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Figure 1a

~§§ Vehicle: 12% Captiso/HPMC/ Tween80, Smlkgip.
Cmp.1: 30mg/kg i.p.
~&3~ Cmp.1: 60mg/kg i.p.

100 = ~W- Lamotrigine: 30mg/kgp.o.
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Figure 1b

&% Vehicle: 12% Captiso/ HPMC/Tween80, 5Sml/kgi.p.
—y Cmp.1: 30mg/kg i.p.
~&5— Cmp.1: 60mg/kg ip.

30— —W— Lamotigine: 30mgkgp.o.
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Figure 1c

-8 Vehicle: 12% Captiso/HPMC/Tween80, Sml/kg ip.

O Cmp.1: 30mg/kg i.p.
A Cmp.1: 60mg/kg i.p.

100 - Lamotrigine: 30mg/kg p.o.
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Figure 2a

~§#- Vehicle: 12% Captiso/HPMC/Tween80, Sml/kg i.p.
—0O— Cmp.1: 30mg/kg i.p.
Cmp.1: 60mg/kg ip.
140 —W— Lamotrigine: 30mg/kg p.o.

Paw withdrawal latencics (s)
(mean + sem)

Time after dosing (h)
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Figure 2b

—§&— Vehicle: 12% Captis) HPMC/Tween80, Smlkg i.p.
—y—Cmp.1: 30mg/kg i.p.

—fA— Cmp.1: 60mg/kg i.p.

—W— Lamotrigine: 30mg/kg p.o.
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Figure 2c

—#§-- Vehicle: 12% Captiso/HPMC/Tween80, Sml/kg i.p.
—O— Cmp.1: 30mg/kg i.p.

—&— Cmp.1: 60mg/kg ip.

—W— Lamotrigine: 30mgkg p.o.
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Time after dosing (h)
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Figure 3a

—8&— Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg ip.
> Cmp.1: 10mg/kg ip.

A Cmp.1: 30mg/kg ip.

~5/—Cmp.1: 60mg/kg i.p.

—d- Lamotrigine: 30mg/kg p.o.
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Paw withdrawal thresholds (g)
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Figure 3b

-8 Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg i.p.
— Cmp.1: 10mg/kg i.p.
—A— Cmp.1: 30mg/kg i.p.
—/— Cmp.1: 60mg/kg ip.
130 - —«§— Lamotrigine: 30mgkgp.o.
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Figure 3c

B8 Vehicle: 12% Captisol/ HPMC/Tween 80, 5ml/kgi.p.
Cmp.1: 10mg/kg i.p.

—£x~Cmp.1: 30mg/kg i.p.

— Cmp.1: 60mg/kgip.

100 = ~«— Lamotrigine: 30mg/kg p 0.
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Figure 4a
~§#- Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kgip.
—— Cmp.1: 10mg/kg i.p.
AN Cmp.1: 30mg/kg i.p.
—x7— Cmp.1: 60mg/kg i.p.
12.0 4 —«—Lamotrigine: 30mg/kg p.o.
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(mean+ sem)

Time after dosing (h)
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Figure 4b

—§8# Vehicle: 12% Captisol/ HPMC/Tween 80, Sml’kgip.
()~ Cmp.1: 10mg/kg i.p.

Cmp.1: 30mg/kg ip.
N~ Cmp.1: 60mg/kg ip.

15.0 7 —«— Lamotrigine: 30mgkg p.o.
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Figure 4c
—8§ - Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg i.p.
~O—Cmp.1: 10mg/kgi.p.
A Cmp.1: 30mg/kg i.p.
——Cmp.1: 60mg/kg i.p.
120—_ —— Lamotrigine: 30mg/kg p.o.
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Figure 5a

—[— Vehicle: 12% Captiso/HPMC/Tween 80, 5Sml/kg i.p.
& — Cmp.1: 10mg/kg i.p.

ol Cmp.1: 30mg/kg ip.

¥ Cmp.1: 60mg/kg ip.

—4— Diclofenac 30mg/kg p.o.
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Figure 5b

—[— Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kg i.p.
8@ Cmp.1: 10mg/kg i.p.

—4& Cmp.1: 30mg/kg ip.

%~ Cmp.1: 60mg/kg i.p.

—4&— Diclofenac 30mg/kg p.o.
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Figure 5c

—[— Vehicle; 12% Captisol/HPMC/Tween 80, Sml/kgip.
—&— Cmp.1: 10mg/kg ip.

