 (2H, m.), 6.60-6.63 (1H, m), 6.91-6.95
(1H, m), 7.29-7.31 (1H, in), 7,57- 7.61 (111, m), 11.47 (1H, br 41_12.54
(IH, br _sj. 464 422 462 420    1H-NMR (DMSO-Do) 6:    He 1.01 (6H, s),
1.55-1.61    HC 110 (2H, m), 2.39-2.46 (2H,     m), 2.41 (2H, s), 2.64- 



N-N      2.71 (2H, m), 2.89-2.96     (2H, m), 3.00-3.04 (2H,   155  m),
3.16 (3H, s), 3.21 (6H, 466 464   s), 3.70-3.76 (2H, in),     6.57-6.62
(1H, m), 6.83-     6.89 (1H, m), 7.20-7.26     (1H, in), 7.51-7.56 (1H,
In), 11.40 (1H, bra),     12.53 (1H, br s).    HC a ' 1H-NMR (DMSO-D6) 8:
N 1.011.53-1.62    all (6H, s), (2H, m), 2.42 (2H, s),     2.63-2.72 (2H,
m), 3.22   



156 113c .1 (3H, s), 4.43 (2H, s), 6.12-  6.20 (1H, m), 6.28-6.35 430 428
H,C (1H, in), 6.60-6.67 (1H,     in), 6.99-7.05 (1H, in),     7.35-7.46
(2H, m), 7.51-     7.57 (1H, m), 7.59-7.65     (1H, m), 11.50 (1H, br s),
12.55 (1H, br s).    [0349] [Table 1-32] o cr.1  structural formula NMR MS
(M+H) MS (M-H) 157 Hp I-13C 1 \\ 0 \ 'N 1H-NMR pmso-Do 8: 1.01 (6H, s),
1.55-1.61 (2H, m), 2.42 (2H, s), 2.65-2.71 (2H, m), 3.23 (311, s), 4.71
(2H, a), 6.18-6.22 (1H, In), 6.62-6.66 (1H, In), 6.98-7.03 (1H, in),
7.34-7.41 (2H, in), 7.59-7.64 (2H, in), 11.48 (1H, hr a), 12.55 (1H, br a).
403 401 _J  158 Hp Hp H3C I//0 N \ OH \ N IIIIINi 1H-NMR (DMSO-Do) 8: 1.01
(6H, s), 1.19-1.29 (1H, m), 1.32-1.69 (9H, in), 2.42 (2H, s), 2.62-2.74
(2H, in), 3.20 (3H, s), 3.29-3.38 (1H, m), 3.45-3.52 (1H, in), 3.74-3.84
(1H, in), 3.89-3.96 (1H, m), 4.63 (1H, br s), 6.60-6.64 (1H, m), 6.87-6.93
(1H, m), 7.27-7.31 (1H, m), 7.54-7.59 (1H, m), 11.42 (1H, br s), 12.54 (1H,
br s). 1H-NMR (DMSO-Do) 6: 



0.85 (3H, d, J = 6.0 Hz), 0.97 (3H, d, J = 6.2 Hz), 1.01 (6H, s), 1.54-1.61
(2H, m), 2.41 (2H, s), 2.63-2.71 (2H, m), 3.20 (3H, s), 3.30-3.38 (1H, m),
3.40-3.54 (2H, in), 3.95-4.00 (1H, m), 4.63 (1H, br s), 6.58- 6.64 (1H, m),
6.87- 6.92 (1H, m), 7.26- 7.32 (1H, in), 7.54- 7.59 (1H, in), 11.41 (1H, br
s), 12.53 (1H, br s). 3B-NMR (DMSO-Do) 6:  1.01 (6H, s), 1.54-1.61 (2H,
in), 1.68-1.78 (1H, m), 1.92-2.02 (1H, m), 2.08-2.27 (2H, m), 2.42 (2H, s),
2.64-2.72 (2H, m), (1H3 20 (MI. s), 3.21 3.3,      -B3), 3' .45-3.51 (1H,
it), 3.57-3.67 (2H, al), 3.90-3.97 (1H, in), 4.72-4.77 (1 H. m), 6.59-6.63
(1H, m), 6,91-6,96 (1H, in), 7.29-7.34 (1H, m), 7.56-7.61 (IH.' in), 11.47
(1H, fir sly, 12.54 (1H, br si. 451 425 449 423 159 H,C1110 Hp Hp CH, H3 C
' N .   OH CH, H3 C ' N    tb0         111 \OH / N / N     161 H3C
[0350 Table 1-33 Ex. structural formula  NMR MS MS 162 o H,C' N 0 0 HP HPN
CH 11-I-NMR pmso-Do 8: 0.984.05 (3H, m), 1.01(6H, s), 1.44-1.54 (1H, m),
1.56-1.61 (2H, m), 2.10- 2.19 (111, m), 2.26-2.34 (1H, m), 2.42 (2H, s),
2.64-2.71 (2H, tn), 3.19 (3H, s), 3.26-3.34 (2H, in), 3.65-3.76 (2H, m),
6.60- 6.63 (111, m), 6.90-6.95 (1H, m), 7.28-7.32 (1H, m), 7.56-7.60 (1H,
in), 11.46 (1H, bra), 12.54 (1H, br s). 434 



432 163 161 H,C ' N 41o \ HP 40 H,CN   1H-NMR (DMSO-Do) 8: 1.01 (6H, s),
1.07 (6H, s), 1.55-1.61 (2H, in), 2.03 (2H, s), 2.42 (2H, s), 2.64- 2.70
(2H, m), 3.09 (2H, s), 3.19 (3H, s), 3.70 (2H, s), 6.59-6.63 (1H, m), 6.89-
6.95 (1H, m), 7.27-7.31 (1H, m), 7.55-7.60 (1H, m), 11.46 (IH, br s), 12.54
AlH, br s). 448 446   ''.-- ?',  Fl  cid, cid, \ --- --c 'OH     k.,. 2- /-
2ck ') -11--z..-/ \ -N 113C,N17 1.13c------....--"---N   III-NMP, (DMSO-Do)
5: 1.01 (611, s), 1.54-1.61 (911 al) 1,99-2,07 (1H, In), 2.38-2.48 (lH, m),
2.42 (214, a), 2.64-2.72 (2H, in), 3.12-3,22 (IH, m), 3.19 (311, s),
3.568.65 pH, rah 3.81-3.88 (111, m), 4.23-4.30 (111, m), 5,11 (1H, d, 8 =
4.4 Hz), 6.58-6.63 (111, m.), 6.90-6.96 (111, m.), 7.27- 7.32 (1.H'. rn.),
7.55-7.61 (1H, m), 11.46 (1H, hr s), 12.54 (IH, br s). 436 4  [0351 Table
1-34 Ex.  structural formula   NMR MS MS 167 168 HO H C HO H3C o H C 3 ' St
N.,..,\0 \N (1 ,, C '1 N V ,,,,2 1 \ N       / ""Z'---- N 



, 0 CH.. .r. a 13 11-I-NMR pmso-Do 6: 1.01 (6H, s), 1.24 (3H, d, J = 6.8
Hz), 1.55-1.61 (2H, m), 2.42 (2H, s), 2.64-2.70 (2H, m), 3.17- 3.24 (1H,
m), 3.20 (3H, s), 3.46-3.54 (1H, m), 3.65-3.72 (1H, m), 3.73- 3.80 (111,
m), 3.82-3.91 (2H, m), 4.09 (1H, q, J = 6.9 Hz), 6.59-6.63 (1H, m),
6.90-6.96 (1H, in), 7.29-7.32 (1H, rn.), 7.55- 7.60 (1H, m), 11.47 (111,
(DMSO-D6) 5: 1,01 (6H, s), 1,08 (31-1, d, J ---- 6.6 Hz), 1.55-1.60 (2H,
in), 2A1 (211, s), 2.64-2.70 (2H, m), 3.04 (3H, s), 3.21 (3H, s), 3.79
(114, q, J = 6.3 Hz), 6.58-6.64 (1H, m), 6.87- 6.91 (1H, m), 7.21-7.29 (1H,
m), 7.54-7.59 (1H, m), 11.39 (1H, hr s), 12.53 (1H, hr s). 450 448 379
,,CH, 1H-NMR (DMSO-Do) 6:    H3 C \ 1.01 (6H, s), 1.08 (3H, d,    NfCH2 J =
6.4 Hz), 1.55-1.61    0 o (2H, m), 2.41 (2H, s),     2.64-2.71 (2H, m),
3.04   169 \ (3H, s), 3.21 (3H, s), 381 379    3.79 (1H, q, J = 6.2 Hz),
H,C all 6.59-6.63 (1H, m), 6.86-    H,C 6.91 (1H, m), 7.23-7.29     (1H,
m), 7.54-7.59 (1H,   



m), 11.35 (1H, br s),     12.51 (1H, br s).     1H-NMR pmso-Do 5:    Hsc \
1.01 (6H, s), 1.55-1.66    N 1.82-1.91    411i OH (3H, m),(1H, m),
2.03-2.11 (1H, m),    \ N 2.36-2.44 (1H, m), 2.41     (2H, s), 2.65-2.71
(2H,    H,C iiN m), 3.14-3.23 (1H, m),     3.19 (3H, s), 3.25-3.35   170 H
C  450 448   (1H, m), 3.60-3.68 (1H,     m), 3.86-3.95 (2H, m),     4.87
(1H, d, J = 4.0 Hz),     



6.59-6.64 (1H, m), 6.89-     6.95 (1H, m), 7.28-7.34     (1H, m), 7.53-7.60
(1H,     m), 11.40 (1H, In s),     12.51 (1H, br s).    Fisc 11-14NMR
pmso-Do 5:    NI 1.01 (6H, s), 1.08 (3H, d,    111 J = 6.3 Hz), 1.54-1.62
(2H, m), 2.42 (2H, s),     2.62-2.75 (2H, m), 3.20     (3H, s), 3.47-3.63
(3H,      m), 3.75-3.82 (in, m),   171 1'  (1H, d, J -= 16,5 450 448
Hz,4O3(1H,d,J --     16,5 Hz), 4,08-4.i6 (iH,     m), 6.58-6.65 (1H, m),  



6.93-7.01 (1H, m), 7.30-     7 37 pH, m), 755-762     (1H, m), 11.47 (11T,
in s     12.54 (1H, br s).    [0352 Table 1-35 Ex. No. structural formula
NMR MS (M+H) MS (M-H) 172 H C 4i CH, Hp NI  0 \    111-NMR pmso-Do 8: 1.01
(6H, s), 1.08 (3H, d, J = 6.3 Hz), 1.54-1.62 (2H, in), 2.42 (2H, s),
2.63-2.71 (2H, m), 3.20 (3H, s), 3.47-3.62 (3H, in), 3.75-3.82 (1H, m),
3.98 (1H, d, J = 16.5 Hz), 4.03 (1H, d, J = 16.5 Hz), 4.08-4.16 (1H, in),
6.57- 6.65 (1H, m), 6.92-7.01 (1H, in), 7.30-7.36 (1H, in), 7.55-7.62 (1H,
m), 11.47 (1H, br s), 12.54 (1H, br sit 450 464 462 462 448 462 460 460 173
H,C Hp ii HH,C C 3' N  411 \N , 0 H  1H-NMR pmso-Do 8: 0.78 (3H, d, J = 6.4
Hz), 0.90 (3H, d, J = 6.4 Hz), 1.01 (6H, s), 1.55-1.61 (2H, m), 1.99-2.09
(1H, in), 2.30-2.38 (2H, In), 2.41 (2H, s), 2.51-2.56 (2H, m), 2.63-2.71
(2H, in), 2.82-2.88 (1H, m), 3.23 (3H, s), 3.41-3.50 (4H, m), 6.57-6.61
(1H, m), 6.82-6.88 (1H, in), 7.23-7.27 (1H, m), 7.51- 7.56 (1H, in), 11.36
(1H, br s), 12.51 (1H3 br s).   174 175 



HC HiC tic el H39  H3' N S N H3C 0 0, 1 / N  o o \\ CH" aH CH 11-1-NMR
pmso-Do 8: 1.01 (6H, s), 1.05 (6H, s), 1.55-1.63 (4H, m), 1.69 1.76 (2H,
in), 2.41 (2H, s), 2.64-2.70 (2H, m), 3.19 (3H, s), 3.22-3.27 (2H, m), 3.71
(2H, s), 6.58-6.63 (1H, rah 6.88- 6.94 (1H, m), 7.28-7.321H, m), 7.54-7.59
(1H, ( m), 11,41 (11-1,br s), 12,51(11-1, br 11I-NMR (DMS0-) ' O.% (6H, s),
1.01 (6.1 1.48-1.54 (2H, m), 1.55 1.61 (2H, m), 2.16-2.22 (2H, m), 2.41
(2H, s), n.61 ').71 (2H, tr,), 2.98, (2H, s), 3,1\9 (3H, s), 3.70 (2H, s),
6.58-6.63 (1H, m), 6.88-6.95 (III, m), 7277.32 (IH, m), 7.53- 7.59 (1H, m),
11,41 (1H, br s), 12.51 (1H, br sjr    176 HO H,C 14 411 '1111\ CH, 11111
CH, 1H-NMR (DMSO-Dc,) 6: 0.68-1.94 (11H, m), 1.01 (6H, s), 2.41 (2H, s),
2.64-2.71 (21-1, m), 2.88- 3.29 (9H, m), 6.56-6.63 (1H, in), 6.78-6.86 (1H,
al), 7.16-7.23 (1H, m), 7.50-7.57 (1H, m), 11.35 (1H, br s), 12.50 (1H, br
s). 449 447  [0353 Table 1-36 Ex. structural foiniula NMR MS MS 177 H C o
H3 C  ' . C-N \\ 11-I-NMR (DMSO-Do) 8: 1.01 (6H, s), 1.55-1.62 (2H, m),
1.69-1.79 (1H,  in), 1.92-2.03 (11-1, m), 2.08-2.28 (2H, m), 2.42 (2H, s),
2.64-2.74 (2H, in), 3.20 (3H, s), 3.24- 3.33 (1 H, m), 3.57-3.67 (2H, m),
3.89-3.98 (1H, m), 4.70-4.75 (1H, in), 6.59- 6.63 (1H, m), 6.91-6.97 (1H,
m), 7.30-7.34 (1H, m), 7.55-7.61 (1H, m), 11.43 (1H, hr s), 12.51 (1H, br
s). 450 448 



C OH elN CH,    178 179 Hpa H0 3C io110 N-NC1 1H4NMR pmso-Do 8: 1.01 (6H,
s), 1.56-1.61 (2H, in), 2.42(21-1, s), 2.64-2.71 (21-1, m), 2.82- 2.89 (3H,
m), 3.17-3.22 (3H, m), 3.75 (2H, s), 5.00-5.06 (2H, m), 6.57- 6.62 (1H, m),
6.70-6.94 (1H, al), 7.23-7.42 (6H, 1141br sI, 12.51 1H-NIV1R (DMSO.D6) 6:
1.01 (6H, s), 1.15 (9H, s), 1.55-1.60 (2H, m), 2.41 (2H, s), 2.65-2.70 (2H,
in), 3.01 (3H, s), 3.19 (3H, s), 3.77 (214, s), 6.53-6.64 (114, m),
6.89-6.95 (1H, in), 7.29- 7.34 (1H, m), 7.54-7.60 (1H, in), 11.41 (1H, hr
s), 12.50 (1H, br sy_._ 500 450 498 448  \------,0 al,
IT,e--1c--/---')IIIIT 1/-N--1 N- NCH,      H,C CH, N H C1110? IPI N-1NcH3
[H-NMR (pm80-D6) 6: 1.01 (6H, s), 1.55-1.60 (2H, m), 2.41 (2H, s),
2.65-2.70 (2H, m), 2.73- 2.90 (3H, m), 3.18-3.27   180  (6H, m), 3.77-4.07
(4H, 438 436   m), 6.59-6.64 (1H, m),     6.91-6.97 (1H, m), 7.30-     7.35
(1H, m), 7.55-7.60    



(1H, m), 11.42 (1H, hr     s), 12.51 (1H, hr s).     [H-NMR (DMSO-Do) 5:
HC 3 ' 1.01 (6H, s), 1.14 (3H,    N d, J = 6.4 Hz), 1.55-1.61    all (2H,
m), 2.42 (2H, s), 2.65-2.70 (2H, m), 3.14-    N 3.26 (2H, m), 3.20 (3H,
18  s), 3.71-3.94 (3H, m), 478 476  Hp ir 4.02 (2H, s), 6.60-6.61    HpN
(1H, m), 6.89-6.95 (1H,     m), 7.29-7.32 (1H, m),     7.55-7.60 (1H, m),
11.43 (1H, hr s), 12.51     (1H, hr s).    [0354 Table 1-37 



Ex. structural formula NMR MS MS 182 183 H3 C ' N 11CH \N 11,C ii HPN H.0CI
4' N....< -IN\ \ --CI \ ..------.,_\ H,CII7N H C---11------ -N 3 [H-NMR
(Dm80-D6) 6: 1.01 (6H, s), 1.14 (3H, d, J = 6.3 Hz), 1.55-1.61 (2H, m),
2.38-2.44 (2H, m), 2.64-2.71 (2H, m), 3.15-3.26 (2H, m), 3.20 (3H, s),
3.71-3.78 (1H, m), 3.80-3.95 (2H, in), 4.02 (2H, s), 6.60-6.63 (1H, m),
6.91-6.95 (1H, in), 7,297,32 (1H, in), 7.56-7.60 '1.41.48 (1H, H, br a).
4/11510-Do) 5: 1.00 (6H, s), 1.01 (614, s), 1.56-1.61 (2H, m), 1.73- 1.79
(2H, m), 2.42 (2H, s), 2.65-2.71 (21-1, m), 3.19 (314, a), 3,26-3,30 (2H,
in), 3.69 (2H, s), 6.59-6.65 (114, in), 6.90-6.96 (1H, 111), 7.27-7,34 (1H,
in), 7.56-7.61 (1H, m), 11.47 (1H, hr s), 12.55 (1H, br s). 450 44 8 446
448  184 H,C \ No  \NH3cCR3 H,C 101 H3C 1H-NMR (DMSO-Do) 6: 1.01 (6H, s),
1.22 (6H, s), 1.53-1.62 (2H, m), 2.42 (2H, s), 2.65-2.70 (2H, m), 3.17-3.24
(2H, m), 3.20 (3H, s), 3.83 (2H, s), 3.97 (2H, s), 6.59-6.65 (1H, m),
6.91-6.96 (1H, m), 7.28- 7.36 (1H, m), 7.55-7.61 (1H, m), 11.45 (1H, br s),
12.55 (1H, hr s).  1H-NMR (DMSO-Do) 6: 1.01 (6H, s), 1.53-1.62 (2H, m),
2.42 (2H, s), 2.62-2.79 (4H, m), 3.15- 3.43 (2H, m), 3.19 (3H, s), 3.57
(2H, s), 6.29 (1H, hr s), 6.59-6.64 (1H, in), 6.89-6.94 (1H, m), 7.26- 7.32
(1H, m), 7.55-7.61 (1H, m), 11.43 (1H, hr s), 12.46 (1H, br s). 11-1-NMR
(DMSO-D5) 8:  1.01 (6H, s), 1.54-1.61 (2H, in), 2.41 (2H, s), 2.61 (3H, s),
2.65-2.71 (2H, m), 3.14-3.26 (2H, m), 3.18 (3H, s), 3.28-3.36 (2H, an),
3.59 (2H, s), 6.58-6.66 m), 6.87-6.96 (1H, 7.25-7.33 (1H, in), 7.54-7.61
(1H, m), 11.44 (1H, br s), 12.54 (1H, br s). 464 421 435 462 419 433 185 H3
C ' N0 40NN \/ \N H,C- 1110 Fi3C    186 N,C 



] N illNN--CH, \/ \N H,C 5iN H,C     [0355] [Table 1-38] Ex. No. structural
formula  NMR MS (M+H) MS (M-H)   Hp   1H-NMR (DMSO-Do) 5:     1 o  1.01
(6H, s), 1.28-1.36    ,-  i. 9 (21i,m), 1.39 1.50 (41.&12    \  ---N \)
in), 1.53-1.62 (4H, m),      11 7 2 35-2.44 (2H, in), 2,42      \ _/ .
(2H, s), 2.64-2.70 (2H,   187 rThr \    



m), 3.18 (3H, s), 3,41- 462 460  H,C ),I)    3.47 (2H, in), 3.73 (211,
H,C -    s), 6.58-6.63 (1H, in),        6,90-6.96 (I H, in), 7.28-
7.33 (1H, m), 7.53-7.61        (1H, m), 11,44 (1H, br        s), 12.53
(1.H, br s).    188 H,C ? N 0 \NOH, 3110IN H C H ,C 1H-NMR (DMSO-D5) 8:
0.96-1.05 (3H, m), 1.01 (6H, s), 1.54-1.61 (2H, m), 1.76-1.88 (1H, in),
2.27-2.40 (2H, m), 2.42 (2H, s), 2.64-2.71 (211, 311), 2.92-2.98 (1H, m),
3.19 (3H, s), 3.42-3.49 (1H, m), 3.63-3.76 (2H, m), 6.59-6.63 (1H, m),
6.90-6.96 (1H, m), 7.27- 7.32 (1H, in), 7.55-7.61 (1H, m), 11.46 (1H, hr
s), 12.54 (1H, hr s). 1H-NMR (DMSO-D5) 8: 0.98 (6H, s), 1.01 (6H, s),
1.49-1.55 (2H, in), 1.56-1.62 (2H, m), 1.98 (2H, s), 2.41 (2H, s),
2.63-2.72 (2H, m), 3.19 (3H, s), 3.23-3.31 (2H, m), 3.76 (2H, s), 6.58-
6.64 (1H, in), 6.90-6.96 (1H, in), 7.28-7.34 (1H, m), 7.55-7.61 (1H, m),
11.46 (1H, hr s), 12.54 (1H, br s). 1H-NMR pmso-Do 8: 0.81-0.91 (3H, m),
1.00 (6H, s), 1.55-1.61 (2H, in), 1.69-1.85 (2H, in), 2.41 (2H, s),
2.63-2.70 (2H, m), 3.00-3.58 (5H, in), 3.32 (3H, s), 3.68- 3.99 (4H, in),
6.62-6.67 (1H, m), 6.93-7.00 (1H, m), 7.31-7.36 (1H, m), 7.59-7.65 (1H, m),
10.09 (1H, br s), 11.47 (1H, Ix s), 12.57 (1H, hr s).  1H-NMR (DMSO-Dc,) 8:
0 84 (3H dd ci - 771. 38.8 Hz), 1,01 (6H, s), 



