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ONBERAEE, I NIRRT R OB A SN TWD, 72, B
FBRT, IV R — /WX B, B L O AE RO AR B &
ETIENHESNTND,

9.5.2 IEIRBIH D LME~DOT BT /7 2 OFHIZ KR B RS
IWHEEARZ T2 5,

953 7T T =TRSO T NI VIR EE 0 B R4S U
FRZITIENRIEIN TS,

9.6 1235
BHERETEIEDIE, bR — L, R ~BAIT T 22N HES
TS,

9.7 NRE

9.7.1 12@ERFED/MR
B G LIanZl, WM EBW T, 12RO/ NI A& T FES
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16.EMEHE

16.1 MARBE

16.1.1 HmEIKkE
fHERR N BRI N T~ N — VBt / 7 2 b 77 = UL A BEL~ 35
(FF~R— LRI L C37.5, 75 (M12.5mg, 7®h T /7 2
(APAP) L1 "C325, 650 % (N975mg) Z Hi[Al#E N 5 L7-&x, b5
123359 b~ —/L[ (£) -TRAM ]} ONAPAPIZR 2 M W IY
&, (£)-TRAM K& OAPAPO i 5 8 HE 13 E 2 i 54501 ~2
W7 ) e O TIRERIC C o S FEL T2 1% L Z AL E KI5 ~5. 50 ) O3

BT,

REM DL, TIR F ULz, WO MBI A & GIEEZ R L, &
7o () "TRAMIZIESL TR G O- AT VT~ R — L[ (%)
MRS, () -MTO i R 138 5 3 R 2 R RTIZ CulC
L%, K6. SH#F'ﬁ@tl/zﬂf%TLto Mg (£) -TRAMKE UV (£) -
M1D%-HE% TR (1) (R &N (-) ~ IR ] D IR B RE T A— X [ 3HH
EIL TV V=Y,
1) AF OGRS - LBl H &1 3268 Th D,

T~ R — L RS / APAPEL A 58 1 ~35E™ 2 HiEIRE N 5 L7c & o it (+) -

TRAM., (=£)-M1K% O'APAPD HYEhfiE/ T A—4

- o~ R — Vi ERE Cax [ AUC. tye
/APAPER & (ng/mL) (h) (ng=h/mL) (h)
- 119.8 1.8 938.2 5.1
e (34.3) | (0.5~3.00|  (360.7) (0.8)
(+)- ot 263.8 1.0 2004.3 5.6
TRAM ’ (45.6) | (0.5~1.5) (580.5) 1.0
agt 124.5 1.3 3274.3 5.6
e (146.1) | (1.0~3.0) |  (1070.4) (1.1)
- 34.2 1.8 359.4 6.4
e (10.6) | (0.5~3.0) (63.7) (0.9)
(£)- e 65.6 1.8 680.9 6.3
M1 ’ (24.4) | (1.0~4.0) (142.2) 0.9
agiet 95.7 1.8 1083.8 6.3
e (26.3) | (1.0~3.0)|  (224.3) (0.9)
. 5.0 0.8 17.1 2.8
162 @0 | (05~15| @8 | 06
] 9.2 1.0 38.9 3.3
APAP 24z @3 | (05~15| (24" |09
2t 15.1 0.8 62.3 3.3
E (4.3)* | (0.5~1.5) (18.1)" (1.0)
(N=8, SEHIIE (S.D.), to; TIIE (HEIH))
a:pg/mL
b:ug-h/mL
1612 RIEEH/RE
HERERR AN BN T~ B — VIR / APAPEL A& 88 11811 X1 E28E (h 7~

R — LR 21 C37.5 X 12 75mg., APAPE L T325 X11650mg) 41 H 4
Bl (615 Z &) IKAE#E D 4% 5 (M7~ R — VR R/ APAPEL & 8E18E: 5
HM. N7<R— VR /APAPEL & SE28E : 3 H ) L= L&, migEs
(%) -TRAM M OV (=) -M 1 BE 13 AR A% O £ 5B AR £ 48R £ Tl
if_mlé*’fEPAPAPog%f“ TR D 5B AR 245 £ TITEF IR R
FELTRY, FREIRO b0 -T2Y,
157 ?l\ —/uﬂaﬁ Hi/APAPELA BE1IE11 X %268% 1 B 4[E] (61T L) KE R 0% 5
(FF~ R — Vit /APAPEL & BE18E:5 A ], N~ — Vgt /APAPEL & §E2
523 P ) LIz L S DI 5% O M F (£) -TRAM, (£)-M1K% APAPDHY)
Bl T A—H

