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Association between Genetic Polymorphisms of the CYP2C19,
CYP2D6 and Types of Sasang Constitutional Medicine

Sang-gyu Lee', Hyun-j Ju Kin’, Hye-jun, Park’, Jeong-ho Lec’, Deog- yun Kwor,
Jong-cheon Joo', Sun-ml Choi’, Hye- suk Lee’, Yun-kyung Kim’

College of Oriental Medicine, College of Pharmacy, Wonkwang University
SWonkwang Oriental Medicine Clinic, *Korea Institute of Oriental Medicine

Objectives : The types of Sasang constitutional medicine (SCM) have definite effect on response to herbal drugs.
The majority of human P450 dependent xenobiotic metabolism is carried out by polymorphic enzymes which can
cause abolished, altered or enhanced metabolism. Therefore, we evaluated the relation of major CYP2C19, 2D6
polymorphism with Sasang types.

Methods : 214 healthy subjects were recruited with informed consent; 172 among them had Sasang diagnosis by
QSCC2. CYP2D6, 2C19 polymorphism were determined by PCR-RFLP method.

Results : None of the Sasang types showed significant difference in CYP2D6, 2C19 polymorphism. However, the
Tae-um type showed relatively low frequency of CYP2D6 *10/*10 polymorphisms with low activity (p=0.110). In
the So-yang type, specific *3/*3 genotype which is a poor metabolizer of CYP2C19*3 was detected (p=0.078).

Conclusion : These results suggest that the Tae-um type which is said to have high liver function in SCM has the
tendency of high drug-metabolizing enzyme activity. With further study, the CYP polymorphism could serve as a
scientific tool for SCM diagnosis.

Key Words: Sasang constitutional medicine, Sasang diagnosis, polymorphism, cytochrome P450
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2. Genomic DNA 22|

x Pior YL )3 3te] EDTA A7t
d FHA 9& H, a]‘“?l’ H742] 20 Tl ¥
HAsSith e B A FeA 5
%], 9N 30009 A E B—?SH L-o¥(cell lysis solution)
9000 15m£ FHol] @y AL2A Rotamixol
2 & 3500rpmo A SE7F AAl HelA
< H2a 2 pellete] ¥ g2 8
(nuclei lysis solution)-& 3004¢ 3 7}5le] pipette o
2 % Ae 0 37CAA 1N ot BeAH
th 7)) ghilA 27 g-ol(protein precipitation
solution) 1004E Z7}stx 3,500rpmol| A 10E-7F
A E 8l genomic DNAZ} 23t A28
MEEH LSmeFE £7]31 0] A 2 9Fx(isopropanol)
= 3004E HUM ¥ RE=dA Aok oA
3,500rpmel| A 5%t A ERF T AEd-S o
em pellets] 70% 2=eEe Aol AAP o
clean benchQto|A] T T} of7]o] 5046
DNA rehydration solution(TE solution)& 7}t
o] 4ToA 2447t 59 ¥ o]zl DNAS %%
EAQANSS B A 200 HRAG

pellet<-

: eFRJALEA CYP2CI9, CYP2D69) thdAls Alaka A B
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ok 29lo] A DNAZF F23 7| ol &
AP M = 4822k o] F 2] genomic DNAE A&
dpen 29 DNAY F2d 5% $3 L
0OD260/0D280 F3=2o v&& AARsch

PCR machine-& TaKaRa(Code TP600)A|Z-S Al
231951 42749 Primer= (A8 &S RFLP
o] AH&3t enzymeS NEBA|ES ARS8 th

3. Analysis of CYP2D6 genotyping

CYP2D6*10 #3438 AM2 CYP2D6 7
9] exonldl] EA13l= CI88T B oL &Ql5}y]
93} polymerase chain reaction (PCR)-restriction
fragment length polymorphism (RFLP)S- o] 83}
of Bol5lgitt. CYP2D69| forward primer 2. primer
9 (5-ACC AGG CCC CTC CAC CGG-3"=
reverse primerZ primer 10 (5-TCT GGT AGG
GGA GCC TCA GC-3)9} primer 10B (5-GTG
GTG GGG CAT CCT CAG G-3)2 A}8-3}%t.
o}7]ol|A] primer 97} primerl0B2] PCR-& CYP2D6*2
FAAE S wiAs] A% Aelth

