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3) JP 6402120 B2 2018.10.10

gooooad
1
R RT | R2 | R3 | R4 R5

1 Ph H H H H NHC(=0)CHs
2 Ph F H H H NHC(=0)CH;
3 Ph F F H H NHC(=0)CHs g
4 Ph F F F H NHC(=0)CHs
5 Ph F F F H NHC(=0)CHs
6 Ph cl H H H NHC(=0)CHs
7 Ph cl cl H H NHC(=0)CHs
8 Ph H H H H NHC(=S)CHs
9 Ph F H H H NHC(=S)CH,
10 Ph F F H H NHC(=S)CHs 20
11 Ph cl H H H NHC(=S)CHs
12 Ph cl cl H H NHC(=S)CHs
13 Ph F F F H NHC(=S)CHs
14 Ph Br H H H NHC(=S)CHs
15 | CHs | H H H H NHC(=0)CHs

(A3a) 30
16 | CHs F H H H NHC(=0)CHs

(A3b)
17 | CHs F F H H NHC(=0)CHs
18 | CHs F F F H NHC(=0)CHs
19 | CHs | Cl H H H NHC(=0)CHs
20 | CH; | ¢l cl H H NHC(=0)CHs 40
21 CHs | Br H H H NHC(=0)CHs
22 | CHs | H H H H NHC(=S)CHs

(Ada)
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0oooooo
23 CHs F H H H NHC(=S)CHj
(Adb)
24 CHs F F H H NHC(=S)CHs
25 CHs Cl H H H NHC(=S)CH3
26 CH; cl cl H H NHC(=S)CH, 0
27 CHs F F F H NHC(=S)CH3
28 | CHs | Br H H H NHC(=S)CHj
29 CoHs H H H H NHC(=0)CH3
30 | CuHs F H H H NHC(=0)CHs
31 C,Hs F F H H NHC(=0)CH;
32 | CuHs F F F H NHC(=0)CHs
33 CzHs Cl H H H NHC(=0)CH3 20
34 CzHs Cl Cl H H NHC(=0)CH3
35 C2Hs Br H H H NHC(=0)CH3
36 | C.Hs H H H H NHC(=S)CHj
37 | CoHs F H H H NHC(=S)CHs
38 CzHs F F H H NHC(=S)CH3
39 CoHs Cl H H H NHC(=S)CH3 30
40 CzHs Cl Cl H H NHC(=S)CHs
41 CoHs F F F H NHC(=S)CH;
42 | CHs | Br H H H NHC(=S)CH;
43 Ph H H H H NHC(=0O)NH:
44 Ph F H H H NHC(=0)NH;
45 Ph F F H H NHC(=0)NH 40
46 Ph F F F H NHC(=0)NH
47 Ph Br H H H NHC(=0)NH
48 Ph Cl H H H NHC(=O)NH;
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Oooooo
49 Ph Cl Cl H H NHC(=0)NH;
50 Ph H H H H NHC(=S)NH,
51 Ph F H H H NHC(=S)NH,
52 Ph F 2 H H NHC(=S)NH,
53 Ph Cl H H H NHC(=S)NH; 10
54 Ph Cl Cl H H NHC(=S)NH;
55 Ph F F F H NHC(=S)NH.
56 Ph Br H H H NHC(=S)NH;
57 CH3 H H H H NHC(=O)NH.
58 | CHs F H H H NHC(=O)NH,
59 CH3 F F H H NHC(=0O)NH,
60 | CHs F F F H NHC(=O)NH, 2
61 CH; | ClI H H H NHC(=O)NH,
62 CH3 Cl Cl H H NHC(=O)NH,
63 CH; Br H H H NHC(=O)NH
64 CH; H H H H NHC(=S)NH;
(B3a)
65 CHa F H H H NHC(=S)NH; 30
(B3b)
66 CH, F F H H NHC(=S)NH;
67 CH3 Cl H H H NHC(=S)NH;
68 CHs Cl Cl H H NHC(=S)NH;
69 CHa F F F H NHC(=S)NH,
70 CH; Br H H H NHC(=S)NH; 40
71 CzHs H H H H NHC(=0O)NH.
72 CHs F H H H NHC(=0O)NH,
73 CzHs F F H H NHC(=O)NH;
74 | CuHs F F F H NHC(=0)NH
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oooooao
75 | CHs | Cl H H H NHC(=0)NH,
76 | CHs | Cl cl H H NHC(=0)NH,
77 | CHs | Br H H H NHC(=O)NH,
78 | CHs | H H H H NHC(=S)NH,
79 | CHs | F H H H NHC(=S)NH,
80 | CHs | F F H H NHC(=S)NH,
81 | CHs | Cl H H H NHC(=S)NH,
82 | CHs | Cl cl H H NHC(=S)NH,
83 | CHs | F F F H NHC(=S)NH,
84 | CHs | Br H H H NHC(=S)NH,
85 Ph H H H H NHC(=O)NHCH;
86 Ph F H H H NHC(=O)NHCH;
87 Ph F F H H NHC(=O)NHCH;
88 Ph F F F H NHC(=O)NHCH;
89 Ph Br H H H NHC(=O)NHCH;
90 Ph cl H H H NHC(=O)NHCH;
91 Ph cl cl H H NHC(=O)NHCH;
92 Ph H H H H NHC(=S)NHCH;,
93 Ph F H H H NHC(=S)NHCH;,
94 Ph F F H H NHC(=S)NHCH;,
95 Ph cl H H H NHC(=S)NHCH;,
96 Ph cl cl H H NHC(=S)NHCH;,
97 Ph F F F H NHC(=S)NHCH;,
08 Ph Br H H H NHC(=S)NHCH;,
99 | CH; | H H H H NHC(=O)NHCH;
100 | CHs, F H H H NHC(=0)NHCH;
101 | CHs, F F H H NHC(=O)NHCH;
102 | CHs, F F F H NHC(=O)NHCH;
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103 | CHs cl H H H NHC(=O)NHCHj
104 CHs; Cl Cl H H NHC(=O)NHCHj;
105 | CHs Br H H H NHC(=O)NHCHj
106 CH; H H H H NHC(=S)NHCHj,
(B4a)
107 CHj; F H H H NHC(=S)NHCHj,
(B4b)
108 CHj; F F H H NHC(=S)NHCHj,
109 CHs Cl H H H NHC(=S)NHCHjs
110 | CHs Cl Cl H H NHC(=S)NHCH;
111 CH; F F F H NHC(=S)NHCHj,
112 CHs Br H H H NHC(=S)NHCHj;
113 | CuHs H H H H NHC(=O)NHCHj
114 C.Hs F H H H NHC(=O)NHCH;
115 | CyHs F F H H NHC(=O)NHCHj
116 | C,Hs F F F H NHC(=0)NHCHj
117 | CyHs Cl H H H NHC(=O)NHCH;
118 | CHs | CI o H H NHC(=0)NHCH;
119 | CHs | Br H H H NHC(=O)NHCH;
120 CoHs H H H H NHC(=S)NHCH;
121 | CyHs F H H H NHC(=S)NHCHj
122 | CoHs F F H H NHC(=S)NHCH;
123 CoHs Cl H H H NHC(=S)NHCH;
124 | CHs | CI Cl H H NHC(=S)NHCH;
125 C2Hs F F F H NHC(=S)NHCHj,
126 CoHs Br H H H NHC(=S)NHCH;
127 CHs; H H H H NCS
(B2a)
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128 | CH; | F H H H NCS
(B2b)
129 | CHy | F F H H NCS
130 | CH; | Cl H H H NCS
131 | CH; | Cl | cl H H NCS .
132 | CH; | F F F H NCS
133 | CH; | Br H H H NCS
134 | CH; | H H H H | NHC(=O)NHC(=O)CH;,
135 | CH; | F H H H | NHC(=O)NHC(=O)CH;,
136 | CH; | F F H H | NHC(=O)NHC(=O)CH;
137 | CH; | Cl H H H | NHC(=O)NHC(=O)CH;
138 | CH; | Cl | ¢l H H | NHC(=O)NHC(=O)CHs 20
139 | CH; | F F F H | NHC(=O)NHC(=O)CH;,
140 | CH; | Br H H H | NHC(=O)NHC(=O)CH;
141 | CH; | H H H H | NHC(=S)NHC(=O)CH;
142 | CH; | F H H H | NHC(=S)NHC(=O)CH;
143 | CH; | F F H H | NHC(=S)NHC(=O)CH;
144 | CH; | Cl H H H | NHC(=S)NHC(=O)CH; 30
145 | CH; | Cl | Cl H H | NHC(=S)NHC(=O)CH,
146 | CH; | F F F H | NHC(=S)NHC(=O)CH;
147 | CH; | Br H H H | NHC(=S)NHC(=O)CH;
148 | CH; | H H H H |
(A1a)
149 | CH; | F I H H 40
(A1b)
150 | CH; | F F H H |

