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Table A. Y 27 A BRA, 77U AW ADOREN: CYP2D6 BEFLE | ZEOT Y

IVEEEE
Allele Frequencies (%)
Asian . African
CYP2D6 Enzyme Japanese Korean Chinese Calicasmn American
Alleles Activity  (n=206)  (n=400)  (@=223) 890 Tisa
%] Normal 43.00 33.25 37.90 3640 34.70
> Normal 1230 10.13 32.40 2690
8 None 0 0.00 2.04 030
g None 0.20 025 0.20 20.70 7.80
5 None 4.50 6.13 720 1.95 620
6 None 0.00 0.00 0.93
*7 None 0.0b 4 0.08
g None 0.00 0.00 0.00
*9 Decreased 0.00 1.78
*10 ) Decreased 38.10 45.00 51.30 1.53 7.50
11 None 0.00 0.00
*12 None 0.00 0.00
*13 None 0.00 0.00
*14 " None 0.70 0.50 2.00 0.00
15 None 0.00 0.08
*16 None 0.00 0.08 )
>lk‘l7 » Decreased 000 14.60
*18 020 0.00 o
1 0.25
7 0.38
%35 0.13
%39 0.63
4] 1.88
*47 0.13
Duplication 1.00 113 1.30 1.93 190
HIXN 0.50 0.13 051
XN 0.50 0.50 134
XN 0.00 0.08
*IOXN 0.50 0.00 S
Undetermined 0.25
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Table B-1. ZNETIIHREDH S CYP2D6*10 LEIKFEMREH DR OHREZOEY) i 5E b
IBE®D AUC 1t

A iy B AERIH 50D AUC 2L 51 F Uk
propranolol 23 [24]
carvedilol B - I EE 1.5~2.1 [25]

________ metoprolol 3560

________ topisetron  dwwA 63 .y

_______ tramadol o sEEA 14 [27]
loratadine m7LILFE—% 2.2 [28]

"""" risperidone T3y oy T
haloperidol TUs 3 1.5 [22]

........ aripiprazole M6k
paroxetine SSRI 34 [26]
venlafaxine SNRI 55,58 [10,31]

_.._...porriptyline BUOD% 223 (32 ...
propafenone e B e 2.1 [33]
mexiletine PR AR 1.3 [34]
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Table B-2. ZNEXTIHMEDH S CYP2D6*10 LRI K B in vitro BiRBHEE DL,

RS eI Wt 31 7 3k
Dextromethorphan O-demethylation 50, 100, 164 [12,13,17]
Codeip O-demethylatiqn N o *10 EERAUT [12]
Fluoxetine N-demethylation oy 50
MDMA demethylatin A5 123, 135 [13,17]
p-Methoxy-amphetamine O-demethylation — 34
(-)-Methamphetamine N-demethylation Bk 157 [13]
MPTP N-demethylatin 22
Dextromethorphan O-demethylation 16 [14]
Mexiletine p-hydroxylation 1.3 [35]
Mexiletine 2-methyl hydroxylation 1.1
* Bufuralol 1’-hydroxylation 2357 3,42 [14, 18]
Venlafaxine O-demethylation I = 2.1 [18]
(+)-Bunitrolol 4’-hydroxylation 4.1
(-)-Bunitrolol 4’-hydroxylation 4.7 [36]
Debrisoquine 4’-hydroxylation 3
Mexiletine p-hydroxylation 37,52 [37]
Mexiletine 2-methyl hydroxylation b MR 32
Bufuralol 1°-hydroxylation *10 EEBEFRLLT [14, 15]

Xbe MFIZOV—LADOEERET.
*10/*10) TEL TS,
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Table 1. EM. *10/*10 fREFE. RUPM OFFI 70V — A% AWz in vitro {REERM

SEHLZFZ OV HREETROEETOEE Y U7 J 2 A (CLint XU Clinqun) (1

L/min/mg)

EM & *10/*%10 * PM *
A
CLint CLinl,quin CLint CLim,quin CLim CLim,quin

desipramine 344 4.15 5.97£3.95 ND 29612495 3.34%4.56
venlafaxine 7.51 1.83 2.80+£0.61 1.28%+0.33 1.74+0.83 1.68*=1.40
propafenone 217 30.7 55.8+7.33 ND ND* ND?
risperidone 24.5 8.77 535+0.18 2.91+0.71 10.4° 11.4°
tropisetrone 2.58 1.13 0.17+0.66 ND 1.03°% 0.97%
metoprolol 3.80 0.05 1.20+0.14  0.87=£0.05 0.97+0.35 0.98%0.26

ND : not detected

& T—IVR

#: 3D mean =+
$: 14

SD
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Table 2. E I 70V —ALZHWTEE L/ CYP2D6 ORI LR (%), HREM 7
X9 5*10/%10 fREF CYP2D6 AHGHE D Hoigk

*10/*10 @ CYP2D6

;

) CYP2D6 & 5%

A FH 0 A
(%) (%, mean + SD)
desipramine 88 24+8
venlafaxine 76 277
propafenone 86 26+ 11
tropisetron 57 20+11
risperidone ‘ 64 176
metoprolol 99 9+2

dextromethorphan™? 100 21%6
bufuralol™? 98 19+7

X1:3 ADFL0/410 REFENSHRBLUAZFI 70V —LAZ AV, CYP2D6 O2IRAIE
FERTH 2 quinidine FIE TR OEEEFTRIE LR in vitro R#M 7 U T 522
KOBEH LUK,

