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godooooooobooooon
mp 51-53 O ; [a 123, -22.0 (c 1

J = 6.3 Hz, 3H), 0.87 (d, J =

3) 8 20.9, 22.3, 22.
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MHz, CDCl) &
= 4.1Hz, 1H), 2.29 (s, 3H), 2.69 (s, 6H), 2.93 (d, J = 7.3Hz, 1H), 4.52 (ddd, J
11.7, 8.0Hz, 1H), 5.83(d, J = 11.7 Hz, 1H),
CDCl;) & 20.9, 22.9, 28.0, 33.3, 36.0, 81.1, 126
143.0, 164.6. HRMS (FAB), m/z calcd For C,gHogNO

.00, CHCl);
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(&
o

5700641 B2 2015.4.15

O
O

oo ooooooogog
OO0 ooooggHE

OO0 oooooogogog
oo oooooogooQgg
OO0 oo oooggg
OO0 oooooggog
oo o ooooogoQgog
oo oooooogodg
O o0 ooooggHe

OO0 oooooogoQgog
oo oooooogooQg-g

1.49(s, 9H), 2.20 (d, J
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MHz, CDClZ) & 0.84 (d,

6.3 Hz, 3H), 1.17-1.26 (m, 1H), 1.42 (s, 9H), 1.45
-1.54 (m, 2H), 2.30 (s, 3H), 2.63 (s, 6H), 2.88 (ddd, J = 8.5, 7.3, 7.3 Hz, 1H),
3.51 (dd, J = 6.1, 6.1 Hz, 2H), 4.43 (t, J = 6.1 Hz, 1H), 5.41 (dt, J = 15.4, 6.
1 Hz, 1H), 5.55 (dd, J = 15.4, 8.5 Hz, 1H), 6.96 (s, 2H); *3C NMR (100 MHz, CDCI

4, 23.0, 25.6, 28.0, 41.4, 44.5, 47.7, 80.6, 126.7, 132.0, 1

142.2, 173.3. Anal. Calcd for C,,H35NO,S: H, 8.61; C, 64.51;
8.33; C, 64.39; N, 3.48

32.7, 133.6, 139.0,

N, 3.42. Found: H,
oooooao
gooooooooboood
gooooooooboon
Oooooooooboooo
goo0ooooooboon
goodooooooboon
gooooooooboooo
Oo0ooooooooboooo
mp 54-56 O ; [a 1%, +0.9

= 6.3 Hz, 3H), 0.86 (d, J
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(c 1.31, CHCl3); *H NMR (400 MHz, CDCl3) & 0.85 (d, J
= 6.3 Hz, 3H), 1.02-1.13 (m, 1H), 1.28-1.57 (m, 15H),2
.15-2.25 (m, 1H), 2.30 (s, 3H), 2.64 (s, 6H), 2.89 (ddt, J = 6.6, 6.3, 3.9 Hz,2H
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), 4.59 (dd, J = 6.3, 6.3 Hz, 1H), 6.96 (s, 2H);*3C NMR (100 MHz, CDCl3) & 20.9
, 21.9, 22.9, 23.1, 26.0, 27.4, 28.0, 29.9, 41.9, 42.4, 43.9, 80.2, 131.9, 133.6
, 139.0, 142.1, 175.5. Anal. Calcd for C,,H3,NO,S: H, 9.06; C, 64.20; N, 3.40. F
ound: H, 9.32; C, 64.02; N, 3.37

ugboogood
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mp 53-54 0 ; *H NMR (400 MHz, CDCl;) & 0.82 (d, J = 6.8 Hz, 6H), 1.47 (s, 9H),
1.61-1.72 (m, 1H), 2.06 (d, J = 7.3 Hz, 2H), 2.30 (s, 3H), 2.31 (dt, J = 7.3, 7.
3 Hz, 6H), 2.63 (s, 6H), 3.02 (dt, J = 7.3, 6.3 Hz, 2H), 4.61 (t, J = 6.3 Hz, 1H
), 6.46 (t, J = 7.3 Hz, 1H), 6.96 (s, 2H); *3C NMR (125 MHz, CDCl;) & 20.9, 22.
4, 22.9, 28.0, 28.4, 29.0, 35.7, 41.7, 80.3, 132.0, 133.6, 136.2, 136.2, 139.1,
142.3, 166.9. Anal. Calcd for C,,H5,NO,S: H, 8.61; C, 64.51; N, 3.42. Found: H,

