Supplemental Digital Content 2 : Individual data on heart rate, oxygen saturation

(SpO2), mean arterial blood pressure measured using a non-invasive blood pressure cuff
(NIBP MAP), mean arterial blood pressure using an invasive blood pressure method
(INV MAP), respiratory rate, frontal muscles electromyographic activity measured by
the Bispectral Index Vista Monitor (Medtronic, Dublin, Ireland)(EMG), Bispectral
Index measured using a Bispectral Index Vista Monitor (Medtronic, Dublin, Ireland),
and end-tidal CO: for each volunteer. Data are presented geometric mean and

geometric confidence interval 95% for each dosing cohort ABP-700 and placebo.



Heart Rate (bpm) Heart Rate (bpm) Heart Rate (bpm)

Heart Rate (bpm)

=
a1
o

100

50

150

100

50

150

100

50

150

100

50

placebo

0 10 20
Time (min)
0.175 mg/kg

30

0 10 20
Time (min)

0.35 mg/kg

Time (min)

0.75 mg/kg

0 10 20
Time (min)

=
al
o

Heart Rate (bpm)
[
an o
S o

Heart Rate (bpm)
[
o
S o

Heart Rate (bpm)
[
o
S

Heart Rate (bpm)
[
o
S

0.03 mg/kg

AR an WVWW/»H’VU N

T T T
0 10 20 30
Time (min)

0.25 mg/kg

0 10 20 30
Time (min)

0.35 mg/kg (fen)

0 10 20 30
Time (min)

1.00 mg/kg

0 10 20 30
Time (min)

=
al
o

Heart Rate (bpm)
[
[ o
=} s}

o

=
al
o

Heart Rate (bpm)
[
[ o
s} s}

o

Heart Rate (bpm)
[
o
S

0.10 mg/kg
P
1 1 1 1
0 10 20 30
Time (min)
0.25 mg/kg (fen)
AN A ik
1 1 1 1
0 10 20 30
Time (min)
0.50 mg/kg

0 10 20
Time (min)

Individual data

—— Geometric Mean

Geometric 95% CI



placebo
100 w
S 9
o)
n 80
70 = T T T
0 10 20 30
Time (min)
0.175 mg/k
100 g Ty
g 90
o)
n 80
70 = T T T
0 10 20 30
Time (min)
0.35 mg/k
100 Y 'g g
L 90
o)
n 80
70 = T T T
0 10 20 30
Time (min)
0.75 mg/k
L —
L 90
o)
n 80
70 = T T T
0 10 20 30

Time (min)

100

©
o

SpO,, (%)
o]
o

~
o

=
o
o

SpO,, (%)

0.03 mg/kg

©
o

©
o

~
o

=
o
o

©
o

SpO, (%)

©
o

T T J
0 10 20 30
Time (min)

0.25 mg/kg
VT

~
o

100

SpO, (%)

©
o

©
o

~
o

T T J
0 10 20 30
Time (min)

0.35 mg/kg (fen)
bl B A A Zal R O A

T T J
0 10 20 30
Time (min)

1.00 mg/kg

W T T

T T !
0 10 20 30
Time (min)

0.10 mg/kg

100
L 90
o)
n 80
70 = T T T
0 10 20 30
Time (min)
0.25 mg/kg (fen
100 'w"'g—‘g( )
L 90
o)
» 80
70 = T T T
0 10 20 30
Time (min)
0.50 mg/k
100 VY 99
L 90
o)
n 80
70 = T T T
0 10 20 30
Time (min)

Individual data

Geometric Mean

Geometric 95% CI



NIBP MAP (mmHg) NIBP MAP (mmHg) NIBP MAP (mmHg)

NIBP MAP (mmHg)

=
D
o

=
N
o

®
o

IN
o

o

160

120

80

40

160

120

80

40

160

120

80

40

placebo

R et T e st s
T T T T
0 10 20 30
Time (min)
0.175 mg/kg
M
T T T T
0 10 20 30
Time (min)
0.35 mg/kg
.\‘ﬂ*’w
T T T T
0 10 20 30
Time (min)
0.75 mg/kg

T T T
0 10 20 30
Time (min)

NIBP MAP (mmHg) NIBP MAP (mmHg) NIBP MAP (mmHg)

NIBP MAP (mmHg)