151 CH;s Cl H H H I




€))

JP 6402120 B2 2018.10.10

ooogood
152 CH; Cl ] H H I
153 CH; F F F H I
154 CH, Br H H H I
155 CH; H H H H 1,2,3—-MN)7YJ=IL—1-1)L
(B1a)
156 CH, F H H H 1,2, 3—hJ7J=IL—1—-1IL
(B1b)
157 CH; F F H H 1,2,3—-MN)7J=IL—1-1)L
158 CH; Cl H - H 1,2,3—M)7J=IL—1—1)L
159 CH3 Cl Cl H H 1,2,3—M)7J=IL—1—1)L
160 | CH3 F F F H 1,2, 3—hJ7J=IL—1-1IL
161 CH3 Br H H H 1,2,3—-MJ7J=IL—1—1)L
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gooooad
1
R RT | R2 | R3 | R4 R5

1 Ph H H H H NHC(=0)CHs
2 Ph F H H H NHC(=0)CH;
3 Ph F F H H NHC(=0)CHs g
4 Ph F F F H NHC(=0)CHs
5 Ph F F F H NHC(=0)CHs
6 Ph cl H H H NHC(=0)CHs
7 Ph cl cl H H NHC(=0)CHs
8 Ph H H H H NHC(=S)CHs
9 Ph F H H H NHC(=S)CH,
10 Ph F F H H NHC(=S)CHs 20
11 Ph cl H H H NHC(=S)CHs
12 Ph cl cl H H NHC(=S)CHs
13 Ph F F F H NHC(=S)CHs
14 Ph Br H H H NHC(=S)CHs
15 | CHs | H H H H NHC(=0)CHs

(A3a) 30
16 | CHs F H H H NHC(=0)CHs

(A3b)
17 | CHs F F H H NHC(=0)CHs
18 | CHs F F F H NHC(=0)CHs
19 | CHs | Cl H H H NHC(=0)CHs
20 | CH; | ¢l cl H H NHC(=0)CHs 40
21 CHs | Br H H H NHC(=0)CHs
22 | CHs | H H H H NHC(=S)CHs

