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13| Y | €Y ~H ot 2 Aoty 0.5 1
Lt - 50 100

[71] 2 A
[72] ak7] 3%
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[76]  [3E7]
ENE A B-EDtEETA(EAAD
HzEH = A HEE 13 ) |2 HEWD
1 242 EzlotE 75 37.5
2 23 HPMC K100M 15 7.5
3 2E HPMC K15M 6 3
4 L B A urE 2] A HPMC K4M 6 3
5 = ZEA Lactose 31.5 15.8
EzlntE 2 Hicro
8 £ crystalline 30 15
cellulose
7 A E 7] A PYP K30 9 4,5
8 25 A Talc 4.5 2.3
9 FEe 2y He. 3 1.5
B Stearate '
Ud &% 200 100
10 FEE ED0MFEA R 1 2
| EoA YERSYUEE | 3.5 7
gor=ae [ e syy |THUIEBRERZ | 4 87
13 A% FH|EE-30 1.5 3
14| =T | 294 | 2"ot24dntdul s 0.5 1
Ld 2% 50 100
[77] ]l 8
[78] HPMC K100M ¥ 3151 & F7HA A A 5ol & ol 55 Bl A&

A8k A
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[79] [3£8]
EDIZ A B-ECOIE 23 (A A d8)
Hzzd | wmu=sa agm 13 | ¥R E
{mg) (%)
1 FE= EzlotE 75 37.5
2| . w3 HCC 102 15 7.5
eatope & 13 B ———
E =5 3 M ubEto] A HPMC K100M 100 50
4 A PYP K-30 7.5 3.8
5| £EE = AHotE Aotau & 2.5 1.3
g &% 200 100
8 245 EDIE AR 1 2
7 £ ol A HEZCSAMUETF 3.5 7
122 j Spl A A A=
ERESEE: " | mmy |TEPIEZEERL L 87
= 9 YA 8] Ek-30 1.5 3
] = ZE A AH ol 4ot I U & 0.5 1
ug &< 50 100

[80] Ao 9

[81] HPMC K100M &} 3+ Tt} & 4317 A1 21 PEO(POLYOXtm WSR, DOW
Chemical Company)E #7}sle] 750§ o] 535 et&2 A& A8t

[82]  [3E9]

EDIZ A E-ERNIEETA (Z A d9)
Mzzd | wy=a Agm 187 | ¥RE
{mg) (%)
1 F48 EZ}OLE 75 37.5
2 =3 MCC 102 15 7.5
egtotz sl 3 1A HB [ AW A HPHC K100 70 35
4 A uraks) A PEO WSR 301 30 15
5 Z st PYP K-30 7.5 3.8
gl =z ZEd | AHot2 A O Uyl & 2.5 1.3
ug &% 200 100
7 2458 EUIEAE 1 2
8 =& A AEZeENUEF 3.5 7
1XF2b g
gorgAzE| g sy |THURTEEER | 454 87
N 10 25 E B =k-30 1.5 3
1] &g ZE A AHot2 A0t U & 0.5 1
Ugd &% 50 100

[83] A Al el 10
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[84] B} Al S a1e8te], PEOS A 7] 8tal, HPMC Q] StekS ZF A A A Fol &
0|5 eHel B Azt
[85]  [310]
EDZ A B-ECIOE B A (A A o 10)
HR2EF HEEE | 94898 139 W) |ESE (D)
1 242 |EZDIE 75 42.9
2 234 | wee 102 | 18.5 10.6
1 2 -
; bord Autaz] | HPMC “0 10
EZOLE A K100M
E 4 s |pvp k30| 7.5 4.3
5 B3 herosil 1.5 0.8
FEY AHotE
6 2= | Aoty 2.5 1.4
&
ug &% 175 100
EXTEN
7 FHE | T L ! 1 2
d=22T
8 BaliA | BAUE 3.5 7
EPLY =
= T+ 2
zptz A |9 B3y |FaER ]| 43.5 87
23 L=
- FH Ek-
A Sz =
10 2§ 30 1.5 3
AHOLE
11| £E3! ZEH | A3y 0.5 1
&
ud 23 50 100

[86] 2o 11

87]  EebehE 3 chu) EehEAn Fo] Ao] wy] i)
EREEREREEREE!
AFFOLG o FF B 3

i)
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(88]  [E11)
EDNEZABE-E-DIE S A (Z AW 1D
HE2EE =4 48738 1783 (ng) |TDHE D)
1 T4 EZ}LE 75 42.9
=] ':E;:}Z i .
2 P J HCC 102 18.5 10.6
EztntES] 3 Aursts 4 | #Pec k100K | 70 40
A A PYP K-30 7.5 4.3
5 234 hderosil 1.5 0.8
xS _ AH O} A
e = =
6 24 7] noug 2.5 1.4
ud 2 175 100
7 FH48 |EUEAER 1 1
- degzele
2 5l %
8 54 A NUEE 7 7.1
- a1 _ sknAA
o | HAHB | wmy [THUSZL 4 87.9
Zor2 AR EEES
= 10 2A | EZBEk-30 3 3
11 2 A A5 40 40.4
- . 2 Hot= A
U3 &% 99 100
[89] A A 12 WA 14
[90] AN 113 FLEA AAE A2 F, AT5F8 o535 elaE g4 9
Ao g §EWste FS gdetr] fste] BA AEE 777,10 %
13kpE 3l A AE A =55
[91]
[92] A A4 15
[93] 19 23](bis in die, BID) 51 & &2 0 & &= A A 9] /L3 Ao 1Y
13](quaque die, QD) 501 & 24 0 & 3}i= A A & 73ty ¢, Edful=
150mg 2 EvFSAI H 2mg s &= A 24 =& Alxsioh
[94] Al 117 o] 9mg e =2

BID AA o4 En}EA B S5 o] %
sho] QA A zsh= 45 9
27 Sof wATL wAT

b

N

N
N
32
2
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[95] [3£12]