8.60; C, 64.47; N, 3.27
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goooooooobooooooooooboooo,0b00o0oobobooboooobooo
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ooooooooobooooobooooooobooboooobooooobooooobog o
gobooboooooogoobgoboboboooooboboboboboooobDobobao
g

mp 146-148 0 ; [a ]%%, -30.8 (c 1.01, CHCI3); *H NMR (400 MHz, CDCl3) & 0.88 (d
, J =6.3Hz, 3H), 0.91 (d, J = 6.3 Hz, 3H), 1.35-1.47 (m, 1H), 1.52-1.70 (m, 2H
), 3.04-3.17 (m, 1H), 3.67-3.88 (m, 2H), 4.21 (t, J = 6.6 Hz, 1H), 4.41 (d, J =
6.6 Hz, 2H), 4.79-4.91 (m, 1H), 5.48-5.68 (m, 2H), 7.30 (dd, J = 7.6, 7.3 Hz, 2H
), 7.39 (dd, J = 7.3, 7.3 Hz, 2H), 7.58 (d, J = 7.3 Hz, 2H), 7.75 (d, J = 7.6 Hz
, 2H); 13C NMR (100 MHz, CDCl3) & 22.1, 22.5, 25.5, 41.1, 42.6, 46.7, 47.2, 66.
7, 120.0, 125.0, 127.0, 127.7, 129.2, 130.0, 141.3, 143.9, 156.2, 179.7
oooooo
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000000 0o0o0ooo0Oooo0ooooo0ooooooooooooon
mp 136-137 0 ; [a 1?4, +1.6 (c 1.09, CHCI3); *H NMR (400 MHz, CDCl3) & 0.89 (d,
J =6.6 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H), 1.20-1.31 (m, 1H), 1.38-1.67 (m, 6H),
2.38-2.50 (m, 1H), 3.20 (dt, J = 7.6, 5.6 Hz, 1H), 4.20 (t, J = 6.8 Hz, 1H), 4.
39 (d, J = 6.8 Hz, 2H), 4.84 (t, J = 5.6 Hz, 1H), 7.30 (dd, J = 7.6, 7.3 Hz, 2H)
, 7.39 (dd, J = 7.6, 7.3 Hz, 2H), 7.58 (d, J = 7.6 Hz, 2H), 7.76 (d, J = 7.6 Hz,
2H); 13C NMR (100 MHz, CDCl3) & 22.1, 23.0, 26.1, 27.8, 29.7, 40.9, 41.5, 43.1
, 47.2, 66.6, 120.0, 125.0, 127.0, 127.7, 141.3, 143.9, 156.5, 181.7. HRMS (FAB)
m/z calcd for C,,H5oNO,(MH*) 396.2169, found: 396.2180
o000
0o0oooooooon
ooooooooOoo0oooooooOoooooooooooooooooooaon
ooooonon
0oo0ooo0oo0oo0oo0oOooOoo0ooO0oooDooOo0oO0ooDOoooDooooooOoo
0000000000000 Do0oo0ooooo0oooooooooo
mp 162-163 0 ; *H NMR (500 MHz, DMSO-d6) & 0.81 (d, J = 6.6 Hz, 6H), 1.60-1.75 (
m, 1H), 2.10 (d, J = 7.1 Hz, 2H), 2.30 (dt, J = 7.3, 6.6 Hz, 2H), 3.07 (dt, J =6
.6, 6.1 Hz, 2H), 4.19 (t, J = 6.8 Hz, 1H), 4.28 (d, J = 6.8 Hz, 2H), 6.67 (t, J
7.3 Hz, 1H), 7.31 (dd, J = 7.6, 7.3 Hz, 2H), 7.37-7.43 (m, 3H), 7.66 (d, J =7.
6 Hz, 2H), 7.87 (d, J = 7.6 Hz, 2H), 12.10 (s, 1H); *3C NMR (125 MHz, DMSO-d6)
6 22.2, 27.7, 28.8, 35.1, 39.4, 46.7, 65.2, 120.1, 125.1, 127.0, 127.5, 133.0, 1
39.2, 140.7, 143.9, 156.0, 168.7. HRMS (FAB), m/z calcd for C,,H,gNO,(MH") 394.2
013, found: 394.2015
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00000O00oO0ooooooao
00000000000mp 109-111 O ; [a 1%%5-26.7 (¢ 1.23, CHClZ); *H NMR (400 M
Hz, CDCl3) & 0.88 (d, J = 6.3 Hz, 3H), 0.88 (d, J = 6.3 Hz, 3H), 1.19-1.28 (m,1
H), 1.45 (s, 9H), 1.49-1.59 (m, 2H), 2.14 (ddd, J = 8.3, 8.3, 6.6 Hz, 1H), 2.30
(s, 3H), 2.63 (s, 6H), 2.85-2.89 (m, 1H), 2.83-3.02 (m, 2H), 3.26 (ddd, J = 13.9
, 6.6, 3.4 Hz, 1H), 4.67 (dd, J = 6.6, 6.6 Hz, 1H), 6.96 (s, 2H);*3C NMR (100MHz
, CDCl3) & 20.9, 22.1, 22.8, 22.9, 25.9, 28.0, 38.0, 43.4, 46.8, 55.6, 57.6, 81
.2, 132.1, 133.5, 139.0, 142.4, 172.5. Anal. Calcd for C,,H55NOgS: C, 62.09;H, 8
.29; N, 3.29. Found: C, 62.07; H, 8.11; N, 3.28.

