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(57) Abstract: The present invention relates to a phar-

(= 1] maceutical composition comprising a 5-membered het-
g

erocyclic compound, having an analgesic effect, and a

Writhing test (p.o.) derivative thereof. More particularly, the present in-

vention relates to a preparation method for a 5-

80 membered heterocyclic compound having fewer side
w 70 effects and having analgesic effects on a broad range of
S 60 T pain including neuropathic pain, and a pharmaceutical
—g ] composition comprising same.
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A g )olt).
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5 45 A6l AN QFY 288 677 BRFE Fa)
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T 5 % 62 & 40 A W

. O - - i g s I I o
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resin  from Candida Antrcita), S-EEA, Z2ugal ZFE2), A0
24k 2 el G 52 Alav-d =] A AR EE sk ALl

2) '”‘T":/r] (MP) 2 FI-IR &7A

e 54l uﬂLll gAlol & FZae] MPE Melting Point tester (b-540.
buchi) & A3 2L, FI-IR A1 Fourier-transform infrared spectroscopy (FT-
[R-4100, Jasco)Z AF&3lo]. 3000~500 cm Q] A1 o) =89 o),

3) Electron impact/mass spectrometer (EI-MS) 2 NMR (I, "™C)

A E 59 sl RAlo)EE A2 Flectron impact/mass spectrometer
(BI/NS) = o] 23} 0]]1; Al 70 e,V O] R s 25 280 C, E® AR 300 xh. 2=
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HMF .
agte 2} shojA?
-0H, ful? (L M.S¥
( (—-COOH, mmol) I ) (g) ST (=)
mmol) )
23.8 ol EL BHE 119 0.1 2.8 5.0
22.8 Zruei B4R, 476 0.1 2.8 5.0
23.8 HE| 22k $45, 476 0.1 2.8 5.0
‘8.0 FHERA $FE 158 0.033 1.65 1.65
8.0 A)alak Fee g, 15.8 0.033 1.65 1.65
1.8 224k, §.98 0.005 0.14 0.25
8.0 v Avhalel® 8.0 0.033 1.65 1.65
Y Solvent © 2,2.4~ ~{rimethylpentane (Isooctane)
o LID(ISC Novozyme 435 (lipase acrvlic resin from Candida Antreita)
M MLS T Molecular Sieves
Al 2: 59 FE|EAOIEY =2 §337 g4
2-1. 5-HMFQ} F-<= THF (5-HMF THE, 1 g 10 mL)E 'l‘\vo-neck %E" v}
s FElaFo) ¥ 2wyt oo g olol wlz (0T)olA] Ny 7F2E Z21g)
SAdl WUE AANASE. N Az 27 BE F OB Dl A4S
ol O‘:':“\'] AF dtol=elol= (NaH, 6.25 mol)E H7sigict. #H7) ¢z &
bes A% dobElon], 20308 AR wnkE AAlsiin. Al g (10
mol) S YolFa 24 AlZF HoF A2oA mwukalo] wr2e Agsiadcr. WL &
10 & THF %—Ul;— AAS I, dda Zzelol= (NO)9F 0T ol gste] B
BHED M S 0T 233 AASAT. M Fe) W) H0F NaSOE A3
HE FEAE A,
2. 4E 54 slel2AtolEY fEAe B4R
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Names | Formular | M.W 'H NMR BC NMR MS IR mp Cystals
5 9.576 (S, 1H), 1742
) 178.3, 169.7, '
5—okA] 7500 . J=2d ta | L e | 07 Yellon
§ . . 55.2, 152.2. ) ¢llow
BA Y | CeOHs | 168 | 0. 6.789 (. F=2.1 12’;( “’.29 [M'r 1, | —
) ) 3.6, 129, liquia
g Hz, 1H), 5.131 (S, w74 204 1223, e
L), 2.077 (S, 3H) T 1023
§ 1.563 (S. tH).
- 7.368 (0, J=3.61 Hz.
S-ZZ 175.9. 153.49 7
A2 ] : 1H), 6.681 (d, J=243 lr’)"ﬁ'(‘ ”32' s . }(;z‘
R % . 51.66, .35, . e
| Coome | 182 Hz, 1H). 5.035 (S, e > I M - Vellow
ul] ¢} 3] 7% 2H). 2,455 (Q, J=7.58 110.8, 99.5, [M-HI 1166, Byuid
Y t C 59.3, 28.5.°9.7 1020

Mz, 2H), 1.097 (1
=760 Hz 3H)
§ 9.468 (S, 1H),
7.272 (d, J=3.56 Uz,

e ’ 1737, 152.0. 1737,
_ng 11). 6583 (d, J=3.67 , i
] ey, 4o (6 150.2, 110.9, 105 1679, Yellow
Z. 1), 4,04 S, . ]
BAVE | Cooitha | g6 | E L H ST 00z, 081, IM—:H“ nuoo, | — I_° mlv
wWieet o o 57.8, 35.7, 1163, e
& H2, 2H),. 1,522 PR 022

(Sextet, 3H). 0.820 (i
I=7.48 Ha, 211
§ 9.566 (S, ),
7.365 (d, J=2.55 Hz,
1H). 6.678 (d. J=3.61

L78.1, 1753,
169.3, 151.68.
1124, 1108,

5§} Hz, 1H). 5.152 (S, 290 1725, | 41.1 .
N $9.2, 354, Yeilow
&#Alole) | CisO:Has | 308 | 2M). 2.264 (1, 4=7.39 135 212 IM=0OH; | 1697, | ~
. ) (Y by -
o - Haz, 2H). 1.587 (t, ] 945 12.0 powder
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Tail-flick (120 min)
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61 mem] Gabapentin
5| B 5-succinoxyMF
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