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0.8
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(N=8, P39l (S.D.), tmax: FUAE  (HEPH))
a:ug/mL
b :ug-h/mL

16.1.2 R{E#HE
fE R A PEIC ™ 9~ F— VIR /APAP e A8 1 I 1 Xk
288 (M~ F—)UHiERIE & LT 37.5 Xid 75mg. APAP & L
T 325 X1 650mg) # 1 H 4 (6 KEf =& ) KEREORKS (k
I < F— VIERRIE/APAP Bi&8E 1 885 HIHL o< F—Vik
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(N=8, *F#fili (S.D.) , tmax; PUAE  (FEPH))
a:ug/mL
b ug - h/mL
Ra @ HE (iS50 AUC /#5850 AUC)

16.1.3 Fi&IC Lk 2 2&

MR AR b 9~ F— VIR /APAP BLASE 288 (L5
< F— VM & LT 75mg. APAP & LT 650mg). F7< N
— VI 2 /1 7V (7T5mg) iE APAP2 % 7tV (650mg)
BENTNHEREORG- Lz &, b I~ F—I VIR APAP
BAseaeS Lz &® (£) -TRAM, (£) -M1 KU APAP
DIEWERENT A —F 13, b T~ F—)VEERIE K O° APAP % %
NENHMTEG Lz 2 LRBOEEZRL, () -TRAM,
(£) -M1 K% 0" APAP O3EWEIREIC b T~ F— VIRERIE K O
APAP OEAIZ X 2B b o720,

16.1.4 £ FESEMHKER

N7k NEEESE [F—1nTF ] L hSatky FEAHZ, 7
OAF—N—iEI2X ) ZRZR 14 (FhZER I~ F—Li
¥ & LT 37.5mg J 0V APAP & LT 325mg) e % AP +-12
AR S L CSEh R LRIRE (b9~ F— ViR
J O APAP BEEE) % HIE L7ze B O NP EENT A —5
(AUC. Cmax) 22T 90%15 8 X 3202 THERHENT 247 - 72
WML Mo F— ViR R OY APAP R IZVTRD log (0.80)
~£§>g (1.25) O#HPATH Y. WHIOEWF RS SN
722,

(M b 5= F— Vi)
WY BRE ST A— ¥

0 AUCo-18 Cmax tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
FTIEY b
BLASE [ A4 —71|24(997.208 +370.869(160.631 = 35.370(1.05+0.43|5.981.13
7
b 3@?’;;; b 24 1008.295+376.691 165.726 +51.911{1.14+0.63|5.97+1.20
CFfE+S.D.)
(ng/mL)
m g —O0— F7 Iy MNEAE [T
i3 175 —o— I atky NS
T T +SD, n=24
k150
7 125
T 100
| 75
Jo50
g 25
I
0 12 24 36 48 (hr)
5%
Mg~ 7 < F—VigEoHfR
(MR 7 b7 3 7 7 2 VikE)
HYEE ST A —F
n AUCo-36 Chmax tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
7Tk v b
BLE$E [+ —2N|53| 17220%5158 48151407 ]0.97+0.58|3.89+1.62
7
b7 f\,_;k,-,/ b 53| 17270+4837 48261571  [1.02+0.82(4.21+1.87
ﬁb (5] fﬂi
CF¥fE+S.D.)
(ng/mL)
7000 —o— N7y MEASE (41T
6000 —o— Aty MG
%ﬁ 5000 P £S.D., n=53
A
P
A
\P 2
b
E
0 6 12 18 24 30 36 (hr)
5 1R
MAE APAPHRE O R

Hﬂﬂ?qj()%ﬁjﬁvbl AUC\ Cmax '%:*0)/\0‘7 ){ _ y ‘i\ *&Eﬁ%@l&g
ﬁié)mﬁmﬁém@%& - BRSO RSN X o TR B RN
§ ZQ)O

16.2 TRIR

16.2.1 BERICL &
EHER NS b T~ F— VIR /APAP Bia$e 3480 (F o~
F— Vs & LC 112.5mg. APAP & LT 975mg) % EARN;
BB OEBRRFICZNENRPREORG Lz &, (£) -
TRAM, (%) -M1 K U° APAP OSBRI A3 X 2805 7%
B ON Lo 72 HEAT—%),

16.3 9%
v MMERERAFKAR  (£) -TRAM (0.2~10ug/mL) R O*
APAP (280 ug/mL) # 20% (in vitro) ¥

16.4 {3t
(£) ~-TRAM IZFIZHFIET CYP2D6 12 & D iFPEACHY (£) -
M1 ift# s s,
T2, T FRABHRR L. HHEToO CYP3A4I1Z X B V-
ixF b, 77 e Y BaE Rk OB GTH S, APAP O
F R, FETO 7 vy o s, TRERIAE O
CYP1A2, CYP2EL LS CYP3A4 2k B N-T X F V-p-X
F ) UAIVADBILR T ZD T VY FF G TH 5910,

