Total score

Time after administration of test compound {hi)

Fig. 1

—0— Sham surgery + distilled water {oral administration)

—o— Partial sciatic nerve ligation group + distilled water-(oral administration)

—— Partial sciatic nerva ligation group + pregabalin, 10 mofkg {oral administration)

— 4 Parlial scialic nerve ligafion group + compound of Example 1, 10 mglkg (oral
administration)
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Total score
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=8
‘])_\0—__0—//’8
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Pre 1 2 3

Time after administration of test compaund {hr)

Fig. 2

~—O— Sham surgery + distilled water (oral admiriistration)
—@— Partial sciatic nerve ligation group + distilled water {oral administration)
—a— Partial sciatic nerve ligation group + pregabalin, 10 mg/kg (oral administration)

—a— Partial sciatic nerve figation group + compound of Example 2, 10 mgikg {oral
administration)
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Total score

Fig. 3

—CO—— Sham surgery + distilled waler (oral administration)

—a@—— Partial sciatic nerve iigation group + distilled water (oral administration)

Partial sciatic nerve ligation group + pregabalin, 10 mg/kg {oral administration)

Partial sciatic nerve ligation group + compound of Example 3, 10 mgfkg {oral

] l.§ T T administration)
p——o—""]

0 [ H ] 1
Pre 1 2 3

Time after administration of test compound {hr)
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Total score

[
RO

Time afier administration of fest compound (hr)

Fig. 4

—0— Sham surgery + distilled water {oral administration)

—&— Parlial sciatic nerve ligation: group + distilled water {oral administration)

——— Partial sciatic nerve ligation group + pregabalin, 10 mgfkg {oral administration)

— Partial sciatic nerve ligation group + compound of Example 4, 10 mgikg (oral
administration)
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Total score

Time after administration of test compound (he)

Fig. 5

——O—8ham surgery + distilled water (oral administration)

~—®—Partial sciatic nerve ligation group + distilled water (oral administration)

——Partial sciatic nerve ligation group + pregabalin, 10 mg/kg (oral administration)

—a—Partial sclatic nerve ligation group + compound of Example 5, 10 mgfkg (oral
administration)

5/18



Total score

Fig. 6

\
]
()
T

1 2 3
Time afler administration of test compound (hr)

6/18

Sham sufgery + distilled water {oral adminisiration}

Partial sclatic nerve ligation group + distilled water (orat administration)

Partial sciatic nerve ligation group + pregabalin, 10 mg/kg {oral administration)

Patial sciatic nerve ligation group + compound of Example 7, 0.01 mg#kg (orat administrafion)
Partial sciatic nerve ligation group + compeund of Example 7, 6.1 mgikg {oral adminisiration)

Partial sciatic nerve ligalion group + compound of Example 7, 1 mgfkg (oral administration)



Total score

Time after administration of test compound (hr)

Fig. 7

~0— Sham surgery + distillad water {oral administration)
—o— Partial sciatic nerve ligation group + distilled water (oral administration)
—— Partial sciatic nerve ligation group + pregabalin, 10 mg/kg.(cral administration)

Partial sclatic nerve ligation group + compound of Example 8, 10 mgfkg (oral
administration)
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Total score

Tinte after administration of test compound {hr)

Fig. 8

8/18

Sham surgery + distilled water {oral administralion}

Partial sclatic nerve ligation group + distiled waler {oral administration)

Partial sciatic nerva ligation group + pregabalin, 10 myfkg (oral administration)

Partial sciatic nerve ligation graup + compound of Example 8, 0.01 mg/kg (oral administration)
Partial sciatic nerve ligation group + compound of Example 9, 0.1 mg/kg (oral administration}

Partial sclatic nerve ligation group + compound of Example 9, 1 mgrkg (oral administration)

* Partial sclatic nerve ligation group + compound of Examgle B, 10 meykg (cral administration)



Total score

Fig. 9

—-0— 3ham surgery + distilled water (oral administzation)

——&— Partial sciatic nerve ligation group + distilled water {oral administration}

i — Partial sciatic nerve figation group.+ pregabalin, 10 mg/kyg {oral administration)

— Parﬁ_al. scie?tic nerve figafion group + compound of Example 10, 10 mglkg (oral
administration}

Time after administration of test compound {hr)
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Total score

Fig. 10

Time after administration of test compound (hr)

10/18

Sham surgery + distilted water {oral administration}

Parlial sciatic nerve ligation group + distilled wafer (oral administration)

Partial sciatic nerve ligation grotip + pregabalin, 10-mg/kg (oral administration}

Partial sciatic nerve ligation grous +cempound of Example 11, 0,094 mg/kyg (oral administration)
Partial sciatic nerve ligaticn groug + compound of Example 11, 0.01 mg/kg (oral administration)

Partiat sciatic nerve figation group + compound of Example 11, 0.1 mg/kg {oral administration)



Total score

Time afler administration of test compound {hr)

Fig. 11

Shan surgery + distiled waler {eral administration)

Parlial sciatic nerve figation group + distilled water {oral administrafion)

Parlial sciaffc nerve ligation group + pregabatin, 10 mgfkg {oral administration)

Partial sciatic nerve figation group + compatnd f Example 12, 0.01 mg/kg (ora! administration)
Partial sclafic nerva ligatien-group + compound of Example 12, 8.1 mgfkg (oral administration)