L51-1.62 (2H, In), 1.85 (211, m), 2.42 (2H, s), 2.64-2.71 (2H, m), 2.99-355
(511,111), 3.33 (3H' s), 3.70 1.01 (1H, m), 6.61-6.67 (1H, m), 6.92-7.01
(1H, in), 7.31- 7.38 (lli, in), 7.59-7.66 (11-1, m), 10.14 (III, tar s),
11.48 (TH, hr s), 12.58 j111, Ix s). 434 462 450 450 432 460 448 448 189 H
C 3 \ No CH, 411 L/'-CH3 H,C SI Hp    190 CH, ZHCI H3 C \ NNn illL-../c) Hp
Si Hp    191 CH , iHO 1,'-:1. 'hi2N'1 ,o - 1-I,CI\IN I-I,CN     [03561
Table 1-39 Ex. structural foxmula NMR MS  MS  o 1H-NMR pmso-Do 6:     1.01
(6H, s), 1.55-1.61    3' CH, NN (2H, m), 1.82-1.97 (3H,  



? CH3 m), 2.41 (21-I, s), 2.65-     1 . 2.70 (2H, m), 2.70-2.95   192 \N
(311, m), 3.17-3.25 (3H, 408 406   m), 3.76-3.84 (2H, m),     6.59-6.63
(111, m), 6.89-    H3c 40 6.98 (113, m), 7.28-7.34    HpN (1H, a),
7.55-7.61 (111,     m), 11.45 (1H, hr s),     12.53 (111, br s).    H C
1H-NMR pmso-Do 8:    i p0 IP,OH N 1HPCH3 1.01 (6H, s), 1.10-1.19 (6H, m),
1.55-1.61 (2H,    CR, in), 2.23-2.45 (4H, m),     2.65-2.70 (2H, m), 2.73-
2.99 (3H, in), 3.18-3.24   



193  (311, m), 3.81-3.94 (2H, 466 464   m), 4.77-4.82 (1H, m),
6.59-6.64 (1H, m), 6.91-     6.98 (111, m), 7.30-7.35     (111, m),
7.55-7.60 (111,     m), 11.41 (1H, hr s),     12.51 (111, br s).     1H-NMR
(DMSO-Do) 6:    Hp ioIP 1.01 (6H, s), 1.15-1.62 (8H, m), 1.78-1.87 (2H,
m), 2.14-2.64 (1H, m),     2.41 (211, s), 2.65-2.70     (2H, m), 2.72-3.00
(3H,   194  m), 3.16-3.25 (6H, m), 3.34-3.38 (1H, in), 3.73- 506 504   3.87
(2H, in), 6.59-6.64     (1E1, m), 6.90-6.98 (111,  



m), 7.28-7.35 (1H, ta),     7.54-7.62 (111, m), 11.34-     11,49 (111, m),
1250(111,     hr s).     1H-NMR (DIASO-Do) 6:    \ \A, cl; 0.95-1.08 (9H,
mj, 1.01    ? 14'CR, (6H, s), 1.26 (311, s),    %\ cm3 1.54-1.60 (2H, m),
2.41     (211, s), 2.55 (1H, s),     2.63-2.72 (2H, m), 2.66   9  (111, a),
3.18 (3H, a), 480 478   4.60-4.76 (IH, in), 6.54-    FI,C 6.62 (1H, m),
6.82-6.92    HrNI (111., m), 7.21-7.31 (HI,     m), 7.50-7.55 (111, rn), 



11.39 (1H, hr s), 12.50     (111, br.$).    196 Hp o Hp I 40 N-.1,7-1)N7
0s\ \O Hsci el CH,  1H-NMR (DMSO-D6) 8: 1.01 (6H, s), 1.50-1.61 (3H, m),
1.94-2.07 (1H,  m), 2.12-2.27 (2H, m), 2.42 (2H, s), 2.65-2.71 (2H, in),
3.19 (3H, s), 3.20 (3H, s), 3.25-3.35 (2H, m), 3.54-3.60 (1H, m), 3.74-3.82
(1H, m), 3.89-3.97 (1H, m), 6.60- 6.64 (1H, m), 6.89-6.94 (1H, m),
7.29-7.33 (1H, In), 7.56-7.61 (1H, m), 11.43 (1H, br s), 12.52 (1H, br s).
464 462  [0357] [Table 1-40] Ex. No. structural formula NMR MS (M+H) MS
(M-H) 197 1 98 HO 9 r  ' >,,, Hsc HO0 3 \ N Si \0 Hp/ II CH, 1H-NMR
(Dmso-Do) 6: 1.01 (6H, s), 1.52-1.61 (3H, m), 1.96-2.06 (1H, in), 2.12-2.26
(2H, nth 2.42 (2H, s), 2.64-2.72 (2H, m), 3.20 (3H, s), 3.20 (3H, s),
3.25-3.37 (2H, m), 3.57 (1H, d, J = 16.5 Hz), 3.74-3.82 (1H, in), 3.93 (1H,
d, J = 16.5 Hz), 6.59-6.64 (1H, m), 6.88-6.94 (1H, m), 7.27- 7.33 (1H, In),
7.56-7.61 (1H, in), 11.43 (1H, br s), 12.5111H, br s). 464 462   HP?1 N 2/,
N 1 11?)11I  0 \i \N rI  it-- / -N 11-1.-NMR pmso-Do 6: -r 1.01 (6H, s),
1.50-1.61 (2H, rn), 2.41 (2H, sj, 2:72 (2H, m), 2 76- 2.85 (31-1, m), 3.20
(3H, s), 3.50-3.59 (311, m), 3.7112H. sl, 6.58-6.65 .,, (111, ax).
6.86-6.95 (1H, m), 7.24-7.33 (1H, m), 



7.54-7.61 (1H, m), 11.44 (IH, hr s), 12.53 (IH, hr 424 422    I I,C CH,CH,
H,C -I CH N -CH, 1H-NMR (DMSO-D6) 6: 0.88-0.98 (6H, m), 1.01 (2H,     m),
2.41 (2H, s), 2.65-     2.70 (2H, m), 2.71-3.01   199  (4H, m), 3.16-3.25
(3H, 436 434   In), 3.75-3.89 (2H, m),     6.59-6.65 (1H, m), 6.90-
6.99 (1H, m), 7.29-7.35     (1H, m), 7.55-7.61 (1H,     m), 11.45 (1H, br
s),     12.53 (1H, in s).    HaC 1H-NMR (DMSO-D6) 5:    H,C 40 111
0.62-0.73 (4H, m), 1.01 (6H, s), 1.54-1.62 (2H,    N-NcH, 



m), 1.87-1.95 (1H, in),     2.41 (2H, s), 2.65-2.71     (2H, 111),
2.73-3.13 (3H,   200  m), 3.16-3.26 (3H, in), 434 432   3.79-4.04 (2H, in),
6.57-     6.64 (1H, In), 6.88-7.00     (1H, in), 7.26-7.36 (1H,     m),
7.53-7.61 (1H, m),     11.44 (1H, br s), 12.53     (1H, br s).    H3C
1H-NMR (DMSO-D6) 8:    Hp io10D HPCH 7.17 (3H, s), 7.42 (6H,    z0 s), 7.56
(3H, s), 7.95-    ?      8.02 (2H, in), 8.25-8.33    



(1H, in), 8.55-8.64 (1H,     m), 8.82 (2H, s), 9.05-     9.12 (2H, in),
9.24-9.29   201  (114, na), 9.61 (3H, s), 421 419   9.88-9.95 (1H, m),
10.16-10.23 (1H, in.),     12,99-13.04 (114, in),     13.25-13.32 (1H, In),
13,62-13,68 (114, in),     13.95-13.99 (1H, /n),     17.79 (11-1, In s),
18.94     11H, br si    [0358] [Table 1-41] Ex. No. structural formula NMR
1H-NMR pmso-Do 5: 0.82-1.04 (9H, m), 1.40- 1.46 (2H, m), 1.62 (2H, s), 2.27
(2H, s), 2.49-2.67 (6H, m), 3.00-3.07 (3H, m), 4.31-4.83 (1H, m), 6.41-
6.47 (1H, 111), 6.70-6.77 (1H, m), 7.09-7.13 (1H, m), 11.31 (1H, m), 12.35-
12.411H, in). 1H-NMR pmso-Do 5: 0.72 (t, 2H, J = 7.4 Hz), 0.91 (t, 1H, J =
6.8 Hz), 1.01 (s, 6H), 1.04 (d, 2H, J = 7.1 Hz), 1.15 (d, 1H, J = 6.8 Hz),
1.58 (t, 3H, J = 6.3 Hz), 1.97-2.12 (m, 2H), 2.41 (s, 2H), 2.67 (s, 314),
2.78 (s, 2H), 3.15-3.20 (m, 3H), 4.48-4.54 (m, 0.314), 



4.96-5.03 (m, 0.7H), 6.55- 6.62 (m, 114), 6.84-6.92 (in, 1H), 7.20-7.30 (m,
114), 7.47-7.57 (in, 114), 11.28- 11.46 (m, 114), 12.52 (br s, 1H). 1H-NMR
pmso-Do 5: 0.27-1.26 (10H, m), 1.01 (614, s), 1.55-1.61 (2H, In), 2.41
(214, s), 2.61-2.91 (5H, m), 3.14-3.21 (314, in), 4.61-5.04 (114, m), 6.55-
6.61 (114, m), 6.87-6.95 (1H, in), 7.22-7.32 (1H, m), 7.47-7.59 (1H, in),
11.321147 (11-1, in), 12 49- '2,55 OH, m), MS (M+14) 422 436 450 448 434 MS
(M-H) 420 448 446 202 7.34-7.43 (1H, in), 11.20- HO H3 CH ' NN CH, Si? H,C
IS H,C    203 HO C: H3'3^ NNH \C 40CH, H3c Si Hp    204 H C H,%3-CH 3.'- NN
'CH, .CH, \ N ilsc el HpN H C13C=\\ OH, .-->-../ I \ __N .------..
1-136---'-Z -MI      3H- NMR (DMSO-D6) 8( -0.21-1.75 (1011, in), 1.01 (614,
s), 2.41 (214, s), 2.63- 3.04 (511, m), 3.13-3.23 (3H, in), 4.85-5.04 (1H.
m), 6.54-6.60 (1H, in), 6.85, 6.92 (114, m), 7.21-7.31 (114, in), 7.47-7.56
(114, in), 11.31-11.41 (114, in), 12.48-12.55 (114, m).    



206 cii, OH all H,C SIN H3cN 1H-NMR (DMSO-D6) 8: 1.01 (s, 6H), 1.06 (t, 3H,
J = 7.25 Hz), 1.58 (t, 2H, J = 6.45 Hz), 2.42 (s, 2H), 2.63-2.72 (m, 2H),
3.61- 3.74 (m, 4H), 4.45 (t, 1H, J = 5.64 Hz), 6.61 (s, 1H), 6.83 (d, 1H, J
= 7.86 Hz), 7.21 (s, 1H), 7.55 (d, 1H, J = 7.86 Hz), 11.41 (s, 1H), 12.55
(s, 1H). 367 365  [0359] [Table 1-42] Ex. structural formula NMR MS MS 207
CH, o CH, 1111\ \ Rao riscN  H-NMR (DMSO-D6) 8: 1.01 (s, 6H), 1.04 (t, 3H,
J = 7.05 Hz), 1.58 (t, 2H, J = 6.45 Hz), 2.42 (s, 2H), 2.67 (s, 2H), 3.17
(s, 3H), 3.62-3.72 (m, 4H), 6.60 (s, 1H), 6.84 (d, 1H, J = 8.46 Hz), 7.21
(s, 1H), 7.55 (d, 1H, J = 8.46 Hz), 11.41 (s, 1H), 12.54 (s, 1H). 381 379
208 - .- lie , 11-1-NMR (DMSO-D6) 8: 1.01 (s, 611), 1.57 (t, 211, J = 6.45
Hz), 2.40 (s, 2H), 2.65-2.67 (br m, 2H), 409 (I., 2H/ i - 7.96 Hz), 4,43
(t, 2H, 3 = 7.96 Hz), 6.53 (s, Hi), 7.16 (d, 1H, 3 = 8.87 Hz), 7.49 (d, 1H,
J = 8.87 Hz), 7.61 (a, 1, 114), 12.47 (s,11-1). 351 349   Ho 1H-NMR
(D1VISO-D5) 6:    Th 0.89 (t, 3H, J = 7.42 Hz),     1.01 (s, 6H), 1.58 (t,
2H, J = 6.25 Hz), 1.97 (q, 2H,     J = 7.42 Hz), 2.41 (s,     2H),
2.63-2.71 (m, 2H),    HaC SI 3.44-3.52 (m, 2H), 3.69   209 



HaC  381 379   (t, 2H, J = 6.36 Hz), 4.63     (t, 1H, J = 5.64 Hz), 6.59
(s, 1H), 6.86 (d, 1H, J =     8.46 Hz), 7.24 (s, 1H),     7.53 (d, 1H, J =
8.46 Hz),     11.37 (s, 1H), 12.52 (s,     1H).    H,C 1H-NMR (DMSO-Do) 8:
H,C 110 1.00 (s, 6H), 1.57 (t, 2H,    /110 J = 6.25 Hz), 2.08 (tt,     2H,
J = 7.05, 7.05 Hz),    N-N      2.40 (s, 2H), 2.46-2.51   210  (m, 2H),
2.59-2.72 (m, 349 347 



2H), 3.86 (t, 2H, J = 7.05     Hz), 6.52 (s, 1H), 7.20 (d,     1H, J = 8.46
Hz), 7.46 (d,     1H, J = 8.46 Hz), 7.69 (s,     1H), 11.21 (s, 1H), 12.47
(s, 1H).   CN H,C 11-1-NMR (DMSO-Do) 8:    H C 1.01 (s, 6H), 1.58 (t, 2H,
0 0 J = 6.25 Hz), 1.80-1.93    N-N (Ill, 4H), 2.39 (t, 2H, J =     6.25
Hz), 2.41 (s, 2H),     2.62-2.71 (m, 2H), 3.56-      363 361   3.65 (in,
2H), 6.55 (s,     111), 6.81 (3, 111, LI '-  



8.46 Hz), 7,19 (s, 1H),     7.46 (d, 1H, J = 8.46 Hz),     11.30 (s, lIM,
12.50 (s,     1H).    [0360 Table 1-43 Ex. No. structural formula NMR MS
(M+H) MS (M-H)  /CH3 1H-NMR pmso-Do 5:    0      0.89 (t, 3H, J = 7.42
Hz), 1.01 (s, 6H), 1.58     (t, 2H, J = 6.25 Hz),    0 1.97 (q, 2H, J =
7.42 Hz), 2.41 (s, 2H), 2.62-     2.72 (m, 2H), 3.21 (s,   212  3H), 3.39
(t, 2H, J = 395 393  H,C op / H,CN 



6.04 Hz), 3.39 (s, 2H), 3.79 (t, 2H, J = 6.04     Hz), 6.60 (s, 1H), 6.84
(d, 1H, J = 8.26 Hz),     7.24 (s, 1H), 7.54 (d,     1H, J = 8.26 Hz),
11.38     (s, 1H), 12.53 (s, 1H).     11-1-NMR (DMSO-Do) 6:     1.01 (s,
6H), 1.58 (t, 2H,     J = 6.18 Hz), 2.41 (s,     2H), 2.63-2.70 (m, 2H),
HO 3.17 (s, 3H), 3.48 (q,     2H, J = 6.03 Hz), 3.64-   213 -/-o 3.74 (m,
4H), 4.67 (t, 397 395  CH, .\ 1H, J = 5.62 Hz), 6.60     (s, 1H), 6.88 (d,
1H, J =   



8.16 Hz), 7.27 (s, 1H),     7.53 (d, 1H, J = 8.16    H C IP"1N Hz), 11.41
(s, H-1), 12.53    H3CN (s, 1H).    HO 1H-NMR (DMSO-D5) 5:     1.01 (s,
6H), 1.58 (t, 2H,    ,C113 = 6.03 Hz), 1.72 (s,    'S 3H), 2.41 (s, 2H),
2.66     (t, 2H, 3 = 6.03 Hz),    \ 3.47 (t,d, 2H, 3 = 6.40,    ...-----,
6.00 Hz), 3.68 (t, 2H, ,../ 367 365 214 11,C.,,,,. H3c---------.N = 6.61
.11, 4.64 (t, 14,     3 = 5.68 Hz), 6.59 (s,     1H), 6.88 (d, 1H, LI =-
8.23 Hz), 7.25 (s, 114), 



7.53 (d, 1H, J = 8.23     Hz), 11.39 (s, 1H), 12.53     (s, 1H).    IH NMR
(DMSO-D6) 6: 0.75-0.90 (m, 2H), 0.98- 1.14 (m, 1H), 1.01 (s, 6H), 1.29-1.42
(m, 2H), 1.42-1.50 (m, 1H), L51- 1.65 (m, 6H), 2.07-2.17 (m, 1H), 2.11 (s,
6H), 2.29 (t, 2H, J = 7.05 Hz), 2.42 (s, 2H), 2.64- 2.72 (m, 2H), 3.61-3.76
(m, 2H), 6.60 (s, 1H), 6.84 (d, 1H, J =  8.26Hz), 7.24 (s, 1H), 7.55 (d,
1H, J = 8.26 Hz), 11.36 (s, 1H), 12.54 Js,  1H).  11-1-NMR pmso-Do 8: 1.01
(s, 6H), 1.38-1.48 (m, 2H), 1.54-1.73 (m, 4H), 2.12 (s, 6H), 2.29- 2.31 (m,
1H), 2.35-2.44 (m, 3H), 2.42 (s, 2H), 2.63-2.74 (m, 2H), 2.94 (t, 2H, J =
11.08 Hz), 3.64-3.78 (m, 4H), 6.61 (s, 1H), 6.86 (d, 1H, J = 8.06 Hz), 7.26
(s, 1H), 7.56 (d, 1H, J = 8.06 Hz), 11.37 (s, 1H), 12.54 (s, 1H).   [0361
Table 1-44 o tx1 structural formula NMR MS MS  Hac.....w,CH, III-NMR
pmso-Do 8:     1.01 (s, 6H), 1.58 (t,     2H, J - 6.25 Hz),     1.66-1.78
(m, 1H),     L95-2.06 (m, 1H),     2,15 (s, 6H), 2.29-2,38    /l (m, 2H),
2,41 (s, 2H),    '-!q 2.63-2,72 (m, 22), 



-----...., 2.79-2,86 (in, I H), I450 448 21'7 lip,, Hp-----....----N
3.45-3.52 (m, 1H), 3.53-3.64 (m, 2H),     3.65-3.72 (m, 113),     3,71-3,82
(br m, 1H),     6.61 (s, 1H), 6.87 (d,     1H, J = 8.26 Hz), 7.26     (s,
1H), 7.56 (d, 1H, j     = 8.26 Hz), 11.40 (s,     111), 12.54 (s, 1H).
H3 C 1 N.,_ CH, .  H-NMR (DMSO-D6) 8: 0.75-0.91 (m, 1H), 0.86 (t, 3H, J =
7.15 Hz), 1.01 (s, 6H), 1.02- 1.13 (m, 1H), 1.20- 1.50 (m, 4H), 1.51- 1.65
(in, 8H), 2.07 (s,     6H), 2.09-2.17 (m,   218  1H), 2.20 (t, 2H, J = 476
474   ill 7.15 Hz), 2.42 (s, 2H),   



H3c  2.62-2.73 (m, 2H),    CH, 3.53-3.66 (m, 2H),     6.61 (s, 1H), 6.83
(d,     1H, J = 7.86 Hz), 7.22     (s, 1H), 7.56 (d, 1H, J     = 7.86 Hz),
11.35 (s,     1H), 12.54 (s, 1H).    H 11-1-NMR (DMSO-D6) 8:     0.62-0.76
(m, 2H),     1.01 (s, 7H), 1.08-1.22    N (In, 2H), 1.48-1.62 (m,      7H),
1.62-1.74 (In, 1H), 1.84 (d, 2H, J =    \N 6.85 Hz), 2.12 (s, 6H),   219
2.30 (t, 2H, J = 7.05 476 474  H,C IP 