(Ada)
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0oooooo
23 CHs F H H H NHC(=S)CHj
(Adb)
24 CHs F F H H NHC(=S)CHs
25 CHs Cl H H H NHC(=S)CH3
26 CH; cl cl H H NHC(=S)CH, 0
27 CHs F F F H NHC(=S)CH3
28 | CHs | Br H H H NHC(=S)CHj
29 CoHs H H H H NHC(=0)CH3
30 | CuHs F H H H NHC(=0)CHs
31 C,Hs F F H H NHC(=0)CH;
32 | CuHs F F F H NHC(=0)CHs
33 CzHs Cl H H H NHC(=0)CH3 20
34 CzHs Cl Cl H H NHC(=0)CH3
35 C2Hs Br H H H NHC(=0)CH3
36 | C.Hs H H H H NHC(=S)CHj
37 | CoHs F H H H NHC(=S)CHs
38 CzHs F F H H NHC(=S)CH3
39 CoHs Cl H H H NHC(=S)CH3 30
40 CzHs Cl Cl H H NHC(=S)CHs
41 CoHs F F F H NHC(=S)CH;
42 | CHs | Br H H H NHC(=S)CH;
43 Ph H H H H NHC(=0O)NH:
44 Ph F H H H NHC(=0)NH;
45 Ph F F H H NHC(=0)NH 40
46 Ph F F F H NHC(=0)NH
47 Ph Br H H H NHC(=0)NH
48 Ph Cl H H H NHC(=O)NH;
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49 Ph Cl Cl H H NHC(=0)NH;
50 Ph H H H H NHC(=S)NH,
51 Ph F H H H NHC(=S)NH,
52 Ph F 2 H H NHC(=S)NH,
53 Ph Cl H H H NHC(=S)NH; 10
54 Ph Cl Cl H H NHC(=S)NH;
55 Ph F F F H NHC(=S)NH.
56 Ph Br H H H NHC(=S)NH;
57 CH3 H H H H NHC(=O)NH.
58 | CHs F H H H NHC(=O)NH,
59 CH3 F F H H NHC(=0O)NH,
60 | CHs F F F H NHC(=O)NH, 2
61 CH; | ClI H H H NHC(=O)NH,
62 CH3 Cl Cl H H NHC(=O)NH,
63 CH; Br H H H NHC(=O)NH
64 CH; H H H H NHC(=S)NH;
(B3a)
65 CHa F H H H NHC(=S)NH; 30
(B3b)
66 CH, F F H H NHC(=S)NH;
67 CH3 Cl H H H NHC(=S)NH;
68 CHs Cl Cl H H NHC(=S)NH;
69 CHa F F F H NHC(=S)NH,
70 CH; Br H H H NHC(=S)NH; 40
71 CzHs H H H H NHC(=0O)NH.
72 CHs F H H H NHC(=0O)NH,
73 CzHs F F H H NHC(=O)NH;
74 | CuHs F F F H NHC(=0)NH
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75 | CHs | Cl H H H NHC(=0)NH,
76 | CHs | Cl cl H H NHC(=0)NH,
77 | CHs | Br H H H NHC(=O)NH,
78 | CHs | H H H H NHC(=S)NH,
79 | CHs | F H H H NHC(=S)NH,
80 | CHs | F F H H NHC(=S)NH,
81 | CHs | Cl H H H NHC(=S)NH,
82 | CHs | Cl cl H H NHC(=S)NH,
83 | CHs | F F F H NHC(=S)NH,
84 | CHs | Br H H H NHC(=S)NH,
85 Ph H H H H NHC(=O)NHCH;
86 Ph F H H H NHC(=O)NHCH;
87 Ph F F H H NHC(=O)NHCH;
88 Ph F F F H NHC(=O)NHCH;
89 Ph Br H H H NHC(=O)NHCH;
90 Ph cl H H H NHC(=O)NHCH;
91 Ph cl cl H H NHC(=O)NHCH;
92 Ph H H H H NHC(=S)NHCH;,
93 Ph F H H H NHC(=S)NHCH;,
94 Ph F F H H NHC(=S)NHCH;,
95 Ph cl H H H NHC(=S)NHCH;,
96 Ph cl cl H H NHC(=S)NHCH;,
97 Ph F F F H NHC(=S)NHCH;,
08 Ph Br H H H NHC(=S)NHCH;,
99 | CH; | H H H H NHC(=O)NHCH;
100 | CHs, F H H H NHC(=0)NHCH;
101 | CHs, F F H H NHC(=O)NHCH;
102 | CHs, F F F H NHC(=O)NHCH;
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103 | CHs Cl H H H NHC(=O)NHCHj
104 CHs Cl Cl H H NHC(=O)NHCH;
105 | CHs Br H H H NHC(=O)NHCH;
106 CH; H H H H NHC(=S)NHCHj,
(B4a)
107 CH; F H H H NHC(=S)NHCHj;
(B4b)
108 CH; F F H H NHC(=S)NHCHj;
109 CH; Cl H H H NHC(=S)NHCHj;
110 | CH; | cCI Cl H H NHC(=S)NHCH;
111 CH; F F F H NHC(=S)NHCHj;
112 CH; Br H H H NHC(=S)NHCHj;
113 | CuHs H H H H NHC(=O)NHCH;
114 C:Hs F H H H NHC(=O)NHCHj;
115 | CuHs F F H H NHC(=O)NHCHj
116 | C.Hs F F F H NHC(=O)NHCH;
117 | CHs | Cl H H H NHC(=O)NHCH;
118 | CHs | Cl cl H H NHC(=O)NHCH;
119 | CHs | Br H H H NHC(=0)NHCH
120 CoHs H H H H NHC(=S)NHCHj5
121 | CuHs F H H H NHC(=S)NHCH;
122 | C,Hs F F H H NHC(=S)NHCHs
123 CoHs Cl H H H NHC(=S)NHCHj5
124 | CHs | CI cl H H NHC(=S)NHCHs
125 C:Hs F F F H NHC(=S)NHCHj;
126 CoHs Br H H H NHC(=S)NHCHj5
127 CH; H H H H NCS
(B2a)
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128 | CH; | F H H H NCS
(B2b)
129 | CHy | F F H H NCS
130 | CH; | Cl H H H NCS
131 | CH; | Cl | cl H H NCS .
132 | CH; | F F F H NCS
133 | CH; | Br H H H NCS
134 | CH; | H H H H | NHC(=O)NHC(=O)CH;,
135 | CH; | F H H H | NHC(=O)NHC(=O)CH;,
136 | CH; | F F H H | NHC(=O)NHC(=O)CH;
137 | CH; | Cl H H H | NHC(=O)NHC(=O)CH;
138 | CH; | Cl | ¢l H H | NHC(=O)NHC(=O)CHs 20
139 | CH; | F F F H | NHC(=O)NHC(=O)CH;,
140 | CH; | Br H H H | NHC(=O)NHC(=O)CH;
141 | CH; | H H H H | NHC(=S)NHC(=O)CH;
142 | CH; | F H H H | NHC(=S)NHC(=O)CH;
143 | CH; | F F H H | NHC(=S)NHC(=O)CH;
144 | CH; | Cl H H H | NHC(=S)NHC(=O)CH; 30
145 | CH; | Cl | Cl H H | NHC(=S)NHC(=O)CH,
146 | CH; | F F F H | NHC(=S)NHC(=O)CH;
147 | CH; | Br H H H | NHC(=S)NHC(=O)CH;
148 | CH; | H H H H |
(A1a)
149 | CH; | F I H H 40
(A1b)
150 | CH; | F F H H |