00000000000 mp 78-80 O ; [a 1°*5+13.4 (c 1.00, CHCI;); *H NMR (400 MH
z, CDCl3) & 0.89 (d, J = 6.1 Hz, 6H), 1.40-1.46 (m, 10H), 1.58-1.71 (m, 2H), 2.
17 (ddd, J = 7.8, 7.8, 6.1 Hz, 1H), 2.30 (s, 3H), 2.63 (s, 6H), 2.85 (dd, J = 7.
8, 1.5 Hz, 1H), 2.92-3.01 (m, 2H), 3.16-3.25 (m, 1H), 4.77-4.85 (m, 1H), 6.96 (s
, 2H); 13C NMR (100 MHz, CDCl3) & 20.9, 22.1, 22.7, 22.9, 25.9, 28.0, 39.0, 43.
5, 46.7, 55.0, 57.6, 81.2, 132.0, 133.3, 139.0, 142.3, 171.9. Anal. Calcd for C,

>H35NOsS: C, 62.09; H, 8.29; N, 3.29. Found: C, 61.90; H, 8.04; N, 3.26
gpboooog

gbooboooooogoogooag
ooooooooobooooobooooooboobooboooobooboooobooooobooo
oooboooooobOoooobooooobobOoooobooOooobooboooOoo
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ugbooboooooboobooboboobooooboboboboobooooobobobaa
oooobooooooboooooboooooobooboooooboboooobobooooobooo
gboboooooogobgno

mp 74-76 O ; [a ]1*°, -35.8 (c 1.02, CHCl3); *H NMR (400 MHz, CcDCl3) & 0.81 (d,

J = 6.6 Hz, 3H), 0.83 (d, J = 6.6 Hz, 3H), 1.46 (s, 9H), 1.60-1.71 (m, 1H), 2.02
(dd, J = 13.4, 7.6 Hz, 1H), 2.12 (dd, J = 13.4, 6.9 Hz, 1H), 2.28-2.35 (m, 4H),2
.65 (s, 6H), 2.86 (ddd, J = 13.4, 9.0, 4.4 Hz, 1H), 3.03 (ddd, J = 13.4, 8.3, 3.
2 Hz, 1H), 4.42 (dddd, J = 9.0, 9.0, 3.7, 3.2 Hz, 1H), 5.19 (dd, J = 8.3, 4.4 Hz
, 1H), 6.38 (d, J = 9.0 Hz, 1H), 6.97 (s, 2H);*3C NMR (100 MHz, CDCl;) & 20.9,