o ro~R— Lt Crax timax AUC . R tie
H/APAPECABE | (ng/mL) (h) (ng+h/mL) " (h)
290.6 1.0 1141.2 13 | 6.6
188
(£)- (72.9) |(0.5~1.5)| (265.8) 0.5) | (1.0)
TRAM . 542.6 1.3 2355.8 13 | 65
e (114.4) |(1.0~2.0)| (533.3) 0.3) | (0.6)
- 78.5 1.3 325.2 0.9 | 7.4
(+)- o 18.7) |(05~6.00| 8.0 | (0.1) | (1.4
M1 . 142.0 1.3 666.6 0.9 6.7
e (29.3) |0.5~2.0)| (103.8) | (0.2) | (0.9)
- 6.7 0.5 17.4 1o | 43
e 1.6 |[05~1.0] @8 | 01D | @D
APAP
ot 11.0 0.8 30.4 0.9 | 3.3
e 2.9 |05~15| @9 | 0.1 |11
(N=8, A (SD.) , toe; FAE (FEDH))
a:pg/mL
b:ug+h/mL
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HERE RN BYEICNT ~ N — VIR R/ APAPER &5 $E26E (h 7~ — Lk

el 1L C75mg, APAP&LT650mg) . hF~ R — L a2 h 7 &L

(75mg) MIZAPAP21 7 & /v (650mg) ZF N E U HERR D& 5 L= L

&’ R — VIR /APAPEL A $EA & 5- LT & D (£) -TRAM,



() -M1 K CAPAPD SR B IE RT A—H (%, bT~F— VIR K Y
APAPEZNZE N HM TR G L= L LR E R, (£)-TRAM,
() -M1 K PAPAPDO SEMENREIZ N T ~ N — L Fe e e O'APAP DL
BICLDEBTRD SN2 T2,
16.1.4 £YFHEF R

N7 T2y M ASE A — T | LT Ay NI AEER VAL — 3 —]k
ICEhENZENLIEE (ENENN T~ R — VRIS L T37.5mg K OY
APAPE L T325mg) fEEE ik A B -1 & BA R 1 % 5L Cifn 8 ok
AP EE (R~ R — /L e K ONAPAPIREE) Z I E LT, 13647238
WENHE /T A—4 (AUC. Cpax) 2DV NTIO%E M X BV 1 CTHRE EHIRAT
EAToTfE R b~ R — LR & OVAPAPIR JE 13 3 b log (0.80)
~log (1.25) DFEFHTHY ., WD AW FISE N TS LZ2,

(g T~ N — VR E)
HYBE T A—H

AUCq-8 Crax Emax tie
n (ng+hr/mL) (ng/mL) (hr) (hr)
NN
BlEEE | 24 | 997.208+370.869 | 160.631+35.370 {1.05+0.43|5.98+1.13
[F—F ]
'gff;' 24 | 1008.295+376.691 | 165.726+51.911 |1.1420.63|5.97+1.20
o
CEEE+S.D.)
(ng/mL)
5 —Oo— N7 Ity MEESE [4+—1T ]
’;E 175 —e— FIaty MiAHE
Pl +SD, n=24
L‘ 150 T fiE n
3 125
k100
|75
I 50
B o5
I3 & Py
0 12 24 36 48 (hr)
5 %R
Mgk s < F—IViREOHER
(IMHEFRTERT )7 = PR )
B T A—H
AUCq-36 Crnax Emax tie
n (ng+hr/mL) (ng/mL) (hr) (hr)
NN
FlasE |53 17220%5158 48151407  [0.97+0.58(3.89+1.62
[F—F ]
"7Af"" 53 172704837 4826+1571  [1.02+0.82(4.21+1.87
Eﬂ = e
CEEE+S.D.)
(ng/mL)
1000 o b7 Tky MEASE [T
6000 —o— T Aty MNEAHE
B 5000 A £SD, n=53
A 4000
P
A 3000
P 2000
=
E 1000
. .
0 6 12 18 24 30 36 (hr)
W5 %R
M4E A APAPIEE O iR