151 CH;s Cl H H H I
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152 CH; Cl ] H H I

153 CH; F F F H I

154 CH, Br H H H I

155 CH; H H H H 1,2,3—-MN)7YJ=IL—1-1)L
(B1a)

156 CH, F H H H 1,2, 3—hJ7J=IL—1—-1IL
(B1b)

157 CH; F F H H 1,2,3—-MN)7J=IL—1-1)L
158 CH, Cl H - H 1,2,3—M)7J=IL—1—1)L
159 | CH3 Cl Cl H H 1,2,3—M)7J=IL—1—1)L
160 | CH3 F F F H 1,2, 3—hJ7J=IL—1-1IL
161 | CH3 | Br | H H H | 1,2,8-N7J=L-1-A1L
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R R1 | R2 | R3 | R4 R5
1 Ph H H H H NHC(=0)CHs
2 Ph F H H H NHC(=0)CHj
3 Ph F F H H NHC(=0)CHj 10
4 Ph F F F H NHC(=0)CHs
5 Ph F F F H NHC(=0)CHs
6 Ph cl H H H NHC(=0)CHs
7 Ph cl cl H H NHC(=0)CHs
8 Ph H H H H NHC(=S)CHs
9 Ph F H H H NHC(=S)CHj 20
10 Ph F F H H NHC(=S)CHj
11 Ph cl I H H NHC(=S)CHs
12 Ph cl cl H H NHC(=S)CH
13 Ph F F F H NHC(=S)CHs
14 Ph Br H H H NHC(=S)CHs
15 | CH, H H H H NHC(=0)CHs 2
(A3a)
16 | CHs F H H H NHC(=0)CHs
(A3Db)
17 | CH, F F H H NHC(=0)CHs
18 | CH, F F F H NHC(=0)CHs
19 | CH; | ¢l I H H NHC(=0)CHs
20 | CH, | Cl Cl H H NHC(=0)CHs 0
21 CH; | Br H H H NHC(=0)CHs
22 | CH, H H H H NHC(=S)CHs
(Ada)