=
[2}
o

=
N
o

®
o

IN
o

o

160

120

80

40

160

120

80

40

160

120

80

40

0.03 mg/kg
S S SIS ]
T T T T
0 10 20 30
Time (min)
0.25 mg/kg
W—‘—’W‘—-—'—\_r—
T T T T
0 10 20 30
Time (min)

0.35 mg/kg (fen)

YT——

T T T
0 10 20 30
Time (min)

1.00 mg/kg

T T T
0 10 20 30
Time (min)

NIBP MAP (mmHg) NIBP MAP (mmHg)

NIBP MAP (mmHg)

=
D
o

=
N
o

®
o

IN
o

o

160

120

80

40

160

120

80

40

0.10 mg/kg

0 10 20 30
Time (min)
0.25 mg/kg (fen)
R i =
T T T T
0 10 20 30
Time (min)
0.50 mg/kg

T T T
0 10 20
Time (min)

Individual data

—— Geometric Mean

Geometric 95% CI

30



INV MAP (mmHg) INV MAP (mmHg) INV MAP (mmHg)

INV MAP (mmHg)

160

120

®
o

IN
o

o

160

120

80

40

160

120

®
o

IN
o

o

160

120

®
o

IN
o

o

placebo
FUE e e e
1 1 1 1
0 10 20 30
Time (min)
0.175 mg/kg
4410w ey e A A
1lreves e e S St
1 1 1 1
0 10 20 30
Time (min)
0.35 mg/kg
, ql%mw =
1 1 1 1
0 10 20 30
Time (min)
0.75 mg/kg
Ty
K ’%”‘*M\‘WW
1 1 1 1
0 10 20 30

Time (min)

INV MAP (mmHg) INV MAP (mmHg) INV MAP (mmHg)

INV MAP (mmHg)

160

120

®
o

IN
o

o

160

120

80

40

160

120

®
o

IN
o

o

160

120

®
o

IN
o

o

0.03 mg/kg 0.10 mg/kg

. 160
[=2)
I
E 120
§44RMS N  pian WARR o goo T e s s el
<
=
> 40
<
T T T T 0= T T T
0 10 20 30 0 10 20 30
Time (min) Time (min)
0.25 mg/kg 0.25 mg/kg (fen)
. 160
(=)
I
E 120
R e T % 80 ;@Q,mmmmm
=
> 40
<
T T T T 0= T T T
0 10 20 30 0 10 20 30
Time (min) Time (min)
0.35 mg/kg (fen) 0.50 mg/kg
. 160
(=)
I
E 120
% B s = § 11 s i o
HIYY Iy o s o % 8 el T
> 40
<
T T T T 0= T T T
0 10 20 30 0 10 20 30
Time (min) Time (min)
1.00 mg/kg
Individual data
X ] —— Geometric Mean
|
Geometric 95% CI
T T T T
0 10 20 30
Time (min)



Respiratory Rate (rpm

Respiratory Rate (rpm) Respiratory Rate (rpm)

Respiratory Rate (rpm)

2N Wb
o O o O o

2N W b g
o O o o o o

2N W b g
o O o o o o

2N W b g
o O o o o o

placebo

T T T T
0 10 20 30
Time (min)

0.175 mg/kg
T T T T
0 10 20 30
Time (min)
0.35 mg/kg
T T T T
0 10 20 30
Time (min)
0.75 mg/kg

Time (min)

30

Respiratory Rate (rpm) Respiratory Rate (rpm) Respiratory Rate (rpm)

Respiratory Rate (rpm)

2N W b g
o O o o o o

2N W b g
o O o o o o

2N W b g
o O o o o o

2N W b g
o O o o o o

0.03 mg/kg
1 1 1 1
0 10 20 30
Time (min)
0.25 mg/kg

0 10 20
Time (min)

0.35 mg/kg (fen)

30

0 10 20
Time (min)

1.00 mg/kg

Time (min)

Respiratory Rate (rpm) Respiratory Rate (rpm)

Respiratory Rate (rpm)

2N W b g
o O o o o o

2N W b g
o O o o o o

2N W b g
o O o o o o

0.10 mg/kg

Time (min)

0.25 mg/kg (fen)

0 10 20
Time (min)

0.50 mg/kg

Time (min)

Individual data

—— Geometric Mean

Geometric 95% CI



placebo
100
75
)
z
o 50 et SV s L ST
&
25
0 T T T 1
0 10 20 30
Time (min)
0.175 mg/ki
100 9
75
)
E %
© 50 | IR A AR
&
25
0 T T T 1
0 10 20 30
Time (min)
0.35 mg/k
100 g
75
)
z
o 50
&
25
0 T T T 1
0 10 20 30
Time (min)
0.75 mg/k
100 g
75
o I
A=) ¥
o 50 N M
E -
25
0 T T T 1
0 10 20 30