Hz), 2.42 (s, 2H), 2.63-    N 2.73 (In, 2H), 3.67-     3.78 (m, 2H), 6.59
(s,     1H), 6.81 (d, 1H, J =     8.06 Hz), 7.21 (s, 1H),     7.53 (d, 1H,
J = 8.06     Hz), 11.38 (s, 1H),     12.53 (s, 1H).    CH, 11-I-NMR
(DMSO-D6) 8:     1.01 (s, 6H), 1.53-1.79     (in, 4H), 1.81-1.93 (m,
2H), 2.13 (s, 61-1), 2.30     (t, 2H, J = 7.05 Hz),     2.42 (s, 2H), 2.66
(t,     2H, ,I ,-- 6.04 Hz), 3.6   220 



., HPI KG------N (td, lii, j = 7,45, 4,30 Hz), 3.65-3.77 (m, 450 448   '
2H), 3.81 (q, 1H, J =     7.25 Hz), 4.11 (dd, 1     Jr 7.25, 5.64 Hz),
6.60 (s, 1H), 6.86 (d,     1H, J .----- 8.26 Hz), 7.26     (s, 1H), 7.54
(d, 1171, J     = 8.26 Hz), 11.41 (s,     1H), 12.54 (s, 1H).    [0362
Table 1-45 Ex. No. structural formula NMR 1H-NMR (DMSO-Do) 5: 0.89-1.07
(2H, m), 1.01 (6H, s), 1.48 (2H, d, J = 12.89 Hz), 1.57- 1.59 (2H, m),
1.89- 1.92 (3H, ma), 2.15 (6H, s), 2.34 (2H, s), 2.42 (2H, s), 2.67 (2H,
s), 3.14-3.39 (2H, m), 3.73 (4H, d, J = 10.07 Hz), 3.92-4.07 (OH, In), 6.61
(1H, s), 6.83 (1H, d, J = 7.66 Hz), 7.23 (1H, s), 7.55 (1H, d, J = 7.66
Hz), 11.38 (1H, s), 12.53 (1H, s). 1H-NMR PMSO-D5) 8: 1.01 (6H, s), 1.58
(2H, t, J = 6.25 Hz), 2.14 (6H, s), 2.30 (2H, t, J = 6.85 Hz), 2.42 (2H,
s), 2.67 (2H, t, J = 5.84 Hz), 3.17 (3H, s), 3.67 (2H, s), 3.72 (2H, t, J =
6.65 Hz), 6.60 (1H, s), 6.86 (1H, d, J = 8.46 Hz), 7.26 (1H, s), 7.54 (1H,
d, J = 8.46 Hz), 11.42 (1H, s), 12.54 (1H, s). 1H-NMR (DMSO-D5) 8: 1.00
(6H, s), 1.41-1.44 (2H, m), 1.54-1.69 (6H, al), 2.07 (6H, s), 2.20 (2H, t,
J - 7.07 Hz), 2.36-2,13 (214, m), 2.52-2.70 (3H, in), 2.94 (2H, t, J =
11.02 Hz), 3.62 (2H, t, J = 7.30 Hz), 3.72 (2H, dd, J - 11,36, 2.78 Hz),
6.61 (1H, s), 6.85 (1H, d, J = 8.12 Hz), 7.23 (1H, s), 7.56 (1H, d, J =
8.12 Hz), 11.35 (1H, s , 12.541H"s.). MS (M+H) 478 424 478 MS M-H 476 422
476 221 ac-NiCH, . N Nsc 40 NC   



222 H,C H,C HC ' 1-13C-m(CH, o             cH3 all' ii N H3 C  ' N 0 ./. -
.. )"))U ).-:--; _  Si / - 1 -----.N/ CH,    223       1H-NMR (Dmso-Do) 8:
1.00 (6H, s), 1.56-1.75 (6H, m), 1.83-1.92 (2H, m), 2.10 (6H, s), 2.24 (2H,
t, J = 6.96 Hz), 2.41 (2H, s), 2.66 (2H, s), 3.56-3.70 (3H, m), 3.81 (1H,
q, J = 7.19 Hz), 4.12 (1H, dd, J = 7.54, 5.68 Hz), 6.60 (1H, s), 6.85 (1H,
d, J = 8.35 Hz), 7.23 (1H, s), 7.55 (1H, d, J = 8.35 Hz), 11.40 (1H, s),
12.53 (1H, s).   [0363 Table 1-46 Ex. structural foiniula  NMR MS MS    H3
C  \  11-I-N14R (DMSO-De) 8:      N....,CH a  1.01 (6H, s), 1.56-1.64 (4H,
m), 1.71-1.75      _...o  (1H, m), 1.98-2.03    



(1H, in), 2.08 (6H, s),   225  IS   2.22 (2H, t, J = 7.05 Hz), 2.41 (2H,
s), 2.54- 2.69 (3H, in), 2.79- 464 462   N   2.87 (1H, in), 3.46-     SI
3.72 (6H, in), 6.62 (1H, s), 6.85 (1H, d, J    H 3C CH ,    = 8.06 Hz),
7.23 (1H,        s), 7.57 (1H, d, J =        8.06 Hz), 11.37 (1H,
s), 12.53 (1H, 5).      Hp  11-1-NMR (DMSO-D5) 8:   



I         N-.... CH, 0.94-1.03 (2H, in),        1.01 (6H, s), 1.48 (2H,
d, J = 11.69 Hz), 1.56-      l?  1.64 (41-i. m), 1,91- 1.92 (111, In), 1,91
2   (2H, s), 2.10 (6H, s),        2.23 (2H, t, J = 7.05   226     Hz), 2.42
(2H, s), 2.65- 492 490       2.69 (2H, m), 3.20-    



-   3.26 (2H, m), 3.63-     CH"    3.74 (4H, m), 6.61        (1H, s), 6.81
(1H, d, J        = 8,46 Hz), 7.20 (1H,        s), 7.56 (1H, d, J =
8,46 Hz), 11.37 (1H,         s), 12.53 (1H, s).I    3H-NMR (DM80-D6) 5:
1.00 (6H, s), 1.57 (2H, t, J = 6.29 Hz), 1.87 (1H, dd, J = 12.24, 9.15 Hz),
2.36-2.47 (1H, m), 2.40 (2H, s), 2.65-2.67 (2H, m), 3.74-3.78 (2H, m),
4.25-4.34 (1H, m), 5.68 (1H, d, J = 5.73 Hz), 6.53 (1H, s), 7.23 (1H, d, J
= 8.38 Hz), 7.48 (1H, d, J = 8.38 Hz), 7.74 (1H, s), 11.22 (1H, s), 12.46
11-I-NMR (DMSO-D6) 5: 1.00 (6H, s), 1.57 (2H, t, J = 6.29 Hz), 2.02- 2.21
(2H, m), 2.40 (2H, s), 2.62-2.73 (3H, m), 3.63-3.75 (2H, m), 3.76-3.88 (2H,
m), 4.77 (1H, t, J = 5.18 Hz), 6.52 (1H, s), 7.21 (1H, d, J = 8.38 Hz),
7.45 (1H, d, J = 8.38 Hz), 7.70 (1H, s), 11.21 (1H, s), 12.46 (1H, s).
[0364] [Table 1-47] Ex.  structural fonula  NMR M S +H) MS   



1H-NMR (DMSO-D6) 8:       -C113 1,00 (6H, s), 1.17 (3H, d,     ... --(  .=
7 1EN s 1.57 (94     \/ \\  8 = 6.38 Filz), 1.65-1.75     )=--   (1H, iii),
2,29-235 (1H,        m), 2.40 (2H, s), 2.57--   229  f   2.70 (3H, m),
3.77-3.82 363 361   .,--------,,;,.   (2H, tri) , 6 52 (1.H, s),    Hp ti
7.21 (1H, d, J = 8.35    H3C-  ' N  



Hz), 7.46 (1H, d, J =        8.35 Hz), 7.70 (1H, s),        11.21 (1H, s),
12;46 (1H,        s).     230 a is OH  . \N HaC SI',N H C 1H-NMR pmso-Do 8:
1.00 (6H, s), 1.06 (3H, s), 1.57 (2H, t, J = 6.29 Hz), 1.78-1.85 (1H, m),
2.30-2.36 (1H, m), 2.40 (2H, s), 2.66 (2H, s), 3.27-3.30 (1H, m), 3.58 (1H,
dd, J = 10.26, 5.40 Hz), 3.78 (2H, t, J = 7.17 Hz), 4.91 (1H, t, J = 5.40
Hz), 6.52 (1H, s), 7.23 (1H, d, J = 8.38 Hz), 7.46 (1H, d, J = 8.38 Hz),
7.71 (1H, s), 11.21 (1H, s), 12.46 (1H, s). 393 391 231 HO   \ HaC Ill
H,C/ 1H-NMR (DMSO-D5) 8: 1.01 (6H, s), 1.24-1.40 (2H, m), 1.48-1.67 (8H,
m), 2.41 (2H, s), 2.49- 2.55 (1H, m), 2.66-2.69 (2H, m), 3.44-3.51 (2H, m),
3.66-3.72 (2H, m), 4.59 (1H, t, J = 5.64 Hz), 6.60 (1H, s), 6.86 (1H, d, J
= 8.06 Hz), 7.25 (1H, s), 7.53 (1H, d, J = 8.06 Hz), 11.31 (1H, s), 12.50
(1H, s). 421 419 232 HO  N / I 1.,C,,, 1II14 Hac.'"', ,'Ni 1H4NMR pmso-Do
6: 0.92-1.01 (2H, m), 1.01 (6H, s), 1.47-1.50 (2H, m), 1.55-1.60 (2H, m),
1.88-1.95 (1H, m), 1.92 (2H, s), 2.42 (2H, s), 2.66-2.68 (2H, rrx), 3,26
(2H, In), 3 44- 3,51 (2H, In), 3.68-3.74 (4H, in), 4.62 (1H, t, J = 5.44
Hz), 6.60 (1H, s), 6.84 (1H, d, J = 8.46 Hz), 7.22 (1H, s), 7.54 (1H, d, J
--, 8.46 Hz), 11.38 (11-1, s), 12.53 (1H, s). 451 449  1-- HOH Ni Hp  [0365



Table 1-48 Ex. No.  structural formula  NMR MS (M+H) MS (M-H)    HO ON
1H-NMR (DMSO-D6) 8:      H  0.64-0.77 (2H, m), 1.01 (6H, s), 1.35-1.47 (2H,
N  in), 1.54-1.65 (4H, in),      SO  1.67-1.77 (2H, in), 1.98- 2.10 (1H,
m), 2.42 (2H,      \N  s), 2.63-2.75 (2H, m),        2.68 (2H, s),
3.17-3.29   234 H C H,C ii   (1H, m), 3.41-3.50 (2H, m), 3.61-3.73 (OH, m),
4.31 (1H, d, J = 4.84 451 449      Hz), 4.57 (1H, t, J = 5.44 



Hz), 6.60 (1H, s), 6.85        (1H, d, J = 8.06 Hz),        7.25 (1H, s),
7.54 (1H, d,        J = 8.06 Hz), 11.32 (1H,        A, 12.50 (1H, SL
HO  1H-NMR (Dmso-D6) 8:        0.63-0.75 (2H, m), 0.94-        1.07 (1H,
m.), 1.01 (6H,      %---- %  s), 1.07-1.21 (2H, m),   



o  1 .50-1.63 (7H, m), 1.64-        1,77 (1H, m), 1.86 (2H,        d, 3 =
6.88 Hz), 2.42   235      449 447  113C - H- N '  m), 3.46-3.50 (2H, m),
3,67-3.71 (2H, in), 4.58     cH3   (1H, t, 3 = 5.44 Hz), 6.59        (1H,
s), 6.82 (1H, d, ci =        8.06 Hz), 7.21 (1H, s),        7.53 (111, d, J
- 8.06     



Hz), 11.33 (1H, s), 12.50        (1H, a).    [0366 gable 1-49]  structural
formula  MS (M+H)  MS (M-H)    1H-NMR (DMSO-Ds) 8: 1.01 (6H, s), 1.54-1.62
(2H, ra), 1.68-1.77 (111,m), 2.12 ( 2.61-2.71 (2H, m), 2.80-2.88 (1II, m),
3.45-3.76 (811, m), 4.61 (1H, t, J = 5.44 Hz), 6.60 (1H, s), 6.88 (1H, d,
J= 8.06 Hz), 7.26 (1II, s), 7.55 (III, d, 3 = 8.06 Hz), 11.35  200
1H-NMR (DMSO-Do) 5:     HO  0.75-0.90 (2H, m),       0.98-1.12 (1H, m),
1.01 (6H, s), 1.31-1.47     1.  (3H, m), 1.52-1.63 (6H, m), 2.08-2.19   239



\  (1H, m), 2.41 (2H, s), 2.63-2.71 (2H, m), 3.41-3.50 (3H, m), 435 433
H,C SI   3.62-3.73 (2H, m),     CH,   4.60 (1H, t, J = 5.62       Hz), 6.60
(1H, s), 6.85       (1H, d, J = 8.16 Hz),       7.24 (1H, s), 7.54 (1H,
d, J = 8.16 Hz), 11.34       (1H, s), 12.52 (1H, s).     HO  IH-NMR
(DMSO-D5) 5:       0.92-1.02 (2H, m),     o 



1.01 (6H, s), 1.27-1.38     Nf  (2H, m), 1.54-1.79     411  (6H, in.),
2.11-2.23     \  (1H, in), 2.41 (2H, s), 2.65-2.71 (2H, m),       H
3.18-3.23 (1H, m),   240 H C Si  3.43-3.48 (2H, in),  465 463  CH,
3.64-3.67 (2H, in),       4.60 (1H, t, J = 5.62       Hz), 6.60 (1H, s),
6.86       (1H, d, J = 8.16 Hz),       7.25 (1H, s), 7.54 (1H, 



d, J = 8.16 Hz), 8.31       (OH, s), 11.34 (1H, s),       12.52 (1H, s).
HO  1H-NMR (DMSO-Ds) 5:       0.43-0.62 (1H, in),     N0  0.67-0.90 (1H,
m), 0.90 (3H, d, J = 6.62     -z-  Hz), 1.01 (6H, s), 1.05-       1.19
(214, ra), 1.35-       itA-11-i, m),1.50.-       1.68 (6H, tri), L94-   241
II 



-II 'd ,1\ i  2.07 (11i, m), 2.41  461  H,c- IN-------- N  (2H, s),
2.63-2.71 (2H,    "CH,          In), 3.43-3.53 (2H, in),       3.56-3,81
(2H, m),       4.61 (1H. t, 3 -- 5.51       Hz), 6.59' (1H, s), 6.82
(1H, d, J = 7.94 Hz),       7.23 (1H, s), 7.54 (1H,       d, J = 7.94 Hz),
1L34       



sh_12.52 (1H, s).    [0367] [Table 1-501 Ex. No.  structural fonnula  NMR
MS (M+H) MS (M-H)    HO  11-1-NMR (DMSO-D6) 8:        0.74-1.20 (2H, m),
o  0.91 (3H, d, J = 6.62     410 li   Hz), 1.01 (6H, s), 1.42- 1.71 (5H,
m), 1.99-     N   2.10 (1H, m), 2.41        (2H, s), 2.64-2.71 (2H,   242
MO   m), 3.16-3.23 (2H, m), 465 463  H C CH, 



3.43-3.84 (6H, m),        4.62 (1H, t, J = 5.40        Hz), 6.60 (1H, s),
6.84        (1H, d, J = 7.94 Hz),        7.24 (1H, s), 7.55 (1H,        d,
J = 7.94 Hz), 11.35        (1H, s), 12.52 (1H, s).      CH,  11-1-NMR
(Dmso-D6) 8:      ,-CH,  1.01 (6H, s), 1.35 (3H,     404   



s), 1.54-1.60 (2H, m), 2.01-2.07 (1H, m),     \N   2.28-2.35 (1H, m),
2.41 (2H, s), 2.62-2.70   243 H,C ip   (2H, m), 3.25 (3H, s), 393 391  H N
3.72-3.86 (2H, m),        6.54 (1H, s), 7.22 (1H,        d, J = 8.38 Hz),
7.49        (1H, d, J = 8.38 Hz),        7.74 (1H, s), 11.25        (1H,
s), 12.47 (1H, s).  



CH3  3.14-NMR (DMSO-D6) 8:        1.01 (6H, s), 1.30 (3H,      N"-OH  a),
1,57 (2H, t, uf ,     (/' \   ), 2.09 (2H,t,        6.84 Hz), 2,41 (2H"
s), 2.62-2.70 (2H, in),   244     3.67-3.85 (2H, in), 379 377   ..------..
5.45 (IH, a), 6.c3 (1.    H CI II\\N /   s), 7.23 (IH, d, J =   



11,0 -N   8.38 Hz), 7.48 (1H, d,        J = 8.38 Hz), 7.74 (1H,        a),
11.24 (1H, a), 12.46        _11H, a).    1H-NMR (DMSO-D6) 6: 1.01 (6H, s),
1.04-1.20 (1H, m), 1.304.51 (1H, m), 1.58 (2H, t, J = 6.45 Hz), 1.64-1.74
(2H, m), 2.42 (2H, s), 2.50-2.57 (1H, m), 2.64-2.70 (2H, m), 2.90-2.96 (1H,
m), 3.03-3.14 (1H, m), 3.36-3.59 (3H, m), 3.62-3.79 (4H, m), 4.66-4.71 (2H,
m), 6.60 (1H, s), 6.87 (1H, d, J = 8.06 Hz), 7.27 (1H, s), 7.54 (1H, d, J =
8.06 Hz), 11.42 (1H, s), 12.53 (1H, s).     NMR 1H-NMR (DMSO-D6) 8:
0.98-1.16 (2H, m), 1.00 (6H, s), 1.28-1.53 (2H, m), 1.57 (2H, t, J = 6.25
Hz), 1.73-1.83 (1H, m), 2.41 (2H, s), 2.63-2.70 (2H, m), 2.95-3.00 (1H, m),
3.07-3.14 (1H, m), 3.44-3.78 (7H, m), 4.66 (1H, t, J = 5.44 Hz), 4.91 (1H,
d, J = 8.06 Hz), 6.60 (1H, s), 6.87 (1H, d, J = 8.06 Hz), 7.27 (1H, s),
7.53 (1H, d, J = 8.06 Hz), 11.40 1H-NMR (DMSO-D6) 6: 0.76 (6H, d, J = 6.85
I Hz), 1.01 (6H, a), 1.58 i2H,5- 6,25 Hz), 1.87 (2H, d, J =6.85 Hz),
1.95-1.99 (1H, in), 2.41 (2H, a), 2.63...2.70 (2H, m.), 3.45-3.51 (2H, m),
3.67-3.72 (9H, in), 4.54-4.68 (1H, in), 6.60 (1H, s), 6.83 (1H, d, J = 8.46
Hz), 7.22 (1H, s), 7.53 (1H, d, J = 8.46 Hz), 11.36 (1H, s), 12.52       HD
OH 1H-NMR pmso-Do 6:        0.94-1.08 (1H, m),        1.01 (6H, s),
1.21-1.33  



40 o  (3H, m), 1.49-1.61 (4H, m), 1.73-1.85        (2H, m), 2.09-2.18
(1H, m), 2.41 (2H, s),   248     2.64-2.71 (2H, m), 451 449   iii .
3.46(2H, t, J = 6.65    H C CH,    Hz), 3.56-3.73 (3H, m),        6.61 (1H,
s), 6.86 (1H,        dd, J = 8.46, 1.81 Hz),        7.25 (1H, s), 7.54 (1H,



d, J = 8.46 Hz), 11.32        (1H, s), 12.52 (1H, s).      HO  1H-NMR
(DMSO-Do) 6:        0.92-1.01 (2H, m),        1.01 (6H, s), 1.47-1.50
1111 o  (2H, m), 1.55-1.60 (2H, m), 1.88-1.95        (1H, m), 1.92 (2H, s),
2.42 (2H, s), 2.66-2.68        (2H, m), 3.19-3.26  



249  *    (2H, m), 3.44-3.51 451 449  HO 3     (2H, m), 3.68-3.74    CH,
(4H, in), 4.62 (1H, t, J = 5.44 Hz), 6.60 (1H,        s), 6.84 (1H, d, J =
8.46 Hz), 7.22 (1H, s),        7.54 (1H, d, J = 8.46        Hz), 11.38 (1H,
s),        12.53 (1H, s).    [0369 Table 1-52 Ex. structural formula NMR 



MS MS      Ifi-NMR (DMSO-D5) 6:       n---(- 1.00 (6H, a), 1,07-1.32
(5H, m), 1.49- I Yfi.     ( 0 ') \e, (9H, in), 2,05-2.14        (1H, rn),
2.40 (2H, s),        2.50-2.58 (111, in),   250 ,----4---,    2.65 (2H, s),
3.66-3.86 431 429  ii,cHIL ,,...,J..., z   (2H, in), 6.52 (11-1, s),
7.18 (1H, d, J = 8.12 



Hz), 7.45 (1H, d, J =        8.12 Hz), 7,62 (111, s),        11.19 (1H, s),
12.46        (1H, s).         11-1-NMR (DMSO-D6) 8:        0.80-1.78 (14H,
m),       OH 1.00 (6H, s), 1.99-2.17      4I0  (1H, In), 2.40 (2H, s),
2.59-2.70 (2H, in),   251   \N  3.46-3.82 (4H, m), 461 



459      4.79 (1H, s), 6.52 (1H,    HO *   s), 7.20 (1H, d, J =    H3C
8.35 Hz), 7.45 (1H, d,        J = 8.35 Hz), 7.70 (1H,        s), 11.19 (1H,
s), 12.46        (1H, s).        1H-NMR (DMSO-D6) 8:      HO  1.01 (6H, s),
1.01 (3H,      H C  d, J = 6.72 Hz), 1.58    



N N (2H, t, J = 6.25 Hz),      *  2.18-2.30 (2H, m), 2.39-2.48 (2H, m),
2.41 (2H, s), 2.62-2.71   252 Hse    = 6.  72 Hz), 3.46-3.52 J 466 464  H3C
(6H, m), 3.59-3.78        (2H, In), 4.61 (1H, t, J        = 5.44 Hz), 6.59
(1H,        s), 6.89 (1H, s), 7.29        (1H, s), 7.52 (1H, d, J     



= 8.06 Hz), 11.33 (1H,        s), 12.50 (1H, s).      HO  1H-NMR (DMSO-D6)
8:        1.01 (6H, s), 1.58 (2H,      NN  t, J = 6.06 Hz), 1.67
(4H, s), 2.12-2.21 (2H,        tn.), 2,42 (2H, s), 2,63-      \ N  2.73
(2H, in), 3.17-        3,25 (2H, in), 3.44-     i  



, cc, cnin-    c    (2H, t, 3 - 6.51 Hz), 464       3.73 (2H, s), 4.65
(111,        t, ...1- = 5.73 Hz), 6.60        (1H, s), 692 (1H, cl, ,f
= 7.94 Hz), 7.31 (I H,        S); 7.55 (1H, d, 3 =-        7.94 Hz), 11.43
(1H,        s), 12.53 (HI, s).     HO 1H-NMR (DMSO-D5) 6: 1.01 (6H, s),
1.58 (2H, t, J = 6.25 Hz), 2.27- 2.35 (3H, m), 2.41 (2H, s), 2.67 (3H, t, J
= 6.25 Hz), 2.83 (2H, s), 3.28 (2H, s), 3.44-3.52 (4H, m), 3.68 (2H, t, J =
6.45 Hz), 4.61 (1H, t, J = 5.64 Hz), 6.60 (1H, s), 6.88 (1H, d, J = 8.06
Hz), 7.29 (1H, s), 7.53 (1H, d, J = 8.06 Hz), 11.33 (1H, s), 12.43 (1H, s).



