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ZHa]

SRk OER®E

2.8 7 A VIEE (FEAT a4 NMEERERANC X 5
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BEILGETFEZENEE LU,
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5N VIEEIZ, OB RIBBENDEEEZRIT 52
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BELZEMOEE NI, SHEICER-THET S &,
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TERPEA U DAL S EET 2 B8Z 10D 5,
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9.1.12 ZILO—ILZEEHE
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RBEREZEY 5EE
BELAEWZ &, BEERMPRME DY 27 258Md 5
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i - Bhg - DEOERSE > EDRENDH S, BE
BEICKBELERIE. BBEEE. BRAR. Bid.
EH. BRE. BH. BT%ETH 5. (1.2 2]

13.2 LE
BB E LT, SEEHAE L. ERICE U7 RS E
LEBOBMAITS T &,
NI R—LOBEREIC XL 5 RIGINEZE ORI EE D
NBEEITE, FaFY VAN RSN H 5D, B
RIERFRTE2BEND DS, £/o P IVFR—ILILE
MickDIFEAERESNZ WV,
T 7372 VOBERESICLZERVEDNSG
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14. BREDFER

14.1 FBRIRZFEOER

14.1.1 PTPBEO#HHIPTPY — b2 S6WMDH LU TIRAT %
£H¥ET L&, PTPY— bOBEMKICED, BELEH
AES EEREARIA LU, BICIZZRLZ B L THRE
AREOBEELAMWEL NIRRT HIENDH 5,

1412 /NEOFOREDPZVINRET 2 L OEET S L,

15. ZODER

15.1 BRRERICE D <IER

15101 72 b7 72 Y OBPILEM (T 2+ FV)DE
WREICKD, MEBRRELZRIITIEND S,

1512 BERRUOBERBEEOEEzRHEL /- 25, HEULE
W(7 zFtF )8z R - KEICHERA W) BIRA
21.5~27kg. IRAHKA4~30F) L TW i ADBZNnE
DE|EN B %o

15.1.3 X 7 u A NMEHREEAH 2 RIS S Tw 5Lt
IZBWT, —RNEAEPRD SN EDREDDH 2

15.1.4 BIEMICCYP2DODEMEP BRI TH 5 Z EPHIBAL T
W5 E#H (Ultra-rapid Metabolizer) Tld, F o< F—
LV OBEEREHD O MHPBEN LF U, WRIRINHIE O R
TERDPRFAL LT LEBZENNDH 5,

15.2 FEERAREHBRICE D 1B

15.2.1 HEULAW (7 2+ F V) ORM - KEBRS L8
EET, BERENPROONZEDOREDNH 5.

16. EYENRE

16.1 MoRE

16.1.1 BEKRS
RFERABEIC NS = VERRE/ T b7 3 ) 7 = VEASEL ~35EY (5
< F— Ui E LC37.5, 75K U112.5mg. 7t b7 3/ 7z & LT325,
650%1M975mg) # MEEO# S Lz & &, HE5RICAPDET. FITF—L
[(£)-TRAMIRUT7E b7 3 7 2 VIEESHICRES N, (+£)-TRAMKD
T ET I 72 OMBERREZZNZNEEGH] ~ 28K O 1 RREIC
CmaxIZEL 7. TNENH5~ 550 MK ORIBRE Ot TR T U, W
MOEYBRIIHEBRAIEER R Uz, £z, (£)-TRAMIZES 2 ICEER BT
O-MiAF I FT= R—=L[(£)-MILIcR# S, (£)-M1oMEREEIERS
A2 HIC CmaxICi# L7, K96.5R MOt 2 TR L7z, M4 (+)-TRAM
KO (£)-M1OEFAGRMEE[(+) (AR O (-) (4] D M5 rp IR T OS5 8)
BRT A= IFFEBL Tzl
) AR OKRS Nz 1 ERmARII285ETH 5.