22.0, 22.5, 22.8, 27.9, 28.2, 35.9, 47.3, 67.2, 81.0, 132.1, 133.4, 136.6, 137.4
139.0, 142.4, 166.7. Anal. Calcd for C,,H35NO5S: C, 62.09; H, 8.29; N, 3.29. F

ound: C, 61.90; H, 8.04; N, 3.34
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mp 72-73 0 ; [a 1% +39.1 (c 1.31, CHCI3); *H NMR (400 MHz, CDCl3) & 0.81 (d,
J =5.6 Hz, 3H), 0.83 (d, J = 5.6 Hz, 3H), 1.46 (s, 9H), 1.60-1.73 (m, 1H), 2.03
(dd, J = 13.2, 7.6 Hz, 1H), 2.12 (dd, J = 13.2, 6.8 Hz, 1H), 2.28 (d, J = 3.9 Hz
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., 1H), 2.30 (s, 3H), 2.65 (s, 6H), 2.87 (ddd, J = 13.4, 9.0, 4.4 Hz, 1H), 3.03 (
ddd, J = 13.4, 8.3, 3.4 Hz, 1H), 4.43 (dddd, J = 9.0, 9.0, 3.9, 3.4 Hz, 1H), 5.1
7 (dd, J = 8.3, 4.4 Hz, 1H), 6.38 (d, J = 9.0 Hz, 1H), 6.97 (s, 2H); *3C NMR (12
5 MHz, CDCI3) & 20.9, 22.1, 22.5, 22.8, 28.0, 28.2, 36.0, 47.4, 67.3, 81.0, 132
.1, 133.6, 136.7, 137.4, 139.1, 142.4, 166.7. Anal. Calcd for C,,H;5NOgS: C, 62.
09; H, 8.29; N, 3.29. Found: C, 61.97; H, 8.13; N, 3.16

00 O

0o0o0oo0ooooao
Oooo0oo0ooO0oo0oo0ooooooO0oooooOooOooooooooooooaon
0Oo00o00o0oO0oooooooooo
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0o0o0o0ooO0oo0oo0oooooo0ooooooooooooooao

[a 1%°5-1.25 (c 1.03, CHClZ); *H NMR (400 MHz, CDCl3) & 0.91 (d, J = 6.6 Hz, 6H
), 1.75-1.87 (m, 1H), 2.20-2.29 (m, 2H), 3.15-3.26 (m, 1H), 3.36-3.46 (m, 1H), 4
.21 (t, J = 6.83 Hz, 1H), 4.44 (d, J = 6.8 Hz, 2H), 4.54-4.62 (m, 1H), 5.26 (dd,
J=5.9, 5.9 Hz, 1H), 6.76 (d, J = 9.0 Hz, 1H), 7.31 (dd, J = 7.6, 7.3 Hz, 2H),7
.40 (dd, J = 7.3, 7.3 Hz, 2H), 7.59 (d, J = 7.3 Hz, 2H), 7.76 (d, J = 7.6 Hz, 2H
); *3C NMR (100 MHz, CDCl;) & 22.2, 22.5, 28.1, 35.8, 46.2, 47.2, 67.0, 68.0,12
0.0, 125.0, 127.1, 127.7, 133.9, 141.3, 141.6, 143.8, 157.2, 172.2. HRMS (FAB),
m/z calcd for C,, H,gNOg(MHY) 410.1962, found: 410.1964
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[a 12*,+1.5 (c 1.27, CHCl3); *H NMR (400 MHz, CDCl3) & 0.91 (d, J = 6.6 Hz, 6H)
, 1.75-1.87 (m, 1H), 2.20-2.29 (m, 2H), 3.15-3.26 (m, 1H), 3.36-3.46 (m, 1H), 4.
21 (t, J = 6.83 Hz, 1H), 4.44 (d, J = 6.8 Hz, 2H), 4.54-4.62 (m, 1H), 5.26 (dd,
J=5.9, 5.9 Hz, 1H), 6.76 (d, J = 9.0 Hz, 1H), 7.31 (dd, J = 7.6, 7.3 Hz, 2H),
7.40 (dd, J = 7.3, 7.3 Hz, 2H), 7.59 (d, J = 7.3 Hz, 2H), 7.76 (d, J = 7.6 Hz, 2
H); *3C NMR (100 MHz, CDCl3) & 22.2, 22.5, 28.1, 35.8, 46.2, 47.2, 67.0, 68.0,
120.0, 125.0, 127.1, 127.7, 133.9, 141.3, 141.6, 143.8, 157.2, 172.2. HRMS (FAB)
m/z calcd for C,, H,gNOS(MH™) 410.1962, found: 410.1972
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O 0DoooQ Do0oO00oO00Oo0on O
[a 123,-3.5 (c 2.86, CHCIZ); H NMR (400 MHz, CDCl3) & 0.57 (q, J = 7.8 Hz, 6H)
, 0.88-1.00 (m, 15H), 1.80-1.95 (m, 1H), 2.17 (dd, J = 13.2, 7.0 Hz, 1H), 2.29 (
dd, J = 13.2, 7.0 Hz, 1H), 3.04-3.20 (m, 1H), 3.30-3.48 (m, 1H), 4.22 (t, J = 6.
8 Hz, 1H), 4.39 (dd, J = 6.8, 6.8 Hz, 2H), 4.53-4.64 (m, 1H), 5.08-5.22 (m, 1H),
6.75 (d, J = 8.5 Hz, 1H), 7.30 (dd, J = 7.6, 7.6 Hz, 2H), 7.39 (dd, J = 7.6, 7.6