16.5 HEtit
EER A B b 5~ F— Vi APAP BE4de 1~3 $eib)
ZHEREOHES RO 7~ F—VIEMIE/APAP ie4A4E 1 10 1



)u 2%&% THA4M (6REIE) KEROKRS LZL X,
() -TRAM, (=) -MI J 0 APAP @ BRR RIS (3
] %z%;é A8 WEMH]. BRI ¢ P14 48 REIH) 1k, ZhEh
%50 18.2~20. 3%\ 9 4~14.8% 2 1 2.5~3.3%TH V| #%
Heim RO RAE$ 512 BB SN h o7z,
16.6 ﬁm@%‘%éﬁ?é%%
16.6.1 FFiperE=
(1) hZ<wKrk—-J
JFmiZ B 11 B - 7~ F— UIERRIE » 7" & )L 50mg % &1
BeH L&, BERALLEKLTmMER NS F—Vro
AUCoIZBZE TR L t12 1389 2.6 fFICER L 721D (SHEAT
—%),[9.3.2 2]
@2 77X/ T
HF B B B s (R qﬂiﬁ‘—ﬁ?
e i

o

9B, B 5B 12
)%ﬁ‘z kthft“(lﬂli‘ﬁ
te 3F 2 TR L

I
APAP1000mg % &5 L7z & &
it APAP @ AUCen 349 1.7 fi5Hg M L
7212 (BHEAF— %), [9.3.2 ]

16.6.2 BHpeREE

(1) FSTFR—J
R R B u%‘ (ZVv7F=v271) 75 A :80mL/min L'F)

21 B b5 — VRN 100mg Z &R 5 L7z & &, i
HH NI “—)I/(D te LY AUCe TR A O Z &k
TI5MRR2HTH- 72 HHEAT—4), [9.2.1 BH]

2) 71: |~75/7I>

iR EERE (LT F =02 T T ¥ A 1 30mL/min JUT)
13 15']0: APAPIOOOmg EREORG L7z L &, 5 8~24 IRt

DI APAP @ tie (3B A (4.9 KER) & LT 11.7
FFICHE R L. AUCs2m D 1.9 f58m L 72 (AHEA 7 —
). [9.2.1 ]

17. BRERRRIE

17.1 AR ORLM(CET 255k

GED AMEIRMEER)

17.1.1 ERE DHEHR

W S A T PE B B & AT S A, 3EXTD4 RSt
HOFEOPEGZ X D 43 T SRR AT S N e B R B
187 6 (b7~ F— VIR /APAP BIAEERE 04 B, 75 &R
BEO3HI) ZRBRIZ, FEMTTrI~ F—Mﬁ@iﬁﬁ/APAP [
HEE1I1~2%E% 1 H 4 [ 2 S Lotk —EER~D
BATHAEZ 5 7- L2 BB, b9~ = Ui/ APAP L&
SENNET T RE T U F MTE )T T ARG L L X,
CHEEWRT TOHRMERTTEZA XY M LI2A Ry bREE
FCTOMMIZT I RBEL LKL b T~ F— VIEEEIE/APAP
MAEHECHEICEDL 7 (U F T v 2k, p=0.0001),
JEEWM ORIEMFEBIRIZ, 79.1% (219/277 B1) ToH - 720
FEEEE, L 125 61 (45.1%) . fEiR 77 61 (27.8%). Wi
M 76 Bl (27.4%). FERL 51 B (18.4%). FBMED v 44 Bl
(15.9%) TH o719,

17.1.2 EAREARGHER
BREg . (BYWAE. ZRMEREE. BET) v~ 7. SHIE BE R
TE WVIB AR BRI R S 22 &) 12HE D
‘lx M2 A Ly JEA T a4 FUENEERAOROHRSI12XY

T BRI RGO N WEH 190 Bl 2 RIS, P F—

JUIEERYE/APAP FR&8E 1 A 1~2 8E% 1 H 4 [\, @RI LT
JEEM T T 52 WS- L7z L 20 VASEO 39X, #/i
B D 65. 80mm X LT, TR 28 3E121Z 29.93mm 121K
TL. 20k, HEY 528 E TIRIF—EDMETHER L2,
EM’Fﬁi’%fﬂiﬁti\ 96.3% (183/190 ) TdH -7z FHENWEM
. L 102 61 (53.7%) . AL 74 61 (38.9%). WEM: 71 1
(37.4%). FEMED F 5161 (26.8%). filik 38 B (20.0%)
Tﬁ)of:m)o

GRiEEDER)