5 S EE IS ONCAUC, Cra 2D/ 8T A—Z 1% W18 E ORIR . 1K
DRI - R ORI Lo TRARD WHEMED B D,

16.2 BRIR

1621 BEICLITE
TR AT T < N — L et / APAPRR A BE38E™S (Mo~ R — L HgRE
HEELT112.5mg, APAPEL T975me) Z iGN &1k K D22 fE R ICE
FRHEEREOFKGLEE, (£)-TRAM, (£)-M1K APAPD H4)

BIEICR I LDHEE R EBIIRO LN -7 UE AT —4)
16.3 9%
LM AERE AR A = (=) -TRAM (0.2~ 10 g/mL) & TNAPAP
(280 u g/mL) $920% (in vitro) ¥
16.4 {38
() -TRAMIZ E T TCYP2D6IZ L0 IE A (£) -MUT A
b,
Fio, FOMO F R, g TDOCYP3AUIZ LD N-HATF L
b, 7 nra i E R ORI A Thd, APAPO 7o R I1X.
g CTor NV rasiBias ., FEfRA I ONZCYPIA2, CYP2EL LK Y
CYP3AUZEDN-T B F )=—p- RS F ) A ~DEAE e DY
WEF A ALETHDI O,
16.5 HEit
fAERE AR BYEIC T~ R — VR / APAPFL A 881 ~38E™ % B[Rl #%
A5} ONNT~ R — LRt /APAPEC & 8811811 X 13288%1 H 415 (6
RFIZE) IKAERE N e b Uiz %, () -TRAM, (£)-M1& U'APAP®D
BRERR PR R (B[R] B G4 A8 ], SIS Sk B 575 485 D) 1,
FNENZEGED18.2~20.3%, 9.4~14.8% K% N2.5~3.3%THY,
58} OAE 5 C LB BIRRO Biaho Y,
166 BWEDERZHIHEE
16.6.1 FFiEEEE
1) FSRF—L
A BRE VNN T~ R — VIR 7 2L 50mg ik O 5L
Tl AR A LI L CIE R b~ R — /L D AUC o L8821
Ut 392,65 IER LY UHE AT —4) , [9.3.25: 1]
@) 7Eb7PS/7zY
Pk RE b 2 HR A (M8 ~ T & 55 93], /&5 5 < 5051) ICAPAP1000mg%
OG- R A& L Tl APAPOAUCIE 5
LTREEINL, ol TR R IE R L7212 BME AT —4) , [9.3.222[R]
16.6.2 BHgbpEsE
1) FSRF—L
BRERERE EBE (VLT T =0 2T T A:80mL/minkh ) 216112k
T~ R — VR 100me B F RN 5 L7t & i T~ —L
Dty OCAUC o TR R A DT NE NI K TL5E L O2fF Tdho
W SHEANT—4), [9.2.12 1]
@) 7Eb7PS/7zY
BHERERE E RE (LT F =2 70T T A 30mL/min bl F) 134112
APAP1000mgZ#% O ¢ 5- L7z &% | 5.8~ 24514 0 L ffE FAPAP
Dty TEEHERR A (4.98F1]) LB L CTHL7TRERNTIE R L. AUCsoom
HRILIFHEINLIZY (SAE AT —4), [9.2.12 ]

17.BR R A A&

171 EHERUVLEHICET S5

(FERATEIBEETS)

1711 EREIARE
HESRE ST ML B EE LB W s, FEAT tA RIETE R SER A O %
A 52 X0+ 78R s R & D MEVE R B 18761 (ho~
R — VIR / APAPRE A BERE9AB, 7T RaRBEISH) 2% G, FEE
T ChI~ R —/ VIR /APAPRL A $E110]1 1 ~ 2884 1 H 4[0] 23 fE) 4%
HLI-%, ZEHERP~OBITHELRIZLIZEEIC, MwRk—1
B/ APAPRE A 88 T 7 TR A& T2 # MBI 1T THf % 5
L7zl “HER FCTOERMDERTHDEARRELTZARU B
EFTOMMII T 72 RBEL LU N ~ N — VIR IR/ APAPEL & B
HCTHBICE T T 780E, p=0.0001) ,
SR OBIERRBLEIE, 79.1%(219/277]) Th o7, F/REIE
FAIZ, 12561 (45.1%) | fEART7H (27.8%) | MEH-7641 (27.4%) | {5k
514 (18.4%) . FEEHPE D T 444 (15.9%) Tlho7=19,