E0IE A E-E2t0tE 2 3HA (A Aol 15)
AzEH HEEA 48 NET w2 |THEMW
1 F4E EzlotE 150 31.9
2 BEA MCC 101 20 4.2
3| 1AA" | 2 [T E160C] 20 4.2
EE};% 4 X BFEE2) A [HPHC K100M| 200 42.5
5 2EA PYP K-30 15 3.2
6 Auts 2| A | FEEH 716 60 12.7
= &5 5}F
7 ST A ﬁ?g;f‘g 5 1.1
ud 2 470 100
7 4% |BntEANE| 2 1
3 gon |SFEFEl w0 | 7
y. 21
sopza |o| 0| wum [FFURI | g
[ R
10 ZHEA | EZHIEk-30 6 3
11 £ 7 B A 80 40.4
2| #Ey | wua [OTEEL . 1
ugd &% 198 100
[96] 2 Al 16
[97] AN 159 &5 E o] ool vlste] 2 &5 58 Ko, -3l
o] =4

sl A9 7R 71GE 7R 974PE ¥ 7 8}
[98] 974P2] 7%~ 71Gol ¥]8te] Y AFe] 2 A o] Wol x| = ut

Bo|BE EEAHS melste] 4 Arbshel MBS AxHY
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[99] [3£13]

Z0tE2 A B-EClDIE B2 H (A A dl16)
HA2EAE B 2 S F 488 |13 |TFHE@
1 FHE EzlolE 150 31.9
2 BHEA MCC 101 20 4.2
3| 1x2Hd B2FA4 |2y E160C 20 4.2
EzlntE )
= 4 A 8rE2] Al | HPHC K100M 200 42.5
5 Z25HA PYP K-30 15 3.2
) 7t
M HFEL ] %
6 w52 Al 974p 90 12.7
FES .
. AE|ot= A
E}EH b
ugd 2% 500 100
7 FHE |ENEAEB 2 1
) AE2YE
i S .Z ,
8 oA NUES 14 7.1
R = o 5 +&n]Z23
o1z 9 2HH ME2 oA 174 87.9
Y=
10 2 | EBEk-30 6 3
11 £ A A 80 40.4
- L AH|OFE A
< O}‘ EJ"EH —
ugd &% 198 100
[100] A Ao 17
[101] Ao 169 & Fo] x2Fy 24 295 RAX T, 2 E A= A
FrR W o] EEA]o] X kol Agk HA} L Aske o] o] o] thE
2 uk3l 714191 PEOE #71ele] 24 =& Al &8t
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[102] [3%14]
EDIESABE-ESNE BT (Z ALY
HNZ2E3 i g = A Hed 1T m)|HSED
1 THE2 Ez}iit & 150 29.4
2 BEA MCC 101 20 3.9
3| 1xh2Hd 23 |y E160C 20 3.9
EztotE
s 4 X w3 7] A PEO WSR 300 58.8
301
5 24 PYP K-30 15 2.9
o) =1 2 =2} EH b
g &% 510 100
7 FHE |EUEAE 2 1
- A2 E
8 2 A duEs 14 7.1
_ EnlaA
9 A 3'3 | o] 174 87.9
1xb2p TR
EDI = A
Bz 10 2%H | EZBEk-30 6 3
11 24 A A3 80 40.4
T . MEHOF2 A
= = 4 =+ ERH b
2] £ 2 7] oS 2 1
g &% 198 100
[103] A Ao 18 2 A A4 19
[104] 22X 179] & &5 & &0]7] Y5le] PEOE A QA 7] AL, w- A o] &
HPMC K200M Z HPMC K100M CRE A 7}8to] A ELS A %39t}
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[105] [3%E15]

EDIZ A B-ECOIE B3 (A A 6f18)
AZREE HEEA 4 NNEEm|HSE (D
1 FHE EZ}DIE 150 29.4
2 B2 A MCC 101 20 3.9
3| 1xHEE 294 |2ty E160C 20 3.9
EtE
cl 4 M uFE2] M) | HPMC K200M| 300 58.8
5 2% PYP K-30 15 2.9
R . AHopz &
) &} ZF EH o
6 £Z¢ 2 e 7] DU 5 0.9
Ud 2% 510 100
7 FH8E |EUEAE 2 1
8 wapn |SESEEL 71
Q f
- HUEE
) 0|2 A
9 2A iﬁf € Sl 174 87.9
X2 TtEERLD
E0tZ A
B2 110 2% | THEk-30 6 3
11 £ Al A H % 80 40.4
=) =3 =} EH b
g &% 198 100
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[106] [3%£16]

EDIESABE-ESNEETA (A1)
HNZ2E3 i g = A HEE 1B ) |HHED
1 e EZlOtE 150 29.4
2 BEA MCC 101 20 3.9
Eopus 3| 1xh2Hd 23 |y E160C 20 3.9
— =
2 4 A uhsho) A HPMCC?OOM 300 53.8
5 24 PYP K-30 15 2.9
o) =1 2 =2} EH T
g &% 510 100
7 FHE |EUEAE 2 1
- R =t
8 2 A AUE g 14 7.1
N Fn&24A
9 A f;f | o] 174 87.9
1xb2p SET LA
ERU =N
B2
10 Z2%H | ZBEk-30 6 3
11 23 A A5 80 40.4
s . AEH|OFE A
= = =+ ER b
12 £ 2 E4 7] Do g 2 1
U3 &% 198 100
[107] A Ao 20
[108] SE2E5E Fol7] Ydl 2] =4 A 3F5 2 HPMC K200MS 3 7Fshe] 241 & &
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[109] [3E17]