17.1.3 ERE DHEHE
B HI R B OB e 48 2 N & 9 A T SR s R AN & AT
L. itz oz 8% 3286 (b5~ F— ) VIHREIE/
APAP BO& 8l 132 61, b 5~ F— L ¥aEsii 66 1. APAP
FE130 B1) Zxb4eic, ZHEMRF T I~ F—I LR/ APAP
BLASE 2§, b9~ F— VB 75mg X id APAP650mg % Hi
%5 L7k &, 5. 8 Wi £ TOR ADHE DR (%
L5#ORAOUEEZZ (G2 L] ~ [Badst] o5 BT,
0.5~8 Wi T CTREEFAICERG L 72 & 2 0 BFEfE) OFI9fHi
b I < F— VIR /APAP BE&HERE17.7. 5 F—Mfﬁﬁé%
W 12.40 APAP#£13.3TH V. b5~ F—IVIiE/APAP
Bo & SElE & &4 HAITEO BN A B 25253280 b7z (Fisher @ LSD
®E. W TRY p<0.0000), 72 b I~ F— Ui/ APAP
FCESER G2 2T 5 T TOMME GEADOREN [H1L] X
R IS 5 F CTOREE) oIzt 30 5 Th D
Z DRI ST L 72 B2 BT B AR (2811

WADOREEEAY (SR ] X [ ] IS LT % £ TORER)

DOHYLEIZR 270 55T - 720

BIVE BRI, 57.6% (76/132 B1) Tdh o720 FREIMEM

. IR 39 61 (29.5%). L 18 1 (13.6%). FEiPED T »

126 (9.1%), W& 9 Bl (6.8%) TdHh - 721718,

PR DL BT B SRR

Pehi % 8 WE ] F T A DU E D #A
FEATE LR IRAIE SE R Fisher ®
£S.D. |G k)|  LSD ik
b= F—)ViE
17.7 18.5
WEti/APAP Fier | 132 :
b £7.91 | (0.0:32.0)
NS F— Lt 12.4 125
Wt 75mg 66 =836 | (0.0:29.5) | P<0.0001
APAPGSOmg | 130 e o0 s | p<o.0001
18. EFEhEEIE
18.1 1EARF

18.1.1 FZ<F—=JL
7 v xR W7 in vitro EROFER P M T~ F—)Lidf
AR T L. b o< F—L ROTHAEACEHD M1 O 47
YHr A N GHREANORE, WP IF F—=NIZEDB VT K
LF) ROt u b= ORI AARBREER A, SUEIEHIC
BE32EE2 505920,

18.1.2 773X/ 7x>
T v e Wiz in vivo i BEROFER DS APAP 1Z E 1 HAicpp
AT L. N-AFIN-D-7 A8 ¥ VBZHRERL YT A
5 v AP ZHEREN LA E SR O EIEH., Fiiot
O = VR R A L7 R 7 &5, SURPERICEE -
ThHEEZ 6%7921)”)

18.2 $EFE(EH

18.2.1 Y ADTYF NI VFERIA DV TIZBVWT, b <
F— VIHEEE & APAP OG-, 74 v R0 7 J 412
X BT OFER. HRMICT A4 D v ZF RIS E I 2 2 LR
XNz, 72720, & MZBWTIEARH oM TN 72 8w 7EH
FHEE SN TRV,

18.2.2 7YV 2Ny MHEiI%T v MIBWT, b I = F— VI
(10mg/kg) & APAP (86.7mg/kg) OPFHFII%S-Tid, [
FH D & S-Y WA 512 He T B B OVBS BRI PG
i, WOV TE T O 7 g = 7 R S PPHI L 22,

w.ﬁ%&ﬁtﬁ?%ﬂﬁi%ﬂﬁ

*ﬂ“E’J%ﬁ‘ [ ZAsaN —)I/i’“@f (Tramadol Hydrochloride)

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

5 1 3 CieHsNO2 - HCL

a F o 299.84

{3 K ABIAGOFKHHEOHREKTH S,
REEKITHD THEITR T, A/ =N, =¥
J = (95) JLIEREEEE (100) 12T TV,

AR OKBER (1—20) @FFEMHEERE R,
b2 A 5\ - HeC< | ~CHs
k'?'
O - HCl
OH
RURGRMEE
O\
CHj
il M 180~184T

1927 b73I/71>
— %R T2 7 3 72 (Acetaminophen)

it % 4% : N~ (4-Hydroxyphenyl) acetamide

5 T 2 CsHoNO2

5 ¥ & :151.16

R R ARBIEB O TR TEOR K TH 5,
KE Ay 7=V gy 7 —)v (95) 1ZiET=
T KITRRBEITIILK, Y F V=TI
T8O THFIT S v,
AREE KL T b U Y A5RICTE T b,

At o Q/OH
H3C)I\N

H
Al M 169~172C
22. B

(PTP) 100 $¢ (10 $& x10)
500 %% (10 %2 x 50)
(NF) 500 B
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