PCRYH&-& &= uh-3-90 25,050} 10%PCR buffer
(mg+tplus), 200uM dNTP, 5pmol primer, 2.5U
DNA polymerase®} 100ng genomic DNAE 4]
3 94T 5% vke-$, 94T 30%, 65T 30%, 72C
4529 82 328] ¥HE £ 72CA 108 ¥He
A1Zith PCRAJAIE-& 2.5% agarose gelol] A7)
Tl EBr2 gA3 ¥
glstgith

RFLPE % Wh3-98 204020 PCR product 5.0}
10xNEBuffer 4, 100unit Hph [ A3t &4 8 &3}
o 37CoA 2447 v A ATk ko] T A4
E2 2.5% agarose gel’dox] 719535 & EtBr
2 FMEld UV transilluminator2 2Q15+5ith

PCR 2Hzo] Z7)& 534bpoln] AHEAZ o
galo] AeAIZl A3 CI88Te] Siulol7} 9)
712 376, 98 3 69bp 371¢] W=7} AAo}A|A)

UV transilluminator 2
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Hoh 1
2061 : Intron Tron | Intron
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500 bp —
400 bp —
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Fig. 1. Genotyping for the CYP2D6+10 allele. The CYP2D6+10 allele was detected by the PCR-RFLP. After
digestion of PCR product with Hph I, wild type shows 474 and 60bp,heterozygous mutant shows
474/376/98/60bp, and homozygous mutant shows 376/98/60bp, respectively. «1/<1; wild type, *1/+10;
heterozygous mutant, and *10/+10; homozygous mutant.

I 8= 7% 474bpet 60bp F 719 W
tH(Fig.1).
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4. Analysis of CYP2C19*2 genotyping
Genomic DNA®] ] 7[x]9] $& g4 A

2-999l nucleotide, sense primer, antisense primer,
Taq polymeraseE ¥ 1L WH2-A]7] T, CYP2C19%2
A LS A3 984 intron 4 - exon 5 jun-
ctiong flankd}= primerE o] &8} t}. CYP2CI19
*29] forward primer 97| G 5-AAT TAC
AAC CAG AGC TTG GC-3'0] 1L reverse primer
9] 9d7|x49& 5-TAT CAC TIT CCA TAA

A Sma |
, Intron 4 Intron 5
2C19'1 - EXON 5
5 3
b T
["1200p Hobd

AAG CAA G-3'o|th, PCR¥FSS Z ulgal 20
¢ ol template genomic DNA 100 ng, 5pmol
primer, 200 ym dNTP Z3&<, 10 x Buffer, 1.5
mM MgCl2, 1Unit Taq. polymerase & ‘@11 94T
oA S8 MAAD F, A 94ToA 183t
DNA® A 7} (denaturation), 55°Col|A] 187} primer
A 37 (annealing), 72ColA 1271 A1 21 (exte-
nsion)< 35¢cycle A3t wkR] g} cycledl| A&
% DNAZAATDAE 72TAA SEIF At §
4= o]7H= DNA9] 3 -end%o] 9| fillingd
F AEE 34t o] ¥H3EE 2% agarose gelo]|
A A71GEE FEEL dgtsezRE o

Fig. 2. PCR-based diagnostic test for CYP2C19«2 mutation.
A : Strategy used to genotype genomic DNA from human blood, utilizing PCR amplification of exon 5
followed by Sma | digestion (CYP2C19+2). B : Gel electrophoresis photograph showing the analysis of
CYP2C19+2. Note : Lane 1 is 100bp size marker. Lane 2 is homozygous(CYP2C19+2/+2), lane 3,4 and 6
are wild type CYP2C19+1/+1), lane 5 and 7 are heterozygous(CYP2C19+1/+2).
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Fig. 3. PCR-based diagnostic test for CYP2C19+3 mutation.
A : Strategy used to genotype genomic DNA from human blood, utilizing PCR amplification of exon 4
followed by Bam H | digestion (CYP2C19+3). B : Gel electrophoresis photograph showing the analysis of
CYP2C19+3. Note : Lane 1 is 100bp size marker. Lane 2 and 7 are heterozygous (CYP2C19+1/+3), lane
34 and 5 are wild type (CYP2C19+1/x1), I0ane 6 is homozygous (CYP2C19+3/+3).