(29) JP 6402120 B2 2018.10.10

0oooooo
23 CHs F H H H NHC(=S)CHj
(Adb)
24 CHs F F H H NHC(=S)CHs
25 CHs Cl H H H NHC(=S)CH3
26 CH; cl cl H H NHC(=S)CH, 0
27 CHs F F F H NHC(=S)CH3
28 | CHs | Br H H H NHC(=S)CHj
29 CoHs H H H H NHC(=0)CH3
30 | CuHs F H H H NHC(=0)CHs
31 C,Hs F F H H NHC(=0)CH;
32 | CuHs F F F H NHC(=0)CHs
33 CzHs Cl H H H NHC(=0)CH3 20
34 CzHs Cl Cl H H NHC(=0)CH3
35 C2Hs Br H H H NHC(=0)CH3
36 | C.Hs H H H H NHC(=S)CHj
37 | CoHs F H H H NHC(=S)CHs
38 CzHs F F H H NHC(=S)CH3
39 CoHs Cl H H H NHC(=S)CH3 30
40 CzHs Cl Cl H H NHC(=S)CHs
41 CoHs F F F H NHC(=S)CH;
42 | CHs | Br H H H NHC(=S)CH;
43 Ph H H H H NHC(=0O)NH:
44 Ph F H H H NHC(=0)NH;
45 Ph F F H H NHC(=0)NH 40
46 Ph F F F H NHC(=0)NH
47 Ph Br H H H NHC(=0)NH
48 Ph Cl H H H NHC(=O)NH;
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49 Ph Cl Cl H H NHC(=0)NH;
50 Ph H H H H NHC(=S)NH,
51 Ph F H H H NHC(=S)NH,
52 Ph F 2 H H NHC(=S)NH,
53 Ph Cl H H H NHC(=S)NH; 10
54 Ph Cl Cl H H NHC(=S)NH;
55 Ph F F F H NHC(=S)NH.
56 Ph Br H H H NHC(=S)NH;
57 CH3 H H H H NHC(=O)NH.
58 | CHs F H H H NHC(=O)NH,
59 CH3 F F H H NHC(=0O)NH,
60 | CHs F F F H NHC(=O)NH, 2
61 CH; | ClI H H H NHC(=O)NH,
62 CH3 Cl Cl H H NHC(=O)NH,
63 CH; Br H H H NHC(=O)NH
64 CH; H H H H NHC(=S)NH;
(B3a)
65 CHa F H H H NHC(=S)NH; 30
(B3b)
66 CH, F F H H NHC(=S)NH;
67 CH3 Cl H H H NHC(=S)NH;
68 CHs Cl Cl H H NHC(=S)NH;
69 CHa F F F H NHC(=S)NH,
70 CH; Br H H H NHC(=S)NH; 40
71 CzHs H H H H NHC(=0O)NH.
72 CHs F H H H NHC(=0O)NH,
73 CzHs F F H H NHC(=O)NH;
74 | CuHs F F F H NHC(=0)NH
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75 | CHs | Cl H H H NHC(=0)NH,
76 | CHs | Cl cl H H NHC(=0)NH,
77 | CHs | Br H H H NHC(=O)NH,
78 | CHs | H H H H NHC(=S)NH,
79 | CHs | F H H H NHC(=S)NH,
80 | CHs | F F H H NHC(=S)NH,
81 | CHs | Cl H H H NHC(=S)NH,
82 | CHs | Cl cl H H NHC(=S)NH,
83 | CHs | F F F H NHC(=S)NH,
84 | CHs | Br H H H NHC(=S)NH,
85 Ph H H H H NHC(=O)NHCH;
86 Ph F H H H NHC(=O)NHCH;
87 Ph F F H H NHC(=O)NHCH;
88 Ph F F F H NHC(=O)NHCH;
89 Ph Br H H H NHC(=O)NHCH;
90 Ph cl H H H NHC(=O)NHCH;
91 Ph cl cl H H NHC(=O)NHCH;
92 Ph H H H H NHC(=S)NHCH;,
93 Ph F H H H NHC(=S)NHCH;,
94 Ph F F H H NHC(=S)NHCH;,
95 Ph cl H H H NHC(=S)NHCH;,
96 Ph cl cl H H NHC(=S)NHCH;,
97 Ph F F F H NHC(=S)NHCH;,
08 Ph Br H H H NHC(=S)NHCH;,
99 | CH; | H H H H NHC(=O)NHCH;
100 | CHs, F H H H NHC(=0)NHCH;
101 | CHs, F F H H NHC(=O)NHCH;
102 | CHs, F F F H NHC(=O)NHCH;
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103 | CHs Cl H H H NHC(=O)NHCHj
104 CHs Cl Cl H H NHC(=O)NHCH;
105 | CHs Br H H H NHC(=O)NHCH;
106 CH; H H H H NHC(=S)NHCHj,
(B4a)
107 CH; F H H H NHC(=S)NHCHj;
(B4b)
108 CH; F F H H NHC(=S)NHCHj;
109 CH; Cl H H H NHC(=S)NHCHj;
110 | CH; | cCI Cl H H NHC(=S)NHCH;
111 CH; F F F H NHC(=S)NHCHj;
112 CH; Br H H H NHC(=S)NHCHj;
113 | CuHs H H H H NHC(=O)NHCH;
114 C:Hs F H H H NHC(=O)NHCHj;
115 | CuHs F F H H NHC(=O)NHCHj
116 | C.Hs F F F H NHC(=O)NHCH;
117 | CHs | Cl H H H NHC(=O)NHCH;
118 | CHs | Cl cl H H NHC(=O)NHCH;
119 | CHs | Br H H H NHC(=0)NHCH
120 CoHs H H H H NHC(=S)NHCHj5
121 | CuHs F H H H NHC(=S)NHCH;
122 | C,Hs F F H H NHC(=S)NHCHs
123 CoHs Cl H H H NHC(=S)NHCHj5
124 | CHs | CI cl H H NHC(=S)NHCHs
125 C:Hs F F F H NHC(=S)NHCHj;
126 CoHs Br H H H NHC(=S)NHCHj5
127 CH; H H H H NCS
(B2a)
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128 | CH; | F H H H NCS
(B2b)
129 | CHy | F F H H NCS
130 | CH; | Cl H H H NCS
131 | CH; | Cl | cl H H NCS .
132 | CH; | F F F H NCS
133 | CH; | Br H H H NCS
134 | CH; | H H H H | NHC(=O)NHC(=O)CH;,
135 | CH; | F H H H | NHC(=O)NHC(=O)CH;,
136 | CH; | F F H H | NHC(=O)NHC(=O)CH;
137 | CH; | Cl H H H | NHC(=O)NHC(=O)CH;
138 | CH; | Cl | ¢l H H | NHC(=O)NHC(=O)CHs 20
139 | CH; | F F F H | NHC(=O)NHC(=O)CH;,
140 | CH; | Br H H H | NHC(=O)NHC(=O)CH;
141 | CH; | H H H H | NHC(=S)NHC(=O)CH;
142 | CH; | F H H H | NHC(=S)NHC(=O)CH;
143 | CH; | F F H H | NHC(=S)NHC(=O)CH;
144 | CH; | Cl H H H | NHC(=S)NHC(=O)CH; 30
145 | CH; | Cl | Cl H H | NHC(=S)NHC(=O)CH,
146 | CH; | F F F H | NHC(=S)NHC(=O)CH;
147 | CH; | Br H H H | NHC(=S)NHC(=O)CH;
148 | CH; | H H H H |
(A1a)
149 | CH; | F I H H 40
(A1b)
150 | CH; | F F H H |