EZDtZ A B-ECIDHE B A (A Al o 20)
AzEE HYEH H48E 1T m)|EFEWD
1 e EzlotE 150 29.4
2 BHEA MCC 101 20 3.9
3 BEA  |9Y E160C 20 3.9
= 2]
EzlolE 1xF2b=d -
= 4 A ukEk2) Al | HPMC K200H 150 29.4
Al B A A E
5 AW A= S 150 29.4
T
6 Z2EA PYP K-30 15 2.9
== . 2 Hot= 4
1) s} Z} EH
g 2% 510 100
7 FHE |EUEBAE 2 1
. Az =
2 ;{ e WL B2 =2 ‘
8 =i Al AUES 14 7.1
1xF 2 . +&nlZ 73
%1&3&1 9 BEA MEE o~ 174 87.9
10 Z3H | EBEk-30 6 3
11 £ A s 80 40.4
== . MHOFE A
=) =32 =} EH -
12| £ £ EH 7] obauls 2 1
ug &% 198 100
[110] A Ao 21 2 22
[111] A7 AAdEe 5 2405 EOE g2y M 248 55 S Hole
NS AE 7R E A4 o, 7t E 33} &3] 25
7Fste] 2 =S A XA Y. S A S e sle] T3 A e R E
7SR A B&ol o] gt 8= 5 2}o| & v|uls)r] ¢ slo] AAld) 212
FH e HAZ AAE A xslg o, AAld 22+ 5L 2B AHe] 9
AX 2 A A 225
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[112] [3%18]
ENZAB-ECDIEEEAH (E A2 & 22)
x4 =3 48 13 (ng) | HE (D)
1 FHE EZlOtE 150 28.9
2 BHEA HPM%?M 160 30.8
1xp2td
3 2 Zhen 150 28.9
_E_E,}-U]'-g- 974P
£ 4 AstA | PYP E-30 15 2.9
5 A HFEL2] Al 7HEH 40 7.7
=5t 974P
FE38
8 Ep AH o= A 4 0.7
- ot & '
U3 2% 519 100
7 48 |EUEAE| 2 1
] = =
B2 aH*
8 250 A Jducs 14 7.1
i 302 A
9 23 f;’;)’ ]Ej 174 87.9
132 TERLD
E0}=2 A
H =
- 10 Astd | E¥] Ek-30 6 3
11 = s B 80 40.4
. . A HOFE A
= =3 =+ EH =
12| &3 e 7] DhouE 2 1
U3 2% 198 100
[113]
[114] A& d 1. 537}
[115] A Ao b A A 2] &5 HIE Ysle] 3H7] 7 199 £EA 8 W ufat
=k ke g
[116] 2T o R =0 12 FEGAGHT kA, S E gt Al o] A WA ultracet ER

Tab.Acetaminophen 650mg, Tramadol hydrochloride 75mg), H] 1l ¢ 22

ol A&l AR A (A ] AEA =T A ol Al e A4 2mg-Polmacoxib)Z H] Lol 30 &
A Egd A gt HE Tfvl, 2] Ell A A X WA Zytram XL, Tramadol
hydrochloride 150mg)S AH-8-3}51 T
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[117] [3%19]

T ABYUEHIEZDE) | NEYH2(EDRAE)
A oI Z2rd 24 | SO 22U 22X
SO HW AzH EERD Ho2d (WEW)
- THEHBI 2 2FA B & A
AEAH = =
! s 1% 900nL =, 900sL
ANgaen 37 + 0.5 °C 37 £ 0.5 °C
&g 50 rpm 50 rpm
[118] AN 1WA 49 587 A= 2202 = o] el o 8559
@9 = %ol
[119] [3£20]
-3 Ohr | 2hr | 4hr Bhr 8hr | 12hr | 16hr
2 B Aialorad 85EFA
E“EJ“‘;“: 1 0 |52.1] 72.9] 88.6 |100.3|102.2]|101.8

A E A A 5mg 0 |31.2] 43 51.6 | 68.3 | 68.2 | 76.4

AEHAAU150mg | 0 |26.2]37.1]45.1|51.5]|61.7] 70.6

PHL.2| EStXF(StLtA2F) | 0 |25.1)34.7] 42.3 | 48.5|57.56 | 65.6

TRM Al 0 |39.8]53.36|68.39|78.58|90.65]99.15
TRY 2 AJd2 0 |36.2]53.4]6569] 75.8|83.5]96.8
TRE 2 A3 0 |38.2]55.4]67.9]|78.4|93.4]100.2

[

TRE A Al ofl 4 36.6]163.4]166.7| 77.3 91 98
(120] A6l 59 EebrbE Zol 8% Aokis 821 5 20 e 9la, A1 5]
FvlaAn 2o 8% Aokiz X222 % 30] bR on, §E 8ol weli