o DNAZ BQlsigith

CYP2C19*22] RFLP: & WhE-9 20 40 30
PCR product 4 /LQQI- 10 x Sma [ 8¢5 10unit
Sma [ A|FEAZ Etele] 25TA 247t o)A
HEEAI T} t&%o] 2 Y EL 2.5% agarose
geldo A A7) =3 & EtBr2 dalsle] UV
=131 th(Fig. 2).

transilluminator=. 2

5. Analysis of CYP2C19*3 genotyping

CYP2C19*3 ti @ A& M3}7] 984 exon
4¢] g 29 gl intron F71M D] primerE ©]
g3tglch. CYP2C19%3 PCRe| A}&3 forward
primer F7|A €& 5-TAT TAT TAT CTG TTA
ACT AAT ATG A-3'0]1 reverse primere] 47|
YL 5- ACT TCA GGG CTT GGT CAA
TA-3'o|t}. PCR¥MG-& % whgol 200 Zof
template genomic DNA 100ng, 5pmol primer,
200 ¢m dNTP Z3tel, 10 x Buffer, 1.5 mM MgCl,
1Unit Taq. polymerase & 21 94°ColA] 587+
HAAIZL &, ThA] 94T el 3027 DNAWA T}
% (denaturation), 49.7°Cl|~] 30323} primerZ 3t}
% (annealing), 72CoA 4527F 34 74 (extension)
< 35cycle A3t mIRE cycled e HE
DNAFHEAE 72CoIA s&L HAlste] 34

=o]7h= DNA9] 3 " -end%o] ¢H49] fillingd 4
ALZE 39t} o] ¥HE-E-2 2% agarose gelo)A]
A719E3 TEEL NS RHE dojA
DNAZ #<lsith

CYP2C19*32] RFLPE= & Wk2-o 20 48 3o
PCR product 2/0%} lOXBamHI L3 10 x
BSA, BamH I A3+ &4 E &8l 37CA 24
AIZE WA Whgo] B ”‘3““ Z 2.5%
agarose gelo|A A7|d=3t T EtBrz Als}
o] UV transilluminator 2. 221 35}9] th(Fig.3).

6. B3t 241

SPSS =g o]$3le] chi-square testE
AFE3E pevalueZ| 0.050]8191 AL EAZOR
frolstttn skl

1 g 8 ARAIEZRIE 2

Z 21499] AYA} F QSCC2 A ER =2 AM}
Aol Y& A1ZS 172902 804%Ict 22
ol Aigtd 1727 F AMIAAS vl & e ¥ 19 2
kot AA| F eAo] 27.9%, 2U<lo] 28.5%,
a8]3 ALl 43.6%E HSAtHTable 1).
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2, CYP2D6 S7Txfgiof ZiM
AT A3} 7 AAse] AL wA ebstort

% CYP2D6*10B homozygous”} 25.1%, CYP2D6
*10B heterozygous7} 43.9%=2 t}E GF¢ v]$&
& FE BK(Table 2).

T AR 0 BE9s) B B te
FIE vl o) Har A LR *1/417
*1/*102 EMO 2, *10/*10& IMo2 Hy H4
& 23 g 3AdA IMe] IR} o A

of vlg] w3ktKp=0.110)(Table 3). o]= FF 7|

$4d 472 APAAY 2 SN 389
#914 Qe Ak e & Yoden Yo,

3. CYP2C19

B AT CYP2CI9 SAAY S B
TJr 67}1191 E}i R band7} BaE ok
3 9|

SERRC HM

16.1%2 iﬁﬁé«] HJEQ} TrAh X8 240
(Table 4).
°l& CYP2C19 §AA 7} AP Azte] A7

Table 1. The Percentage of Sasang Diagnosis by QSCC 2 and the Ratio of Sasang Types

Person Ratio(%)
Volunteers 214 100
Sasang Diagnosis (QSCC 2) 172 804
Sasang Types Person Ratio(%)
Tae-um types 48 279
So-yang types 49 28.5
So-um types 75 43.6
Total 172 100
Table 2. Association between CYP2D6 Genotype and Sasang Types.
CYP2D6 no. (%)
Sasang types oy 1710 10710 Total P
Tae-um types 18 (37.5) 22 (45.8) 8 (16.7) 48 (100)
So-yang types 13 (26.5) 21 (42.9) 15 (30.6) 49 (100) 0.537
So-um types 22 (29.7) 32 43.2) 20 (27.0) 74 (100)
Total 53 (31.0) 75 (43.9) 43 (25.1) 171 (100)
The data were analysed by x’-test. P=Present, N=Null
Table 3. Association between CYP2D6 Phenotypes and Sasang Tae-so Types.
Sasang types CYP2D6 no. (%) Total p
EM ™
Tae types 40 (83.3) 8 (16.7) 48 (100)
So types 88 (71.5) 35 (28.5) 123 (100) 0.110
Total 128 (74.9) 43 (25.1) 171 (100)