Partial sclatic nerve ligatien group.+ compound of Example 12,  mgfkg {oral adminisiration)
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Total score

| 2 3
Time after administration of test compaund (hr)

Fig. 12

Sham surgery + distiled water (oral administration)

Parfial sciatic nerve ligation group + distiled water {oral administrafion)

Partial sciatic nerve ligation group + pregabalin, 10 mg/kg (oral administration)

Pariiat sciatic nerve ligation group + compound of Example 13, 10 mgtkg (oral
administration}
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50% response threshold {g}

Fig. 13

Time after administration of test compound ¢hr)

—o— Saline + distilled water {oral administrafion)

—®— Acidic saline + distilled wafer (oral administration)

& Acidic saling + pregabalin, 10 mg/kg {oral administration)

—&— Acidic saline + compound of Example 11, 0.1 mgtkg (oral administration)
'_E""‘ Acidic saline + compound of Exampie 11, 1 mgtkg {oral administration)
—&8— Acidic saline + compound of Example 11, 10 mg/kg (oral administration)
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Fig. 14

Compound of Comparative Example 1

Compound of Example 19

Total score

Pre i - 2 3
Time after adrinistration of test compound (hr}

=—(uem Sham surgery + distlled water (oral admintstiation)
—o—Parlial sdlatic nerve ligation group + distilled water (oral administration)

——— Parlial sciatic nerve ligation group + pregabalin, 10 mgfkg (oral administration)

Partial sciatic nerve ligation group + compound of Comparative Example 1,
—— .01 mg/kg taral adminstration)
Partiaf sciatic nerve ligatien group + compound of Comparative Example 1,
B (1,1 myfkg {ora! adminisiration)
g Partial sclatic nerve ligation group + compound of Canparative Example 1,
1-mg/kg [oral administration)

Total score

Time after administration of test compound {hr)

==-C— Sham surgery + distiled water {cral adminislration}
—&— Partial sciafic nerve fgalion group + distiled water {aral adminfsiration)
A Partial sciatic nérve Egation group + pregabalin, 10 mgikg {oral administration}

Partial sciajic nerve ligation group + compound of Example 11, 0.001 mgfkg
{oral admnistration}

—D— Partial sciafic nerve figation group + compound of Exaraple 11, 0.9t mgikg {oral
administration}

8= Partial sclatic nerve ligalion group + compound of Example 11, 0.1'mgikg {ora)
adminisiration)
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Fig. 15

Compounds of Comparative Examples 3fo 6

Compoundof Example 11

@
(%.
T
e
Time after administration of test compound (hr}
Shant surgery + distilled water (oral aéministration} ——
Partial scialic nerve ligation group + distiled water (orat administation) ——

Paslial siatic nérve ligation group + pregabalin, 10 mokg (oral administration) ——

Partial sciatic nerve ligation group + compound of Comparative Exansple 3, 10
mgrkg foral admiin{stragion)

Parfiaf sciafic nerve ligation group + compound of Comparative Exampla 4, 10 o

mg/ky (orat administration]

Partial sciatic nerve ligation graup + cempound of Comparative Example 5, 10 | ——gg—

mg/kg (osal adrinislration)
Partial scidtic nerve ligation group + compound of Comparative Example 6, 10
mg/kg (oral administration)

Total score

“Time after administration of test compound (hr)

Sham suirgery + distiled water (oral administration}

Partial sclalic nerve ligatian group + distlled water {oral administration)

Pariial sciatic aerve Yigation group + pregabalin, 10 mg/kg {oral administration)
Partial sciatic nerve ligabion group + compound of Example 14, 0.001 mg'kg
(oral administration}

Partial sciafic nerve ligation group + compound of Example 11, 0.01 mgfkg {oral
adminislration)

Fadial selatic nerve ligation group + compound of Exampie 11, 9.1 mafhy {oral
administraion)
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Fig. 16

‘Compound of Comparative Example 1

Compound of Example 11

50% respense threshold (g)

Time after administration of test compound (hi)

—— Saline + disilled waler (oral administration)
—8&— Acidic saline + disillad water {oral administration)
—n— Acidic saline ¢ pregabatin, 10 mg/kg (oral administration)

Acidic safine + compound of Comparaiive Example 1, 0.4 mgkg (oral

& administrafion)

Acidic saline + compovnd of Comparative Example 1, 1 mgkg (oral

administration)

——

[ —

—_—

—---

50% response threshold {g}

0
v g T 1

Pre | 2 3

Time after administration of test compound (hr)

Saline + distilled water (oral administration)

Acldic saline + distillad waler (oral administration}

Acidic saline + pregabalin, 10 mgikg {oral administralicn)

Acidic saling + compound of Example 11, 0.1 mg/kyg {orat administration)
Acidic safine + compound of Example 11, 1 mafkg {oral administration}

Acidic saline + compound of Example 11, 10 mgrkg (oral administration)
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Fig. 17

Plasma concentration (ng/ml.)

[N JNE RO et M il it e |

O 4 8 12 16 20 24
Time (h)

— o— Intravenous, 1 mgfky

- —&— Oral, 1 mg/kg
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Fig. 18

10000

—o— Intravenous, 1 mg/kg

100

—a— Oral, 1 mgfkg

Plasma concentration {ng/mL)

Time (h)
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