%]t
[121]  [3E21]
TE Ohr 4hr Ehr 12hr 16hr
Bl 0 72.9 88.6 102.2 | 101.8

A AlAB 0 63.2 78.4 9g9.1 103.4
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[122] [3%22]
e Ohr Bhr 10hr 15hr 30hr A5hr 60hr
Bl o 2 0 37.2 52.8 63.4 5.1 82.7 89.4
A AjdlB 0 23.5 38 49.8 687.3 75.9 80. 4
[123] el 6 WX 99] % A7F Atz 8h7] §23 E 5 40 ERy gl e,
SZE 9= %olr).
[124] [3%23]
T+ Chr Zhr 4hr Bhr 8hr 12hr 16hr
A Aol 0 59,1 84.8 99.8 101.8 | 102.3 | 102.7
A A7 0 59.7 86.6 98.7 105.6 | 105.8 | 106.4
H Ao 0 41.7 62 77.1 86.9 $6.5 99.6
A Alog 0 43.4 66.4 82,2 91.9 100.2 | 101.2
L B 0 49.5 69.3 82.9 92.7 102.8 | 103.1
[125] AATe] 10 2 119 5 H7F A3 3] 324 2 %59 YERH I o, & 59
HER s} ol Al 102 dl3el 13} 4§ ol & el Ag
Sls ek, 3k, A A ol 109] pHoll & 8% F7F Aahiz £25 % 5 60
el £ 5 w9l Gol
[126] [3%24]
T2 min 0 60 180 500
B 0 35.9 67.3 99.7
A Ao 11
EE£HWA 8] 0.8 0.8 1.6
B4 0 32z 57.7 Q4.7
A Ald 10
ESHA 0 1.8 2.2 3.4
Ha 0 36.6 60.7 96. 4
Bl oo 1
EZHA 0 0.3 0.8 0.6
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[127] [3£25]
30 45 60 90 | 120 | 180 | 240 | 300 | 360 | 480 | 600
He ALA]010 121 1222 | 288 | 353 [45.0 | 526 |65.1 |74.2 |81.2 |864 | 92.0
pr=
Hiaol 0 |186 |243 |324 |366 {408 (445 | 538 |614 |679 |738 |824
1] 30 45 60 90 | 120 | 180 | 240 | 300 | 360 | 480 | 600
pH6.8 ALAj0jj10 0 |14.2 [22.2 |27.8 |323 [406 |474 |584 |67.7 |75.1 |81.0 |89.0
= pmEe: 0 (193|268 [31.1 |341 {392 (432 |510 [573 |636 (695 |794
4] 30 45 60 90 | 120 | 180 | 240 | 300 | 360 | 480 | 600
pHAO | A Ajojl10| O |165 |237 (298 | 350 |434 |530 |63.3 {739 |819 {874 | 96.0
=1 pmAe: 0 |19.6 | 258 |29.8 |33.3 [39.1 |46.3 |54.6 642 |725 |78.9 |89.8
[128] A 12 WA 149] &= 7 A3 26 2 = 70 el ow, &5 9
) = go)t},
[129] [3£26]
7= min 0 60 180 600
AAd 12| B2 0 37.9 63.1 99.1
(AR 7kp) |EE&HEA 0 0.8 0.5 0.6
AAo 13| HF 0 36.5 66.5 97
(AT 10kp) | EEH A} 0 0.6 0.4 0.9
ANl 14] =R 0 36.7 66.3 99.3
(AT 13kp) | EEH A} 0 0.4 0.3 0.4
[130] Al 15 W] 21 & Bl ate] 39 §E5H 7 A= 727 € = 89
el o, 8= 52 w9l %ol
[131] [3£27]
& 15 30 80 a0 120 180 300 380 480 600 720 1440
AAd15] 0 12.6117.7]125.1131.1 36 44 4 | 67.7163.1]172.2179.9]85.0{101.B
A Adi6] 0 9.7 14.1120.56)2b.5]29.7 37 48.4 | 53.1 1 61.1 638 73.71 90.89
HAW171 0 9.7 14.5 1 22.5 29 35 46,31 65.6] 74.9]188.2 ] 96.7 |1100.1]108.5
pll.2 A Aldigl o 9.4 14 21 27.1131.29140.21562.9|58.6}167.9]175.5]181.6]100.4
AAldlig) ¢ 8.9 13.4119.9]1256.4}130.3}]30.5]|b25]|b7.0}67.6] 7.3]82.1 101
AAd20! 0| 12.2117.6 2B 32.3138.3147.2]61.1|B6.6]7.9183.5]189.8]104.5
AAdizl 0 f11.11165]21.8]27.2131.6]138.4]498.2]53.5 51 67.1172.4190.7
Bl B3 0 a1 12.8] 18.8 23 26.8133.11]42.9 47 53.81 9.7 64.8] 8.5
[132] Ao 229 537 A= 28 2 X oo YJERGI o 59 W=

% ©] Tt
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[133]

[134]

[135]

[136]
[137]

[138]

[139]

[140]

[3£28]

& 0 15 30 60 0 120 | 180 ] 300 | 360 | 480 | 600 | 720 | 1440

pH1.2 dAldlzzl o 10.9f155)22.2|27.2|31.5|38.6)]49.3|53.8161.3|67.1|71.8]386.3

Blao3| 0 91 ]12.8118.6] 23 [26.8§33.1]|42.9] 47 |53.8]59.7]64.9] 86.5

I:lil
)
H

A Al 22 2 v e 32] pH6.8, pH4.0 L Eol A 2] EE5H 7 A3 29
10 WA 120 YERHS oW, 8552 &9l %)t
[3£29]

T+ 0] 15 30 50 90 120 | 180 | 300 | 360 | 480 | 600 | 720 | 1440

pHa.o|2A0M2z2] 0] 8.2 | 11.5|16.6|20.3|23.6| 29 [37.8|41.56|47.8]563.1|57.8(73.8

Blmoll310) 9.3 1135]19.8|24.5|28.4]|34.7]|44.3]|48.2}] 56 |60.5]18665.4]85.5

TE 01 15 30 60 90 120 | 180 | 300 | 360 ] 480 | 600 | 720 | 1440

pHE. 8| dAdlzzi0] 7.2 J10.1]14.4]|17.8]21.2)26.2]34.7|38.2|44.5] 50 |54.9]76.3

B3 0| 9.6 |13.5]19.1123.4}27.3]33.3|42.3/46.2|52.5]|57.9|64.2]81.6

TE 01 15 30 60 90 120 | 180 | 300 ]| 360 | 480 | 600 | 720 | 1440

22.7]126.532.6]42.4]146.6]53.3158.11 63 | 74.6

]

0
z
£
INY
[\
()
2]
€O
—
)
w
o
<o
w

B30} 9.6 14 119.91245)28.4(34.9]45.2|49.1} 56 |61.4]1651]85.5

F32 grtetr] ¢ 6}04 aq(Sprague Dawley rat, 2t & n=

m m{n
E
L,
to
_1
5
ﬁ

(monosodlum iodoacetate, MIA, 12512, Sigma,
Poole, UK)E 0.9% —r/\}f-’“ 7 saline®ll 60mg/ml 5 == 235} o] A& 7] A|
g (day 0) A& T

2) - T F A A Lol &= (H, Sprague Dawley rat)<> 73 3 H (Matrix,
US/VME-2)¢ll %31 diethly etherE ©]-8-3Fo] v} g 3 F-2(G2~G9) 7] A ol
tle]l MIAE 1E® TAL71(BDTM insulin syringe with Ultra-Fine™™™ Short
Needle, 31gage)S Al-&3ato] 25 &34 7 W= £ 7] 2 (patellar tendon)&
Z-ahe] ZF QA Al E 50 ul (MIA 3 mg/head) S 13] FAMSA G 2 7t 55
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[156]
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[160]