The data were analysed by x-test.
EM=*1/*1, *1/*¥10. PM=*10/*10
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ol At 9] 891 : SFETIALE A CYP2CI9, CYP2D6S] TH8 A7} AP Ao &

BE BN Adte okl 2om CYP2CI9*2
genotypeEE]— CYP2C19*3 genotypeo] AtHAlo]
oL} folalo] gidtiTable 5, 6). o] CYP2C19
s BT APIAe AL BA
g A oo Eo 2o fofde] ik

8 AT (5D

(Table 7).

a8 CYP2C19%39] §-A4AE S AP A &
FAF A0 Z o] BAg A %k 1 0.078
o] A#S BrHTable 8). o] Akl At
A% *3/*39] AR o] 273 YeRd JJrE i

Table 4. Frequencies of CYP2C19 Phenotypes in This Study

CYP2C19 phenotype (CYP2C19*2, CYP2C19*3) no. (%)
Homozygous EM *1/*1, *1/*1 92 (43.6)
Heterozygous EM *1/%2, *1/*1 61 (28.9)
*1/%1, *1/*3 24 (11.4)
PM *1/%2, *1/*3 12 (5.7)
*Q/%, *1/*] 20 ( 9.5)
*1/*%1, *3/*3 2 (09
Table 5. Association between CYP2C19+2 Genotype and Sasang Types.
Susang types CYP2C19*2 no. (%) Total p
*1/*1 *1/%2 *2/*2
Tae-um types 27 (56.3) 18 (37.5) 3 (6.3) 48 (100)
So-yang types 25 (51.0) 20 (40.8) 4 (82) 49 (100) 0.681
So-um types 43 (57.3) 23 (30.7) 9 (12.0) 75 (100)
Total 95 (55.2) 61 (35.5) 16 (9.3) 172 (100)
The data were analysed by x’-test.
Table 6. Association between CYP2C19+3 Genotype and Sasang Types.
CYP2C19*3 no. (%
Sasang types Py Py (%) peyms Total P
Tae-um types 39 (81.3) 9 (18.8) 48 (100)
So-yang types 39 (79.6) 8 (16.3) 2 (4.1) 49 (100) 0.273
So-um types 62 (82.7) 13 (17.3) 75 (100)
Total 95 (55.2) 61 (35.5) 16 (9.3) 172 (100)
The data were analysed by x’-test.
Table 7. Association between CYP2C19 Phenotypes and Sasang Types.
0,
Sasang types i CYPCLI no. (%) oM Total p
Tae-um types 39 (86.7) 6 (13.3) 48 (100)
So-yang types 40 (31.6) 9 (18.4) 49 (100) 0.798
So-um types 65 (83.3) 13 (16.7) 75 (100).
Total 144 (83.7) 28 (16.3) 172 (100)

The data were analysed by x’-test.
EM = *1/%1, *¥ /%1, *1/%2, *¥1/¥1. *¥1/%], *1/%3,
PM = *1/%2, *1/¥3. *2/%2, *1/*1. *1/*1, *3/*3.
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Table 8. Association between CYP2C19:3 Genotypes and Sasang Um-yang Types.

CYP2C19 no. (%)

Sasang types Py Py 303 Total p
Um types 101 (82.1) 22 (17.9) 123 (100)

Yang types 39 (79.6) 8 (16.3) 2 4.1) 49 (100) 0.078
Total 140 (81.4) 30 (17.4) 2 (1.2) 172 (100)

The data were analysed by x-test.
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B Aol QSCCIT A &R &) A2o] X
G@E olE 80.4%Aom H]&e ASUAURIEH
$91=44:28:282 ol FolFAELS] N8 F At
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e gErCkABRBA LSRR —BE AR
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AME). 22y A=A QSCCIE o 43 o
2 A7ARETdE H& FFE 2t