254    452 450             [0370 Table 1-53 Ex. No. structural formula NMR
MS (M+H) MS (M-H)    HO 1H-NMR (DMSO-D5) 6:      HG 1.01 (6H, s), 1.02 (3H,
, d, J = 6.45 Hz), 1.58     4111  (2H, t, J = 6.25 Hz), 2.22-2.31 (2H, m),
2.39-2.48 (4H, m),       2.64-2.71 (2H, m),    



3.13 (1H, q, J = 6.45   255  40     466 464  H C    Hz), 3.42-3.56 (6H,
CH,   m), 3.60-3.79 (2H, m),       4.62 (1H, t, J = 5.44       Hz), 6.60
(1H, s), 6.88       (1H, d, J = 8.46 Hz),       7.31 (1H, s), 7.53 (1H,
d, J = 8.46 Hz), 11.32       (1H, s), 12.50 (1H, s).    



HO 1H-NMR (DMS0-1D5) 5:      o 1.01 (6H, s), 1.43-1.68      \ ,,,,..,N)\
(8H, m), 2.31-2.45     Y \,',\'7",,777 (4H, mi, 2.b!) 4 2, ( (211, m), 3,31
(2H, s),     --1  3.43-3.51 (2H, m),     \  3.68 (2H, t,    256    Hz),
3.78 (2H, 9), 4.64 478 476    \        ii  (IH, t, J ,--, 5.40 Hz),    li
C- N  6,61 (IH, s), 6,92 (1H,   



d, J = 7.72 Hz), 7.32       (1H, s), 7.56 (1H, cl, 3       = 7.72 Iiz),
11.42 (111,       s,), 12.52 (1H, s).    1H-NMR (DMSO-D5) 6: 1.01 (6H, s),
1.01 (31-I, d, J = 7.06 Hz), 1.43- 1.54 (2H, m), 1.58 (1H, t, J = 6.29 Hz),
2.10-2.19 (1H, m), 2.24-2.35 (1H, m), 2.42 (2H, s), 2.64-2.70 (2H, m),
3.23-3.30 (2H, m), 3.44-3.51 (2H, m), 3.64-3.73 (411, m), 4.66 (111, t, J =
5.62 Hz), 6.61 (1H, s), 6.92 (1H, d, J = 8.38 Hz), 7.32 (1H, s), 7.57 (1H,
d, J = 8.38 Hz), 11.45 (111, s), 12.53 (111, s). 1H-NMR PMSO-Del 6:
0.96-1.07 (13H, m), 1.22-1.32 (2H, m), 1.49-1.61 (4H, m), 1.74-1.87 (211,
m), 2.06-2.19 (111, m), 2.41 (211, s), 2.64-2.71 (211, m), 3.58-3.68 (3H,
m), 4.21 (111, s), 6.60 (1H, s), 6.82 (1H, d, J = 8.60 Hz), 7.20 (1H, s),
7.55 (1H, d, J = 8.60 Hz), 11.33 (1H, s), 12.52 (1H, s).   [0371 Table 1-54
Ex. No. 259 structural formula NMR MS AM+H) 465  MS (M. 463  ,CH, o OH \.
--N,..-i IN ii3O4:------- Ni CH3 1H-NMR pmso-Do 5: 0.95-1.07 (8H, m),
1.23-1.32 (2H, m), 1.48-1.62 (4H, m), 1.72-1.87 (2H, m), 2 09-2 20 (IP, my
2,41 (2H, s), 2,62- 2,72 (2F f, in), 3,21 (31-1, s), 3.38 (2H, t, J - 6.18
Hz), 3.59- 3.65 (1H, m), 3.71- ,-, enfrIT 7--.-1/1 MI (1 ii, ci, 3 - 2.87
Hz), 6.61 (1H, s), 6.84 (1H, d, J = 8.38 Hz), 7.25 (1H, s), 7.54 (1H, d, J
- 8.38 Hz), 11.34 (1H, s), 12.53 ilHl,        



1H-NMR (DWISO-Do)      (CH, CH3 8: 1.01 (6H, s), 1.05        (3H, t, J =
7.25 Hz),        Hz), 1.58 (2H, t, J =     \N   6.45 Hz), 2.42 (2H,
s), 2.64-2.71 (2H,    Hp SI"N   m), 3.16-3.23 (1H,   260 H,C    m),
3.44--3.53.84 (1H, m), 3.633(5H, 464 462      m), 3.84-3.92 (1H,        



m), 4.08 (1H, q, J =        6.85 Hz), 6.61 (1H,        s), 6.88 (1H, d, J =
7.66 Hz), 7.28 (1H,        s), 7.58 (1H, d, J =        8.06 Hz), 11.41 (1H,
s), 12.51 (1H, s).        1H-NMR (DMSO-Do)        8: 1.01 (6H, s), 1.02-
1.09 (6H, m), 1.58  



.   (2H, t, J = 6.25 Hz),        2.41 (2H, s), 2.64-     N   2.72 (2H, m),
3.42-        3.73 (5H, m), 3.78   261  010 H, C  (1H, dd, J = 11.48, 3.43
Hz), 4.00 (2H, 464 462  H C N   dd, J = 18.54, 16.52        Hz), 4.08 (1H,
d, J =        16.52 Hz), 6.62 (1H,        s), 6.92 (1H, d, J =   



8.46 Hz), 7.31 (1H,        s), 7.59 (1H, d, J =        8.46 Hz), 11.40 (1H,
s), 12.51 (1H, s).      ,CH,  11-1-NMR pmso-Do      0  8: 1.01 (6H, s),
1.07      2(1\  (3H, d, J = 6.45 Hz), 1.58 (2H, t, J = 6.45      'N-r-n
Hz), 2.41 (2H, s),      \O1-----/ H,C  2.65-2.71 (2H, m),  3.22 (3H, s),
:3.41    



/6   (2H. 1, .1 = 6,04 Hz),        3.44-::3,53 (2H, ro),     -16---' ,-/
3,5'7 (ill, &I, LI -   262 iv:, IN   11.48, 3.83 Hz), 494 492  H 3 N
3.75-3.84 (3H, M) , 4.00 (2H, dd, j =        18.33, 16.52 Hz),        4.10
(1H, d, J =        16.52 Hz), 6.62 (1H,        s), 6.93 (1H, d, J =     



8.06 Hz), 7.34 (1H,        s), 7.58 (IH, d, J =        8.06 Hz), 11.41 (1H,
sk 12.51:11_H, st._    [0372 Table 1-55 Ex. structural formula NMR MS MS
clic 11-1-NMR pmso-Do 8:    (3 0.75-0.88 (1H, m), 0.91    N (3H, d, J =
6.85 Hz),    4111 0.96-1.18 (11H, m), 1.45-1.54 (2H, m), 1.58     (2H, t, J
= 6.45 Hz),    \N 1.60-1.71 (1H, m),     1.98-2.09 (1H, m), 2.41   



263 HO ir (2H, s), 2.68 (2H, t, J = 449 447  HC , 6.45 Hz), 3.20 (2H, t, J
= 11.69 Hz), 3.58-3.83     (3H, m), 6.61 (1H, s),     6.80 (1H, d, J = 8.46
Hz), 7.20 (1H, s), 7.57     (1H, d, J = 8.46 Hz),     11.30 (1H, s), 12.49
(1H, s).    ,CH, 1H-NMR (DMSO-Do) 8:    0 0.75-0.89 (1H, m), 0.89    (#)
H,C (3H, t, J = 8.66 Hz),    N 0.97-1.19 (2H, m), 1.0    1. (6H, s),
1.45-1.55 (2H, m), 1.57-1.70 (1H, m),     1.58 (2H, t, J = 6.25     



Hz), 2.00-2.12 (1H, m),   264  2.41 (2H, s), 2.62-2.72 479 477  Hp III H,C
(2H, m), 3.15-3.24 (5H,     m), 3.36-3.47 (2H, m),     3.61-4.01 (3H, m),
6.61     (1H, s), 6.82 (1H, d, J =     8.06 Hz), 7.25 (1H, s),     7.55
(1H, d, J = 8.06     Hz), 11.32 (1H, s),     12.50 (1H, s).     3-H-NMR
(DMSO-Do) 8:     1.01 (6H, s), 1.24 (3H,     d, J = 6.84 Hz), 1.58     PH,
t, J = 6,29 Hz),    N./-N 2.42 (2H, s), 2.63-2,74   265 



,f -,-K\,- l' 0 \--z.7 N (2H, in), 3,15-3.25 (411, in), 3.39 (2H, t, J. =
5.95 Hz), 3.43-3.53 (1H, m), 3.62-3.94 (6H 494 492  .------,.... m), 4.08
(1H, q, 3 =    11,CN 6.76 Hz), 6.61 (1H, a),    Hp-----",-------N/ 6.90
(1H, d, J = 8.38     Hz), 7.31 (1H, s), 7.57     (1H, d, d = 8.38 Hz),
11.47 (111, s), 12.54     (1H, s).    [0373 Table 1-56  Ex. structural
formula NMR MS MS  ,CH, 311-NMR (DMSO-Do) 6:    0 0.92-1.05 (2H, m),
1.01 (6H, s), 1.27-1.36     (2H, m), 1.51-1.81     



(4H, m), 1.58 (2H, t, J    0 = 6.26 Hz), 2.13-2.23 (1H, m), 2.41 (2H, s),
2.63-2.72 (2H, m),   267 N 3.15 (3H, s), 3.18-3.23 479 477   IS (1H, m),
3.20 (3H, s), 3.38 (2H, t, J = 6.15    H,C N Hz), 3.69-3.82 (2H,    CH, m),
6.60 (1H, s), 6.84     (1H, d, J = 8.35 Hz),     7.24 (1H, s), 7.54 (1H,
d, J = 8.35 Hz), 11.36     (1H, s), 12.53 (1H, s).   CO LO  11-1-NMR
(DMSO-D5) 6:     0.92-1.09 (2H, m),     1.01 (6H, s), 1.04 (3H,     t, J -
7.05 I-1z), 1.48 



(21-1, d, j ---- 12.89 Hz),    <,1 3,58 (211, t, 8 - 6,45    ,3,3N Hz),
1.92 (3H, s), 2.42    -- , (2H, 0, 2.67 (2H, t, 3 --    HO I 7 6A5 Hz),
3.18-3.27 435 433  HpX.,------N (2H, m), 3.67 (2H, q, j     = 7.05 Hz),
3.68-3.76     )2H, m), 6.60 (1.11., a),     6.79 (11-1, d, 3 = 8.06
Hz), 7.18 (1H, a), 7.55     (1H, d, J = 8.06 Hz),     11.34 (11I, a), 12.51
(1H, sh       



CH 3 o/ 1H-NMR (DMSO-D6) 5:        0.92-1.05 (2H, m),        1.01 (6H, s),
1.44-1.52        (2H, m), 1.58 (2H, t, J        = 6.25 Hz), 1.92 (3H,
0  s), 2.42 (2H, s), 2.63- 2.71 (2H, in), 3.18-   269   \  3.27 (2H, m),
3.21 (3H, s), 3.40 (2H, t, J = 465 463      6.04 Hz), 3.68-3.76    H,C *
(2H, in), 3.76-3.84    H,C 



N  (2H, m), 6.60 (1H, s),        6.81 (1H, d, J = 8.46        Hz), 7.22
(1H, s), 7.54        (1H, d, J = 8.46 Hz),        11.35 (1H, s), 12.50
(1H, s).       0 \ I H-NMR pmso-D6) 8:       (CH, 1.01 (6H, s), 1.04 (3H,
a- 1.54 (2H, in), 1.54-      



1.65 (6H, m), 2.34-        2.41 (2H, in), 2.42        (2H, s), 2.63-2.71
(2H,   270 NC Si  m),3.28-3.34 (2H, m),  462 460      3.66 (2H, q, J = 6.98
NC            Hz), 3.77 (2H, s), 6.61        (1H, s), 6.87 (1H, d, J
= 8.46 Hz), 7.27 (1H,        



s), 7.56 (1H, d, J =        8.46 Hz), 11.39 (1H,        s), 12.51 (1H, s).
[0374 Table 1-57  structural formula NMR MS MS 271 CH0 3 N -- c 1.II ->-
11-1-NMR (Dmso-D5) 8: 1.01 (6H, s), 1.05 (3H, t, J = 7.05 Hz), 1.07 (3H, d,
J = 6.04 Hz), 1.58 (2H, t, J = 6.04 Hz), 2.42 (2H, s), 2.67 (2H, 6,0,4 Hz),
3,, 0, J - 16.52 Hz), 3.54 (1H, m), 3.54-3'61 m(111, 75, -3.6-321
),37)3 8120.7: i(n.)-1:, 3,95-1.05 (214., tr.), I-08 (1H, el, J -.= 16.52
Hz), 6.61 (1H, s), 6.91 (1H, d, J = 8.06 Hz), 7.30 (11-1, s), 7.58 (1H, d,
J - 8.06 Hz), 11.40 (1H, s), 12.51 (1H, s). 464 462   0 /CH, o  1H-NMR
(DMSO-D5) 8: 1.01 (6H, s), 1.07 (3H, d, J = 6.04 Hz), 1.58 (2H, t, J = 6.25
Hz), 2.42 (2H, s), 2.63-2.71 (2H, m), 3.22 (3H, s),    \   3.41 (2H, t, J =
6.04       Hz), 3.43-3.53 (2H, m.),   272    



3.54-3.60 (1H, m), 3.73- 494 492  H3C ,N   3.85 (3H, In), 3.94-4.05    H3CN
(2H, m), 4.10 (1H, d, J =       16.52 Hz), 6.61 (1H, s),       6.93 (1H, d,
J = 8.46       Hz), 7.34 (1H, s), 7.58       (1H, d, J = 8.46 Hz),
11.42 (1H, s), 12.51       (1H, s).       1H-NMR pmso-Do 5:    4111 N . 0 \
c 0.66-0.81 (1H, m), 0.94- 1.09 (2H, m), 1.01 (6H, s), 1.04 (3H, t, J =
7.12 



Hz), 1.21-1.38 (2H, m),       1.53-1.95 (8H, m), 2.42     Si   (2H, s),
2.61-2.73 (2H,   273 H C    m), 2.86-2.97 (1H, m), 463 461  CH,   3.09 (1H,
s), 3.17 (2H,       s), 3.66 (2H, q, J = 7.12       Hz), 6.61 (1H, s), 6.78
(1H, d, J = 8.06 Hz),       7.17 (1H, s), 7.54 (1H,       d, J = 8.46 Hz),
11.32   



(1H, s), 12.51 (1H, s).       1H4NMR pmso-Do 8:       0.67-0.81 (1H, m),
0.92-    N   1.09 (2H, m), 1.01 (6H,       s), 1.21-1.38 (2H, m),     o )
1.52-1.94 (8H, m), 2.41      CH, ' (2H, s), 2,64-2.72 (2H,       m),
2.86-2.96 (III, m),    11   3,09 (1H, s). 3.17 (2H,   274 1j,N   ' 493 491



8), 3.21 (iH., s), 3.40    at   (2H, t, ti - 6.04 Hz),       3.75-3.83 (2H,
m), 6.59       (III, s), 6,80 (1H, d., J -       7.66 Hz), 7,21 (I ti, s),
7.53 (1H, d, d = 7.66       Hz), 11.35 (1H, s), 12.50    [0375 Table 1-58
ExTf No.  structural  foimula NMR MS (M+H) MS (M-H)   H,C  H,C  'H-NMR
pmso-Do 5:      N   1.01 (6H, s), 1.01 (3H, 



Si    d, J = 6.72 Hz), 1.06         (3H, t, J = 7.05 Hz),         1.58 (2H,
t, J = 6.25         Hz), 2.21-2.31 (2H, m),          2.39-2.49 (2H, m),
2.41   275 H 3C CH, Si /    (2H, s), 2.63-2.70 (2H, in), 3.12 (1H, q, J =
450 448       6.72 Hz), 3.48 (4H, t, J         = 4.43 Hz), 3.60-3.72 



(2H, m), 6.59 (1H, s),         6.84 (1H, d, J = 8.87         Hz), 7.25 (1H,
s), 7.54         (1H, d, J = 8.87 Hz),         11.33 (1H, s), 12.50
(1H, s).         11-1-NMR pmso-Do 5:       HC  1.01 (6H, s), 1.01 (3H,   



d, J = 6.85 Hz), 1.58      N   = 6.45 Hz),     11    2.21-2.31 (2H, m),
2.39-2.48 (2H, m), 2.41         (2H, s), 2.63-2.71 (2H,   276 H,C CH ,
al 6.85 Hz), 3.23(H, s), 3.38-3.46 (2H, m), 3.48 480 478       (4H, t, J =
4.43 Hz),         3.65-3.94 (2H, in), 6.59         (1H, s), 6.86 (1H, br
s),  



7.30 (1H, s), 7.53 (1H,         d, J = 8.06 Hz), 11.34         I1H, sl,
12.50 (1.11_,$).      NC -,   1B-N1V1/2 (DMSO-Do) 5:      I  CI.V, 1.01
(6H, s), 1.05 (3H,        .,I t, 3 - 7.25 Hz), 1.22       \(:\.] lv---/u
(6H, s), L58 (2H,        '''CH: H,CY 6.25 Hz), 2.42 (2H, s),   



2.65-2.71 (2H, m), 3.21   277  ...-----,,,,_      478 476   li ,    7.25
Hz), 3.78 (2H, sj,          3.97 (2H, s), 6.62 (1H.,    CH,
s), 6.89 (1H, d, J =--. 8.46         Hz), 7.29 (1H, s), 7.59         (1H,
d, J = 8.46 Hz),  



11.41 (1H, s), 12.51         (1F1, s).      c H-NMR (DMSO-D5) 6:  -   1.01
(6H, s), 1.22 (6H,     s), 1.58 (2H, t, J = 6.45    0 Hz), 2.42 (2H, s),
2.68    10DcCH, (2H, t, J = 6.45 Hz),     3.20 (2H, s), 3.22 (3H,     s),
3.40 (2H, t, J = 5.84   278   Hz), 3.79 (2H, s), 3.81 508 506  H , 0 (2H,
t, J = 5.84 Hz),    -DCH, 3.97 (2H, s), 6.62 (1H,   



s), 6.90 (1H, d, J = 8.46     Hz), 7.33 (1H, s), 7.58     (1H, d, J = 8.46
Hz),     11.42 (1H, s), 12.51      (1H, s).      1H-NMR (Dmso-Do) 6:
1.01 (6H, s), 1.05 (3H,     1, J = 7.17 Hz), 1.13    alo CH3 (3H, d, J =
5.95 Hz), 1.58 (2H, t, J = 6.06    \N Hz), 2.41 (2H, s), 2.65-     2.71
(2H, m), 3.15-3.25   279 H3C 401 (2H, m), 3.63-3.73 (3H, 464 462  H3C  m),
3.80-3.90 (2H, m),     4.02 (2H, s), 6.62 (1H, 



s), 6.89 (1H, d, J = 8.38     Hz), 7.28 (1H, s), 7.59     (1H, d, J = 8.38
Hz),     11.45 (1H, s), 12.54     (1H, s).    [0376] [Table 1-59] Ex.
structural formula   NMR MS MS     ,CH,   IH-NMR (DMSO-D6) 6:       I
1,01(6H, s), 1.13 (31d, d,          LI - 6,0311z),1.68 (211, t,      (  -)
1- '\ 



