WO 2013/106717 PCT/US2013/021245

_- G>_Q/ """""" '

Etomidate

S

Metomidate Methﬁx\g‘cza-rﬁmyi metomidate

FIG. 1

1/6



PCT/US2013/021245

WO 2013/106717

OR

z 2
.mam

= 7,
2 | A
g%}
£
e

5 42
> LE

T

RYCEY

e

#lat

pamid

.
¥
3

aayta o

FIG. 2

2/6



WO 2013/106717 PCT/US2013/021245

Eromidate’s chiral cante RN L o P
{R-gnantiomer}

~ New chiral center
{R-enantiomearn

Fiomidate Rackbons

FIG. 3

™ & [romidate
20 T . 2 Methonycarbony| stomidate
A Timsthy-methoxycarbony metomidate
» & Cyclopropyl-methoxycarbony| metomidate
¥ S-isopropy-methosvesrbory] metomidate
& R-methylanethoxvearbonyl stomidate
= & Smethyl-methaxyearbonyl etomidate
£ 151 .
e
=
g ¢ ¥
®
i *
|
a 10+ o A
5y L J "
_ﬂé ® A
e
0 A X
@
& 5+
< A
A A
» o
E ﬁ ﬁ %*- O ‘ oy O
R ék g Q f“ ‘:(:j R

1 10 100
Dose (mg/kg)

FIG. 4

3/6



WO 2013/106717

100

S_
?_
6_
£ 5
£
[ 4
c
[43]
m K
o 3]
o
| S
£
L Ll

10+

—— Clomidate

—— Methoxycarbony| sfomidate
—h— o-Thmethy carbonyl stomidate
—8— Rmsthyl metomidats

—— Dimathyl metomidate

—&— f-Ranethyloarbonyl slomidate
—— §-S-mathylearbony| etomidate

PCT/US2013/021245

| |
10 15
Time {min)

FIG. 5

4/6

20



WO 2013/106717 PCT/US2013/021245

-
N f Y (o)) (o) o

Anesthesia duration (minutes)

o

_- ©® Etomidate

k. A Cyclopropyl-methoxycarbonyl metomidate
" A Cyclobutyl-methoxycarbonyl metomidate
" O Methoxycarbonyl etomidate A

0.1

Dose (mg/kg)

FIG. 6

5/6



WO 2013/106717 PCT/US2013/021245

20 o © Etomidate

A Cyclopropyl-methoxycarbonyl metomidate
A Cyclobutyl-methoxycarbonyl metomidate)
O Cyclopentyl-methoxycarbonyl metomidate

—_ ¢ Cyclohexyl-methoxycarbonyl metomidate

= 15 - a

E

c

0

)

©

5

a 10 A

0

[T ]

]

£

)

0

c 37

<

0 T T T 2 ‘ l‘llllll T T T 1 rrrri
0.1 1.0 10.0 100.0
Dose (mg/kg)
FIG.7

6/6