A 3003t Qarekiste] SN ok
hatE o] AT} oo ma okEe] Aol A
£M02 AT WA a gtk CYP Ao
A FRAAA A At st 2 ojrolA 4
Lt AL 246, 2D6, 2C193} 209 Zolg)® a+=ol
oA 9] CYP450& 49| t}a A2 2E1, 2C19, 2A6,
D650 AFE wh oM. S 2 9EE 2
218k CYP450 3A4= U A S Bolx| et
3 HaEe] g CYP450 2095 B oFEo]
thAre} #Ho] glon} gl AlA 2C9 variant
o] H]go] 2R Yoz Azl BAXNEL A
Zrate Aol iyt gitn AZEn. B =5
oA th& CYP450 2D6, 2C19%& 1 & tha A9
EI7) gor e kB fiatsl #Ho] e
isotypeE-o|t}.

CYP2D6+= Tt}ekgh antidepressants, neuroleptics,
cardioactive compound®} Ze ZYlA AlEHE
kRS ALt FAo|th o] CYP2D6 SAA=
HA7ER] 707071 & allelese] @AY S 2
< 43S Holo old] wel aAgAd e B

Aol7k itk A FATAYS Hole 1

< Extensive metabolizers(EM)o]&} dfa1 &4

¢

i orlo &4

o

ZAo] F71E 2E-L Ultrarapid metabolizers(UM),
Fagde] AAY gle 2FS Poor metab-

olizers(PM)Z A shet] Weld e 1-2%7F UM
oln 5-10%7} PMo2 yehdt} gy 39l
gAE PMe] 2007 FA 19 otz 1 H%

7h ol stort tabsel 9HSE Aol gk

CYP2D6*10B EHWo] HH% & 71 Abgtel Wl
T} 1|9 E=oHCYP2D6*10B homozygous 28%,
CYP2D6*10B heterozygous 45%) 3+5<d|A H
T CYP2D6 &4 B E7L wioloMur) e ¢
olo] gz tF”. A CYP2D6S] tAbso] &
Adoz Ao e BARAZ BN
Aol Q) gl vle) PR gl A
217t B Al A E-F A of(tardive dyskinesia)
o s s} o 2AY Fele) Ak o 2 A
oz AAHRZ Uk =3 CYP2D6 TrEAT}
Parkinson's disease, Alzheimer's disease®} #&
AAAge FHENE dFET Aok APEAA
oA ZAAQ B 1%, +E5Y 4% UE
Ul Al ge] 7hsAo] & AAo] flerg g
A oFEe| thatsh BglE CYP2D6S] th
£ fAR8e BEE AAEz Pask] ol
polymorphism} AP0l ojm gk o] SlEr}
£ A7aE Rl ngle Rolda 4.

CYP2D6% t}oF3t antidepressants, neuroleptics,
cardioactive compound®} 24L& EyYlA Al{E &
FE-S UAFSE AAEA I ElSQAAN
oL gl oy IM9 Hlgo] B UEuiTh of
= HaAdAAN FERAELRS] EAe] wUE
Aoz Add wE it 3= &
FIte 7)ol Zatths g wdste Aoz A
7.

CYP2C199] A= chromosomel0g240] &
Atz e dAA7EA] EAMolE intrond-exons
9] 681positiond]] G-AE v CYP2C19*2¢} exond
9] 636positionol] G-AE B CYP2C19*37} &
A" on, o] FYUNA omeprazoleS &
& CYP2C19 #8449 tAERAE 94-100%
wed gttty 2 asllen], CYP2C199 E¢w o]
Zo| A CYP2C19*27} T)E-59] 75-85%E ||
Iz 9ler Umz)E CYP2CI9%38 Yehdtin
Byttt AEdele CYP2C19*25te] HbA g
lew CYP2C19*3& S A] go} CYP2C19
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(60)  thFEelEra|x] #2837 15 (20073 39)