LT - 6.38 Hz),       \ k \ 5 2.64-2.72 (2H, in), 3.14-      -- 0   3.25
(514, m), 3.39 (2H, t,   28(      cH3 J = 6,03 Hz), 3.70 (1H, d, J = 16.70
Hz), 3.'78-3.91  192   ..--r--...,     (4H, m), 4.02 (2H, s), 6.62    Hp
(1H, s), 6.90 (114, d, J ----          8.12 Hz), 7.32 (1H, s),
7.58 (1H, d, J = 8.12 Hz),    



11.47 (1H, s), 12.54 (1H,          sl.    281 /CH, o o . \ N H,C SI,N itcN
11-1-NMR (DMSO-D6) 6: 1.01 (6H, s), 1.44-1.66 (8H, m), 2.34-2.46 (4H, m),
2.64-2.72 (2H, m), 3.21 (3H, s), 3.28-3.35 (2H, m), 3.39 (2H, t, J = 6.03
Hz), 3.75-3.82 (4H, m), 6.61 (1H, s), 6.90 (1H, d, J = 8.12 Hz), 7.31 (1H,
s), 7.56 (1H, d, J = 8.12 Hz), 11.44 (1H, s), 12.54 (1H, s).  1H-NMR
(DMSO-D6) 8: 1.01 (6H, s), 1.05 (3H, t, J = 7.19 Hz), 1.13 (3H, d, J = 6.26
Hz), 1.58 (2H, t, J = 6.38 Hz), 2.42 (2H, s), 2.64-2.72 (2H, m), 3.14- 3.26
(2H, m), 3.62-3.74 (3H, m), 3.79-3.90 (2H, m), 4.02 (2H, s), 6.62 (1H, s),
6.89 (1H, d, J = 8.35 Hz), 7.28 (1H, s), 7.59 (1H, d, J = 8.35 Hz), 11.46
(1H, s), 12.54 (1H, s). 492 464 490 462 282 , bH, \ H,C Si frisc    283
,CH, 0 .o OH,     ---"\---, Hsc..I,'IN 11-1-NMR (DMSO-D6) 5:            ,1;
m3),(3371,4d-, J = 6.26 Hz), 1.58 (2H, t, J = 6.26 Hz), 2.42 (2H, s),
21..6041-2(6.H71, s()214 3.26 (5H, m), 3.39 (2H, t, J = 5.91 Hz), 3.70 (1H,
d, J = 16.46 Hz), 3.77-3.91 (4H, m), 4.02 (2H, s), 6.62 (1H, s), 6.90 (1H,
d, J - 835 it4; 7.32 (114, s), 7.58 (1FL d J = 8.35  11.47 (III, s), 12.55
(IH, s). 494 492  [0377 Table 1-60 H o Ecti z structural formula  NMR MS
(MH)  462 MS (M4EIL 460 284 ill 



H,C IN'N H,CN CH, 0 chts CH, 1H-NMR pmso-Do 6: 1.00 (6H, s), 1.01 (6H, a),
1.04 (3H, t, J = 7.28 Hz), 1.58 (2H, t, J = 6.18 Hz), 1.75 (2H, t, J = 6.73
Hz), 2.42 (2H, s), 2.64-2.71 (2H, m), 3.24-3.32 (2H, m), 3.64 (2H, s), 3.67
(2H, q, J = 7.28 Hz), 6.62 (1H, s), 6.89 (1H, d, J = 8.16 Hz), 7.27 (1H,
s), 7.59 (1H, d, J = 8.16 Hz), 11.45 (1H, s), 12.54 (H, s).           285 .
\N H,C Si I H,C /CH, o 0 /CH,  o w.0 o 0 )1 ,26) -,\ 4-47  CH, CH , 1H-NMR
pmso-Do 5: 1.00 (6H, s), 1.01 (6H, s), 1.58 (2H, t, J = 6.45 Hz), 1.76 (2H,
t, J = 6.85 Hz), 2.42 (2H, s), 2.64-2.71 (2H, m), 3.22 (3H, s), 3.24-3.31
(2H, m), 3.39 (2H, t, J = 5.84 Hz), 3.65 (2H, s), 3.80 (2H, t, J = 6.04
Hz), 6.62 (1H, s), 6.90 (1H, d, J = 7.66 Hz), 7.31 (1H, s), 7.58 (1H, d, J
= 8.46 Hz), 11.42 (1H, s), 12.51 (1H, s). 1H-NMR (DMS0-1D5) 5: 1.01 (6H,
a), 1.58 (2H, 4, J = 6.26 Hz), 2.42 (211, s), 2 6? 2 72 2114 m), 3.22 (3H,
a), 3.29- 3.36 (214, to ) , 3.40 (2H, t, 3= 5.91, Hz) 4.00 f()H, (3), 5.52
(T a), 6.91 (1H, d, j - 8.35 Hz), 7.32 (11-1, a), 7.58 (1H, d, d --- 8.35
Hz), 11.47 (111, a), 12,55 (114, a). 492 480 490 478 286 \\ \ -N
111111- \ )) H2C-71,",' Hp-          ,CH, o 1H-NMR (DMSO-D6) 6: 1.01 (6H,
s), 1.58 (2H, t, J = 6.26 Hz), 1.63-     1.72 (4H, m), 2.13-    . 2.20 (2H,
m), 2.41 (2H, s), 2.64-2.72 (2H, 



\N m), 3.21 (5H, s), 3.39   287  (2H, t, J = 5.91 Hz), 478 476  al 3.73
(2H, s), 3.80 (2H,    H,CC H, t, J = 5.91 Hz), 6.61     (1H, s), 6.90 (1H,
d, J     = 8.35 Hz), 7.31 (1H,     s), 7.57 (1H, d, J =-     8.35 Hz),
11.45 (1H,     s), 12.541H, s).    [0378] [Table 1-61] Ex.  structural
formula  NMR MS MS   H C 3   11-1-NMR (DMSO-D5) 8:        1.01 (6H, s),
1.05 (3H, t,    



111   J = 7.19 Hz), 1.58(2H, t, J = 6.26 Hz), 2.42     \   (2H, s),
2.63-2.72 (2H,        m), 3.28-3.36 (2H, m),   288 H,C "NI   3.68 (2H, q, J
= 7.11 Hz), 3.75-3.82 (4H, m), 450 448  H,C    4.00 (2H, s), 6.62 (1H,
s), 6.90 (1H, d, J = 8.12        Hz), 7.28 (1H, s), 7.59        (1H, d, J =
8.12 Hz),        11.45 (1H, s), 12.54      



(1H, sh_     H,C, .1) NI /0  0  1H-NMR (DMSO-D6) 8: 1.01 (6H, s), 1.04 (3H,
t,       --I LI = 719 Hz), 1,58 (2H,      N  tJ626HzL 1.64-        (2H, m),
2.41 (2H, s),     ,-----,   2.64-2.71 (2H, in), 3,18-   289 H,C  ,,-----Ni
3.25 (2H, m), 3.66 (2H, 448 446  lisc    (1, ,1. = 7 19 Hi, 372.
(211, s), 6,61(111, s),     



6.88 (1H, d, J = 8.35        Hz), 7.27 (1H, s), 7.57        (HI, d, 3 =
8,35 Hz),        11.44 (1H, a), 12.54        (1H, s).     1H-NMR pmso-Do 6:
1.01 (6H, s), 1.04 (3H, t, J = 6.25 Hz), 1.08 (6H, s), 1.58 (2H, t, J =
6.45 Hz), 2.13 (2H, s), 2.41 (2H, s), 2.62-2.71 (2H, m), 3.69 (2H, q, J =
6.25 Hz), 4.97 (1H, s), 6.60 (1H, s), 6.81 (1H, d, J = 8.06 Hz), 7.19 (1H,
s), 7.56 (1H, d, J = 8.06 Hz), 11.39 (11-1, s), 12.54 (1H, s).  1H-NMR
pmso-Do 5: 0.97-1.10 (3H, m), 1.01 (6H, s), 1.58 (2H, t, J = 6.29 Hz), 1.95
(2H, s), 2.41 (2H, s), 2.64-2.70 (2H, m), 2.71 (2H, s), 2.92 (2H, s),
3.62-3.80 (4H, in), 6.59-6.64 (1H, in), 6.85-6.93 (1H, m), 7.24-7.31 (1H,
in), 7.55- 7.62 (1H, m), 11.42 (1H, s), 12.54 (1H, s).  1H-NMR pmso-Do 5:
0.87-1.09 (6H, m), 1.01 (6H, s), 1.58 (2H, t, J = 6.40 Hz), 2.04-2.31 (2H,
m), 2.42 (2H, s), 2.64- 2.71 (2H, m), 2.73 (1H, s), 2.92 (2H, s), 3.61-
3.80 (4H, m), 6.59-6.63 (1H, m), 6.85-6.93 (1H, m), 7.24-7.30 (1H, m),
7.54-7.62 (1H, in), 11.43 (1H, s), 12.53 (1H, s).   [0379 [Table 1-62] Ex.
No.   structural formula  MS 1M+H)_  1H-NMR (DMSO-D6) 6: 1.02 (s, 6H), 1,59
(t, 2H, 28 Hz), 2.42 (s, 2H), 2.69 (s, 214), 6.70 (s, 1H), 7.07 (dd, 1H, =
11.59, 4,11 Hz), 7.32- 7.36 (m, 2H), 7.46 (d,         8.69 Hz), 7.71 (d,
1H, = 8.21 Hz), 7,81 (dd, 2H, J = 8.57, 1.09 Hz), 8.21 (s, 111), 10.09 (s,
1H), 11.57 (s, 1H), 12.561s, 1HI.     , 1H-NMR pmso-Do 6:     1.01 (s, 6H),
1.58 (t, 2H, 



2H), 2.68 (t, 2H, J =     6.04 Hz), 2.79 (d, 3H, J     = 4.35 Hz), 6.63 (d,
1H,   294 H,C  J = 1.21 Hz), 7.38 (d, 323 321  H,C 1H, J = 8.45 Hz), 7.57
(dd, 1H, J = 8.45, 1.69     Hz), 8.04 (s, 1H), 8.22     (d, 1H, J = 4.59
Hz),     11.46 (s, 1H), 12.53 (s,     1H).    H3 C  ' 1H-NMR pmso-Do 6:
it 0.99 (s, 6H), 1.55 (t, 2H,     J = 6.40 Hz), 2.39 (s,   295 . 2H), 2.62
(s, 2H), 3.39 (s, 3H), 6.47 (s, 1H), 399 397  



6.97(d, 1H, J = 8.45     Hz), 7.08-7.25 (m, 6H),    H,C * 7.49 (s, 1H),
11.34 (s,    H,C 1H), 12.49 (s, 1H).    H3 C  \ 1H-NMR pmso-Do 8:    NI-cH3
o 1.01 (s, 6H), 1.58 (t, 2H,     J = 6.40 Hz), 2.41 (s,   296  2H), 2.67
(s, 2H), 2.99 (s, 6H), 6.62 (s, 1H), 7.11 (d, 1H, J = 8.21 337 335   Hz),
7.40 (d, 1H, J =    H,C  * 8.21 Hz), 7.58 (s, 1H),    H,C 11.42 (s, 1H),
12.53 (s,     1H).     1H-NMR (DMS0-135) 8:     1.01 (s, 6H), 1.58 (t, 2H,
)-<-) 



(, -4( J = 6.28 Hz), 2.42 (s, 211), 2.68 (t, 2H, 3 - Hz), 6.62 (s, tH),
297 / 'UV+ (s( in), 7.37 (cis 309 307  C;--% 1H, LI - 8.45 Hz), 7.62
ilsc (d, 1H, J = 8.45 Hz),     78 (c'y TH), EL 10 (s,     11-1), 11.47 (s,
1H),     12.53 (s, 1H).    [0380] [Table 1-63] Ex. structural formula NMR
MS MS 298 , Hsc 411 \ 40 11-1-NMR pmso-Do 5: 1.02 (d, 6H, J = 8.58 Hz),
1.58 (t, 2H, J = 6.26 Hz), 2.41 (s, 2H), 2.66 (d, 2H, J = 5.10 Hz), 3.57
(t, 8H, J = 15.07 Hz), 6.63 (s, 1H), 7.12 (d, 1H, J = 8.58 Hz), 7.41 (d,
1H, J = 8.58 Hz), 7.59 (s, 1H), 11.47 (s, 1H), 12.54 (s, 1H). 379 377 299
300 H,C H,C 41431 ' H,C oNCH, CH, CH,  111 \N 1811 1H4NMR pmso-Do 5: 0.92
(s, 9H), 1.01 (s, 6H), 1.09 (d, 3H, J = 6.84 Hz), 1.58 (t, 2H, J = 5.95
Hz), 2.42 (s, 2H), 2.67 (s, 2H), 4.01 (dd, 1H, J = 9.37, 6.95 Hz), 6.64 (s,
1H), 7.38 (d, 1H, J = 8.60 Hz), 7.57 (dd, 1H, J = 8.60, 1.54 Hz), 7.73 (d,
1H, J = 9.26 Hz), 8.05 (s, 1H), 11.44 (s, 1H), 12,53 (s, 1H). 393 391
11,3,,,, 1- 



2' \ r----N--\ I'14 1'--N--'---Ni CH, 11.114\TMR (DMS0 TD6) 8: 016 (s,
411.), 1,01 (8,  1111), 1.19 (d, 3H, J = 18.84 Hz), 1.58 (t, 2H, LI -.03
Hz),, 0.11 (3 , 214), 2.68 (8, 214), 2.82 (s, 31-1), 6.62 (s, 1H), 7.04 (8,
1H), 7.42-7.49 (m, 2H), 11.40 (s, IH), 12.52 (s, 1H). 407 405     o OH
1H-NMR (DMSO-D6) 8: 0.99 (d, 6H, J = 13.67 Hz), 1.40 (s, 2H), 1.58
(t, 2H, J = 6.18 Hz),      all  1.69 (s, 1H), 1.88 (s,        1H),
2.41-2.51 (m,        3H), 2.66-3.07 (m,   301     4H), 3.48 (d, 1H, J = 393
391  Hp    9.92 Hz), 3.84 (s, 1H),    Hp    



4.88 (s, 1H), 6.61 (s,        1H), 7.08 (d, 1H, J =        8.38 Hz), 7.39
(d, 1H,        J = 8.38 Hz), 7.55 (s,        1H), 11.44 (s, 1H),
12.54 (s, 1H).    [0381] [Table 1-64] Ex. structural formula NMR MS MS 302
O OH  all \ H3c IS, Hp 1H-NMR (DMSO-D6) 8: 1.02 (d, 6H, J = 11.69 Hz), 1.35
(d, 2H, J = 9.04 Hz), 1.58 (t, 2H, J = 6.06 Hz), 1.74 (s, 2H), 2.41 (s,
2H), 2.67 (t, 2H, J = 5.84 Hz), 3.17 (dd, 2H, J = 16.32, 6.40 Hz), 3.70-
3.84 (m, 3H), 4.77 (d, 1H, J = 3.97 Hz), 6.62 (s, 1H), 7.08 (dd, 1H, J =
8.38, 1.32 Hz), 7.39 (d, 1H, J = 8.38 Hz), 7.54 (s, 1H), 11.45 (s,
11-112_12.54 1H-NI\AR (DMSO-D6) 6: 1.01 (s, 611)" LOS (s, 2H), 2.42 (s,
2H), 2.68 (a, 2H), 3.30-3,35 (m, 2H), 3.52 (q, 2H, LT --- 6.03 Hz), 4.71
(t, 1H, LT = 5.51 Hz), 6,63 (a, 1H), 7.38 (d, 11i, LT - 838 Hz), 7.59 (d,
1II, J = 8.38 Hz), 8,07 (s, 1H), 8.22 (s, 1H), 11.48 (s, 1H), 12.54 (s, lq.
393 353 391 351 303 N.'OH _y- -.:- Li, c.--N  / -I---N 



Hp, -7-----------ivi HP       H3C 'N,/----oH  1H-NMR (DMSO-D5) 6: 1.01 (s,
6H), 1.58 (t,       2H, J = 6.18 Hz), 2.41     .  (s, 2H), 2.67 (s, 2H),
3.00 (s, 3H), 3.17 (dd,       1H, J = 5.29, 1.76 Hz),   304 Hp11110
3.40-3.50 (in, 3H), 367 365     4.76 (t, 1H, J = 5.40    Hp   Hz), 6.60 (s,
1H), 7.10       (d, 1H, J = 8.38 Hz),       



7.38 (d, 1H, J = 8.38       Hz), 7.57 (s, 1H),       11.42 N, 1H), 12.53
(s,       1H).       1H-NMR (DMSO-D5) 8:    Hp o --CH, 1.01 (s, 6H), 1.58
(t,    Hp*  o 2H, J = 6.25 Hz), 2.42       (s, 2H), 2.69 (s, 2H),    N
3.66 (s, 3H), 4.01 (d,       2H, J = 5.64 Hz), 6.66   305     381 379  



(s, 1H), 7.41 (d, 1H, J       = 8.46 Hz), 7.61 (d,       1H, J = 8.46 Hz),
8.10       (s, 1H), 8.75 (t, 1H, J =       5.64 Hz), 11.54 (s,       1H),
12.56 (s, 1H).    H C 0 OH 1H-NMR pmso-Do 6:    H3C 110 10  1.01 (s, 6H),
1.58 (t, 2H, J = 6.45 Hz), 2.42    N-   (s, 2H), 2.69 (t, 2H, J =
6.04 Hz), 3.92 (d, 2H,       



J = 5.64 Hz), 6.67 (d,   306    1H, J = 1.21 Hz), 7.41 367 365     (6, 1H,
LT = 8,46 Hz),       7.62 (cid, Ill, LI - 8.46,       1,61 Hz), 8.10 (s,
1H),       8.63 (t, 1H, J = 5.84       Hz), 11,50 (s, 1H),       12.54 (s,
2H)    [0382] [Table 1-65] Ex. structural formula NMR MS MS  oo-jcils
11-1-NMR (DMSO-D6) 5:    H C7----/\     Ncm, H C ao, Ai 1.01 (s, 6H), 1.10
(d, 6H, J = 6.18 Hz), 1.58 



N (t, 2H, J = 6.29 Hz),     2.42 (s, 2H), 2.68 (s,     2H), 3.39 (q, 2H, J
=     6.03 Hz), 3.49 (t, 2H, J   307   395 393   = 6.29 Hz), 3.55-3.61
(m, 1H), 6.63 (s, 1H),     7.38 (d, 1H, J = 8.38     Hz), 7.59 (d, 1H, J =
8.38 Hz), 8.06 (s, 1H),     8.27 (s, 1H), 11.48 (s,     1H), 12.55 (s, 1H).
oo-._/-cil, H3C/----/ 311-NMR (DMSO-Ds) 5.    N 0.87 (t, 3H, J = 7.39    



H C OpI. Hz), 1.02 (s, 6H), 1.51-    N 1.58 (m, 4H), 2.43 (s,     211),
2.69 (s, 2H),   308  3.33-3.53 (m, 6H), 395 393   6.64 (s, 1H), 7.39 (d,
1H, J = 8.38 Hz), 7.60     (d, 1H, J = 8.38 Hz),     8.07 (s, 1H), 8.30 (s,
111), 11.50 (s, 1H),     12.55 (s, 1H).     11-1-NMR (DMSO-D6) 6:    0
H3CC)V'--/ .------], 1.01 (s, 6H), 1.58 (t,    HC ----/)'\ 2H, J = 6.29
Hz), 2.42    " (a, 2H), 2.68 (s, 211),     3,64 (o 



Hz), 4.12 (t, 2H, J -     6.06 Hz), 6.64 (s, 1H),   309  6.91-6.99 (m, 3H),
429 427   7.27-7.32 (m, 211),     7.39 (d, 1H, J = 8.60     Hz), 7.62 (d,
111, J =     8.82 Hz), 8.10 (s, 1H),     8.50 (t, 111, J. 6' 5.07     Hz),
11.50 (s, 1H),   _  12.551s, 1I-1).    310 H,C 1130110 N-  (S o      CH /-
Nr----/3 11-I-NMR PMSO-D6) 6: 1.01 (s, 6H), 1.58 (t, 214, J = 6.29 Hz),
2.42 (s, 2H), 2.68 (t, 2H, J = 6.06 Hz), 3.28 (s, 3H), 3.43-3.48 (m, 4H),
6.63 (d, 1H, J = 1.32 Hz), 7.38 (d, 1H, J = 8.60 Hz), 7.59 (dd, 1H, J =
8.60, 1.54 Hz), 8.07 (s, 1H), 8.30 (t, 1H, J = 4.96 Hz), 11.49 (s, 1H),
12.54 (s, 1H). 367 365 311 H ,C H,C $ N    



H 3CH, 1H-NMR pmso-Do 8: 1.01 (s, 6H), 1.58 (t, 2H, J = 6.18 Hz), 2.41 (s,
2H), 2.68 (s, 2H), 3.03 (s, 3H), 3.69 (s, 3H), 4.22 (s, 2H), 6.64 (s, 1H),
7.13 (s, 1H), 7.45-7.54 (m, 2H), 11.48 (s, 1H), 12.55 (s, 1H). 395 393 312
i-isc H C 0 N-  ''  OH N \CH3 1H-NMR (DMSO-D6) 8: 1.01 (s, 6H), 1.58 (t,
2H, J = 6.38 Hz), 2.41 (s, 2H), 2.68 (t, 2H, J = 6.15 Hz), 3.02 (s, 3H),
4.03-4.14 (m, 2H), 6.64 (s, 1H), 7.03-7.13 (m, 1H), 7.43-7.58 (m, 2H),
11.46 (s, 1H), 12.65 (s, 2H). 381 379  ii,c H,C1 i N \  o _GI 7-----/12
1H-NMR (DMSO-D6) 8: 1.01 (s, 6H), 1.58 (t, 2H, J = 6.29 Hz), 2.41 (s, 2H),
2.67 (s, 211), 2.99 (s, 3H), 3.26 liar s, 3H), 3.48 (br s, 4H), 6.61 (s,
1H), 7.09 (d, HI, J - 7,94 Ilz), 7.39 (4, 1H, ti - 8.16 Hz), 7.55 (s, 1143,
11.43 (s, 1H), 12.53 (s, 1H). 381 379  [0383 Table 66 Ex. No. structural
formula  NMR MS (M+H) 413 399 406 MS (M-H) 411 397 404 314 Hp H C i N-N   H
C HC 0 N-N o 10 o IP # N ,CH, 1110 110   1H4NMR (DMSO-D5) 5: 1.00 (s, 6H),
1.57 (t, 2H, J = 6.29 Hz), 2.41 (s, 2H), 2.66 (br s, 2H), 2.90 (s, 3H),
4.65 (s, 2H), 6.62 (s, 1H), 7.15- 7.42 (m, 7H), 7.63 (s, 1H), 11.45 (s,
1H), 12.53 (s, 1H). 111-NMR pmso-Do 5: 1.01 (s, 6H), 1.58 (t, 2H, J = 6.29
Hz), 2.42 (s, 2H), 2.68 (br s, 2H), 4.49 (d, 2H, J = 5.95 Hz), 6.64 (s,
1H), 7.21- 7.45 (m, 6H), 7.64 (d, 1H, J = 8.38 Hz), 8.13 (s, 1H), 8.86 (t,
1H, J = 5.73 Hz), 11.50 (s, 1H), 12.55 (s, 1H). 1H-NMR (DMSO-D5) 8: 1.01
(s, 6H), 1.58 (t, 2H, J = 6.25 Hz), 2.42 (s, 2H), 2.68 (In s, 2H), 4.76 (d,
2H, J = 6.04 Hz), 6.66 (s, 1H), 7.42 (d, 1H, J = 8.87 Hz), 7.63-7.72 (m,
3H), 8.14 (s, 1H), 9.21 (t, 1H, J = 5.64 Hz), 11.55 (s, 1H), 12.56 (s, 1H).