IV R—VEBIE/ 7Y V7 3 7 = VEGHE] ~38EY & BEEO#RSE Lz & S oM
i (£)-TRAM. (£)-MIRUO 7L 73 7 x> OEMHEST A -5

T FI v F—)UEMIE/7 | Cmax tmax AUCe ti2
737 VA (ng/mL) (h) (ng-h/mL) | (h)

158 119.8 1.8 938.2 5.1
(34.3) (0.5~3.0) (360.7) (0.8)

(£)- 2% 263.8 1.0 2004.3 5.6
TRAM (45.6) (0.5~1.5) (580.5) (1.0)
B~ 4245 1.3 32743 5.6
(146.1) | (1.0~3.0) (1070.4) (1.1)
158 34.2 1.8 359.4 6.4
(10.6) (0.5~3.0) (63.7) (0.9)
(£)- 2%t 65.6 1.8 680.9 6.3
M1 (24.4) (1.0~4.0) (142.2) (0.9)
aget 95.7 1.8 1083.8 6.3
(26.3) (1.0~3.0) (224.3) (0.9)
15 5.0 0.8 17.1 2.8
S (2.0)* | (0.5~1.5) (4.8)° (0.6)
e 28 9.2 1.0 38.9 3.3
S (2.3)* | (0.5~1.5) (12.4)° (0.9)
- 15.1 0.8 62.3 33
(4.3)2 (0.5~1.5) (18.1)° (1.0)
a: pg/mL (N=8, P3fE (S.D.), tmax ; HJfi (FiFH))
b: pg-h/mL

16.1.2 REHRS

REBABHEIC NI F—UEBIE/ T b7 3 7 2 VEAHELEI] XIF28E
(b F—UEEEE E LT37.5%1475mg. 7E 73/ 7 x> &LT325%
1$650mg) % 1 H4[E (6HF i & & ) RERELR G (+ 5 F—IUEEE/ 71 b7 3
J 7 x VEAHELSE  SHM. S F—UEBE/ T T I 7 x VEATE2
§E : 3HM) L7z & &, Mt (£)-TRAMK U (£)-M BRI RERO# 55 iE
H%ASKIE E TIo. FoMifEh 7 b7 I 7 o VEEIIRERORSMG%24
R E CICERRBIGELTH Y, EREEED oGP oY,



M2 R

BOBG (v R—UEBE/ 7 s 7 3 7 = VE&SELSE - SHEL
BE/ 72 b7 3 7 2 VELEEESE  3HM) L7 & & ORI 5 % O M4 (+)-TRAM,

—IVIERRIE/ 7R b7 3 7 x VEASELRIE25E % | HAR (6 & &) KB
FI -

(£)-MIROT7E VT I/ 7 2 OFENFHREINT A —%

o b F—)UIERIE/7 | Cmax tmax AUC: Ra tiz
737z UEE | (ng/mL) (h) (ng - h/mL) (h)
138 290.6 1.0 1141.2 13 | 6.6
(£)- (72.9) |(0.5~1.5)| (265.8) (0.5) | (1.0)
TRAM 25 542.6 1.3 2355.8 1.3 | 65
(114.4) | (1.0~2.0)| (533.3) | (0.3) | (0.6)
15 78.5 1.3 325.2 09 | 7.4
(£)- (18.7) |(0.5~6.0) (88.0) (0.1) | (1.4)
M1 25 142.0 1.3 666.6 09 | 6.7
(29.3) |(0.5~2.0)| (103.8) | (0.2) | (0.9)
6.7 0.5 17.4 1.0 | 43
Zi“‘; 15 167 |(05~1.0| @8> |©.D | @7
_ 25 11.0 0.8 30.4 09 | 33
(2.9)* |(0.5~1.5) (4.9)0 (0.1) | (1.1)

a: pug/mL (N=8, FfE (S.D.), tmax ; HJfi (FiF))

b: pg-h/mL

Rt EHEE (RARE5HOAUC /HEHSEDAUC)