Time (min)

0.03 mg/k
100 g
75
)
) [
@ 50 T Mt AAAMAAAAM Ao
E \
25
0 T T T 1
0 10 20 30
Time (min)
0.25 mg/k
100 g
75
)
z
Q50 Mlpumnravsdhidin
25
0 T T T 1
0 10 20 30
Time (min)
0.35 mg/kg (fen
100 g/kg (fen)
75
)
z
o 50
&
25
0 T T T 1
0 10 20 30
Time (min)
1.00 mg/k
100 g
75
)
z
o 50 WWWM%WM%&
E i
25
0 T T T 1
0 10 20 30
Time (min)

100

75

50

EMG (dB)

25

0.10 mg/kg

100

75

50

EMG (dB)

25

100

75

EMG (dB)
(e
o

T T
0 10 20
Time (min)

0.25 mg/kg (fen)

30

T T 1
0 10 20
Time (min)
0.50 mg/kg
T T 1
0 10 20
Time (min)

Individual data

—— Geometric Mean

Geometric 95% CI



Bispectral Index (=) Bispectral Index (=) Bispectral Index (<)

Bispectral Index (<)

100

75

50

25

100

75

50

25

100

~
(9]

a1
o

N
()

100

~
(9]

a1
o

N
()

placebo

0 10 20
Time (min)
0.175 mg/kg

30

0 10 20

Time (min)

30

0 10 20
Time (min)

0.75 mg/kg

30

1 1
0 10 20

Time (min)

30

Bispectral Index (=) Bispectral Index (<) Bispectral Index (=)

Bispectral Index (<)

100

75

50

25

100

75

50

25

=
o
o

~
(9,1

a1
o

N
()

=
o
o

~
(9]

a1
o

N
()

0.03 mg/k

)

0 10 20
Time (min)

30

0 10 20

Time (min)

30

1.00 mg/kg

1 1
0 10 20

Time (min)

30

0 10 20

Time (min)

30

Bispectral Index (<) Bispectral Index (=)

Bispectral Index (=)

100

75

50

25

100

100

~
(9]

a1
o

N
()

0.10 mg/kg

S RS
S -

0 10 20

0.25 mg/kg (fen)

|l

o

Time (min)

30

0 10 20

0.50 mg/kg

Time (min)

30

1 1
0 10 20

Time (min)

Individual data

—— Geometric Mean

Geometric 95% CI

30



CO2 end tidal (kPa) CO2 end tidal (kPa) CO2 end tidal (kPa)

CO2 end tidal (kPa)

o

N

N

o

placebo

T T T T
0 10 20 30
Time (min)

0.175 mg/kg
ye) ”'1 " “M“\;‘J‘. ri ety
1 ' 1 | [

T T T T
0 10 20 30
Time (min)

0.35 mg/kg
T T T T
0 10 20 30
Time (min)
0.75 mg/kg
§ VARRARA T Y WY (R0 i

T T T
0 10 20 30
Time (min)

CO2 end tidal (kPa) CO2 end tidal (kPa) CO2 end tidal (kPa)

CO2 end tidal (kPa)

o

N

N

o

o

N

N

o

o

N

N

o

o

N

N

o

0.03 mg/kg

I s g A AP AP 15§ A iy

T T T
0 10 20 30
Time (min)

0.25 mg/kg

i MO RN A o

T T T
0 10 20 30
Time (min)

0.35 mg/kg (fen)

0 10 20 30
Time (min)

1.00 mg/kg

PR ARG oy

T T T
10 20 30
Time (min)

o -

CO2 end tidal (kPa) CO2 end tidal (kPa)

CO2 end tidal (kPa)

o

N

N

o

o

N

N

o

0.10 mg/kg

‘“;ﬁt\wﬂ 'MRF&?\ S§riop

T T T
10 20 30
Time (min)

o

0.25 mg/kg (fen)

L P S WA

1 1 1
0 10 20 30

Time (min)

0.50 mg/kg

T T T
0 10 20 30
Time (min)

Individual data

—— Geometric Mean

Geometric 95% CI



	Supplemental Digital Content 2_NEW
	Suppl Dig C 2
	Suppl Dig C 2