315        316 H,C HsC Op N       318 H2C Hc ip N    A.----, I-13C-- o 110
c           ? KtS=._% 317 [ N / 74 w-ri N 1H-NMR (DMSO-D5) 8: 1.01 (s, 6H),
1.58 (t, 2H, J = 6.25 Hz), 2.42 (s, 2H), 2.69 (t, 2H, J = 6.25 Hz), 4.74
(d, 2H, J =5.64 Hz), 6.66 (s, 1H), 7.36-7.44 (m, 1H), 7.65 (d, 1H, J = 7.25
Hz), 8.14 (s, 1H), 8.58 (t, 1H, jr - 302 Hz), 8.95 (a, 1H), 11,52 (s, 1H),
12,551H), IH-NMR (DMSO-D5) 6: J. = 6.25 Hz),(s 2A2, 211t, 2..68 (br s, 2H),
4.3'2 (d, 2H, J = 5.64 Hz), 650(t 1H, J =- 1.41 Hz), 6.64 (s, 1H), 7.39 (d,
1H, J = 8.46 Hz), 7.59-7.63 (in, 3H), 8.09 (s, 1H), 8.66 (t, 1H, LT ----
5.84 Hz), 11.50 (s, 1H),12.56 (s, 1H). ,91 ' 389 389 387  319 Hp H C1110 N-
111 o Nr Hp / N 11-1-NMR pmso-Do 6: 1.01 (s, 6H), 1.58 (t, 2H, J = 6.25
Hz), 2.41 (s, 2H), 2.68 (t, 2H, J =- 6.25 Hz), 3.60 (s, 3H), 4.45 (d, 2H, J
= 5.24 Hz), 5.89 (dd, 1H, J = 3.43, 2.62 Hz), 5.97 (dd, 1H, J = 3.43, 1.81
Hz), 6.64 (dd, 2H, J = 5.04, 3.02 Hz), 7.38 (d, 1H, J = 8.46 Hz), 7.62 (dd,
1H, J = 8.46, 1.61 Hz), 8.10 (d, 1H, J = 1.21 Hz), 8.55 (t, 1H, J = 5.44
Hz), 11.51 (s, 1H). 402 400          [0384 Table 1-67 



Ex. No. structural formula NMR MS _1M+H)  381 MS (M-H) 379 320 HC Ili N-N
H,C # CH N7----/ 11-1-NMR (DMSO-D5) 6: 1.01 (s, 6H), 1.33 (s, 6H), 1.58 (t,
2H, J = 6.25 Hz), 2.41 (s, 2H), 2.67 (s, 2H), 3.51 (s, 2H), 4.97-5.10 (m,
1H), 6.63 (s, 1H), 7.36-7.37 (m, 2H), 7.53 (d, 1H, J = 8.46 Hz), 8.01 (s,
1H), 11.47 (s, 1H), 12.54 (s, 1H).   321 322 Hp H C 3 0 N- tiac \---", Hp ,
(4--(4 \ o nc 0-- /CH, N \ CH3 C\ / NZ -/ '  1H4NMR (DMSO-D5) 6:  1 01 (s7
6H)7 1 58 (t, 2H, J = 6.25 Hz), 2.42 (s, 2H), 2.68 (t, 2H, J = 5.64 Hz),
3.26 (s, 3H), 3.56 (s, 3H), 6.66 (s, 1H), 7,34-7.43 (m, 2H), 7.85 (s, 1H),
11.50 (s, 1H), 12.55 (s, 1H). ) H-N MR. (DIVI SU- D6) 6, 1,01 (s, 6H), 1.58
(t., 2H. J- 6.25 Hz), 2.44- / 2.48 (m, 8H), 2.68 (s, 2H), 3.40 (q, 2H, J =
6.58 Hz), 3.58 ft, 4H, J = 4.43 Hz), 6.63 (s, 1H), 7.38 (d, 1H, 3 = 8.46
Hz), 7.57 (d, 1H, J = 9.27 Hz), 8.05 (s, 1H), 8.20 (t, 1H, 3 - 5.44 Hz),
11.49 (s, 1H), 12.55 (s, 1H). 353 422 351 420   323 H3 C  ' 0 Hp7-.-/N-CH3
N Hp $ /0 N- 1H-NMR (DMSO-D5) 8: 1.01 (s, 6H), 1.58 (t, 2H, J = 6.25 Hz),
2.25 (s, 6H), 2.42 (s, 2H), 2.68 (s, 2H), 3.38 (q, 4H, J = 6.45 Hz), 6.64
(s, 1H), 7.38 (d, 1H, J = 8.06 Hz), 7.58 (d, 1H, J = 8.06 Hz), 8.05 (s,
1H), 8.20 (s, 1H), 11.49 (s, 1H), 12.55 (s, 1H). 380 378 324 \ OH HpS N Hp
* 



IP N-N 1H-NMR pmso-Do El: 1.01 (s, 6H), 1.59 (t, 2H, J = 6.25 Hz), 2.42 (s,
2H), 2.69 (t, 2H, J = 5.84 Hz), 6.69 (s, 1H), 7.45 (d, 1H, J = 8.66 Hz),
7.75 (dd, 1H, J = 8.66, 1.41 Hz), 8.29 (s, 1H), 11.69 (s, 1H), 12.02 (br s,
1H), 12.24 (in s, 1H), 12.60 (s, 1H). 409 407 325 N o 1130s'CH, HN C Op /
alo N-N 1H-NMR (DMSO-D5) 8: 1.02 (s, 6H), 1.59 (t, 2H, J = 6.04 Hz), 2.42
(s, 2H), 2.70 (s, 2H), 4.10 (s, 3H), 6.70 (s, 1H), 7.47 (d, 1H, J = 8.87
Hz), 7.83 (d, 1H, J = 8.87 Hz), 8.38 (s, 1H), 11.70 (s, 1H), 12.55- 12.60
(m, 2H). 423 421 326 0 HpCH,oR Hp I 13C-1.N 1H-NMR pmso-Do 8: 1.01 (S, 6H),
1.47 (s, 6H), 1.59 (t, 2H, J --- 6.25 Hz), 2.42 (s, 2H), 2.68 (i, 211,,-.1
- 5,84 Hz), 6.65 (s, 1H), 7"19 (d, 1H, ci - 8.66 Hz), 7.59 (dd, 1H, J =
8.66, 1.81 Hz), 8;..09 (S, lll), 8.24 (s, 1H), 11.47 (s, 1H). 395 393
[0385] Table 1-68 Ex. No. structural foimula NMR MS MS  H3C H,C io  a CH OH
C CH NCH3 1H-NMR (DMS0-136) 8: 1.01 (s, 6H), 1.36 (s, 9H), 1.44 (s, 6H),
1.59 (t, 2H, J = 6.25 Hz), 2.42 (s, 2H), 2.68 (d,   327     2H, J = 6.04
Hz), 6.64 451 449      (s, 1H), 7.38 (d, 1H, J =        8.46 Hz), 7.56 (d,
1H, J       



= 8.46 Hz), 8.05 (s, 1H),        8.24 (s, 1H), 11.49 (s,        1H), 12.55
(s, 1H).       OH 1H-NMR (DMSO-D6) 5:    H,C   S___./ OH 1.01 (s, 6H), 1.58
(t, 2H, J = 6.25 Hz), 2.42    Hp io    (s, 2H), 2.67 (s, 2H),      #  3.54
(t, 4H, J = 5.84 Hz), 3.98 (dd, 1H, J =   328 N-N    13.70, 6.04 Hz), 4.65
(t, 2H, J = 5.84 Hz), 6.64 383 381      (s, 1H), 7.38 (d, 1H, J =
8.06 Hz), 7.60 (d, 1H, J 



= 9.27 Hz), 7.72 (d, 1H,        J = 8.06 Hz), 8.09 (s,        1H), 11.49
(s, 1H),        12.55 (s, 1H).      o  1H-NMR (DMSO-D6) 5:    Hp        HG
1_11N 1.01 (s, 6H), 1.58 (t,    Op  I. HG' s 2H, J = 6.45 Hz), 241 (s, 2H),
2.67 (s, 2H),    N-    3.64 (s, 3H), 4.47 (d,  



2H, J = 5.64 Hz), 6.63   329     (s, 1H), 6.83 (s, 1H), 403 401      7.38
(d, 1H, J = 8.46        Hz), 7.54 (s, 1H), 7.61        (d, 1H, J = 8.46
Hz),        8.09 (s, 1H), 8.63 (s,        1H), 11.50 (s, 1H),        12.55
(s, 1H).       0 11-I-1\11\4R (DMSO-D61 t.',    



H.,C;   A/- -1-1 711/ ,-,-,-,-,,    1 c--,   \ ----GH, 6H, J = 6.65 Hz),
1.58 (t, 2H, J = 6.45 Hz),     N   2.41 (s, 2H), 2.63-2.72       330 (rn,
2H), 3.25-3.46 (hr 365 iGi      in, 41-1), 6.61 (s, 1H),        7.04 (d,
1H, J = 8.06        Hz), 7.39 (d, 1H, J =        8.06 Hz), 7.50 (s, 1H),
11.42 (s, 1H), 12.54 (s,   



1H)._    [0386 Table 1-69 Ex.  structural formula   NMR MS MS 333 334 j
H C H,C ,- [c ,- -- N-N ---, .----._-. i N----N frt"o: N 0 111) \ N 1H-NMR
(DMSO-D5) 5: 1.01 (s, 6H), L52-1.62 (in, 8H), 2.41 (s, 2H), 2.63-2.71 (m,
2H), 3.48 (s, 4H), 6.61 (s, 1H), 7.07 (d, 1H, J = 7.66 Hz), 7.39 (d, 1H, J
= 7.66 Hz), 7.53 (s, 1H),  1.44 (a, 1H), 12.54 (a, at 1H-NMR (E)iVISO-D6)
6: .'i.--'c - 1.01 ta, 61-1), Lou (ii, 21 1, J = 6.25 Hz), 2.42 (a, 2H),
2.62-2.72 (m, 4H), 3.75 Car 8, 211), 4.52 (ta a, 2H), 6.65 (a, 1H), 7.15
(d, 1H, J = 8.46 Hz), 7.43 (d, 1,3 = 8,46 Hz), 7.49 (s, 1H), 7.62 (s, 1H),
11.48 (s, 1.), 12.55 (s, 1H). 377 415 375 413     1H-NMR (DMSO-D5) 6: 1.01
(s, 6H), 1.58 (t, 2H, J = 6.25 Hz), 2.41 (s,    Hp H C  3
32(dE1.3:4:H-23:64:0=-2(m51.4,224(1111-1H):,    111OH )37.5)8    N- 3.61
(d, 1H, J = 5.44   335  



Hz), 3.98 (br s, 1H), 395 393   4.09 (hr s, 1H), 4.92 (br     s, 2H), 6.63
(s, 1H),     7.22 (d, 1H, J = 8.06     Hz), 7.39 (d, 1H, J =     8.06 Hz),
7.69 (s, 1H),     11.46 (s, 1H), 12.54 (s,     1H).    O H3C 1H-NMR
(DMSO-D5) 8:    o H3C io 110 Hp 1.01 (s, 6H), 1.40 (d, 9H, J = 6.45 Hz),
1.58 (t, 2H, J = 6.25 Hz),    N-NHPCH, 2.42 (s' 2H), 2.63-2.71   336  (in,
2H), 3.38 (hr s, 4H), 478 476   3.50 (hr s, 4H), 6.62 (s,     1H), 7.12 (d,
1H, J =     



8.26 Hz), 7.41 (d, 1H, J     = 8.26 Hz), 7.59 (s, 1H),     11.47 (s, 1H),
12.55 (s,     1).    O Hp 1H-NMR (DMSO-D5) 8:     0.96-1.09 (m, 9H), 1.58
N\----/Th Hp el lipFC (t, 2H, J = 6.25 Hz), 2.26-2.50 (m, 6H), 2.41    N-N
(s, 2H), 2.61-2.75 (in,   337  2H), 3.40-3.66 (m, 4H), 406 404   6.63 (s,
1H), 7.10 (d,     1H, J = 8.46 Hz), 7.40     (d, 1H, J = 8.46 Hz),     7.56
(s, 1H), 11.46 (s,     



1H), 12.55H_- .(.:,     1H-1"TMR (DMSO-Do) 8:     1.01 (s, 6kIH1), LOS (t,
2H,     J = 6,45 Hz), 2A1 (s.    Hie 2H), 2.63-2.71 (m, 2H.),    - \----0.a
3.24 (s, 3H), 3.37 (a,     o- CH, 3H), 3.43-3.52 (m, 2H), -.,-,   338
\N(.1'N- 3.57-3.7 J. (In, zni, ,i25-,1 3.94 (m, 1H), 3.95-4.05 423 421
(m, 1H), 6.64 (s, :IN,     7.24 (d, 1H, LI = 8.26     Hz), 7.40 (d, 1H, J -
8.26 Hz), 7.71 (s, 1H),     11.46 (s, 1H), 12.54 (s,     1H).    [03871
Table 1-70 



Ex. No. structural formula NMR MS _(M+H) MS (M-H) 339 o 110 4111 \N H,C I.
Hp 1H-NMR (Dmso-D5) 6: 0.99 (s, 6H), 1.54 (d, 2H, J = 5.51 Hz), 2.39 (s,
2H), 2.61 (s, 2H), 3.38 (s, 3H), 6.45 (s, 1H), 6.86 (d, 1H, J = 7.94 Hz),
7.18-7.23 (m, 7H), 11.28 (s, 1H), 12.50 (s, 1H). 399 397 340 O Fisc,N 0 SI
1H-NMR (Dmso-Da) 6: 0.89 (t, 3H, J = 7.54 Hz), 1.01 (s, 6H), 1.59 (d, 2H, J
= 6.40 Hz), 1.99 (q, 2H, J = 7.66 Hz), 2.41 (s, 2H), 2.67 (s, 111), 3.17
(s, 4H), 6.58 (s, 1H), 6.94 (d, 1H, J = 9.04 Hz), 7.41 (s, 2H), 11.39 (s,
1H), 12.54 (s, 1H). 351 349 341 342 O  . \N 0 HPN 1H-NMR pmso-N 6: 1.01 (s,
6H), 1.41-1.66 (m, 6H), 2.41 (s, 3H), 2.67 (s, 2H), 2.94 (t, 2H, J = 11.68
Hz), 3.16 (s, 3H), 3.72 (d, 2H, J = 9.42 Hz), 6.60 (s,  1H), 6.96 (d, 1H, J
= 9.42 Hz), 7.41-7.45 (m, 2H),  11.45 (s, 1H), 12.55 (s, 1H). IH-NMR
(DMSO-D5) 5:  0.75 (d, 6H, J = 6.40 Hz), 1.01 (s, 6H), 1,58 (t) 21-1, J 9
6.29 Hz), 1.91-1.97 (m, ,.42 (s,,.. 22H) 266 (d' 2, J = 5.95 Hz), 3.18 (s,
3H), 6.58 (s, 1H), 6.90 (d,     J - 8.38 Hz), 7.38- 7.41 (m, 2H), 11.41 (a,
1H), 12.54 (s, 1H). 407 405  Hp- )\-, N , (% 1 Tv'N- H.C-Iliz -/-------Hq
H,C  379 377  [0388] Table 1-71 Ex. No.  structural formula  NMR MS (M+H)
353 MS (M-I-11 351 343 H3C H3C o OH 



all \N 11101  IH-NMR (DMS0-1D5) 5: 1.01 (s, 6H), 1.58 (t, 2H, J = 6.29 Hz),
2.41 (s, 2H), 2.67 (s, 2H), 3.20 (t, 4H, J = 14.00 Hz), 3.69 (s, 2H), 6.58
(s, 1H), 6.95 (d, 1H, J = 7.94 Hz), 7.41-7.43  (m, 2H), 11.43 (s, 1H),
12.54 (s, 1H).    344 H3C H3C O IIS all Si  1H-NMR (Dmso-De) 5: 1.01 (s,
6H), 1.58 (t, 2H, J = 6.29 Hz), 2.41 (s, 2H), 2.67 (d, 2H, J = 4.85 Hz),
6.55 (s, 1H), 7.35 (d, 2H, J = 5.51 Hz), 7.50-7.58 (m, 3H), 7.95-7.98 (m,
3H), 10.07 (s, 1H), 11.20 (s, 1H), 12.49 (s, 1H). 385 383 345 H3C Fisc 0 N
al 1110  1.1-1-NMR (Dmso-Do) 5: 1.00 (s, 6H), 1.10 (t, 3H, J = 7.50 Hz),
1.57 (t, 2H, J = 6.29 Hz), 2.30 (q, 2H, J = 7.57 Hz), 2.40 (s, 2H), 2.67
(d, 2H, J = 5.29 Hz), 6.49 (s, 1H), 7.16-7.26 (m, 2H), 7.81 (s, 1H), 9.61
(s, 1H), 11.11 (s, 1H), 12.47 (s, 1H). 337 335 346 143c ,-.. H C 3' ----?(
\ .,-------- 1\ r --------r4 0--c 1H-NMR (DMS0-136) 6: 0.92 (3H, s),
0.96-1.06 (2H, m), 1.21-1.39 (2H,   ), 1.50-1.80 (6H, m), 2 21-2.33 (1H,
m), 2.29 (1H, d, J - 16.52 Hz), 2.55 (11i, d, J = 16.52 Hz), 2.57-2.73 (2H,
m), 3.16 (6H, s), 3.18-3.24 (11-1, in), 3.26 (2H, d, j -- 5.24 Hz), 4.62
(1H, t, , 5.24 Hz), 6.59 (1H, s), 6.86 (1H, d, J = 7.66 Hz), 7.23 (1H, a),
7.54 (1H, d, J = 7.66 Hz), 11.32 (1H, s), 12.50 (1H, s). 449  451
347  11-I-NMR (DMSO-D5) 8: 0.98 (3H, s), 1.53-1.75 (6H, m), 2.11-2.21 (2H,
m), 2.35 (1H, d, J = 16.12 Hz), 2.56 (1H, d, J = 15.72 Hz), 2.61-2.70 (2H,
m), 3.15-3.26 (7H, m), 3.28 (3H, s), 3.77 (2H, s), 6.60 (1H, s), 6.92 (1H,
d, J = 7.66 Hz), 7.29 (1H, s), 7.56 (1H, d, J = 7.66 Hz), 11.45 (1H, s),
12.55 (1H, s). 464 462            [0389 [Table 1-72] Ex. No.   