16.1.3

16.1.4

M

RalCL28E

RERABMHIC S~ F—)UEBIE/ 72 b7 3 ) 7 = VERASE2E (NI R —
LIRS & LC75mg. 7 b7 I 722 &L T650mg). kI v N—)LIEREE
E2H TN (75mg) XIZ 7L b7 2 7 2225 L (650mg) & F M Zh
ERECG L&, I F—VIERIE/ 7Y N7 3 7 = VEAEZRS L
7L ED(£)-TRAM, (£)-MIRUTE 7 I 7 2 OEYFHELIST X -4
W PV R—UEBER O TR N T I ) 7 2 2 FNERBMTRE L
ZLEABOMEERL. (£)-TRAM. (£)-MIRUTE M7 3 7 x> O%EHE)
BICr IV R UEBEROT7E N7 I ) 72V OBEICEPFEIRDON
2otz

EYFNEFERR

b7ty MEASEIDSEPIE RS Aty MEASER, Y OAF—N—HEICKD
ThZhIgE( T F—UEBIEE LC37.5mg/kU 72 73/ 72 &LT
325mg) EFRA S FICHE B R ER RS L CiiEh (F I~ R LRUOT &
FPI)T7V)BERZRELL, BoNEYEEINT X —% (AUC,
Cmax) IZ 2 W TI0%E XA THEHFIT 21T > 1o iR, I~ F—)LilE
ROT7E b7 I 7 2 U EERVLTNB1og(0.80) ~log(1.25) OHEFINTH 1
WA OEYEN RS SR S Y,

rS5¥ R—)UIESR

MR 5~ F—VIBEOHER
(ng/mL)
140
—— 7 5ty MEASEDSEP)
m 120 —o— I Aty MidGH
3% 100 - mean =SD, n=23
b
s 80t
A
lr‘ 60 -
L |
w10
L
0 . L .
0 6 12 18 24
eI R (hr)
HEREIST XA — 5 (+ T~ F—IVIERRIE)
AUCo24 Cmax Tmax ti2
(ng - hr/mL) (ng/mL) (hr) (hr)
M7 Iy MEA 918.7 112.1 1.72 5.7
[DSEP] +317.7 +29.7 +0.82 +1.1
- ! 934.9 114.7 1.79 5.9
F7 bty MR £309.4 +26.0 £0.89 14

(mean=+SD, n=23)

(2) 7EbPE/ TV

MmiEF7E b7 3 7 = VBEOHER

(ng/mL)

6000 -
it —e— b7 v MiLE$EDSEP
#5000 - —o— T Aty MEASE
ol mean =SD, n=23
7 L
kA 4000
r
7 3000
)
7 2000 -
S
o
i 1000
JiE

0 , , .
0 3 6 9 12

P4 (hr)

HYBHE)ST A= (P T I )T 2Y)

AUCo-12 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
b7 Ity bEAE 14972 4552 1.11 2.9
[DSEP] +2893 +1512 +0.79 +0.3
14814 4360 1.18 2.8
5 w P
bTay MRS +2752 +1431 +0.72 +04

(mean+SD, n=23)

MAEPEENCICAUC, CmaxFD/ /8T X —F &, #HEE OB, MKORER
[E%0 - RS ORBREMICE > TREDWREEN 5 5.

16.2 IRIY
16.2.1 BEICLZHE

TERERIAIC b I~ R—VIERRE/ 72 b7 3 ) 7 = VEAS3EY (S v K=l
WEEE S LC112.5mg. 7 b7 3 722 &LT975mg) 2 FEHEZKRD
G I Z PN BERER S Lz & &, (1) KU (-)-TRAM, (+) KU (-)-M1
ROTE 73 720 OENEFHRICARICLIFEELHEIRD SN AD -
7V HEANT—%),

16.3 57

b MEEAREER TRAM(0.2~10pug/mL) K7 v 73 72>
(280 1 g/mL) #20% (in vitro)®

16.4 X3

(£)-TRAMIZEICHFIETCYP2D6IC & 0 G HER# (£)-MLIcRBSh 5. F
72y ZOMOEHRBER L. FFETOCYP3AAI K BN-iAF UL, ZLra
CEBAARUHREBRATH S, 7L N7 I 7 2 0EREERKIE. FETO
ZVrnrEgiad. HBaatoIcCYPIA2, CYP2EIZUCYP3A4ICL HN-7
TFN-p-RUTF ) A IVANOBILRVZEDTNY F 4 G TH 559,