Xé 1 :—61; 1l

EOﬂE}(E 13). =l /\lf%i“’ﬂ]* Al 71 sk A=A Folol A E
DT H HAANA o] HAY 2 1 A ettt

A3 3 NF &5 H7t

AE 552 #7871 $38ke] paw withdrawal threshold(PWT, g)&
= 4315 21 dynamic planter aesthesiometer(Ugo Basile S.R.L, Italy)&
AH-&3FRA T

B Ao A ARE-gF B g o] Felwl E(Von Frey filament)= 7-4-21 2 ] 2]
Heol At TL A= 7 7 o, oju &4 o)A F ol
5] 712 0 B LULERL} B2 442 ATA o B A ekslsl 42 9lo] wo] AlLE 31
A

1) Dynamic plantar aesthesiometer(UGO BASILE 37450, Italy) & ©]-8-3}o] &
sz g o] Febdl E(Von Frey filamen) & &3l =] 4 A=& 7o 594 245
=8t

3 4

2) ok #o] 4| & zholl 3 vhel ¥ Wil B (rap7h A 2 B 4
VEF 15EHFE ZF A&=Z BT

3) 4 -&-(habituation) & =2} 7| (aesthesiometer) S 0 ~ 50g, 0 ~ 20s = A & 3} )
4= Al (stimulator) AF=ol] 9] g o] A & &7 W2 0goll A - 50g 7 =714
32wk npd 9] o) 2p=8he] o] A 3] Hk-E-2] hindpaw withdraw
threshold(e F A 7F AL A1 & 9] & = 4k9] 3): gram) S 5+ (HA = 33)
=435} 9 o}

4) B RS AR (PWT) 54 Al 7= A e 5ol 25 ol (1042, 35
ol (174 2hell A F 23] A7g AlZtell SA 83T

A A= % 149 YEFH T} Dynamic plantar aesthesiometer & ©] -85}
B Ao o] 4G AN F 39S Hs A7} 3] 9| uk-g- o]

A=7¢ o] Wglol] 9o A 35 H7E 717 Fot A &2 G12 32,1 ~39.5¢ S
Bl wha) okt G2 10.5 ~ 18.9gS vheb o] 71414 X9 9 A%
DA HE fFAEHE AR ERIHATHE 14). AP 5ol A G2 o]
I Rkgo] X = S7hE FFo R A, 10U 2 H ol A FA T 2T
G3(o}A| Eolu| 9l 4+ Eginls WS F o)), EnpIA H e Fo) 3 G4,
EgpnlE A4k T o]t G52 717} 30.3g, 24.2¢, 26.3g S & SISl a1
A 2 HEFoit G6 D G7E 25.5g,29.5g Kol & A X ol A 14.7g
FEE 1ol fibt G2 Bl A §-91 8 S7HE YER 9L th(p<0.05).
3] 9| 98- X (PWT) 4 7é 1792} 7P°M FA 2= G3, EE}H}E

s o GS, 8 5ol G6 2
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A 2she] Estetd, § 3745 71 %] hematoxylin & eosin(H&E) ¢ 41
EREEEN

4) &= & ¥4 9] Safranin-O fast green(SOFG) §3 41 & 74 vhd A S
ctatel il 1) 3k 2] #4798 A7 2 Weigert's iron hematoxylin (HT110232,
Sigma, StLouis, USA)-& 2ol 103&1F 9 A 71 5 =M 3} 4L, 0.02%
fastgreen(FCF)-& % (F7258, Sigma, St Louis, USA)°ll 5%-7F 3 A 3151t} o]o] 1%
acetic acid & %ol BH-3-A] 71 2 0.1% Safranin O(S2255, Sigma, St Louis)-&- <4 o]

& A1 3} a1, Safranin O-fastgreen 0. &2 3 A ¥l L glo] == 55 Bk A & 8l & o]

&l
5) 33 erdAn] A stell A= o] s E, A AE
Wz etA Wt E Adetar, B A g el 18
31719} -2 Mankin score (max=19)E& A A|sto] A A= TH SHALE,
safranin O G2 A% Gol tf st =& F-E5to] Al 43)s1 it

A g 2R g ~a10] 7| &

-4 v A5 3 7 (Modified-Mankin scoring system)

Variable score (Max 19)

Surface

0 = Intact surface

1 = Surface fissures

2 = Surface fissures to midzone

3 = Surface fissures to deep zone

4 = Complete disorganization

Hypocellularity

0 = Inta

1 = slightdecrease in chondrocytes

2 = moderatedecrease in chondrocytes
3 = severe decrease in chondrocytes

4 =no cells

Clone/Osteophyte formations
0 = normal

1 = occasional duos

2 = duos or trios

3 = multiple nested cells

Stain intensity for safranin o

0 = normal
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[199] 1 = slight reduction

[200] 2 = moderate reduction

[201] 3 = severe reduction

[202] 4 = no dye noted

[203]

[204] Structure

[205] 0= normal

[206] 1 = erosion in < 15% surface

[207] 2 = erosion in < 50% surface

[208] 3 = ulceration in < 75% surface

[209] 4 = ulceration in > 75% surface

[210]  REH5E 2 A ] FAg.