structural formula  MS (M+H)   MS (M-H  11-1-NMR (DMS0-135) 8: 0.95-1.06
(2H, m), 0.98 (3H, s), 1.28-1.36 (2H, in), 1.54-1.79 (6H, m), 2.20- 2.29
(1H, m), 2.35 (1H, d, J = 16.12 Hz), 2.56 (1H, d, J = 16.12 Hz), 2.62-2.70
(2H, in), 3.15 (6H, s), 3.19 (2H, s), 3.19-3.24 (1H, m), 3.28 (3H, s), 6.60
(1H, s), 6.86 (1H, d, J = 8.06 Hz), 7.23 (1H, s), 7.55 (1H, d, J = 8.06
Hz), 11.36 (1H, s), 12.54 (1H, s).     1H4NMR (DMSO-D5) 8: 0.92 (3H, s),
1.21-1.39 (2H, m), 1.46-1.72 (8H, in), 2.29 (1H, d, J= 15.88 Hz), 2.43-2.75
(4H, In), 3.18 (3H, s),-3.29 (2H, m),. 4.65 (1.1- 4.96 Hz), 6.58 (1H, s),
6.86 (1H, d, J = 8.38 Hz), 7,23 (114, s.), 7,54 (M., J = 8.58 Hz), 11.36
(Hi, s), 12.52 (1H, s).   350 ii,s N .  N S 1H-NMR (DMS0-1:15) 8: 1.68-1.81
(m, 4H), 2.56- 2.68 (m, 4H), 3.39 (s, 3H), 6.46 (s, 1H), 6.81 (d, 1H, J =
8.35 Hz), 7.07 (s, 1H), 7.12-7.23 (m, 3H), 7.28 (d, 2H, J = 6.72 Hz), 7.37
(d, 1H, J = 8.35 Hz), 11.23 (s, 1H), 12.52 (s, 1H). 371 369 351 H3C \ N 0
.1 1H-NMR (DMSO-Do) 8: 0.91 (t, 3H, J = 7.42 Hz), 1.73-1.83 (m, 4H), 2.01
(q, 2H, J = 7.42 Hz), 2.58- 2.71 (m, 4H), 3.18 (s, 3H), 6.56 (s, 1H), 6.86
(d, 1H, J = 8.12 Hz), 7.22 (s, 1H), 7.54 (d, 1H, J = 8.12 Hz),   1.40 (s,
1H), 12.57 (s, 1H). 323 321 352 H3C 1N 0 . \CH, \N 110 1H-NMR (DMSO-D5) 8:
1.71-1.84 (m, 411), 2.56- 2.74 (m, 4H), 3.18 (s, 3H), 3.19 (s, 3H), 3.73
(s, 2H), 6.57 (s, 1H), 6.88 (d, 111, J = 8.00 Hz), 7.24 (s, 1H), 7.54 (d,
1H, J = 8.00 Hz), 11.43 (s, 1H), 12.58 (s, 1H). 339 337  [0390] [Table
1-73] Ex. No. structural formula H40 NMR )H-NMI2 (DMSO-D6) 5: MS (M+H) MS
(NJ)    c [.02-,i,   



''''L, 1.31-1.49 (m, 1H), 1,82-       1.97 (m, 2H), 2.15-2.27       (m,
1H), 2.58-2.69 (in,    ,-------   1H), 2.70-2.82 (in, 2H), 3R3   IH 24
3,18 (s, 3H), 3.19 (s, 3H),       373 (s, 2H), 6,57 (s, 1H),       6.88 (d,
1H, J = 8.26 Hz),       7.24 (s, 1H), '7.54 (d, 111,       J = 8.26 Hz),
11.42 (s,       'H), 12.55 (s, 1H).    354 H C 3' 



N 111 Ill 1H-NMR pmso-Do 6: 0.91 (t, 3H, J = 7.42 Hz), 1.08 (d, 3H, J =
6.85 Hz), 1.33-1.49 (m, 1H), 1.83- 1.95 (in, 2H), 2.01 (q, 2H, J = 7.42
Hz), 2.15-2.27 (m, 1H), 2.57-2.69 (m, 1H), 2.69-2.82 (m, 2H), 3.17 (s, 3H),
6.56 (s, 1H), 6.86 (d, 1H, J = 8.26 Hz), 7.22 (s, 1H), 7.54 (d, 1H, J =
8.26 Hz), 11.38 (s, 1H), 12.54 (s, 1H). 337 335  355 H3 C ' N 410 N IP HO
1H-NMR pmso-Do 5: 0.91 (t, 3H, J = 7.38 Hz), 1.08 (d, 3H, J = 6.49 Hz),
1.34-1.49 (m, 1H), 1.831.95 (m, 2H), 2.01 (q, 2H, J = 7.38 Hz), 2.15-2.27
(m, 1H), 2.56-2.69 (m, 1H), 2.70-2.83 (m, 2H), 3.18 (s, 3H), 6.57 (s, 1H),
6.86 (d, 1H, J = 8.12 Hz), 7.22 (s, 1H), 7.54 (d, 1H, J = 8.12 Hz),
11.40(s, 1H), 12.55 (s, 1H). 337 335  356 357 Ft3 c  \ N ' 0o CH3 \ 1110 1
\ --N .--,-....--( -\'. 1N ------,/---ri 11-1-NMR (DMSO-D6) 5: 1.08 (d, 3H,
J = 6.62 Hz), 1.34-1.50 (m, 1H), 1.83- 1.98 (m, 2H), 2.15-2.27 (m, 1H),
2.58-2.69 (m, 1H), 2.70-2.84 (m, 2H), 3.18 (s, 3H), 3.19 (s, 3H), 3.73 (s,
2H), 6.57 (s, 1H), 6.88 (d, 1H, J = 7.83 Hz), 7.24 (s, 1H), 7.54 (d, 1H, J
= 7.83 Hz), 11.42 (s, HD, 12.541s, Hii). 'II NMR (40MS0 Do) 5: 1.06 (d,
3H,441,-, 6.49 Hz), 41.,17 (m ,III),1.8.40- 1.94 (m, 2H), 2.13-2.25 (m,
1H), 2.53-2.64 (m, 1H). 2.65-2.78 (rya, 2H), 3.36. N, 3H), 6.46 (s, 1H),
6.81 (d, 114, J = 8.23 Hz), 7.07 (s, 1H), 7.15-7.19 (m, 3H), 7.28 (d, 2H, J
= 6.72 Hz), 7.37 (d, 1H, J = 8.23 Hz), 11.23 (s, 1H), 12.50 (s, 1H). 353
385 351 383  [0391] Table 1-'74 Ex. No. structural formula NMR M S (M+H) MS
(M-H) 358 H,C [ N al 0 1-1S ,C 1H-NMR pmso-Do 6: 1.06 (d, 3H, J = 6.49 Hz),
1.31-1.47 (m, 1H), 1.79-1.94 (m, 2H), 2.11- 2.25 (m, 1H), 2.55-2.64 (m,
1H), 2.65-2.78 (m, 2H), 3.39 (s, 3H),6.46 8.23 Hz), 7.07 (s, 1H), 7.12-7.23
(m, 3H), 7.28 (d, 2H, J = 6.49 Hz), 



7.37 (d, 1H, J = 8.23 Hz), 11.23 (s, 1H), 12.50 s, 1H). 385 383 359 H3 C '
N all \N Ill 1H-NMR (DMS0-175) 8: 0.95 (d, 6H, J = 5.95 Hz), 1.72-1.84 (in,
4H), 2.59-2.73 (in, 4H), 3.18 (s, 3H), 3.39-3.48 (m, 1H), 3.75 (s, 2H),
6.57 (s, 1H), 6.88 (d, 1H, J = 8.16 Hz), 7.25 (s, 1H), 7.54 (d, 1H, J =
8.16 Hz), 11.41 (s, 1H), 12.56 (s, 1H). 367 365 360 361 H3 c  ' N \H3 N I
0\CH, (\ "....--------N/ 1H-NMR pmso-Do 8: 1.75 (s, 3H), 1.76-1.82 (m, 4H),
2.57-2.72 (m, 4H), 3.17(s, 3H), 6.56 (s, 1H), 6.88 (d, 1H, J = 8.12 Hz),
7.23 (s, HI), 7.54 (d, 1H, J = 8.12 Hz), 11.40 (s, 1H), 12.57 (s, 1H). 309
351 307 349   1H- Milk (Di4SO-D6) . 016 (c.1, 6H, d ---, 6.19 Hz),
1.72-1.84 (in, 4H), 1.91 (d, 2H, d - 6.72 Hz), 1.92-2.04 (in, 1H),
2.57-2.73 (m, 4H), 3.18 (s, 3H), 6.56 (s, TH), 6.83 (d, 1H, LT ,---- 8.23
Hz), 7.19 (s, 1H), 7.54 (d, 1H, J - 8.23 Hz), 11.39 (s, 11-I), 12.57 (s,
1H).     H C 3 \ 1H-NMR (DMSO-D5) 6:    N 1.74-1.82 (m, 4H), 2.58-    .
2.72 (m, 4H), 3.23 (s, 3H), 4.42 (s, 2H), 6.59    IS(s, 1H), 6.75 (d, 2H, J
=   362 * 7.88 Hz), 6.90 (t, 1H, J 401 399    = 7.30 Hz), 7.02 (d, 1H,
J = 7.65 Hz), 7.23 (t,     



2H, J = 7.88 Hz), 7.38     (s, 1H), 7.59 (d, 1H, J .-     8.35 Hz),
11.47(s, 1H),     12.58 (s, 1H).    [0392 Table 1-75 Ex.  structural
formula  NMR MS MS   IP   1H-NMR (DMSO-Do) 8: 1.01 (s, 3H), 1.04 (s,
3H), 2.48 (dd, 2H, J =      H3C FlaC 0 io ... III  53.80, 15.92 Hz), 2.72-
3.04 (m, 2H), 3.51 (t, 1H, J = 5.04 Hz), 4.61   363  N-N 'b1-1, 110 (dd,
2H, J = 85.63, 535 533      11.89 Hz), 5.09 (s, 2H),       



6.59 (s, 1H), 6.89 (d,        1H, J = 8.26 Hz), 7.22-        7.39 (m, 11H),
7.48 (d,        1H, J = 8.26 Hz), 11.29        (s, 1H), 12.52 (s, 1H).
1H-NMR (DMSO-D5) 8:     ill   0.91 (t, 3H, J = 7.29        Hz), 1.03 (d,
6H, J =    H C o o  15.72 Hz), 2.01 (q, 2H, J = 7.29 Hz), 2.49 (dd,    H3c-
CH 23H, j = 54,60, 15.92 



'  Hz), 2.74-3.03 (m, 2H),        3.18 (s, 3E0, :151 (t, 1H,        3- r-
5.04 Hz), 4.61 (dd, 457 455      2H, j = 86.84, 11.89        Hz), 6.65 (s,
1H), 6.88        (d, III, 3' = 8.26 Hz),        7,20-7.39 (m., 6H), 7.56
(d, 1H, J = 8.26 Hz),        11.38 (s, 1H), 12.58 (hr   



s, 111).       H,C \t4  1H-NMR (DMSO-D5) 6: 0.91 (3H, 1., J = 7.42      110
Hz), 1.76-1.90 (2H, in), 2.01 (2H, q, J = 7.42      \N  Hz), 2.51-2.77 (4H,
m),    HO    2.93 (2H, dd, J = 15.19,   365   .   4.p 29 Hz), 3.18H, s),
339 337      4.01-4.03 (1H, m), 4.84         (1H, d, J = 3.94 Hz),
6.55 (1H, s), 6.87 (1H, 



d, J = 8.12 Hz), 7.23        (1H, s), 7.56 (1H, d, J =        8.12 Hz),
11.39 (1H, s),        12.57 (1H, s).      H3 C  '  11-1-NMR (DMSO-Do) 5:
N  1.74-1.90 (2H, m), 2.53-      . 0 ? 2.76 (5H, in), 2.90-2.94       CH,
(1H, In), 3.17 (3H, s),        3.18 (3H, s), 3.73 (2H, 



366 HO    4.83 (1H, d, J = 3.71 355 353      Hz), 6.55 (1H, s), 6.89
(1H, d, J = 7.88 Hz),        7.24 (1H, s), 7.55 (1H,        d, J = 8.12
Hz), 11.42        (1H, s), 12.58 (1H, s).      H c 3 '  1H-NMR pmso-Do 6:
N  1.69-1.89 (2H, m), 2.45-      .  2.74 (5H, m), 2.86-2.90  



(1H, m.), 3.39 (3H, s),        3.93-4.02 (1H, m), 4.81    HO    (1H, s),
6.44 (1H, s),   367     6.81 (1H, d, J = 8.12 387 385      Hz), 7.07 (1H,
s), 7.15-        7.18 (3H, m), 7.28 (2H,        d, J = 6.49 Hz), 7.38
11.22('-,2    [0393] Table 1-76 Ex. structural formula NMR MS MS 368 H,C 



) N 11 CM,\N 1 o io 1 H,C IN all0 'a-i, CH,\N oI / 100 H,C ) N . 4111 CH,\
I 0 .I H,9 ./ (V\\ 2i ----:_-_,. H,C,CH,\N 0,.....----,...-...c 1N
."---..,------Ni 11-1-NMR (Dmso-Do) 5: 0.90 (3H, t, J = 7.42 Hz), 1.82-2.05
(2H, m), 2.00 (4H, q, J = 7.42 Hz), 2.56- 2.75 (3H, m), 2.98-2.99 (1H, (3H,
s), 3.72 (1H, d, J = 5.57 Hz), 6.59 (1H, s), 6.87 (1H, d, J = 8.58 Hz),
7.22 (1H, s), 7.55 (1H, d, J = 8.58 Hz), 11.39 (1H, s), 12.60 (1H, s).
'H-NMR (DMSO-Ds) 5: 1.85-1.98 (2H, m), 2.61- 2.72 (3H, m), 2.96-3.00 (1H,
m), 3.17 (3H, s), 3.18 (3H, s), 3.33 (2H, s), 3.69- 3.75 (1H, in), 3.73
(3H, s), 6.60 (1H, s), 6.89 (1H, d, J = 8.12 Hz), 7.25 (1H, s),  7.55 (1H,
d, J = 8.12 Hz), 11.43 (1H, s), 12.61 (1H, s). 'H-NMR (DMSO-Ds) 6:
1.85-1.93 (2H, m), 2.61- 2.65 (3H, m), 2.91-2.95 (1H, in), 3.31 (3H, s),
3.39 (3H, s), 3.69 (1H, d, J = 5.80 Hz), 6.49 (1H, s), 6.81 (1H, d, J =
8.58 Hz), 7.07 (1H, s), 7.15-7.18 (3H, m), 7.27-7.28 (2H, m), 7.38 (1H, d,
J = 8.58 Hz), 11.22 (1H, s), 12.55 IH-NMR (DIMSO-D6) 6: 0.901.4H. t, 3
-,--' 1.10 (3H, ci, J - 6.03 Hz),  1.12 (3H, d, sit - 6.03 Hz), 1.73-1.96
(2H, ml, 2,01 (2H, q, J = 7.30 Hz), 2.53- 2.71 (4H, m), 2.94-2.98 (1H, m),
3.17 (3H, a), 3.80 (1H, sept,j = 6.03 Hz), 3.84-3.94 (1H, m), 6.57 (1H, s),
6.86 (1H, d, J = 7.88 Hz), 7.22 (1H, a), 7.54 (1H, d, J - 7.88 Hz), 11.37
(1H, a), 12.58 (1H, ) 353 369 401 381 351 367 399 379 369     370 371 i



375 N3c lel CH, 0 N  NN hisc -,'  1H-NMR (DMSO-D5) 8: 1.01 (6H, s), 1.21
(3H, d, J = 6.85 Hz), 1.57 (2H, t, J = 6.25 Hz), 2.40 (2H, sa), 2.49-2.69
(6H, m), 3.22 (1H, q, J = 6.85 Hz), 3.58- 3.67 (4H, in), 6.49 (1H, s), 7.08
(1H, d, J = 8.46 Hz), 7.39 (1H, d, J = 8.46 Hz), 7.89 (1H, s), 9.65 (1H,
s), 11.17 (1H, s), 12.44 (1H, s). 422 420  [0395 [Table 1-78 Ex. No.
structural formula NMR MS (M+H) MS (M-H)     11-1-NMR (DMSO-Do) 8: 0.98
HON  1110 (d, 3H, J = 6.45 Hz), 1.01 (s, 6H), 1.58 (t, 2H, J = 6.25      /
Hz), 2.23-2.29 (In, 1H), 2.41      HN       / IP(s, 2H), 2.49-2.56 (m, 1H),
376    2.66-2.69 (m, 2H), 3.17 (q, 410 408    H 1H, J = 6.72 Hz), 3.22 (s, 



3H), 4.39-4.41 (m, 1H),       6.62 (s, 1H), 6.87 (d, 1H, J       = 8.26
Hz), 7.26 (s, 1H),       7.57 (d, 1H, J = 8.26 Hz),       1.38 (s, 1H),
12.54 (s, 1H).       IH-NMR (DMSO-Do) 8: 0.97       (d, 3H, J = 6.69 Hz),
1.01    H2N   (s, 6H), 1.58 (t, 2H, J = 6.29       Hz), 2.41 (s, 2H),
2.63-2.72   377   HN (m, 2H), 3.19 (s, 3H), 3.37 (q, 1H, J = 6.69 Hz), 6.61
366 364   



N/       'N (s, 1H), 6.91 (d, 1H, J =      H 8.16 Hz), 7.28 (s, 1H), 7.56
(d, 1H, J = 8.16 Hz), 11.42       1H), 12.55 Is, 1H).       1/4:
0.)1MS0-1)6) 6, 1.01     \  (6H,(3H, di =    IY ii  5.64 Hz), 1.58 (2H, t,
j =    0.,.) 0 -- 6.25 Hz), 2.41 (2H, s), 2.56-      HN 2.72 (3H, in), 3.18
(3H, s),      / 3.20-3.48 (5H, m), 3.62-  



3.73 (IH. in.), 4.44-4.54 452 456    H (1H, m), a.28-6.35 (1H, m),
6.59 (1H, a), 6.88 (1H, d, 3       = 8.46 Hz), 7.27 (1H, a),       7.54
(1H, d, j - 8.46 Hz),       11.39     379 1 Har.N...-.1iN 1/0 0 r)0 / OHHNa
N, 14P N H 1H-NWIR (DMSO-D6) 5: 1.01 (6H, s), 1.04 (3H, d, J = 6351-4 1.58
(2H, t, J = 6.25 Hz), 2.41 (2H, s), 2.58 (1H, q, J = 6.18 Hz), 2.68 (2H, t,
J = 5.84 Hz), 3.05- 332 (1ad, m), 6.61 (1H, s), 6.90 (1H, d, J = 8.46 Hz),
468 466   730 (1H, s), 735 (1H, d, J     = 8.46 Hz), 11.37 (1H, s),
1232 (1H, s).     