%2: Y dextrorphan @ 4 pRIEE L U 324

%3: Y 1’-hydroxybufuralol 4 FEEEE & 0 24
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Table 3. NF 20U )V ARRROD CYP2D6*1 KU*10 270/ —AZAWTHIEL &
BEI VY I ARGEDIEEL

CLint,recCYP2D6 (12 L/min/pmolP450) CLint,recCYP2D6 {E 1t L
A 4
*1 *10 *1/*10
propafenone 10.3 0.775 13.3
risperidone 1.00 0.053 18.8
tropoisetron 0.14 ND 10.0
propranolol 8.55 0.161 532
paroxetine 8.40 0.576 14.6
nortriptyline 4.52 0.020 228
carvedilol 253 0.316 80.1
metoprolol 0.29 0.004 70.3
desipramine 1.25 0.014 50.9
bufuralol 2.24 0.057 39.2

(7E) bufuralol IZ &% 1-hydroxybufuralol D4 LEE (pmol product/min/mg) .
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Table 4. A DRL2A5I 70V —LZ2RWTER UBHERCHT A%10/410 REFZFICH
7% CYP2D6 #HHEMED LR (%)

HEH NFan E P =35
propafenone 4.0 26 —
risperidone 2.9 17 —
tropoisetron <54 20 —

. propranolol 1 — -
paroxetine 3.7 — —
nortriptyline 0.2 — —
carvedilol 0.7 - —
metoprolol 0.8 9 —
desipramine 0.6 24 —

bufuralol 1.4 19 12, 17048

dextromethorphan 0'3[1’291' 35 1’7]1 1 21 304

()  bufuralol, dextromethorphan I3f%E## 1"-hydroxybufuralol, dextrorphan M4k
HE.,
B O & RIS K OINF 2 071 )L A D dextromethorophan O & sV SOk E % & A .
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Table 5. HEARADOMBEFIEGE, R invivo LOEHLUFEEZ U7 5 > A(CLnjny)
&, In vitro R EBR TR Y72 CLlning & D HLi

CLi,ine (14 L/min/mg micorosme)

MmEEHIE in vitro
A %{“:.1;21‘?3% in vivo™! T /\*:}:1234»7{

propafenone 11 460 362 (1.3) 60.0 (7.7)
risperidone 11 38.5 342 (1.1) 7.79 (4.9)
tropisetron 42 394 2.58 (15.3) 0.92 (43)
propranolol 13 96.5 143 (0.7) 79.0 (1.2)
paroxetine 5 135 165 (0.8) 42.0 (3.2)
nortryptyline 8 70.5 512 (1.4) 48.5 (1.5)

carvedilol 5 136 213 (0.6) 174 (0.8)
metoprolol 89 13.2 3.80 (3.5 1.66 (7.9)
venlafaxine 73 23.6 7.51 (3.1)

(JF) InvitroDF|D () Wi, EBEZ VT T2 AD vivo/ vitro H.

X1 BOREGHERDO AUC EM#EPHEEEROXEEIZT > Ea—T r—LdD 0
Goodman & Gilman's the pharmacological basis of therapeutics (9th edition)Z &M L /=,
K2 NFaoOUAMIAFEHRRI I OY — AL, CYP2D6 DFIRE (5 pmol CYP2D6/mg
microsome ; XHME ) EHFEEREZZFEL T mg I70V—LABHENUZDOFEEY
V7o AIZE L,

32



Table 6. In vitrop 5 FHEIL72%10/%10 REZF OB ERICKT 2 AUC FHE S, in vivo
e

10710 *10/*10AUC k& FM
= predicted AUC  observed AUC . ; ; observed AUC
ERE (i)  FEE (vivo) D vivolvitro ratio (vivo)
venlafaxine 28x0.6 55+1.7 2.0 23+1.1
propafenone 3.9+£0.5 2.1+£0.7 0.5 NA
. 8.7 = 4.8,
risperidone 4.6+=0.2 31+14 0.7 50201
5.8+1.0,
metoprolol 32+£03 35+0.5 1.1 42=+1.0,
3.1+0.8
tropisetron 5.6 X 6.3+2.0 1.1 3.1 *
desipramine 8.8 = 74 NA — 6.8+1.5

(b & LT PM OB AR 5 AUC LR EOD in vivo H&EHE % AFIICHE72)

*10/F10 REAFH 2 WL PM EDOHE, meant+SD
NA: not available

XD 3FFDIE1 0y DI UT T AN ND THoZDT. *10/¥10 D

HIITSRAFEOO 20y SOFE %R
X2) 6 BFREIEE O i 5% B A b
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Fig.1 EMFIZ 0V —LAKBIFS dextromethorphan O-demethylation &M
#: quinidine ZINDH > 7)&@?’3’& BaeThRIBEzho 7z,
duplicate O-f >F 2 X~ 3 >OEHEZRT,
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pmol product/min/mg

| 7 control
40 ! iy * R
30
20 r
10 |
0 ;
*1/41 #10/+10

Fig. 2 & M7 0V —LAIIZHIT S bufuralol 1’-hydroxylation i
duplicate D > F aX—3 3 >OEEHERT,
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EM
PM

C Lint( u L/min/mg)

venlafaxine metoprolol tropisetron

Fig. 3 #BE MFI 0V —LDOEFI VT I A (EZ VT 52 A3
Triplicate Df > F aX—3 g > O+ ERFE

# n=1
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CLint( i L/min/mg)

[J control
quinidine 1aM

EM *10/*10

PM

Fig. 5 £ MFX 70V — ARBERICBIT S venlafaxine DEHZ VT 5 A

*10/*10 , PM & HIiZ 3 0w hDEY HIEHFEE
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