~&- Cmp.1: 30mg/kg i.p.

—¥- Cmp.1: 60mg/kg i.p.

—&— Diclofenac 30mg/kgp.o.
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Figure 6a

—[— Vehicle: 12% Captiso/HPMC/Tween 80, Smlkg i.p.
& Cmp.1. 10mg/kg i.p.

—&-— Cmp.1: 30mg/kg i.p.

% Cmp.1: 60mg/kg i.p.

—&— Diclofenac 30mg/kg p.o.

Time after dosing (h)
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Figure 6b

— 0O~ Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kg i.p.
& Cmp.1: 10mg/kg ip.

—4&— Cmp.1: 30mg/kg i.p.

—%¥— Cmp.1: 60mg/kgip.

—4&— Diclofemc 30mg/kg p.o.
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Figure 6¢

—[— Vehicle: 12% Captisol/HPMC/Tween 80, Sml/kg ip.
—&— Cmp.1: 10mg/kg i.p.

—4&-— Cmp.1: 30mg/kg i.p.

~%— Cmp.1: 60mg/kg i.p.

—4— Diclofenac 30mg/kg p.o.

Time after dosing (h)
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Figure 7a

—§ Vehicle: 12% Captiso/ HPMC/Tween80, Sml/kg1.p.
- Cmp.2: 30mg/kg

1 ~£¥— Cmp.2: 60mg/kg

% - - Lamotrigine: 30mg/kg p.o.
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(mean + sem)
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Figure 7b

g Vehicle: 12% Captiso/HPMC/Tween80, Sml/kg ip.
1304 — Cmp.2: 30mg/kgip.
7 A Cmp.2: 60mg/kg i.p.
1254 —N- Lamotrigine: 30mg/kg p.o.
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(mean =+ sem)
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Figure 7c

~# - Vehidle: 12% Captiso/HPMC/Tween80, Sml/kg ip.
——Cmp.2: 30mg/kg
-4 Cmp.2: 60mg/kg

90 ~W-- Lanotrigine: 30mg/kg p.o.
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Figure 8a
—g&— Vcehicle: 12% Captiso/ HPMC/Tween80, Smlkg i.p.
—O— Cmp.2: 30mg/kg i.p.
A Cmp.2: 60mg/kg i.p.
11.0 —Wr— Lamotrigine: 30mg/kg p.o.
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Figure 8b

- Vehicle: 12% Captiso/ HPMC/Tween80, Sml/kg 1.p.
——Cmp.2: 30mg/kg i.p.
ﬁ&Cmp.z: 60mg/kg i.p.

150 5 —W— Lamotngme: 30mg/kg p.o.
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Figure 8c

—8 Vehicke: 12% Captiso HPMC/Tween80, Smikg ip.
- Cmp.2: 30mg/kg i.p.
100 = ﬁ&Cmpl: 60mg/kg ip.
. 4 Lamotrigine: 30mgkg p.o.
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Figure 9a

—@& - Vehide: 12% Captisol/ HPMC/Tween 80, Sml/kg i.p.
—{ ¥y Cmp.2: 10mg/kg i.p.
—&3%— Cmp.2: 30mg/kg ip.
-8/ Cmp.2: 60mg/kg i.p.
100 = ~ Lanotrigine: 30mgkg p.o.
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Figure 9b

—88— Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg i.p.
~Cr— Cmp.2: 10mg/kg ip.
Cmp.2: 30mg/kg i.p.
130 - —7— Cmp.2: 60mg/kg ip.

~{ Lamotrigine: 30mg/kg p.o.
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Figure 9c

-§8- Vehide: 12% Captisol/ HPMC/Tween 80, Sml/kg i.p.
— Cmp.2: 10mg/kg i.p.
A Cmp.2: 30mg/kg i.p.
-7 Cmp.2: 60mg/kg i.p.

100 o - Lamotrigine: 30mg/kg p.o.
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Figure 10a
-~ Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kgi.p.
——Cmp.2; 10mg/kg i.p.
EASS Cmp.2: 30mg/kg ip.
12.0 —%7—Cmp.2: 60mg/kg i.p.
s . —— Lamotrigine: 30mg/kg p.o.

Time afterdosing (h)
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Figure 10b

—#8 - Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg i.p.
—— Cmp.2: 10mg/kg ip.
—£%— Cmp.2: 30mg/kg i.p.
—7- Cmp.2: 60mg/kg i.p.

