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ABSTRACT: OBJECTIVE To study the relationship between CYP2C19 genetic polymorphism and blood concentration of
mood stabilizer of valproic acid in schizophrenia patients. METHODS Schizophrenia patients treated with olanzapine and
mood stabilizer of valproic acid were recruited based on the criteria of inclusion and exclusion. The blood samples were collected
for the determinations of CYP2C19 genetic polymorphism and blood concentration of valproic acid. Then the blood
concentration of valproic acid within the types of CYP2C19 genetic polymorphism was compared. RESULTS Blood
concentration of valproic acid in the types of *2/*2 (122.06+41.30)mg-L™" and *2/*3 (132.34+51.34)mg-L™" were obviously
higher than that of the wild *1/*I type(79.41+25.14)mg-L™" (P<0.05, P<0.01). However, it was not significantly different in the
types of *1/*], *1/*2 and *1/*3 or in the types of *2/*2 and *2/*3. PM type (122.13+42.85)mg-L™" had obviously higher blood
concentration than EM type(80.59+48.60)mg-L™"(P<0.05). CONCLUSION The CYP2C19 types of *2/*2 and *2/*3 had high
blood concentrations of valproic acid. These patients should receive a low dose of mood stabilizer of valproic acid in the

treatment of schizophrenia.

KEY WORDS: schizophrenia; CYP2C19 genetic polymorphism; valproic acid; blood concentration

PR I T30 97 R A, TR RS 1 2 2LIE 10
G RYAIT H,  H AR OB AR e AL & PR o 24
YIRS i . (H RN IRIRIG T W ARAT, Mz
WA A BN IR R, & 5 KA RR
(AT 250 251, CYP2C19 2 74 IR IR 7E Ak P4 11
TG, HILR 5 5 /MR T 681 A7 55 (CYP2C19%2)
FER 4 48T 636 7 £ (CYP2C19*3) It 5 & A=
G—A 278, AR E 2 SR, cYp2C19 3K A
75 5% 0] 6 BRI TE EAN R, AT 5 B0 R o 24 Kk
B RANEE . BAETHISCER, 247 CYP2C19 2
DR 22 25 M o 0 R0 3 T IR I 24 YR B T e,
FFE NN, CYP2C19 13 [ 2 75 P 2 52 M i 78
HNRIR M ZGRIEM R R —, wRABERME
#, CYP2CI9 BiEVE T REFRAK, 5 oA AR A= 7Y
PLi, PRIRIR M 2595 e, BRI, XK
BERAER 7 152 1R 1 A P ) B B AR D IRBR A s o 2 214
SER BRI T N, HIES Rk, MR T
CYP2C19 B[ 22 35 P05 R #  40E BB 38 O A2 e
T TR I TR I 2 A P 5 T () R0 . B I R B
WIS 2 RPUEMIBRZY), AU RIERERET
1697 FLIR A VA R A S O B 6 5 71 (0 G A 4 S40E
BEENT AR, WEIXKEH CYP2C19 £
5 MR N IR BRIK FE R R &, AR BT IR 2
VIR R RS, TR AT RESE ST AL
BEARAS R Y
1 N&RMFE
1.1 B4

AR WY 5 ok 28 BT AE R B AS B 2R 5L 4 ik
#E, WA RANNKE R ZES s, 3%
BRIGRE .

WA 0 2014 4F 7 H—2015 4F 5 A #iH 72
UM T 28BN REE R T2 BUE BB st iz 1 B 4
[FI 754 LR N bnitk: 22 2 fSr@) 4E 0L B EE

<654 - Chin J Mod Appl Pharm, 2016 May, Vol.33 No.5

W, fF4 ICD-10 Ktk 29E F) 2 Wb ie; &5
P WECEIRTT,  [FIEAE  RN ERE  [FR
FEWMDFIZFRAR, Hkg: & 0.5 glfEAL
BfERl; wrdiEd, BEENAROCEAREE
sl FHLHEAR RN FFEDhEe e
DU FRe>18 JH % o HEBRARE: & JF FARS i
1§34 A ROERSGR G FH: ARRMH
B WERREH: WHEE; WnE: &3
BB B IR A E .
1.2 WA G B R gE