[211]  6) A AB7F A= HA 9 9ol b2 Fofol A= & Fletr]
Ak, 4 F St AFAS AT A= 15 E 169 YER AT

[212] 51500 YEpd kel o] AFER T A g A oY A o R A
A HET Gl EVFSAI B s R o]t G40l A 1= Hol & 7kl o] A7 o]
gl A epston, 74 ASA8HE Bl FAHET G322 #1985 54,
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oA WA o] 7HE B v o ® I EdtutE il e s Fol
G5oll A<= gF ol 22 A4 14, A ¥)F 38, A A= A =49 347
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AAu A Edo] 28l A A A
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Stomach, Liver

8/8

Necropsy findings

NRF*

PCT/KR2018/006504

Gastric wall thickening

Gastric mucosal petechial hemorhages

G2 10 Stomach, Liver
Gastric mucosal hyperemia
Stomach ulcer
G4 10 Stornach, Liver NRF
Liver nodules
G5 10 Stomach, Liver  Gastric wall thickening
Gastric mucosal petechial hemorhages
G7 10 Stomach, Liver  Gastric mucosal petechial hemorrhages
5=17]
,,,,,,,,,,,,,, . Besquamaﬂan Emsion
Group ;
. . Cadiac/fundicgland (0. 14~44) Cadiag/fundic gland (0, 1+~44)
a1 None None
1+
G3 None
4/10 (cardiac, No. 24, 25, 27, 28)
1+
G4 None
4/10 (cardiac, No. 31, 35, 38, 40)
1+ {fundic, No. 41) 1+ {cardiac, No. 43)
G5 1+ feardiac No. 48) 2+ (fundic, No. 46, 49)
3+ fundic, No. 48)
G7 None None




INTERNATIONAL SEARCH REPORT

International application No.

PCT/KRZ018/006504

A.  CLASSIFICATION OF SUBJECT MATTER
AT 31/34(2006.61}, AGIK 31/135(2006.61)i, AGIK /24(200656.01), A6iK %/28(2065.0i1

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
AGIK 31/34; AGIK 31/137; AGIK 31/3415; A6IK 31/135; AGIK 9/20; GOGF 19/24; AGIP 19/10; AGIK 9/24; AGIK 31/485;
AG1IK 9728

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Korean Utility models and applications for Utility models: IPC as above
Japanese Utility models and applications for Utility models: IPC as above

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

eKOMPASS (KIPO internal) & Keywords: pohmacoxib, tramadol, pain, analgesic, opioid, nonsteroidal

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y US 2002-0132850 A1 (BARTHOLOMAFUS, Johannes et al.} 19 September 2002 1-10
See paragraphs [0002]-[00061, (8013}, [0015], [0047}; and claims 1, 35-40.

Y US 2016-0008371 A1 (AUTOTELIC LLC)) 14 January 2016 1-10
See ¢laims 1, 2.

A WO 00-31685 Al (ORTHO-MCNEIL PHARMACEUTICAL, INC.) 08 September 2000 1-10
See the entire document.

A KR 10-2001-0024032 A (EURO-CELTIQUE S ALy 26 March 2001 1-10
Sec the entire document.

A US 4844907 A (ELGER, Gordon A. ¢t aly 04 July 1989 1-10
See the entire document.

D Further documents are listed in the continuation of Box C. E See patent family annex.

* ial o aa of o TG i . N ) . . ..
Special categories of cited documents: “T” later document published after the international filing date or priority

“A”  document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention

“B” earlier application or patent but published on or after the international  «y»

filine d document of particular relevance; the claimed invention cannot be
1hng date

considered novel or cannot be considered to involve an mventive

“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other .« : . . : :
: : Y” document of particular relevance; the claimed invention cannot be
special reason {as specified) - : : . :
’ ) o considered to involve an inventive step when the document is
“0”  document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art

“P”  document published prior to the international filing date but later than <« g

el . document member of the same patent famil
the priority date claimed P Y

Date of the actual completion of the international search Date of mailing of the international search report
21 SEPTEMBER 2018 (21.09.2018) 21 SEPTEMBER 2018 (21.09.2018)
Name and mailing address of the ISA/KR Authorized officer

Korean Intellectual Propesty Office
Government Complex Dacjeon Building 4, 189, Cheongsa-ro, Seo-ga,
Dagieon, 35208, Republic of Korea
Facsimile No. +82-42-481-8578 Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)



INTERNATIONAL SEARCH REPORT
Information on patent family members

International application No.

PCT/RR2018/006564
Patent document Publication Patent family Publication
cited in search report date member date
Us 2002-0132850 A 19/09/2002 AT 279615 1 15/11/2004
AU 5872200 A 09/01/2001
AU 770777 B2 04/03/ 2004
CA 2377167 A1 28/12/2000
GA 2377167 C 09/06/2009
DE 19927688 A1 21/12/2000
EP 1183015 A1 06/03/2002
£P 1183015 B1 20/10/2004
HU 0201686 A2 28/09/2002
HU 0201686 AS 26/Q0772005
JP 2003-502358 A 21/01/2003
JP 4945041 B2 06/06/2012
Us 6558701 B2 06/05/2003
WO 00-78280 A1 26/1272000
US 20160008371 Af 4/01/2016 Al 2015274865 0z/02/2017
Al 2015-274908 18/01/2017
AU 2015-377253 31/08/2017
CA 2056897 Al 17/12/2015
CA 2056859 A1 17/12/2015
ChA 29735692 A1 21/07/2016
CN 106572084 A 19/04/2017
CN 106572085 A 19/04/2017
G 107408147 A 28/11/2017
EP 3151822 A1 12/04/2017
EF 3151823 A 12/04/2017
EP 3245602 A1 22/ 11/2017
JP 2017-517529 A 28/06/2017
JP 2017517575 A 29/06/2017
P 2018508476 A 29/03/2018
KR 10-2016-0021348 A 02/08/2016
KR 10-2016-0001349 A 0z2/08/2016
KR 10-2016-0098029 A 18/08/2016
W 201625307 A 16/07/2016
TW 201642854 A 16/12/2016
TW 201642906 A 16/12/2016
Us 2016-0022632 A 28/01/2016
US 2016-0120885 A 05/05/2016
S 2016-0198392 14/07/2016
US 2017-0035787 08/02/2017
Us 2017-0071956 16/03/2017
WO 2015-191460 17/12/2015
WO 2015-191473 17/12/2015
WO 2016-114761 21/07/2016
WO 2016-115057 21/07/2016
WO 00-51685 A 08/09/2000 AU 3384200 A 21/09/2000
CA 2364127 A1 08/08/2000
CN 1349423 A 15/05/2002

Form PCT/ISA/210 (patent family annex) (January 2015)



INTERNATIONAL SEARCH REPORT
Information on patent family members

International application No.

