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[l substances are poisons; there i8 none
that i8 not a poison. ZThe tight dose
SV ifferentiates a poigon and a remedy.

Patacelsus, 1493-1541
3‘5- ‘Q — From Switzerland

6;? — A Renaissance physician

— First physician using chemicals
to treat disease
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IM -B- 1975, SEAZ 54
— 1985: PCR Lz H

oy - [ 1990: CYP2D6 Z{i¥H
60 | |
- | | u
40 |
<
20 |
50| UM
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|:| -I —
0.04 0.1 1
I F Debrisoquin/4-OH-debrisoquin
()3
Nortriptylline 500mg 100-450mg 10-20mg

(normal dose)



CYP2D6 genotype and propafenone

Propafeneone [ng/ml]
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Dose: 3 x 150 mg / day
Afib  placebo: 33 %
propafenone: 16 %

R-blockade
CNS-side effects
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%k (Terodiline)

Polymorphism Terodiline
and genotype cardiotoxicity Control population
CYP2D6

(n=2=8) (n=0662)%
Wt/wt 6 (0.75) 364 (0.55)
Mut/wt 1 (0.125) 267 (0.40)
Mut/Mut 1 (0.125) 31 (0.047)
CYP2C19

(n==~8)
Wt/ wt 3 (0.375)
Mut/wt 4 (0.50)
Mut/mut 1 (0.125)




Case Report

62y.0. B, EXRER

KL “RRAE” 772 R AT 5 B E X
REBE

E NG M 7K E A T B 2015
ECYP2D6EEER, AEBRMAME

NEJM, 30 Dec 2004
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TP/l//Tl TPMT

MTMP

TPMT:FRIEM R ELEES (thiopurine methyltransferase)
XO:HIEKELE (xanthine oxidase)

HGPRT: R HIEI HEAAZEEFE (hypoxanthine guanine
phosphoribosyltransferase)

TIMP: BES&ZALHE (6-thioinosine monophosphate)

MTMP: BEFALE6-S-methyl thioinosine monophosphate
TGN: R BIEK #%EE (6-thioguanine nucleotides)
6-MP:3RIEK (6-mercaptopurine)

MeMP: BEIFIZN (6-S-methylmercaptopurine)

6-TU: #iFREZ (6-thiouric acid)

TPMTFIAEMBRERIIFE T EMA (hematopoitetic
cells) ; XO{XFHEFAFREEA
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M AHLA-B*1502 Fik S /e SIS/TEN

Association of HLA-B*1502 allele and carbamazepine-
induced severe adverse cutaneous drug reaction
among Asians, a review

Kheng Seang Lim, *Patrick Kwan, Chong E xR EEE ABHHEHLA-B*1502 (%) | CBZ-SJS/TEN A B
Division of Neurology, University of Malaya, Kuala | /imlz E,‘] HLA-B*:LSOZ(%)
Therapeutics, Chinese University of Hong Kong
xE BA: 0%; I#&: 4.9%
RK 1-2%; B/R=: 0%
RE sT4E&: 1.9%0
LRNHE: 7.1%
=P} iXA\:8.6%:; F&A:5.7-8.6% |iX A: 100%
& 14.5% iX: 100%; 4%
Fhnig REA: 5.7%; B3k A: 12%; E]
EA:8.3%
OXRAT |SKA:15.7%; AEAN: 5.7% ; | B3R A: 75%; ENE
EPEA: 0%0; ffaA: 1% A:100%
Figure 1: Area with high prevalence of HLA B*1502 (>5%), indicated as grey. % Izl 8 . 5_ 27 . 5% 83 ) 3%
EPERET [16%
_ ENE X 1.9%; iE(t: 6%0; LER:
Neurology Asian, 2008; 13, 15-21 4% : EELE: 19
HZA& 0.2%0
[2Ed 0.4%
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Huang SM, Goodsaid F, Rahman A, et el. Toxicology Mechanisms and Methods. 2006;(16) 89-99.