16.5 Hhittt

TR A B b5~ F—UERE/ 7 b7 3 ) 7 = VEAHEL ~ 35D & B[ali%
OS5 RO ST~ F—UEEEE/ 71 7 3 ) 7 = VEESELE 1 288 % | H4[E
(bW &) RIEROKRE L& &, (£)-TRAM, (£)-MIRUOT7E 73/
7 = O RFERAGE R (BE #5548 KIE Bk 5548 ) 13, %
NZNERE5ED18.2~20.3%. 9.4~14.8%K%1V2.6~33%TH V. HEREVR

BREICLZ2HEBEIRDSNLH» 72,
16.6 BHEDERZHITZEE

16.6.1 FH&RERE
(1) bS5 R=)L
JFREZA B IC b T~ F—)UERRE S 7L 50mg 2R O#RG Lz & &, BERA
EHELTMFER NI 7 F=LOAUCIZFEZ ICHM L. t1203592.66% ICER
L7 (BHEAT—%). [9.3.2 2I#]
(2) 7ev7=/7zY
JEtkREmE E R E (B~ hEE o, SE 5H)Ic7e b7 72
1000mg AR5 Lic & &, @ERA LKL 72 b7 72
DAUCHIZFI L. 7R U t2 3 K2R HER L7210 (AEAT— %), [9.3.2
2]
16.6.2 BikHEEE
(1) bS5 R=)L
BHERERE (VLT FZ 7Y 752 A 0 80mL/minblR) 2140 S <
F— VISR 100mg 2 S IRMB S Lz & &, MIEHR bS5 < R=LDti kT
AUCIIBFERADZNZNBATLSERO2UETH > 7220 (HEAT—%).
[9.2.1 BHE]
(2) Peb7=/T7zY
BEWERERE (VLT7F=0 7Y T 5 YA 30mL/minklR) 13627 b7
37 x1000mgZEO/E Uiz & &, 58~ 24kMBomEEH7 & ~ 7
37 22Dt LR (4.9 H) & HE LT L 7B BICER L. AUCs2mn
HHYLOEEML 721 (HAEAT—%). [9.2.1 BH]
17. BRIRRAE
17.1 BHMERURLEICRT BHEBR
GED' A 1B MR
17.1.1 BN MHEHER
JEERE AL AT R EE & I S, FER T 0 RERE SR A 0RO 512
L0+ EREHRSE SN BEEREEELISTHI (T~ F—IVERE/ 7
Y b7 37 o VEASEEAH. 75 AR 2RI, EERTTHS
Y R—IUEBIE/ T v 7 2 7 = VI ASELD] ~ 288 % 1 HAE AR RS L7
%, —EHERHIANOBITHEEZ MW LIZEBHIC, I R—UERIE/ 7L 7
I 7z VEARNIE TSI RE T Y FLACE DT TAEMRG L& =
HER T COBRMIERTDZARY NELEARY NEEZ TOMBIZ TS
CARBEHBL NS F—UERE/ 7Y b7 3 ) 7 VEAKBTERICE
Mol (a5 > 7#5E, p=0.0001)",
17.1.2 BRRAAIZSHER

HHEE SR (BRE, AAERENE. MY v ~F. SEEMERE, SREs ke
. BRI MR EE 2 ) I BE 2 A L. FERT O A R
REGFEHIORORE L0+ LEEIRIE SN B VEHEL0F 2 RIC,
Mo R—VERBE/ 7Y 7 3 7 o VEEEELE ] ~ 2884 | A, EE
LTHERTCRESERMBS Lz 2O VASHEHOFESE L. MBEHO
65.80mmIC it LT, HAEHH28EICI329.93mmICE TR L. Z 0%, AR5 2E
FTIEIF—EDMHETHERS L7