PCT/RR2018/006564
Patent document Publication Patent family Publication
cited in search report date member date
EP 1156855 A1 28/11/2001
JP 2002-538176 A 12/11/2002
NZ 513824 A 28/09/2001
KR 10-2001-0024032 A 26/03/2001 AT 283051 1 16/12/2004
AT 462 4’5 15/04/2010
AU 2003-227326 Al 11/09/2003
AU 2003-227326 B2 22/02/ 2007
Al 742007 B2 20/12/2001
AU 9398498 A 05/04/ 1999
BR 9812342 A 21/1172000
CA 2303300 A1 25/03/1999
CA 2303309 ¢ 12/07/2005
CN 1241567 C 15/02/2006
CN 1278158 A 2771272000
DE 60827821 T2 08/12/2005
0K 15185585 13 26/07/2010
EP 1014886 A1 {05/07/2000
£F 1014886 B 2471172004
EP 1518555 A1 30/03/2005
£P 15185585 B1 31/03/2010
£S5 2235365 T3 {1/07/2005
£S 2343322 13 26/0772010
HK 1030736 A1 22/04/2005
HL 134067 B 21/02/2006
tL 134887 DO 20/05/2001
P 2001516609 A 02/10/2001
JP 5077903 B2 21/11/2012
NZ 503233 A 26/11/2002
NZ 528978 A 24/06/2005
PL 191866 81 31/07 /2006
PL 339342 A 18/12/2000
Us 2002-005 QOAV Al 25/07/2002
Us 2002-0068064 A1 25/07/2002
US 2002-0107250 A 06/08/2002
US 2002-0132825 Al 19/09/2002
US 2002-0143028 A1 03/10/2002
Us 2002-0151559 A1 17/10/2002
US @002-0156001 A1 2471072002
US 2007-0191412 A1 16/08/2007
US 2006-0050427 A1 28/02/2008
Us 2012-0252704 A1 04/10/2012
US 6552031 B 22/04/2003
US 8143267 B2 ?7'0?/2019
US 8168629 b2 01/05/2012
Us 8188107 B2 29 /Or'”012
US 8193209 B2 05/06/2012
S 8685904 B2 O‘/OA/ZO?A
WO 99-13798 A1 25/03/ 1999

Form PCT/ISA/210 (patent family annex) (January 2015)




INTERNATIONAL SEARCH REPORT
Information on patent family members

International application No.

PCT/RR2018/006564
Patent document Publication Patent family Publication
cited in search report date member date
US 4844907 A 04/07/1989 CA 1272055 A 21/08/1990
EF 0220805 A2 06/05/1987
EP 0220805 B1 20/09/1989
JP 06-081733 B2 19/ 10/ 1994
JP 62-051625 A {6/03/1987

Form PCT/ISA/210 (patent family annex) (January 2015)




FAZEN =
TAZANE LA PCT/KR2018/006504

A, E9o] F3e 7| BFFASIEFAPC)
AGIK 31/34(2006.01)i, A61K 31/135(2006.01)i, A61K 9/24(2006.01)i, A61K 9/28(2006.01)i

B. ZALE Eof

Ak H LT A(FHASS RS 714D
AB1K 31/34; A61K 31/137; A61K 31/5415; A61K 31/135; A61K 9/20; GO6F 19/24; AGIP 19/10; A61K 9/24; A61K
31/485; A61K 9/28

b 7% Bk Sahe A 274 o9 o]
FHEEASA TR Y T AL TR AR H T A TRC
YREEHAGUNTR L AR BALSUSTR: 2AE Aozl /A IRC

T Az A el o] g1 AL dlo|EH e o] 2 ¢d o] W o] 2] T ] H 7 Al o]
eKOMPASS(5-31 3% UF- AAA|A~H) § 719 = EvpEAR, En}

C. FHFH
ﬂ*

ek [0002]-[0006]1, [0013], [0015], [0047]; % A8 1, 3540 F=.

Y US 2016-0008371 Al (AUTOTELIC LLC) 2016.01.14 1-10
A1, 2 B2,

A WO 00-51685 A1 (ORTHO-MCNEIL PHARMACEUTICAL, INC.) 2000.09.08 1-10

AR = =

A KR 10-2001-0024032 A (FF=2-AE]F AA]ollv o}2=3) 2001.03.26 1-10

AR = =

A US 4844907 A (GORDON A. ELGER &) 1989.07.04 1-10

AR = =

7kl 3 Al " A TG Aol 1A ad A7
Y US 2002-0132850 A1 (JOHANNES BARTHOLOMAEUS %) 2002.09.19 1-10

- . W 2ol Tz oz =)
F7FFd ol C(AE) 71A = o] dHHh X dlg5s]e] #3318 Fxaa L
=1 =1
B o7 ZAEUY BE SHY Fo BAE EHOT SN} AE
‘A7 5@a el gl A0 wol dWMA ErEe g g FoS IR VIR A% dei 128 csE] A g4
k!
B FAERDRD E 299 BE $HIS Y TAZID O F . ,
SEF ERE R TN sRddda du g a9 R shines 374 wde)
‘EI'Q-J—C{HOO] gif;\——il_q
L ST T RS AY)shE BE BE DR A8RAY FAY . , ]
ELThE SR o] (el 42 BA)E Wely] Aetel gd wa Y FE@ AT G 2 o wale] i ol gl B waln
2R 2R 1250 BeiRel A AR A ATE 2w
“O7 TF A, A, A EE vlg FRe dF ek Qe £ sanAgelgl= Ao ant

FA 2 2] A 92 FAEA R A B

201811 09¢ 214 (21.09.2018)