150 ] —— Lamotrigine: 30mg/kg p.o.
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Figure 10c
-~ g Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg i.p.
—(—Cmp.2: 10mg/kg i.p.
A Cmp.2: 30mg/kg i.p.
—V—Cmp.2: 60mg/kg i.p.
120 1 ——Lamotrigine: 30mgkg p.o.
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Figure 11a
—[J— Vehicle: 12% Captisol/HPMC/Tween 80, Sml’kgi.p.
—&— Cmp.2: 10mg/kg i.p.
120 —d&— Cmp.2: 30mg/kg i.p.
115 ] —%—Cmp.2: 60mg/kg i.p.
J —4— Diclofenac 30mg/kgp.o.
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Figure 11b
—[— Vehicle: 12% Captisol/ HPMC/Tween 80, Smlkg i.p.
& Cmp.2: 10mg/kg i.p.
—&— Cmp.2: 30mg/kg ip.
—%-— Cmp.2: 60mg/kg i.p.
120 5 —4— Diclofenac 30mg/kg p.o.
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Figure 11c

—[O— Vehicle: 12% Captisol/HPMC/Tween 80, Sml/kg i.p.
& Cmp.2: 10mg/kg i.p.

—&— Cmp.2: 30mg/kg i.p.

130 — —g - Cmp.2: 60mg/kg i.p.

120 ] —4— Diclofenac 30mgkg p.o.
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Figure 12a

—[J— Vehicle: 12% Captisol/HPMC/Tween 80, Sml/kg i.p.
-~ Cmp.2: 10mg/kg i.p.
13.0 —#-— Cmp.2: 30mg/kg i.p.

125 ] —®—Cmp.2: 60mg/kg i.p.
~] —4— Diclofenac 30mg/kg p.o.
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Figure 12b

—[+— Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kgi.p.
& Cmp.2: 10mg/kg i.p.

~-&- Cmp.2: 30mg/kg i.p.

—%— Cmp.2: 60mg/kg ip.

] —4&— Diclofenac 30mgkgp.o.
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Figure 12c

—[J— Vehicle: 12% Captisol HPMC/Tween 80, Sml/kg i.p.
- Cmp.2: 10mg/kgi.p.
~&-Cmp.2: 30mg/kg i.p.
—g—Cmp.2: 60mg/kg i.p.

120 —4&— Diclofenac 30mg/kg p.o.
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Time after dosing (h)
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Figure 13a

~§8 Vehide: 12% Captisol/ HPMC/Tween 80, Sml/kg ip.
g Cmp.3: 10mg/kg ip.
Cmp.3: 30mg/kg 1.p.
-8 Cmp.3: 60mg/kg i.p.
100 = ~ Lanotrigine: 30mg/kg p.o.

Paw withdrawal thresholds (g)
(mean + sem)
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Figure 13b

—§§ Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg ip.
Cmp.3: 10mg/kg ip.
Cmp.3: 30mg/kg 1.p.
-7~ Cmp.3: 60mg/kg i.p.
1202 - Lanotrigine: 30mg/kg p.o.
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Figure 13c

—f&- Vehicle: 12% Captisol/ HPMC/Tween 80, Sml/kg ip.
—{ 3~ Cmp.3: 10mg/kg ip.

— Cmp.3: 30mg/kg 1.p.
—~/—Cmp.3: 60mg/kg i.p.

100 = —— Lanotrigine: 30mg/kg p.o.
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Figure 14a
—§& - Vehicle: 12% Captisol/ HPMC/Tween 80, Smlkg i.p.
—(3— Cmp.3: 10mg/kg ip.
~&— Cmp.3; 30mg/kg i.p.
—7—Cmp.3: 60mg/kg i.p.
12.0 —— Lamotrigine: 30mg/kg p.o.
11.54

Paw withdrawal latencies (s)
(mean = sem)

Time after dosing (h)
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Figure 14b

~§&- Vehicle: 12% Captisol/ HPMC/Tween 80, Smlkg ip.
~—— Cmp.3: 10mg/kg i.p.
—&— Cmp.3: 30mg/kgip.
~%7—Cmp.3: 60mg/kg i.p.
150 ] —— Lamotrigine: 30mg/kgp.o.
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Figure 14c

—g&— Vehicle: 12% Captisol/ HPMC/Tween 80, Smlkg ip.
~{J~ Cmp.3: 10mg/kg i.p.
~&— Cmp.3: 30mg/kg i.p.
—57—Cmp.3: 60mg/kg i.p.
120 - —«4— Lamotrigine: 30mg/kg p.o.
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Percentage reversal of predose hyperalgesia

Time after dosing (h)
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Figure 15a

— O~ Vehicle: 12% Captisol HPMC/Tween 80, 5Sml/kgi.p.
—§— Cmp.3: 10mg/kg i.p.