BITEFFBHIE, 96.3%(183/190%]) TH > 7. ELBIEMIE. ED 1024
(53.7%)  {EH74%51(38.9%). WEH71H1(37.4%). ZEED FL5141(26.8%)
TEHR3841(20.0%) TdH - 7219,



GRERDESRE)
17.1.3 BN MEHR

BHIBR R O 5 & N & T 5 R RS SRk R & AT L. R RE %
ROIBEI28H1( b~ F—UEBIE/ 7 b7 3 ) 7 = VERASEREL326]. b
T < N—UIERIER66Hl. 77X v 7 3/ 7 = VEE130f)) ZRIc. ZEHEMR T
ThI R UEBIE/ T2 V73 ) 7 = VEAHE25E. b T~ F— ) LIEEEE
75mgXiE 7Y b7 I 7z v650mgx B E Lz & &, HE%IKME T
A DOUEEE ORI (5B ORAHDOWEE 2 B2 U]~ 522 0E ] OSBR
T 0.5~ S & THREMEAICERN L 7z & & 0 BREE) OFMEIZ. hFI< K-
WEE/ 72 N7 3 7 o VEREERL7.7. S~ R—UERIER12.4, T b
T3I) 7z EI33THY. FIYR—UERE/ 7Y VT I T = VELE R
L EBABOMICHEEEDRY 5Nz (FisherdLSD#%E, Wihsp<0.0001),
Froy bITR—UERE/ TR b7 3 7 2 VERATHYSRICENT HETO
S (e A DFZEE A 72 U I SUS TR IS8 9 % £ TOBEE) 0 Fp 9139305
THY . ZOBRITERPEH LIZEBE B 2 RAHRE (BB ICRA 0=
FEA TSR | U [EE IS EL T % £ TORRM) OHhREIZRI2705 Th - 7219,
BIEFRBEIR, 57.6%(76/13261) TH > 7o EEIER . HIR394]
(29.5%) HED18H1(13.6%) FFEED £ W 1261(9.1%) . TEH9H(6.8%) T
Hol15,

Rkt ORI B 5 R R

B 553K E TOMADRFZE DKM

FEHEE FEAT 2L FHfE R Fisher®
+EERE (/D 5 k) LSD#
FoY o LERE T 17.7 185
SO £7.91 (0.0; 32.0)
F 52 B LHRERETS 66 124 12:5 <0.0001
7 AR Smg +£8.36 0.0;:205) | P=%
I VPSS 133 14.0
650mg 130 £8.07 (0.0;305) | P<00001
18. EXNEIE
18.1 {ERERF

18.1.1 RS R=JL
v MiZHWzin vitroBOBR? 5.~ T F—I iR uiER TrEH
L. bS53 F=LROEERBIMLO u-F+ EF A RZRAEANORES . W
FITR=IUICEB /LT RLF Y Y ROET =2 OFI D AHEEERD
SRERICEES T 5 EEZ6N519 17,

18.1.2 7Eh7P=/TxY
T v MERWZIn vivoiRBORERD? 5. T M7 I 7 2 V3 FICHRERER
TIEA Ly N-XFV-D-7 ARG X VBIEEROY T AY » APZEEENL
B EERBOMEER. BHOto = ZAEEER T U BN 2B
BEN, BRIERICEST 5526051919,

18.2 $BEIER

1821 ¥ ADT7EFLIA) VFEHRIA D TITBVT, I F—UEBEE 7 &
b7 T 2 OMAROKRSIE. T4V R T I A KBBITOME, HE
ICT A DV TRIBZMHIT 5 2 EMRBE N/, 72720, B MIBL TR
AN O 2 ERER ISR STV,

18.2.2 7Y aNy MHEEIRT v MIBWT, +Tv F—)LEEE(10mg/kg) &7t b
737 x 2 (86.7mg/kg) DM ARG TIE. FHROSEYHBE LG
AT, IREE R ORRIE R RB A, W OICERRIMIE T o T =7 2#R<
L7220,

19. BARSICEET IBEZHNAR

(h57 R—UIRERIR)

—i%% : b5~ F—)LIEEsE (Tramadol Hydrochloride)