[\l
o
—
oo
L
(]
{e]
e
[\l
—
e
—
[\l
—
(]
[{w]
[\l
o
—
(o]
=

EN AL

o|714

Ae N5 +82-42-481-3353

A~ G +82-42-481-8578

221 PCT/ISA/210 (- WA -£A1) 2015 1€




TAEEAD

e = 31 A
ggEso] Bha An PCT/KR2018/006504

jf;ﬁj%é%"” A 29 oS =55 =AY

US 2002-0132850 Al 2002/09/19 AT 279915 T 2004/11/15
AU 5972200 A 2001/01/09
AU 770777 B2 2004/03/04
CA 2377167 Al 2000/12/28
CA 2377167 C 2009/06/09
DE 19927688 Al 2000/12/21
EP 1183015 Al 2002/03/06
EP 1183015 Bl 2004/10/20
HU 0201686 A2 2002/09/28
HU 0201686 A3 2005/07/28
JP 2003-502358 A 2003/01/21
JP 4945041 B2 2012/06/06
US 6558701 B2 2003/05/06
WO 00-78289 Al 2000/12/28

US 2016-0008371 Al 2016/01/14 AU 2015-274895 Al 2017/02/02
AU 2015-274908 Al 2017/01/19
AU 2015-377253 Al 2017/08/31
CA 2956897 Al 2015/12/17
CA 2956899 Al 2015/12/17
CA 2973569 Al 2016/07/21
CN 106572984 A 2017/04/19
CN 106572985 A 2017/04/19
CN 107408147 A 2017/11/28
EP 3151822 Al 2017/04/12
EP 3151823 Al 2017/04/12
EP 3245602 Al 2017/11/22
JP 2017-517529 A 2017/06/29
JP 2017-517575 A 2017/06/29
JP 2018-508476 A 2018/03/29
KR 10-2016-0091348 A 2016/08/02
KR 10-2016-0091349 A 2016/08/02
KR 10-2016-0098029 A 2016/08/18
TW 201625307 A 2016/07/16
TW 201642854 A 2016/12/16
TW 201642906 A 2016/12/16
US 2016-0022639 Al 2016/01/28
US 2016-0120885 Al 2016/05/05
US 2016-0199392 Al 2016/07/14
US 2017-0035787 Al 2017/02/09
US 2017-0071956 Al 2017/03/16
WO 2015-191460 Al 2015/12/17
WO 2015-191473 Al 2015/12/17
WO 2016-114761 Al 2016/07/21
WO 2016-115057 Al 2016/07/21

WO 00-51685 Al 2000/09/08 AU 3384200 A 2000/09/21
CA 2364127 Al 2000/09/08
CN 1349423 A 2002/05/15

X2 PCT/ISA/210 (T]-3- 53] F718-4]) (20154 1€




A AR A
& S

TAEEAD

S5lo Bt AR PCT/KR2018/006504
jf;ﬁj%é%"” A 29 oS =55 =AY
EP 1156855 Al 2001/11/28
JP 2002-538176 A 2002/11/12
NZ 513924 A 2001/09/28
KR 10-2001-0024032 A 2001/03/26 AT 283051 T 2004/12/15
AT 462435 T 2010/04/15
AU 2003-227326 Al 2003/09/11
AU 2003-227326 B2 2007/02/22
AU 742097 B2 2001/12/20
AU 9398498 A 1999/04/05
BR 9812342 A 2000/11/21
CA 2303309 Al 1999/03/25
CA 2303309 C 2005/07/12
CN 1241567 C 2006/02/15
CN 1278158 A 2000/12/27
DE 69827821 T2 2005/12/08
DK 1518555 T3 2010/07/26
EP 1014886 Al 2000/07/05
EP 1014886 Bl 2004/11/24
EP 1518555 Al 2005/03/30
EP 1518555 Bl 2010/03/31
ES 2235365 T3 2005/07/01
ES 2343322 T3 2010/07/28
HK 1030736 Al 2005/04/22
1L 134987 B 2006/02/21
1L 134987 DO 2001/05/20
JP 2001-516699 A 2001/10/02
JP 5077903 B2 2012/11/21
NZ 503233 A 2002/11/26
NZ 529978 A 2005/06/24
PL 191966 Bl 2006/07/31
PL 339342 Al 2000/12/18
US 2002-0099049 Al 2002/07/25
US 2002-0099064 Al 2002/07/25
US 2002-0107259 Al 2002/08/08
US 2002-0132825 Al 2002/09/19
US 2002-0143028 Al 2002/10/03
US 2002-0151559 Al 2002/10/17
US 2002-0156091 Al 2002/10/24
US 2007-0191412 Al 2007/08/16
US 2008-0050427 Al 2008/02/28
US 2012-0252794 Al 2012/10/04
US 6552031 Bl 2003/04/22
US 8143267 B2 2012/03/27
US 8168629 B2 2012/05/01
US 8188107 B2 2012/05/29
US 8193209 B2 2012/06/05
US 8685994 B2 2014/04/01
WO 99-13799 Al 1999/03/25

X2 PCT/ISA/210 (T]-3- 53] F718-4]) (20154 1€




i— Z‘“ }_}\]_ B —T’—}‘1 %Zﬂ%%]ﬂi
-5 53] Ak AR PCT/KR2018/006504

A 2 1 A o A

oo =5wa KRN -e53l=el ML

US 4844907 A 1989/07/04 CA 1272955 A 1990/08/21
EP 0220805 A2 1987/05/06
EP 0220805 Bl 1989/09/20
JP 06-081733 B2 1994/10/19
JP 62-051625 A 1987/03/06

X2 PCT/ISA/210 (T]-3- 53] F718-4]) (20154 1€




	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - description
	Page 21 - description
	Page 22 - description
	Page 23 - description
	Page 24 - description
	Page 25 - description
	Page 26 - description
	Page 27 - description
	Page 28 - description
	Page 29 - description
	Page 30 - description
	Page 31 - description
	Page 32 - description
	Page 33 - description
	Page 34 - description
	Page 35 - description
	Page 36 - description
	Page 37 - claims
	Page 38 - drawings
	Page 39 - drawings
	Page 40 - drawings
	Page 41 - drawings
	Page 42 - drawings
	Page 43 - drawings
	Page 44 - drawings
	Page 45 - drawings
	Page 46 - wo-search-report
	Page 47 - wo-search-report
	Page 48 - wo-search-report
	Page 49 - wo-search-report
	Page 50 - wo-search-report
	Page 51 - wo-search-report
	Page 52 - wo-search-report
	Page 53 - wo-search-report