1712 ERRHREER
Tl R (N . ST BAEE . BEERY 7~ T SHUR e a4
RIEIS % APERIR . B PR IF M AR R R 720 &) I RES 18 MR im0
FHL., FEAT AR R SR A O O % 512K+ 2 8E R
BONIRNEF 1906 2% G2, b~ R — VIR / APAPEL A 521
1~28E%1 HAlE], #EIEL CIEEM N Tl RS2 MG LIz &0
VASTE D B E 1T, AT 2211 0065.80mm 2 56 L T JRIE 12838 1213
29.93mmiZfK T L, Dk, IRFEHG2E ETIZE—EDOM THERBR L,
BILVE R JE BLRIZ, 96.3% (183/190%1)) ThH -7z, T/Ae@IMEA X, HE.L



102451 (53.7%) . EARTALHY (38.9%) | MaM-71451 (37.4%) | FEhPED Fu 51
151 (26.8%) , fEHHR384 (20.0%) Tir-7219),

(R DER)

17.1.3 ERFEIMHERR
B HIBR K OV 753 El 2 L B 372 R R P bR I 2 e T L L
W% VIR 2 R T A 3281 (N7~ N — VR Rt/ APAPER & $EFE 132
B, No~R— ViR FRE RE66/ . APAPEEL30M)) A xt4c, “EHERT
ThI~RF— VIR / APAPER A BE28E, b7~ N — VIEREHE T5me X 1%
APAP650mg% Hil[al$¢ G- L7 &% #e 5% 8 £ CTOIM A DS EE D
KD (B %O A DO R EREE T E2 L~ T 582 OB T,
0.5~ 8HF R F CHRIFAVICEEME L 7= L X 00 BAE) O EHfEIL, R~
— VG FRIE / APAPEC G 8ERELT. 7T, N~ R — VIERRHERE12.4, APAPRE
13.3THY, T~ R —/ VR / APAPRRA BERE L 45 BAAIRED B A
BZEPFD O (FisherdLSDIE, W hbp<0.0001), F=, T~
R — VT e / APAPEL & B2 8 55 (2R3 5 TOREM (A D2
FEMT720 ) UK TR | 12284 ETORM) O RAEI35930% T
0. ORI BRI BE SR B2 R e ] (01
B OFEFENT & B | L T FE IS EAL 4 5 £ TORRE) o h Je il
R270 T oTz,

EIVER R BI=1T, 57.6%(76/13241) ThH-o7-, EAREIVEMIX, EIR39
1 (29.5%) . FEL 1841 (13.6%) | B D F 1241 (9.1%) | ME M9
(6.8%) Tdro7=1718),

P bl % DYETR 2 31T DB 2 R

Kk

P 151 8HF I T O IR A D W E DTN
paiice R BI%R SEAME th oo i ) o
“sp. ol B 50) Fisherd®LSDEE
o~ R — L 139 17.7 18.5
/APAPEL & §E25E +7.91 (0.0;32.0)
"o~ R— VIR - 12.4 12.5
75mg 66 +8.36 (0.0;29.5) p<0.0001
13.3 14.0
APAP650mg 130 807 0.0:30.5) p<0.0001
18. 2SN ZETE
18.1 YEFAF

18.1.1 F5F—JL
Ty MEZE AW zin vitrosRBROFE RS, b~ R — L X AR R T
TERL, RI=R =L R ONEERE ML 4 -FEF AR ZHEE~D
AT TIR—UZ LB VTR RO e =0 DR
DIAHFEERA, SR IERICE S T558 26N 5920,

18.1.2 7E+,72/0xY
Fy bR Tzin vivorkBROFE R D, APAPIE I R R CIEH
L AT =D-T ZARTGX U AR R O T AE o AP R IR E A
Lic—{b = FH RO EEM . FHOEuh=v 2R EKE2NLIZH
BB RS M, SR ERICBE 59 5L 2 B0,

18.2 #EE{ER

1821 ~UADT vF NV FERTIAV L TIZBWT, hI~vR—/L i
PR EAPAPOOFARR O 51X, 74V ARas T ML DT ORGSR,
RN TA VT S Z I DL RSN =2, 72721, BRC
B TIIAANOFH A 72800 VEHITMER SN TR0,