151 CH;s Cl H H H I
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152 CH; Cl ] H H I

153 CH; F F F H I

154 CH, Br H H H I

155 CH; H H H H 1,2,3—-MN)7YJ=IL—1-1)L
(B1a)

156 CH, F H H H 1,2, 3—hJ7J=IL—1—-1IL
(B1b)

157 CH; F F H H 1,2,3—-MN)7J=IL—1-1)L
158 CH; Cl H - H 1,2,3—M)7J=IL—1—1)L
159 CH3 Cl Cl H H 1,2,3—M)7J=IL—1—1)L
160 | CH3 F F F H 1,2, 3—hJ7J=IL—1-1IL
161 CH3 Br H H H 1,2,3—-MJ7J=IL—1—1)L
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NHIC=SICH,
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MIC (ug/mL)
ATCC MSSA MRSA MRSA MRSA
L& A
29213 M923 MU50 433 F511
Ala >50 >50 50 25 50
Alb >50 >50 50 50 >50
A2a >50 >50 >50 >50 >50
A2b >50 >50 >50 >50 >50
A3a 12.5 6.25 6.25 1.6 12.5
A3b 125 6.25 6.25 1.6 125
Ada 3.13 1.6 <0.4 1.6 1.6
Adb 1.6 1.6 <04 0.8 1.6
Aba >50 >50 >50 >50 >50
A5b >50 >50 >50 >50 >50
Aba >50 >50 >50 >50 >50
A6b >50 >50 >50 >50 >50
ATa >50 >50 >50 >50 >50
A7b >50 >50 >50 >50 >50
YRJYF <04 3.13 0.8 1.6 3.13
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MIC (pg/mL)
ATCC MSSA MRSA MRSA MRSA
L&Y B
29213 M923  MUS0 433 F511
B1a 25 25 3,125 12,5 12,5
B1b 25 25 1,6 6,25 12,5
B2a >50 >50 >50 >50 50
B2b >50 >50 >50 >50 >50
B3a >50 >50 >50 >50 >50
B3b >50 >50 >50 >50 >50
B4a 6,25 6,25 1,6 3,125 6,25
B4b 6,25 6,25 1,6 3,125 6,25
JRJYR <04 3.125 0.8 1.6 3.125
OoDoDOoO0oD
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0ooo
&4

MIC{E

MICHiE <0.06a>128ug/ml

HERLT-#K:6 ATCC (4MSSA, 2MRSA)T 5245 MRSATRTLZDEZEHY
it&t | Béb B4bsS B4bR Bda B4aS B4aR LZD DA

MICEiEH 0,516 058 | B64->128 1-18 058 128->128 | 02516 | <0,06->128

MIC<q 4 2 >128 -] 2 >128 2 <006

MICsq 16 4 >128 | 16 + >128 4 >128

HELIH: 12 MRSET < TLZDEEEHY

MICHEE | 32->128] 816 =128 32>128 | 832 >128 32-64 0,12-1
MICs 84 8 =128 84 16 >128 32 05
MiCeo 128 8 >128 >128 a2 >128 4 1
Ooooao
&5
MIC #52 0.06 — 128 pg/mL
% AdaS AdaR A4bS A4bR LZD
ATCCEEIFIIKE29213 8 128 4 64 4
ATCC E.ZTAHX29212 4 > 128 2 32 1
1194 R T tE
CoNS
FEITFIEEH1 8 > 128 8 128 64
FETFIBE 2 32 > 128 8 > 128 64
FKETFIHER3 4 > 128 4 > 128 64
KETFIHRE 4 32 > 128 4 128 64
FKETFIHERS 4 > 128 2 128 64
KETFIHREH 6 4 > 128 4 64 32
KETFIRERT 32 > 128 8 > 128 32
KETFIHEH 8 32 > 128 2 128 32
T TR IBE%.9 1 > 128 1 > 128 32
KETFIERERK 10 8 > 128 4 128 32
S. RE=X#%11 8 > 128 4 128 32
MIC &H 1-32 >128 1-8 64->128 | 32-64
MICs, 8 >128 4 128 32
MICyy 32 >128 8 128 64
45 YxRJREZE
MRSA
MICs, 2, >128 0.5 128 2
OoO0o0ogOogaod

gbooooooboobobaoao
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gbooouobooboboboooouoouoboboboaooo
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00’ 0000000000000 000000O0O0O0O00O0DO0D0D0Oo0DoDoDoDoDoooO
000000000000, 0000000000000 % 0*-NMR (300 MHz; CDCl4
)& 1.27 (s, 9H, t-Bu); 2.25 (s, 3H, Me); 4.10 (d, 2H, J = 5.1 Hz, CH,); 4.95-4
.97 (m, 1H, -CH=CH,); 4.99-5.01 (m, 1H, -CH=CH,); 5.67-5.78 (m, 1H, -CH=CH,); 7.
23 (d, 2H, J = 9.0 Hz, Ar); 7.84 (d, 2H, J = 9.0 Hz, Ar). 0000 :000(@0ODO
)C,-H5,N305 (%): C, 64.70 (64.74); H, 6.80 (6.71); N, 13.35 (13.32).
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0000000000000 0000O0O0O0O0O0OO0DO0D’ DO0O0O0O0OO0DO0OO0DO0O0OO
000000000’ 0000000000000 0O0O0O0O0O0O0O0O0O0OO0O0O0OOOO
000000000000 0000000,0000000000000% % 0MH-NMR (
300 MHz; CDCl3) & 1.53 (s, 9H, t-Bu); 2.53 (s, 3H, Me); 4.36 (d, 2H, J 5.1 Hz
, CH); 5.21-5.28 (m, 2H, -CH=CH,); 5.91-6.02 (m, 1H, -CH=CH,); 7.28-7.36 (m, 2H
Ar); 8.02-8.08 (m, 1H, Ar). 0000 :000 (00O )Cq7HoFN305(%): C, 61.25 (6

1.25); H, 6.10 (6.05); N, 12.65 (12.61).
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0000000000000 00000000000000d,00,000000000
000, 000000000000000000000000000000000000
000000000, 00, 0000000000000000,00,0000000
0000000000000 000000000000000000000000000
0ooooooon
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O00O00’ 000’ ' 0000000000000 00000000 " 000000
0000000000000 0000000D00000D0000000000O000O0naO
0000000000000 0000000000000000000Od, 00000
oooooooo0 ® 0MH-NMR (300 MHz; DMSO-dg) & 2.47 (s, 3H, Me); 3.62-3.73 (
m, 2H, CH,-1); 3.80 (dd, 1H, J; = 9.3 Hz, J, = 6.0 Hz, C,-H); 4.34 (dd, 1H, J; =