{£%4% : (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)

cyclohexanol monohydrochloride

2FL 1 CisHasNO, - HCL

SFE 1 299.84

M R HEORBEEOMETH S, KIEDTHEITPTL, ¥ /)=, ¥ ) —
L (95) U EERE (100) ISVET 29 1o

HiC CHy

* HCI

B OB B

A = 180~184T

(Feb7Z/71V)

—#%% : 7 b7 3 7 x> (Acetaminophen)

{b%% : N-(4-Hydroxyphenyl)acetamide

2F 1 CsHoNO:

SFE:151.16

M R AGORRIEEEOHETH S, A ) —LNETY ) —IL(95)I2EF
L KITRRBEIFIT L, YIFLI—FIVITHED THEFIZ Lo KEE
b v U7 LREICE T B,

OH

oz

B R :169~172T

22. @R
(PTP) 1008% (10%Ex 10) 5003 (108 X 50)
(FFAF v 7K ML NF)3008E

23. EE
EPNE T HERRER (N7 4ty MECESE © 201144 22H&R. CTD2.7.6.3)
AEPEORE | A ARSI BT 5 ROk
WAL TAERRRER (b T Aty MECASE 201 1454H22H&GE, CTD2.7.6.2)
IV F—LVOBEABAEOME (b T Lty MEAHE 1 201 1448 22H KR,
CTD2.7.2.2)
b2 F—LORBOME (b7 L1y MEASE : 201 1HFE4H 22 H&RR.
CTD2.7.2.2)
Thummel KE, et al. : Biochem Pharmacol. 1993 ; 45(8) : 1563-1569
Raucy JL, et al. : Arch Biochem Biophys. 1989 ; 271(2) : 270-283
Goodman & Gilman's the pharmacological basis of therapeutics. 11th ed.,
The McGraw-Hill Companies 2006 ; 693-695
9) EWNHEIMHAER (74t y MEASE | 201 144H22H&E. CTD2.7.2.3)
10) Zapater P, et al. : Ailment Pharmacol Ther. 2004 ; 20(1) : 29-36
11) Prescott LF, et al. : Eur J Clin Pharmacol. 1989 ; 36(3) : 291-297
12) EWNHEIHERE (LT A2y MLASE : 20114F4H22H%RE. CTD2.7.6.6)
13) ENSEMAHRER (N7 4ty MEASE : 201 14E4H22H&E, CTD2.7.6.17)
14) HhagmIcnd 28 (7 41y MEASE 1 201 144H22H %GR, CTD2.5.4.6)
15) ENEI/MAHERSE(~ 7 4ty MECASE : 201 14F4H22H&R8. CTD2.7.6.19)
16) Raffa RB, et al. : ] Pharmacol Exp Ther. 1992 ; 260(1) : 275-285
17) Raffa RB.: Am J Med. 1996 ; 101 (suppl 1A) : 40S-46S
18) Bjorkman R, et al. : Pain. 1994 ; 57(3) : 259-264
19) Pelissier T, et al. : ] Pharmacol Exp Ther. 1996 ; 278(1) : 8-14
20) Tallarida RJ, et al. : Life Sciences. 1996 ; 58(2) : PL-23-PL-28
21) 7Y anNy FEEI%T Y MCBY S P I R UVEBEROTE M7 I 7 2 VA
BEICLHEEEMA(N T4y MEASE | 201 1F4A22H%R. CTD2.6.2.2)

24, YiatsERERUEWEDhE X
BSHTAT 7 HREH BERHE
T103-8426 AKX HAHEAN3-5-1
TEL : 0120-100-601

26. SHERTCHRES

26.1 BHERRFETT

“a KA —_— =
O E—SHIXTPHHEH
Daiichi-Sankyo %:‘}T%KEP%'Z BZ'K%Z]KHHB— 5_1

26.2 BRFCHRHE

“a IS —_— =
O E-=HHHA
Daiichi-Sankyo ﬁ:‘i%ﬁqjyilz HZIK%ZIKHITB_ 5-1
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