HP pts stratified by CYP2D6 & 3,R genotype

Patients

(n=422)

Randomized

100

104
—

104
—

CYP2D6*1*10+Arg389Arg

CYP2D6*10*10+Arg389Arg/Gly389Arg || &

c

O
CYP2D6*1*1+Arg389Arg/Gly389Arg = | 25mg, bid
CYP2D6*1*10+Gly389Arg QT 1ow
CYP2D6*10*10+Gly389Gly =

@)

@)
CYP2D6*1*1/CYP2D6*1*10+Gly389Gly
CYP2D6*1*10+Arg389Arg 125mg, bid
CYP2D6*10*10+Arg389Arg/Gly389Arg || O 12\/\’/ -

N
CYP2D6*1*1+Arg389Arg/Gly389Arg e .
CYP2D6*1*10+Gly389Arg S |.25mg, bid
CYP2D6*10*10+Gly389Gly 2 12w

)

o .

m |

CYP2D6*1*1/CYP2D6*1*10+Gly389Gly 50mg, bid

12w



BP response to metoprolol in HP pts.

Genotype base therapy vs conventional therapy

Blood pressure decrease (mm Hg)

N
o

18 -

16 -

14

12 +

10 -

o N B » [09)
\ \ \

OA
2B
T
1 *
T
T
4SBP 4DBP

Efficacy of
genotype directed
metoprolol
monotherapy (B)
was significantly
higher than
conventional
therapy (A)

*ADBP P=0.009
compared with
group A.
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CC#a{t A+ {F5(CCR-5) 1 | DR%E st
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N
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A ERid M | AR

5 | CERRIR (BEMESRIKEE 2 | HEEHK

6 | TPMT T H 2 | TRMEIE
7 |UGT1IAL TR 2 |fRiABR
8 | HLA-B*1502 Z {1 & H 2* | FE5HFE
9 | RETEIAFERF(UCD) 2 | AIkER
10 | CYP2C9O =T % 2 | HEEHK

11 | Vit K IRE L iE]FEE (VKORC1) TR 2 | fEEHE

12 | R SEERAMEE LDL AR R 2 | FIEMRST
13 | G6PD #i#5 2 | hifpiLls
14 | HLA-B*5701 &4 EH 2 |MBE+kF

2%, FEfeke ABF i




FDAH#LEZS iR AA A PRIEFET R

A ERid ) R ERS
15 | C-KIT Fik 3 |RAOBEHEE
16 | PML/RAR()3%i& (4 FHBR 52K I 2/ Fe [ ) 3 | 4EHER
17 | UGT1A1? ,%% 3 |EFERE
18 | CYP2C19 38 3 | R B
19 | CYP2C9 =T 3 |#kEH
20 | CYP2D6 T 5H 3 |EEAT
21 | CYP2D6 fiH e T H 3 | HEEEAT
22 | FERMEBEFCE B REERE RIR 3 | KIBER
23 | DPD %RiR 3 | FIEME
24 | EGFR ik 3 |KRFTERE
25 | EGFR Ri&% 3 |FiEER CGLFHE
26 | G6PD % 3 |BEE
27 |NAT L& 3 | RiEM, SH=
28 | B AR R N 3 |BFR=
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CYP2C19 RICERME. BASERIM,
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CYP2C9 TREE. LXK
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NAT FtET. SRR, AIREE R

TPMT FEREIEN . FHEEN. 6-FiEEN

UGT1A1(*28) {KkiLZFER(Irinotecan)
VKORC1 L EFR
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1B K F I R IRH 53 P % 53 4 = llm PR Al 35 SNP4I 151 B

) 2 F] SRS L
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PaF Rt R EEF(CDA) = 0t SR 6 1 B I CDA*3
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Case 1

%'E’ o6 yr, —I%—-m]u,j_iﬁ’ E.'ng

Metoprolol 20mg bid; M5 F13z B3%

EE M. B1- Gly389Gly

E: #hn metoprolol #& 180%

40mg bid; MEFAZ B AT SIS




Case 2

» 5%, 26 yr, £IBIE

» 2511 buspirone #1 Buspar &7

« ZXE¥M: CYP2C9: EM
CYP2C19:EM,
CYP2D6:IM

n B UBUNHEF A



Case 3

= B4, 64 yr, 1=

m 2575: Cetuximab
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