9.3 Hz, J, = 9.0 Hz, C,-H); 4.81-4.90 (m, 1H, Cg-H); 7.88 (d, 2H, J = 9.0 Hz, A
r); 8.17 (d, 2H, J = 9.0 Hz, Ar). 0000 :000 (00 0 )Cy3H,5IN305 (%): C, 40.
55 (40.54); H, 3.15 (3.14); N, 10.85 (10.91).
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' 0000000000 DO0000DO000DDO00O0DO0OO0O0DDOOO0OOOoOooOoan
0000000000000 000D000000000D000000000D00000a0
O0,0000000000000" " O'H-NMR (300 MHz; DMSO-dg) & 2.48 (s, 3H,
Me); 3.61-3.72 (m, 2H, CH,-1); 3.81 (dd, 1H, J; = 9.6 Hz, J, = 6.0 Hz, C,-H); 4.
33 (dd, 1H, J; = 9.6 Hz, J, = 9.0 Hz, C,-H); 4.83-4.93 (m, 1H, C5-H); 7.68 (dd,
1H, J; = 8.7 Hz, J, = 2.1 Hz, Ar); 7.80 (dd, 1H, J; = 13.8 Hz, J, = 2.1 Hz, Ar);

8.16 (dd, 1H, J, = 8.7 Hz, J, = 8.5 Hz, Ar). 0000 :000 (000 )C;5H,,FINZO
s(%): C, 38.75 (38.73); H, 2.55 (2.75); N, 10.35 (10.42).
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0000000000000 00000000000000000, 000000000
O, 0000000000, 0000000000000°% ® 0*H-NMR (300 MHz; DMSO-
dg) & 2.46 (s, 3H, Me); 3.75-3.88 (m, 2H, CH,-N3); 3.92 (dd, 1H, J; = 9.3 Hz, J
> = 6.0 Hz, C,-H); 4.28 (t, 1H, J = 9.3 Hz, C,-H); 4.96-5.03 (m, 1H, Cg-H); 7.86
(d, 2H, J = 9.0 Hz, Ar); 8.16 (d, 2H, J = 9.0 Hz, Ar). O O00ODO:000@O0O)C
13H1oNg05 (%)= C, 52.05 (52.00); H, 4.10 (4.03); N, 27.85 (27.99).
Oooooo
00000’ 0000000’ 000’ 0000000000000 0000000a0
0000000000000 000000000000000000000000o0o0an
0000000000000 0000000000000000000000000, O
000000000, 0000000000, 0000000000000°" % 01H-NMR
(300 MHz; DMSO-dg) & 2.41 (s, 3H, Me); 3.69-3.82 (m, 2H, CH,-N3); 3.86 (dd, 1H
, J; = 9.3 Hz, J, = 6.0 Hz, C,-H); 4.21 (t, 1H, J = 9.3 Hz, C,-H); 4.91-4.99 (m,
1H, Cg-H); 7.60 (dd, 1H, J; = 9.0 Hz, J, = 1.8 Hz, Ar); 7.72 (dd, 1H, J; = 13.5
Hz, J, = 1.8 Hz, Ar); 8.08-8.14 (m, 1H, Ar). 0000 :000 (0 0O O )Cy5H,,FNgO5
(%): C, 49.10 (49.06); H, 3.50 (3.48); N, 26.45 (26.41).
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000000000, 0000000000000 " O1H-NMR (300 MHz; DMSO-dg)
2.22 (bs, 2H, NH,, D,00 0O 0O); 2.39 (s, 3H, Me); 2.77-2.91 (m, 2H, CH,-NH,); 3

94 (dd, 1H, J; = 9.0 Hz, J, = 6.3 Hz, C,-H); 4.13 (t, 1H, J = 9.0 Hz, C,-H); 4.6

1-4.70 (m, 1H, Cg-H); 7.80 (d, 2H, J = 9.0 Hz, Ar); 8.09 (d, 2H, J = 9.0 Hz, Ar)
.000D0:000 (0 00)C,3H4N,05(%): C, 56.90 (56.93); H, 5.15 (5.14); N, 20.

45 (20.43).
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00000000, 0000000000000°% " 01H-NMR (300 MHz; DMSO-dg) & 2
.21 (bs, 2H, NH,, D,00 0 0O); 2.41 (s, 3H, Me); 2.77-2.91 (m, 2H, CH,-NH,); 3.93
(dd, 1H, J; = 9.3 Hz, J, = 6.3 Hz, C,-H); 4.13 (t, 1H, J = 9.0 Hz, C,-H); 4.63-

4.71 (m, 1H, Cg-H); 7.60 (dd, 1H, J; = 9.0 Hz, J, = 2.1 Hz, Ar); 7.73 (dd, 1H, J

, = 10.8 Hz, J, = 2.1 Hz, Ar); 8.08-8.14 (m, 1H, Ar). 0000 :000 (00 O )Cys

HisFN,O5 (%): C, 53.40 (53.42); H, 4.45 (4.48); N, 19.25 (19.17).
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00000000000 D0DO0000o000000% " 0MH-NMR (300

1.89 (s, 3H, COMe); 2.46 (s, 3H, Me); 3.50 (t, 2H, J = 5.7 Hz,
CH,-NHCOMe); 3.88 (dd, 1H, J, = 9.0 Hz, J, = 6.6 Hz, C,-H); 4.25 (t, 1H, J = 9.0