N

10

20

30

40

50



(52) JP 5700641 B2 2015.4.15

Hz, 2H), 7.55-7.63 (m, 2H), 7.75 (d, J = 7.6 Hz, 2H); *3C NMR (100 MHz, CDCILy)
5 4.8, 6.7, 22.5, 22.5, 28.0, 36.0, 46.4, 47.2, 66.9, 68.4, 119.9, 125.0, 125.1
, 127.0, 127.7, 132.3, 141.3, 143.8, 156.4, 172.8. HRMS (FAB), m/z calcd for Cg,
H,oNOSSi (MH™) 524.2827, found: 524.2824
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[a 1%3,+3.5 (c 1.20, CHCl;); *H NMR (400 MHz, CDCl3) & 0.59 (q, J = 7.8 Hz, 6H)
, 0.86-0.98 (m, 15H), 1.79-1.94 (m, 1H), 2.19 (dd, J = 13.4, 7.3 Hz, 1H), 2.29 (
dd, J = 13.4, 7.3 Hz, 1H), 3.07-3.25 (m, 1H), 3.29-3.46 (m, 1H), 4.22 (t, J = 6.
8 Hz, 1H), 4.39 (d, J = 6.8 Hz, 2H), 4.53-4.64 (m, 1H), 4.98-5.20 (m, 1H), 6.74
(d, J = 8.5 Hz, 1H), 7.29 (dd, J = 7.6, 7.6 Hz, 2H), 7.38 (dd, J = 7.6, 7.6 Hz,
2H), 7.58 (d, J = 7.6 Hz, 1H), 7.77 (d, J = 7.6 Hz, 2H);*3C NMR (100 MHz, CDCl;)
d 4.8, 6.7, 22.5, 22.5, 28.0, 36.0, 46.5, 47.2, 66.9, 68.4, 119.9, 125.0, 125.1
, 127.0, 127.7, 132.3, 141.3, 143.8, 156.4, 172.7. HRMS (FAB), m/z calcd for Csq
H,oNOsSi (MH*) 524.2827, found: 524.2826

ooooao

O O

O OoOo0ooooao
O Oooo

O Ooooo

O Ooo0gooo

OO0 oDoDooogog4gogooooogogdg
OOooooogogQgooao e

OooooooooooooogoQgdg
OO0 o0oDoogogooogoooogogdg
Oo0ooooogogoo®T ogogdg

oo ooooogoQgoge
Oooooooooooooogoogodg

OoDoDoDooogooooogogooao
Oooooooooooogooao
Ooooocooooooogooao
OO0 oODoDoo4gooooodgogooao
Oooooooooooogooao
Ooooooo0ooooogooao
Oo0ooooooooooogooao
Oo0ooDooooooooogogooao
Oooooooooooogooao
R s o
OOooooogogogo s
Oo0ooooooooooogogg
Ooo0ooooooooogoeod
OO0 o0DoDoogog4googoooogogdg
Oo0oooooogooooooggg
Ooo0oooooooooooogoQgdg
Ooo0oooooooooooogooQgodg
OO0 ooooogogooooogogg
Oo0ooooooooooogogg
OooooooooooogoQgaoQo
OO0 oDoDooogoooooggodg
OooooooooooggaoQg
OooooooooooogQgoQg
OoooooooooooQgaog
OoooooogQgooao
OoooooooooogQgaoQg
OooooooooooogoQgaQg