& Cmp.3: 30mg/kg i.p.

—-— Cmp.3: 60mg/kg i.p.

—4&— Diclofenac 30mgkg p.o.
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Figure 15b

—[J— Vehicle: 12% Captisol/HPMC/Tween 80, Smlkg i.p.
—&— Cmp.3: 10mg/kgip.

—4— Cmp.3: 30mg/kg i.p.

—x— Cmp.3: 60mg/kg i.p.

—4— Diclofenac 30mg/kg p.o.
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Time after dosing (h)
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Figure 15c

—[— Vehicle: 12% Captisol/ HPMC/Tw een 80, Sml/kg i.p.
— & Cmp.3: 10mg/kg ip.

—-&-— Cmp.3: 30mg/kg i.p.

~g— Cmp.3: 60mg/kg i.p.

—4— Diclofenac 30mgkg p.o.

Time after dosing (h)

Figure 16a

— [ Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kg ip.
—&— Cmp.3: 10mg/kg i.p.

—&— Cmp.3: 30mg/kg ip.

% Cmp.3: 60mg/kg ip.

—4— Diclofenac 30mg/kg p.o.

Time after dosing (h)
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Figure 16b

—[ Vehicle: 12% Captiso/HPMC/Tween 80, Smlkgi.p.
—&— Cmp.3: 10mg/kg ip.
-~ & Cmp.3: 30mg/kg i.p.
—%¥-- Cmp.3: 60mg/kg i.p.

14.0 - —4&— Diclofenac 30mgkgp.o.
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Figure 16c¢
—[J— Vehicle: 12% Captisol/HPMC/Tween 80, Sml/kgip.
& Cmp.3: 10mg/kg ip.
—-a - Cmp.3: 30mg/kg i.p.
-~ Cmp.3: 60mg/kg i.p.
100 —4— Diclofenac 30mg/kgp.o.
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Figure 17a

— O~ Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kg ip.
- Cmp.4: 3 mg/kg i.p.

—&-- Cmp.4: 10 mg/kg i.p.

120 = —g-—- Cmp.4: 30 mg/kg ip.

. —4&— Diclofenac 30mg/kg i.p.

Paw withdrawal thresholds (g)
(mean + sem)

Time after dosing (h)

Figure 17b

—[— Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kgi.p.
—g— Cmp.4: 3 mg/kg i.p.

—-d-- Cmp.4: 10 mg/kg ip.

-~ Cmp.4: 30 mg/kg i.p.

—&— Diclofenac 30mg/keg ip.
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Figure 17c

—[1— Vehicle: 12% Captisol/HPMC/Tween 80, 5Sml/kg i.p.
& Cmp.4: 3 mg/kg i.p.
-4 Cmp.4: 10 mg/kg ip.

120 — —— Cmp.4: 30 mg/kg ip.
110 —4— Diclofenac 30mg/kgi.p.
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Figure 18a
—[— Vehicle: 12% CaptisoVHPMC/Tween 80, Sml/kg i.p.
- Cmp.4: 3 mg/kg i.p.
& Cmp.4: 10 mg/kg ip.
13.0 — —w%— Cmp.4: 30 mg/kg ip.
105 —4— Diclofenac 30mg/kgip.
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11,54
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Figure 18b

—[— Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kg ip.
—&— Cmp.4: 3 mg/kg i.p.

—&—Cmp.4: 10 mg/kg ip.

- Cmp.4: 30 mg/kg i.p.

14.0 o —4— Diclofenac 30mgkg ip.
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Figure 18c
—[— Vehicle: 12% Captiso/HPMC/Tween 80, Sml/kg ip.
~&—- Cmp.4: 3 mg/kg i.p.
—é&- Cmp.4: 10 mg/kg i.p.
100 — % Cmp.4: 30 mg/kg i.p.
J —4— Diclofenac 30mgkg ip.
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