Hz, C,-H); 4.79-4.87 (m, 1H, Cg-H); 7.84 (d, 2H, J = 8.7 Hz, Ar); 8.16 (d, 2H, 10
J = 8.7 Hz, Ar); 8.32 (t, 1H, J = 5.7 Hz, NH, D,00 O O ); 13C-NMR (75 MHz; DMSO-

dg) &0 11.4, 22.6, 41.5, 47.2, 72.0, 118.1 (10 O0OO0DOODO), 128.9, 142.6, 154

.1, 167.7, 170.2, 174.5. 0000 :000 @ 00O )CygH16N.0, (B): C, 56.95 (56.96)

H, 5.05 (5.10); N, 17.85 (17.71).
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0 TH-NMR (300 MHz; DMSO-dg) & 1.89 (s, 3H, COMe); 2.48 (s, 3H, Me); 3.50 (t, 20

2H, J = 5.4 Hz, CH,-NHCOMe); 3.88 (dd, 1H, J; = 9.3 Hz, J, = 6.3 Hz, C,-H); 4.25
(t, 1H, J = 9.0 Hz, C,-H); 4.81-4.88 (m, 1H, Cg-H); 7.64 (dd, 1H, J, = 9.0 Hz,
J, = 1.8 Hz, Ar); 7.77 (dd, 1H, J, = 13.8 Hz, J, = 1.8 Hz, Ar); 8.15-8.21 (m, 1H
, Ar), 8.31 (m, 1H, NH, D,00 O O ); *3C-NMR (75 MHz; DMSO-dg) & 11.32, 22.6, 41
.5, 47.3, 72.2, 105.7 (d, Je_g = 32 Hz), 106.2 (d, Jo_p = 14 Hz), 114.1, 131.4,

144.3 (d, Je_g = 14 Hz), 153.9, 160.4 (d, J-_g = 305 Hz), 167.5, 170.2, 171.6.
00000000000 D0DOC,gH5FNL0,(%): C, 53.90 (53.89); H, 4.65 (4.52); N, 1
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000000000000 0000000000000000000
,000000000000000°% " O01H-NVMR (300MHz; DMSO-dg)

.47 (s, 3H, Me); 2.51 (s, 3H, CSMe); 3.95-4.03 (m, 3H, DO ODOOOO0O); 4 40

.28-4.34 (m, 1H, C,-H); 5.01-5.11 (m, 1H, Cg-H); 7.85 (d, 2H, J = 9.0 Hz, Ar); 8
.18 (d, 2H, J = 9.0 Hz, Ar); 10.45 (bs, 1H, NH, D,00 0 0). 0000 :000 (00O
0 )CyeH,6N40sS (%) C, 54.15 (54.20); H, 4.85 (4.85); N, 16.90 (16.86).
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000000000000 00000,000000000000000°% 7 0*H-NMR (
300MHz; DMSO-dg) 6 2.48 (s, 3H, Me); 2.51 (s, 3H, CSMe); 3.94-4.00 (m, 3H, OO
000000); 4.28-4.34 (m, 1H, C4-H); 5.04-5.12 (m, 1H, Cg-H); 7.65 (dd, 1H, J 50
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13.5 Hz, J, = 1.8 Hz, Ar); 8.16-8
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C, 51.35 (51.42); H, 4.30 (4.32); N, 16.05 (15.99).
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0 *H-NMR (300MHz; CDCl;) & 2.46 (s, 3H), 4.03 (dd, J; = 6.3

9.3 Hz, J, = 9.0 Hz, 1H), 4.82-4.83 (m, 2H
), 5.08-5.14 (m, 1H), 7.59 (d, J = 9.0 Hz, 1H), 7.75 (s, 1H), 7.80 (s, 1H), 8.08
(d, J=9.0Hz, 1H); 0000 :000 (000 )CyeH;4Ng05(%): C, 55.30 (55.21); H,

4.39
ooo
ogoao
ooo
ooo
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H), 4.

1H),
H), 7.

t, J =

(4.32); N, 25.69 (25.75).

000

000000000000 0000000000000000000000000
0000000000000 0000000000000000000000000
0000000000000 00000000000000000000000a0
ooooooooDoooooooo0® ® OMH-NMR (300MHz; CDClL) & 2.48 (s, 3
03 (dd, J; = 9.3 Hz, J, = 6.0 Hz, 1H), 4.25 (dd, J, = 9.6 Hz, J, = 9.0 Hz,
4.82-4.83 (m, 2H), 5.15-5.30 (m,1H), 7.27 (dd, J, = 8.3 Hz, J, = 1.8 Hz, 1
56 (dd, J; = 12.6 Hz, J, = 1.8 Hz, 1H), 7.75 (s, 1H), 7.79 (s, 1H), 8.02 (
8.3 Hz, 1H); 0 D000 :00 0 (0 O O )CygH,3FNg05(%): C, 52.37 (52.33); H,

3.85 (3.81); N, 24.47 (24.41).
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39 (s, 3H), 2.82 (bs,

20 (dd, J, = 8.7 Hz, J, = 6.0 Hz, 1H), 4.91 (bs, 1H),
3H), 8.09 (d, J = 6.9 Hz, 2H); 0000 :000 (00 O)CygH,,N505S
(51.86); H, 5.00 (4.93); N, 20.20 (20.16).
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0000000000000 000000000000000000000000000A0
0000000000000 000000000000000000000000000
oooooooooooo®® 0fH-NMR (300MHz, DMSO) & 2.48 (s, 3H), 2.89 (bs, 3
H), 3.89-4.07 (m, 3H), 4.24-4.30 (m, 1H), 4.89 (bs, 1H), 7.74 (s, 1H), 7.79 (dd,

J, =

OooOood
O o0ood
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oboooo

13.5 Hz, J, = 2.1 Hz, 2H), 8.20 (t, J = 9.0 Hz, 2H); 0000 :000 (00O

0 )C15H16FNs05S (%) : C, 49.21 (49.31); H, 4.35 (4.41); N, 19.10 (19.17).
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