A 00 00 D00 Oo0ooDooooooooogaaog
Ooooocoooooooooooogooao
oo 0o o0ooDoo4ggUooooogogoao
Ooooocoo0oooDoooooooogooao
OoooocooooDooooooooQgoooao
OmoooooooooooooooOodg

O

Phe_H/\/\)J\Arg—Trp—NHz

gboooood
gbooooooobooboobobobooooboobobobooboooooboobobao

10

20

30

40

50



(53) JP 5700641 B2 2015.4.15

Jooo0o0odUoo0ooDoooUooooO0UoUooDoDU0UOUUDOoOoDUOUOUODoODOoUOUDOoOoOd
ooooood

[a 1%3,-17.5 (c 0.22, CH50H); HRMS (FAB), m/z calcd for C,,Hg3NgOsF (M+HY) 782.4
148, found: 782.4163
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Phe—N MNQ—Trp—NHQ

0
Oo0o0o00
0000000000000 000000D0000000000000000000000
000000000000 00000000000000000000000000000
Ooo0ooOo0o0

[a 1%3,-14.3 (c 0.12, CHZ0H); HRMS (FAB), m/z calcd for C, HoNgOsF (M+HY) 782.4
303, found: 784.4296
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[a 1%5,+5.0 (c 0.23, CH50H); HRMS (FAB), m/z calcd for C,,Hg3NgOsF (M+H™) 782.41
48, found: 782.4142
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[a 1%75+1.9 (c 0.12, CH;0H); HRMS (FAB), m/z calcd for C,,Hs3NgOsF (M+H™) 798.40

798.4092
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[a 17*5,-22.3 (c 0.15, CH30H);
097, found: 798.4109
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HRMS (FAB), m/z calcd for C,oHgsNgOgF (M+H™) 798.4
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0oo0oooo
000000000000 000000000000000000
0000000000000 00000DO0D00DO0DDO0DO0O0OD, 0000000
00000000000, 0000000000000000000D000O0O0O0O0O0O00
0,0000000000000000000000000000O00D000O00000
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0000000000000000000000000000000000000000A0
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0
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000000000000 0000000000000000000000000000A0
000000000000 00000000000000000000000000000
ooooooag
000000 ; [a 1°°, -7-2 (c 0.10, CH30H); HRMS (FAB), m/z calcd for C,,HggNgOg
F (M+H") 800.4254, found: 800.4263.
000000 ; [a]1%% -3.8 (c 0.11, CH5O0H); HRMS (FAB), m/z calcd for C,,HgsNgOg
F (M+H™) 800.4254, found: 800.4257
0o0oooo
000000000000 00000000
0oo0oooo
ooooo
F 0
Phe—H : Arg— Trp—NH;
OH
0
0oo0ooon
000000000000 0000000000000000000000000000
000000000000 0D0DO0D0O0O000
000000 ; [a 1?2, +3.6 (c 0.08, CH30H); HRMS (FAB), m/z calcd for C,,HosNgOg

F (M+H") 800.4254, found: 782.800.4271.

000000; [a 123, +10.7 (c 0.11, CHZ0H); HRMS (FAB), m/z calcd for C,oHegNgO
sF (M+H™) 800.4254, found: 800.4250
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Oo0o0oooao
Compound X %Activity  IC Q¢ EC,, Q¢ ty,
(nM) (nM) (h)
1 w o 94. 7 0.71 7.3 0. 45 1.8 6.6
\u/\n/N\i)j\
o Y
19 o 97.6 0.12 1.0 0. 30 1.2 38
\N/\/\)l\
H :
O00o00oao
Oo0o0o0ooao
20 o 70.3 1.2 10 2.5 10 45
\N/\/\)]\
H i
21 o 49,3 4.6 47 5.4 22 52
‘N/\/\¢
H
22 o 18.7 32 270 NT - 60
N ~
R on
23 o 0.7 460 4800 NT - 1100
WS
H  6n
24a o 0.6 380 3200 NT - 470
N
H o on
24b o 53.9 5.7 48 4.3 18 54
N
2ba o 13.8 32 330 NT - 120
W
Ho o
25b o 95. 6 0.24 2.5 0.36 1.5 356
N~
H o on
26 f o 240 3500 NT - NT
\m/\g/ ¢
Kisspepti 0.070- 1 0.24 1 NT
n-10 0.12
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