1822 7= U MEBIR Ty MIBWT, <R —/LHERRHE (10me/ke)
LAPAP (86.7mg/kg) DOF AR D 5- Tk, [d D& K High & 5.
IZHAT TR B R O AORIRE M T, I O R i i 7 e
F =T ZRRINHIL =2,

19.8/8AM57 AT HEIEZHAR
191 FSTF—)LIERIE
— IR TR N~ N — LR (Tramadol Hydrochloride)

it 2 £:0RS2RS)-2-[ (Dimethylamino) methyl]-1-
(3-methoxyphenyl) cyclohexanol monohydrochloride

4 F RH:CiHxNO,-HCI

5 F E:299.84

L 3 R ARBITABDRERIEDH R THS,

A IEARITHRD TR, AY ) — v =4 ) — 1 (95)
SEEERE (100) [ZEEF0F0,

AR ORI (1=20) IR EHEZ RS20,
AR S TR BN D,

feFmE=: HiC-., ~CHs
- Hel
oL
ROGHGRMES
O\
CH,
& F:180~184°C

19.2 7+ 72/7x>

—§BHIRFR: 72737 = (Acetaminophen)

it % 4 :MN (4-Hydroxyphenyl) acetamide

ﬁ F K:C8H9NOZ

4 F R:151.16

% R AT A O ESUSRE R EO B R THD,
AETIAS )=V T X ) — v (95) (TR 7L, KIZ
SRV, VT LT — T VD T,
N EVN 3 R WIVRN-wi ey PN

OH
i L7
H30)J\N

H

EmE=

il B:169~172°C

22. 3%
(PTP) 1008Z (104 X 10)
5008 (108E X 50)
(737)5008¢

23 FEXH
D) EPNE TR (R 2ty MNASE: 201 14E4 7 22 H &R,
FHEEHE%2.7.6.3)
2) RAARME T i BEPRIE3E. 2018;34(10) :719-738
3) WEAVEE 1 AHERIRRER (7 2y MDA BE: 201 14FE4 H 22 H 7GR,
FHEEHEEE2.7.6.2)
4) MR =L OE ARG ROME (R Aty ML A FE: 20114F4 A 22
AR, REFEpHii22.7.2.2.1)
5) Gazzard BG, et al.:J Pharm Pharmacol. 1973;25:964-967
6) hF7~R— /L OHIEER OGS (b7 Ay Ml &6E: 2011454 H 22 H
KR, HEE SR EE2.7.2.2.1)
) ’IF=R—=nORBOME (FF7 2y MG BE: 201144 A 22 H KGR,
ARG BRI 2E2.7.2.3.1)
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10) Goodman & Gilman’s the pharmacological basis of therapeutics. 11th
ed., The McGraw—Hill Companies 2006 ;693-695
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15) EWNFH AR (b7 A2y M A §E: 2011454 A 22 A AR, HEEE
FH2E2.7.6.6)
(= AR AR ERBR (h T A MELG 62 : 201 14F4 H 22 H KGR, FAGEE
FHIEE2.7.6.17)
17) ENE I/ MHRER (b7 Aty MNidG §E: 201 1454 H 22 H KGR, &S
EEHMIEE2.7.6.19)
18) it : A DfEsk 36, 2012;58:110-122
19) Raffa RB, et al.:J Pharmacol Exp Ther. 1992;260(1) : 275-285
20) Raffa RB.:Am ] Med. 1996;101 (suppl 1A) :40S-46S
21) Bjorkman R, et al.:Pain. 1994;57 (3) :259-264
22) Pelissier T, et al.:J Pharmacol Exp Ther. 1996;278(1) :8-14

11

~

16

=



23) Tallarida R, et al.:Life Sciences. 1996;58 (2) : PL-23-PL-28

24) TV a2V MEBIR T Y MBI DN~ R — VIR R O 2T
V7 =PI G L DEURAEM (R L2y MId A BE: 2011424 A 22
H7KGE. ARG EMIE2E2.6.2.2.3.2)

24 XBREFERERUVBEWNEDE L
KIFEE G TS R E
T 104-6591 HURTHERH o KB A HT8- 1 HL AN 2 T — 36 %
TEL 0120-419-363 FAX 03-6740-7703
URL https://www.ohara—ch.co.]p

26 B ERFTEERE

26.1 8BRS T o .
KEE[TEMASH
HEERETRERNEEH121—15