11-I-NMR (DMSO-Do) 5: 1.01    I (6H, s),126 (3H, d, J =    110)ft,.0,7),IN
tas HN 6.72 Hz), 158 (ili, t, J = 6.15 Hz), 2.43 (2H, s), 2.68    HCIA10
(2H, t, J = 6.26 Hz), 3.05    NN (2H, s), 3.28 (3H, s), 3.73    H      (2H,
t, J = 5.10 Hz), 3.87   380  (1H, d, J = 5.80 Hz), 4.06 468 466   (2H, s),
6.67 (1H, d, J =     1.39 Hz), 7.01 (1H, dd, J =     835, 136 Hz), 739 (1H,
s),     7.62 (1H, d, J = 8.12 Hz),     8.93 (1H, s), 9.20 (1H, s),
11.58 (1H, s).    1 1H-NMR (DMSO-D5) 5: 1.00   



110 (6H, s), 1.36 (3H, d, J = 5.8 Hz), 1.56-1.60 (2H, m), 2.42    HN40 (2H,
s), 2.66-2.69 (2H, m),    N, HCIN 2.96-3.20 (2H, m), 3.23-   381 H 3.46
(6H, m), 3.69-3.87 436 434   (4H, m), 6.60-6.66 (1H, m),     6.87-7.01 (1H,
m), 7.27-     7.37 (1H, m), 7.51-7.64     (1H, In), 10.44 (1H, br s),
11_54 (1H, hr s), 12.50 (114,     br a),    [0396] Experimental Example:
ITK inhibitory activity (1) Preparation of hiTK enzyme        hITK enzyme
was prepared by strongly expressing FLAG-tagged full-length hITK Sf9 cells,
and purifying same by anti-FLAG antibody column, (2) Preparation of
biotinylated GST-SLP76 242           Biotinylated GST-SL276 was prepared by
strongly expressing GST-tagged SLP76 (aa95-175) in Escherichia coli,
purifying same by glutathion sepharose column and biotinylating same. 5 (3)
Preparation of solution  (i) buffer for dilution: 20 mmol/L
3-(Nmorpholino)propanesulfonic acid (pH 7.0) (DOJINDO LABORATORIES), 10
mmol/L magnesium chloride (Sigma-Aldrich Corporation), 1 mmol/L
dithiothreitol (Nacalai Tesque, Inc.), /o 0.1% gelatin (Sigma-Aldrich
Corporation)  (ii) substrate solution: 0.2 lig/mi biotinylated GST-SLP76,
100 plol/L ATP (Sigma-Aldrich Corporation), prepared with buffer for
dilution     (iii) test compound solution: test compound, 50% dimethyl 15
sulfoxide (DMSO), prepared with buffer for dilution  (iv) enzyme solution:
50 ng/mL hITK enzyme, prepared with buffer for dilution  (v) control
solution: solution after removal of test compound from the mixture of the
above-mentioned (i), (ii) and (iii) 20 (vi) blank solution: solution after
removal of ATP from the mixture of the above-mentioned (i), (ii) and (iii)
(vii) detection buffer: 0.1 isg/mL Anti-Phosphotyrosine (PT66)- Cryptate
(Cisbio), 2.5 lig/mi streptavidin-binding XL665 (Cisbio), 50 mmol/L
4-(2-hydroxyethyl)-1- 25 piperazineethanesulfonic acid (pH 7.4) (Nacalai
Tesque, Inc.), 30 mmol/L EDTA (NipponGene), 0.1% TritonX (Sigma-Aldrich
Corporation), 200 mmol/L potassium fluoride (Wako Pure Chemical Industries,
Ltdo), 0A5% bovine serum. albumin Aldrich oration) so (4) Measurement of
ITK inhibitory activity        A substrate solution (25 4/well), a test
compound solution (5 4/well) and an enzyme solution (20 IlL/well) were
added into 96 well half-area white plate (plate, Corning Incorporated 3642)
to start a kinase reaction. The plate was 35 stood still at room
temperature for 10 min. Then, a detection 



buffer (50 p1/well) was added to the plate. After 2 hr from the addition of
the detection buffer, fluorescence intensity at 620 nm (excited at 337 nm),
and fluorescence intensity at 665 nm (excited at 620 nm) were measured by a
fluorescence s microplate reader.        The Ratio (fluorescence intensity
at 665 nm/fluorescence intensity at 620 nm x10000) of each test compound
was calculated from the measured fluorescence intensity. Simultaneously,
the measurement was performed using a blank /o solution and a control
solution, and % of control value of each test compound was calculated from
the following formula. % of control = (Ratio of test compound - Ratio of
blank)/(Ratio of control - Ratio of blank) x100 Inc inhibitory rate
(%)=100-(% of control) 75The IC50 value was calculated from the test
compound concentrations at 2 points sandwiching 50% ITK inhibitory rate.
The results are shown in Table 2 in nM values. The numerical value in % in
the Table shows the ITK inhibitory rate (%) at the concentration indicated
in the parenthesis. 20 [0397] Table 2-1  19 23 20 47 21 30 22 40 23 18 24
25 25 26 26 85 27 327 28 201 29 85 30 10 31 34 32 4 33 11 34 5 35 5 36 <3
37 8 38 5 39 4 40 6 41 4 42 22 43 6 44 <3 45 <3 46 5 47 8 48 6 49 



3 50 4 51 26 52 <3 53 8 54 18  [0398] Table 2-2 Ex No,TTK IC50 (nM) 55i 4<
3 56<3 5717  65 55 66 3 67 4 68 7 69 4 70 3 71 <3 72 9 73 <3 74 4 75 34 76
4 77 6 78 7 79 13 80 3 81 8 82_  7 83 <3 84 <3 85 4 86 <3 87 <3 88 3 89 <3
90 4 91 13 



92 10 93 48 94 4 95 3 96 3 97 20 98 3 99. 26 100 5 101 102 13  117 103 104
105 106    107 103 10  ..,   [0399] Table 2-3 Ex. NoITM IC 50 (nM)  ' 1096
1107  111   112 7  113   114 5  15 4  116 9  117 6  118 3  119 3  120 5
121 5  



122 20  123 2  124 12  125 1  126 8  127 1  128 2  129   130 2  131 25  132
13  133 10  134 8  135   136 2  137 2  138 3  139 2  140 2  141 10  142 5
43 3  144 9  145 3  146 11 



197 8  148 19  149 1 n _,  130 2  152, 3  152 19  153 5  [TA n    --1 155
156 <1  157 1  158 5  159 7 _J 160    163 164 165 166 167 168 169 170 171
176                 



193  2 I1942. 20 196  4 1972  1981 1992 200   1 201 10 202 -114 20312
20449"2% (30nM) 205 248   206  207 4 208 29 209 4 210 36 211 33 212 5 213
<3 214 <3 215 <3 216 8   [0401] Table 2-5  251 34 252 11 253  254  255  256
257 1 258 4 



259 3 260 <1 261 1 262 3 263 7 264 10 265 2 266 7 267 5 268 5 269 6 270 2
[0402] Table 2-6   297 48 298 44 299 74 300 221 301 37 302 39 303 33 304 27
305 13 306 27 307 61 308 49 309 102 310 47 311 32 312 27 313 47 314 143 315
60 316 47 317 21 318 45 319 46 



320 49 321 48 322 41 323 34 324 140 [0403]  Table 2-7  Ex.No. ITK IC50(nM)
325 246 326 42 327 132 328 26 329 13 330 80 331 60 332  I46 -79 106 334 31
335 26 330 U 337 49 338 33  339  842 340 129 341 333 342 245  343 135 344
278 345 88 346 5 347 4 348 8 349 2 350 62 351 24 352 37 353 



16 354 16 355 9 356 9 357 29 358 38 359 21 360 67 361 20 362 12 363 485 364
45 365 366 45  82 367 75 368 131 369 207 370 204 371 112 372 11 373 8 374
130 375 110 [0404]  Table 2-8   Ex.No, ITK 1055 (niv) 376    -177    378
379  4  380  2 



381  2  [U/405]    In the test for the compounds of Examples 380 and 381, S
the ATP concentration of the substrate solutions was 6 pmol/h, [0406] From
the above results, it is clear that the compound of  the present invention
has an ITK inhibitory action. [0407] Formulation Example 1 (production of
capsule) 1) compound of Example 130 mg 5 2) microcrystalline cellulose10 mg
3) lactose19 mg 4) magnesium stearate1 mg        1), 2), 3) and 4) are
mixed and filled in a gelatin capsule. iv [0408] Formulation Example 2
(production of tablet)  1)  compound of Example 1 10 g  2)  lactose  50 g
3)  cornstarch  15 g 15 4)  carmellose calcium  44 g  5)  magnesium
stearate  1 g         The entire amounts of 1), 2) and 3) and 30 g of 4)
are kneaded with water, vacuum dried and sieved. The sieved powder is mixed
with 14 g of 4) and 1 g of 5), and the mixture is 20 tableted by a
tableting machine. In this way, 1000 tablets each containing 10 mg of the
compound of Example 1 per tablet are obtained. Industrial Applicability
[0409] 25Hence, the indole compound of the present invention can be a
medicament effective for the treatment or prophylaxis of tuflammatory
diseases, allergic diseases, autoimmune diseases, transpl, and the liko.
[0410] 30This application is based on a patent application No. 2009-268040
filed in Japan, the contents of which are incorporated in full herein.
Claims 1. A compound represented by the following formula [I] or a
pharmaceutically acceptable salt thereof: 5  [II  wherein 121 is (1) a
hydrogen atom, 



(2) a hydroxy group, or .zo (3) a C1-6 alkoxy group optionally substituted
by 06.40 aryl group(s); R2 and R3 are the same or different and each is
(1) a hydrogen atom, or      (2) a C1_6 alkyl group optionally substituted
by 1 to 3 25 substituents selected from (a) a hydroxy group, and (b) a C1_6
alkoxy group; and R4 is a group represented by 0 R5 Ra orP7 20 whicY I. a
bonded.the 5-5: ion or indole ring, where] n R5 is (1) a hydrogen atom, or
25(2) a C116 alkyl group, and RG is   (1) a hydrogen atom,  (2) a 01_6
alkyl group optionally substituted by 1 to 3 substituents selected from (a)
a hydroxy group, 5(b) a C1-6 alkoxy group, (c) a carboxy group, (d) a C16
alkoxy-carbonyl group, (e) a C6_10 aryl group, (f) a C6_10 aryloxy group,
JO(g) an amino group optionally mono- or di-substituted by C1-6 alkyl
group(s),     (h) a 5- or 6-membered unsaturated heterocyclic group
optionally substituted by C1-6 alkyl group(s), and                (i) a 5-
or 6-membered saturated heterocyclic group, 15(3) a Ci_5 alkoxy group,  (4)
a C540 aryl group, or  (5) a 5- or 6-membered unsaturated heterocyclic
group optionally substituted by 1 to 3 substituents selected from 20(a) a
hydroxy group, and (b) a C1-6 alkoxy group, or  R6 and R6 form, together
with the nitrogen atom they are bonded to, a 5- or 6-membered cyclic amine
(said cyclic amine is optionally condensed with 5- or 6-membered
25unsaturated heterocycle) optionally substituted by 1 to 3 substituents
selected from (a) a hydroxy group, OD)6 (c) a C-) 6 a I koxy group, and
30(d) a C1-6 alkoxy-carbonyl group; R7 is (1) a hydrogen atom, or  (2) a
C1-6 alkyl group optionally substituted by a to 3 substitubnts selected
from 35(a) a hydroxy group,  (b) a 01_6 alkoxy group, and     (c) an amino
group optionally mono- or di-substituted by 01-6 alkyl group(s), and R8 is
5(1) a 01-6 alkyl group optionally substituted by 1 to 3 substituents
selected from     (a) a hydroxy group,     (b) a 01-6 alkoxy group
optionally substituted by 06-40 aryl group(s), 10(c) a 03..,6 cycloalkyl
group optionally substituted by 01-6 alkoxy group(s), (d) a 0E40 aryl
group,     (e) a 5- or 6-membered unsaturated heterocyclic group optionally
substituted by oxo group(s), 15(f) a 5- to 8-membered saturated
heterocyclic group optionally substituted by 1 to 3 substituents selected
from              (i) a hydroxy group,              (ii) a 01-6 alkyl group
optionally substituted by 1 20to 3 substituents selected from a hydroxy
group and a 01_6 alkoxy group,              (iii) a C1-6 alkoxy group, and
(iv) an oxo group, (g) a 03-6 cycloalkyloxy group, 25(h) a 0610 aryloxy
group,     (i) a 5- or 6-membered unsaturated heterocyclyloxy group, 30(k)
an amino group optionally mono- or di-substituted by substituents selected
from        (i) a 01_6 alkyl group optionally substituted by 1 to 3
substituents selected from a hydroxy group, a carboxy group and a
carboxy-01_6 alkoxy group, 



35(ii) a 01_6 alkyl-carbonyl group optionally  substituted by 1 to 3
substituents selected from a hydroxy group and a 01-6 alkoxy group,
(iii) a C1-6 alkoxy-carbonyl group optionally substituted by 06_40 aryl
group(s), and 5(iv) a 03_6 cycloalkyl-carbonyl group optionally substituted
by C1-6 alkoxy group(s), (2) a C1_6 alkoxy group optionally substituted by
C6_4o aryl group(s), (3) a 03-6 cycloalkyl group optionally substituted by
1 to 3 substituents selected from (a) a hydroxy group, and (b) a C1-6
alkoxy group, (4) a C5.40 aryl group optionally substituted by C1_6 alkyl
group(s) optionally substituted by 1 to 3 halogen atoms, is(5) an amino
group optionally mono- or di-substituted by C1-6 alkyl group(s) optionally
substituted by C6-10 aryl group(s), (6) a 5- or 6-membered unsaturated
heterocyclic group optionally substituted by C1_6 alkyl group(s), 20(7) a
5- or 6-membered saturated heterocyclic group optionally substituted by 1
to 3 substituents selected from (a) a C1-6 alkyl group, (b) a C1-6
alkyl-carbonyl group, and 25(c) an oxo group, (8) a C3-6 cycloalkyloxy
group, or (9) a C6-10 aryl -carbonyl group, or .R1 andtoq at heraith the111
and carbon atom they are-I to, aor'cohered cyclic 30amine substituted by an
oxo group and optionally further substituted by I. to 3 stbstitu.e.nts
selected from     (a) a hydroxy group,     (b) a Cli5 alkyl group
optionally substituted by hydroxy group(s),     (c) a CliG alkoxy group,
and  (d) a C3_6 cycloalkyl group.  2. A compound represented by the
following formula [1-a] or a pharmaceutically acceptable salt thereof: 5
wherein R2 is    (1) a hydrogen atom,    (2) a hydroxy group, or 20 (3) a
C1-6 alkoxy group optionally substituted by C6.40 aryl group(s); R2 and R2
are the same or different and each is (1) a hydrogen atom, or (2) a C1-6
alkyl group optionally substituted by 1 to 3 15 substituents selected from
(a) a hydroxy group, and     (b) a C1-6 alkoxy group; R7' is a C1-6 alkyl
group optionally substituted by 1 to 3 substituents selected from 20(a) a
hydroxy group, (b) a C1-6 alkoxy group, and          (c) an amino group
optionally mono- or di substituLed by C1-6 up(d), and 25 (1) a Cr(6 alkyl
group optionally substituted by 1 to 3 substituents sel.ected from     (a)
a hydroxy group,     (b) a C1_6 alkoxy group optionally substituted by
C6-10 aryl group (a) 30(c) a C3_6 cycloalkyl group optionally substituted
by C1-6  alkoxy group(s),     (d) a 06_40 aryl group,     (e) a 5- or
6-membered unsaturated heterocyclic group optionally substituted by oxo
group(s), 5(f) a 5- to 8-membered saturated heterocyclic group optionally
substituted by 1 to 3 substituents selected from          (i) a hydroxy
group,          (ii) a 01_6 alkyl group optionally substituted by 1 to 3
substituents selected from a hydroxy group and a 01_6 alkoxy /o group,
(iii) a 01-6 alkoxy group, and          (iv) an oxo group, (g) a 03-6
cycloalkyloxy group, (h) a C6_40 aryloxy group, 15(i) a 5- or 6-membered
unsaturated heterocyclyloxy group,     (j) a 5- or 6-membered saturated
heterocyclyloxy group, and     (k) an amino group optionally mono- or
di-substituted by substituents selected from         (i) a 01-6 alkyl group
optionally substituted by 1 to 3 20 substituents selected from a hydroxy
group, a carboxy group and a carboxy-01_6 alkoxy group,        (ii) a 01-6
alkyl-carbonyl group optionally substituted by 1 to 3 substituents selected
from a hydroxy group and a C1-6 alkoxy group, 25(iii) a C1-6
alkoxy-carbonyl group optionally substituted by 06-10 aryl group(s), and
(iv) a 03-5 cycioalkylicarbonyl group optionally subsl     (2) a Cl_6
aikoxy group upLaunally . batituted by C6616 a.ryi 30 group(s), 



(3) a C3-6 cyclP,m1k-", pfpLated by 7 substAtuents selected from (a) a
hydroxy group, and (b) a Cif.6 alkoxy group, 35 (4) a c&do aryl group
optionally substituted by 01-6 alkyl  group(s) optionally substituted by 1
to 3 halogen atoms,  (5) an amino group optionally mono- or di-substituted
by C1-6 alkyl group(s) optionally substituted by 06_40 aryl group(s),
(6) a 5- or 6-membered unsaturated heterocyclic group 5 optionally
substituted by 01-6 alkyl group(s),  (7) a 5- or 6-membered saturated
heterocyclic group optionally substituted by 1 to 3 substituents selected
from (a) a 01-6 alkyl group, (b) a C]-6 alkyl-carbonyl group, and 10(c) an
oxo group, (8) a C3-6 cycloalkyloxy group, or (9) a 06-20 aryl-carbonyl
group, or Ry and R8 form, together with the nitrogen atom and carbon atom
they are bonded to, a 5- or 6-membered cyclic amine 15 substituted by an
oxo group and optionally further substituted by 1 to 3 substituents
selected from     (a) a hydroxy group,     (b) a C1-6 alkyl group
optionally substituted by hydroxy group(s), 20(c) a 01-6 alkoxy group, and
(d) a C3-6 cycloalkyl group. 3. The compound according to claim 2, wherein
RI is a hydrogen atom; and 25 R2 and R8 are the same or different and each
is a C1-6 group, or a pharmaceutically acceptable salt. thereof. alkyl  4,
The compounc according to cla.Lm. 3, wherein 30is a C1_6 alkyl group; and
Ps is aalkyl drone subh gtiffhd. hy ) to 3 sebefituentF, selected from
(a) a hydroxy group,        (b) a C]f_6 alkoxy group optionally substituted
by C6_10 aryl 35 group (5)      (c) a 03-6 cycloalkyl group optionally
substituted by 01_6 alkoxy group(s), (d) a 06-10 aryl group,       (e) a 5-
or 6-membered unsaturated heterocyclic group 5 optionally substituted by
oxo group(s),     (f) a 5- to 8-membered saturated heterocyclic group
optionally substituted by 1 to 3 substituents selected from          (i) a
hydroxy group,          (ii) a 0I-6 alkyl group optionally substituted by 1
to 3 /o substituents selected from a hydroxy group and a C1_6 alkoxy group,
(iii) a 0I-6 alkoxy group, and          (iv) an oxo group, (g) a 03-6
cycloalkyloxy group, 15(h) a C6_10 aryloxy group,     (i) a 5- or
6-membered unsaturated heterocyclyloxy group, (j) a 5- or 6-membered
saturated heterocyclyloxy group, and     (k) an amino group optionally
mono- or di-substituted by substituents selected from 20(i) a 01-6 alkyl
group optionally substituted by 1 to 3 substituents selected from a hydroxy
group, a carboxy group and a carboxy-C1_6 alkoxy group,         (ii) a 01_6
alkyl-carbonyl group optionally substituted by 1 to 3 substituents selected
from a hydroxy group and a 01-6 25 alkoxy group,        (iii) a 0I-6
alkoxy-carbonyl group optionally substituted by C6_10 aryl. group(s), and
3-6 cyce su.bsti.ts.ted by ClEa; E357 group(s), or a pharmaceutically
acceptable salt hereof. A. compound selected from the follow' g formulas
5Hp  Hp   CH, and    or a pharmaceutically acceptable salt thereof. io 6. A
pharmaceutical composition comprising the compound according to any one of
claims 1 to 5, or a pharmaceutically acceptable salt thereof, and a
pharmaceutically acceptable carrier. 15         5Th I.nhit).Stcr
ccmnris..nc, the compound acc.d.ording to any one of ci....ins 1 to 5 or a
pharmacbsticAlly aboblit ab -c sal. thereof. 



20 8. An agent for the treatment or prophylaxis of an inflammatory disease,
comprising the compound according to any one of claims 1 to 5, or a
pharmaceutically acceptable salt thereof.  9. The agent according to claim
8, wherein the inflammatory disease is rheumatoid arthritis. s 10. An agent
for the treatment or prophylaxis of an allergic disease, comprising the
compound according to any one of claims 1 to 5, or a pharmaceutically
acceptable salt thereof.   11. An agent for the treatment or prophylaxis of
an autoimmune /o disease, comprising the compound according to any one of
claims 1 to 5, or a pharmaceutically acceptable salt thereof.  12. The
agent according to claim 11, wherein the autoimmune disease is rheumatoid
arthritis. 15  13. An inhibitor of rejection in transplantation, comprising
the compound according to any one of claims 1 to 5, or a pharmaceutically
acceptable salt thereof. 20 14. A method of inhibiting ITK in a mammal,
comprising administering a pharmaceutically effective amount of the
compound according to any one of claims 1 to 5, or a pharmaceutically
acceptable salt thereof, to the mammal. 25 15. A method for treating or
preventing an inflammatory disease in a mammal, comprising administering a
pharmaceutically effective amount of the compound according to any onea aha
rniaoeutically acceptable sait 1:he.reof, to the mammal. 30  16. The method
according to claim lh, wherein the2L-vry disease is rheumatoid arthritis
17. A method for treating or preventing an allergic disease in 35 a mammal,
comprising administering a. pharmaceutically  effective amount of the
compound according to any one of claims 1 to 5, or a pharmaceutically
acceptable salt thereof, to the mammal. s 18. A method for treating or
preventing an autoimmune disease to a mammal, comprising administering a
pharmaceutically effective amount of the compound according to any one of
claims 1 to 5, or a pharmaceutically acceptable salt thereof, to the
mammal. 10  19. The method according to claim 18, wherein the autoimmune
diseases is rheumatoid arthritis.  20. A method of suppressing rejection in
transplantation in a is mammal, comprising administering a pharmaceutically
effective amount of the compound according to any one of claims 1 to 5, or
a pharmaceutically acceptable salt thereof, to the mammal.  21. Use of the
compound according to any one of claims 1 to 5, 20 or a pharmaceutically
acceptable salt thereof, for producing an agent for the treatment or
prophylaxis of an inflammatory disease.      22. The use according to claim
21, wherein the inflammatory 25 disease is rheumatoid arthritis.  23. Use
of the compound according to any one o claims 1 to 5, or a gSa. rue
cenTtican3eptable salt tjleq:C.. for proLu an agent for the treatment or
prophylaxis of an [ ergic 20 disease.  24. Use of the compound according to
any one of claims 1. to 5, or a pharmaceutically acceptable salt thereof,
for producing an agent for the treatment or prophylaxis of an autoimmune 35
disease.  25. The use according to claim 24, wherein the autoimmune
diseases is rheumatoid arthritis. 5 26. Use of the compound according to
any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof,
for producing an inhibitor of rejection in transplantation. 








