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10 mg
o t2 13.0 ng/mL 0.54 hr
AUC.,,
BA 14.3 %
5 mg/kg
Tmax 1.0hr ty, 2.3hr
-1 [®H]- 10 mg/kg

Pharmacol Exp Ther, 208: 228-231, 1979
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25 mg

Cmax Tmax AUCq 43 16.1 ng/mL 0.88 hr 90.7
ng hr/mL -2
10 mg BA 23.8 % M6G
morphine-6-gluchronide AUC,., M6G/ 10.9
Hoskin PJ et al, Br J Clin Pharmacol, 27: 499-505, 1989
15mg 6 3 60 mg/ Cmax
22.0 ng/mL Tmax 0.77 hr AUCq.12 71.8ng hr/mL Savarese JJ et al,
Clin Pharmacokinet, 11: 505-510, 1986 4.0 L/kg Osborne R
et al, Clin Pharmacol Ther, 47: 12-19, 1990 35 %
Olsen GD et al, Clin Pharamcol Ther, 17: 31-35, 1975
196 319 % Olsen GD et al, Clin Pharmacol Ther, 17:

677-684, 1975
Brunk SF et al, Clin Pharmacol Ther, 16: 51-57,
1974
Cmax Tmax
Collins SL et al, J Pain Symptom Manage, 16: 388-402, 1988

30 mg
Cmax 20.7 ng/mL Tmax 1.1 hr AUC 70.2 ng hr/mL
AUC M6G/ 6.3
Hasselstréom J et al, Eur J Clin Pharmacol, 40: 585-591, 1991

39 714 %
Sawe J et al, Br J Clin Pharmacol, 16: 85-93, 1983 74.6 % Somogyi AA et al,
Clin Pharmacokinet, 24: 413-420, 1993 1/3 Reisine

T et al, Goodman Gilman's the Pharmacological Basis of Therapeutics(10™ ed) McGraw
Hill, NY pp569-619, 2001 BA 38.2 % Sawe J et al,
Clin Pharmacol Ther, 30: 629-635, 1981

Séwe J et al, Br J Clin Pharmacol, 16: 85-93, 1983 Sawe J et al, Eur J Clin
Pharmacol, 24: 537-542, 1983



60 mg/
Cmax 19.5 ng/mL Tmax 0.5 hr AUCy4 53.6 ng hr/mL
M6G Cmax 85.2ng/mL Tmax 1.1hr AUCqy4 307.7ng hr/mL
24 41 % M6G 6.5 % M3G
morphine-3-gluchronide 27.6 % 38.2% 20.2 78.8%
: , 20: 639-647, 1989

Cmax AUC
454 1692

Cmax Tmax
Collins SL et al, J Pain Symptom Manage, 16: 388-402, 1998

pH2.0 5.5 80 90 mg/mL

Sawe J et al, Br J Clin Pharmacol, 16: 85-93, 1983 , , 30:

305-306, 1999 Maccarrone C et al, Drug Invest, 7: 262-274, 1994 Sawe J et al, Eur J Clin
Pharmacol, 24: 537-542, 1983 Sawe J et al, Adv Pain Res Ther, 8: 45-55, 1986 Thirlwell
MP et al, Cancer, 63(suppl.1): 2275-2283, 1989

AUC 1
60 mg 173 446 ng hr/mL
Hasselstrom J et al, Eur J Clin Pharmacol, 40: 585-591, 1991 Thirlwell MP et al, Cancer,

63(suppl.l): 2275-2283, 1989 Sawe Jet al, Eur J Clin Pharmacol, 24: 537-542, 1983

322 ng hr/mL , , 20: 639-647, 1989

26 %



MS
-1
1 5 10mg 1 6
2
34
33 Full Analysis Set <FAS>
9
0 3
97.0 %
p<0.001 Wilcoxon 1 3
0 21.2 % 7/33
Visual Analogue Scale 66.3 mm
p<0.001 1 t
1 30mg 63.6 % 21/33
90mg 12.1% 4/33
11 30-60 mg: 7 30-90mg: 4
88.2 % 30/34
85.3% 29/34
15 13 11

AN982-321-1

25

32/33

VAS
- 24.2 mm

60mg 24.2% 8/33
60- 30 mg

20



52.0 % 13/25
16.0 % 4/25 ALT(GPT) 1 AST(GOT) ALT(GPT)
ALP 1 ALT(GPT) ALP 1 1
3
3
11
1 1 2 9
77.7% 7/9 2 1 1 -0
1 0 -1
1 1 30 120 mg
66.7 % 6/9 130 mg 3 400 mg
72.7 % 8/11
63.6 % 7/11 7
2
36.4% 4/11
9.1% 1/11 1
MS ®
1
MS ® 1 1/6
40

77.5 %

10



31/40 58.1 % 18/31 30

2 31 1
5 140 mg 5 20mg 85 % 34/40 MS
1/6
75.0 % 30/40
67.5% 27/40 18
5
1
World Health Organization WHO
2 ,1996 WHO Ladder 3
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