OHE S 5] Atol & Hola Slth

o] TR AR =M=
2 kgl E=ZoldlA CYP2C199) &
FAAG] MTE 167%2 EEY A
HALZ R AL ] Wl E7} 15-23%S Hole AT &
Abgk BxE BQltlh. CYP2CI9 AMZAREAE
CYP2C199] 2J3t Tl 22l omeprazole,

s-mephenytoin, diazepamS-& F& w F3)4
&0l 2E + Uk oz kA A E¥

HEZ deld FYFAEAS 2 : 3: 594 FARE
Aol 918 % ohie ALy SelA) ALl ot
g} T2 oJdFe HAEE sidte AdE d#
ol & Ao Az weh B d7e AW
AAA 2371A19] 71eAtelst ByR o] 7
Q1M CYP2CI98] $2%E ekl ol poly-
morphisme] AMGA| A3 A=Al JertE AT
sttt CYP2C192 mephobarbital, propranolol,
diazepam, amitriptyline, imipramine, clomipramine,
A2 Q] serotonin reuptake A #|(SSRI: selective
serotonin reuptake inhibitor)Ql citalopram, ome-
prazole 5 CYP2C199] 2J3l tjAlElE FEE 9
o] FIkE AL oA YA LR ulf 88
ot CYP2C199] diAHZfAE 9 22 48E
Fog o fazgo] 2d 5 ik A o
£ Aol giglont vher £lelAA) B4o]
2 *330) §ARe] Y 5L ABYE B
om o|A% Ao 47t UF Fo} A%H
A7t Basiva e

B AFoA AR FEUAELEY FHAY
< dutEo g g ERIRTt AgRloy SalelAM
o] A el B0 o FAS
itk ol A MES vja AP 3jB8s
T AdFH FAETY 47 B7] Wi Yehvte
Pios Efdos AZe 48 gd = ¢ &
o4 e AFHE 4& 5 A& Aoletn Azt

Izt AA% F4AY] BA A AT o
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g A g wrh dou FAA BAY g
"V‘iﬂ?‘ﬂ"}ﬂ Nzl Afe AAZ AR

£ 7K1 Y& gene FEo] ofd intron FE-o
repetitive seguenceE A}8-sfe] AAzle] Ao
AE ZA Ao Ao R A7 A#dde
A7%E YA E 2ago

29 A B 4R AT URE A9
#AHQ = Angiotensin Converting Enzymeo|1}
Apolipoprotein E&} 22 1-2719] 49 poly-
morphisme] tgt Ao 2 go|etael &8 =7} &
2] 9rm® A AW SNPe} Haplotypeo] &3+ o
£ A49 B4 e Ao} e Aol e
U oFEAbEse] B4z BUE #28 #49
& E4g 3l0] opjold stEtaLe) 283}
43 AAA71717F ol e dol AU

W 2 dTe geeAl AAd oFEArEo
o] ol 7|3t EQ WHEF Afo] &l AA
5ol e FERAFA A g FAAE At
I FERAAAAN Hlert Erhn ezl FaEAt
g CYP2D6Y} 2C199] thaA & 7| E0 =2 3l
AEAA Y HAGES AFTozH GefdtA Rl
six oz AMFA A AAE 7)E, FEold A
18 SFEUAELS 439 Aol2 ASeA 3
g ZAE Arlstnd =8l ol F Fzt
of o3 AbFAA E57 el &-87bsste A
AAAE FEYAELS] Aol YA o
1) dsle] le tdAde % 49 ¥4
A&t o]F HA| kAl thAb Aol olH
EUALEAT B3 EIHE A6t A2
o2 A% kA BAE WA F e A
o] vk a8A 2 AL AEAd FEAEL
FHE Aolol] THE kA AR oh 2} XA
Ste ok E AW E AT £ ddE
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ol AT 9] 89 1 ekEThALEA CYP2CI9, CYP2D6S) thal A} Abdal o] A dF (61)

H3zt 2-30the] 217 AHdA2A QSCC 2z
@l o] BRE B&Q, 299, &89 a2F
Z 17299 ulgte] <tEUALEAS CYP2CIY,
CYP2D69] +3A gzl 4ade A7
A7 o3 22 AES AUk

1. CYP2D6 t}34d-& el&2loAl & A=
Ho} tAbgo] Bhe *10/410 IM9] H|go] v
Hebdov #2742 gl thp=0.110).

2. CYP2C19 t}gAle A Ao w& Aol 9l
Aot ik &gl A4 CYP2C19*39] PMQI
*3/*39] FAAYe] Yeht & AFR vl
2 FE AHEE B tHp=0.078).

o]e] Az Hol Zho|M o] FEAIE TG
= f4% CYP2D6, 2C19%= §9A L glo

H5lollA 8A4o] w2 Ado] dE AL

ANew DHEH K AEE AT
7Fedel dvin Azse up 234 &4
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