Wit AR, HAERARERE: ARG
Bl AERS S BSTRARL . B L S, AR ST (R
THIE Ol IO B BIRIELSE): Bh L (%
KBTI . FEMPIR): HZEOL I7 A
R A,
1.3 B MR

BEWRHWRRMER 2 UL E, Rk
R B g, HORIROIRZ S R i (8] [A]B%>8 h,
DAR DR B R B R RS BRI . B8 4 &l
LR B (Ko EDTA) it B 711) Y 31 25 SR LA A R4 I
#2mL, A 0.5mL HT CYP2C19 % [H 4 ALl
E, PRI -80 CLRAEE ;s 1250 — & B e
PREER I L2 R IME H, RAEMA 3 mL, 7351
T, 00 TR R I 24K FEE
1.4 CYP2C19 Z N Z MMz
1.41 DNA #2H RAHRBAEMREALR)A R
O A AP I AL IR A SR AR S 2 1 DNA
B 0.5 mL K,EDTA it i, IO IERE . Tris-HCl.
S B IO 2RO A0 MUEEAT 2447, 12 000 r-min”' B
0 1 min, 3 B3, EAGTIETIMA 20 mg-mL™
FEERE K 20 uL PLE 10% SDS 200 pL, 56 C
10 min BEAT & E 5 FEAE, 0 200 uL Tk LREITHE
DNA, 12 000 r-min~" B0 J5 ] 70% . BE 3475 %

op [E AR 2525 2016 4E 5 H 58 33 5455 5



5% DNA W ARLE TE 220 (Tris 10 mmol-L™'.
EDTA 2 mmol-L™)r, —20 CIEAEF5

1.4.2 CYP2C19 EHZEMNME  RHTMNY
M FHEARER AR AN CYP2C19 ZE[H 4>
RURG 771 5 (9 ' PCROE)RI A CYP2C19 FE A
%5 4N T 681 7 (CYP2C19*2)FNEE 4 4h G T 55
636 A7 (CYP2C19*3) Il A 2 5 G—~A KA.
ARG “SEAE R R PCR” HIARLE &0
FCERE R INRS S ey 3G 7=, R S A A
S 51 (U B A R BRI 410) 3 2R g B ik 5 6
(1) 5457 5 DR B AR 52 4 HLAMAC X I), PCR 734 %
MR LR ® 3647, ITIAS 2085 € 724, JFre Ao
HET, R, WIJEH R PCR ¥ B, FHIM
WMEAR| R HAG T . LRI ERE PCR {X(ABI Ste
pone plus, Hrin) b, AT 1 ith 2 1%k
55 RHW CYP2C19 LA A7 IR R LA, it
1M AW CYP2C19 FE[A 432 . R4 681 A1 636 fi7 £
SERLFER AN, WK CYP2C19 JEH B4y hy*1/%
1(681GG/636GG). *1/*2(681GA/636GG). *1/*3(6
81GG/636GA). *2/*2(681AA/636GG). *2/*3(681
GA/636GA). 3/%3(681GG/636AA), Hrfi*1/*1 Ny
KRGAF R, *1/%2 FI*1/%3 & —DNRAGHIE,
ZHE M RPRACHIRL(EM);  *2/%2. *2/%3 Fl1*3/*3 Al
B 2 AMEIERAS, AR (PM). FER 5 A

R1 ARARERE AR AL

Tab.1 General characteristics of the study subjects

BAE PR S B U BT .
1.5 I35 78 R 25 WA Dl e S 8 I
KA 5 R R TR R A A I 24 VR T
6 IR 71 H 32 [E Siemens Healthcare Diagnostics
Inc. A H], DERIEEUH T . HHEBRIRE I
Xof I 25 942 P (Y S e, g i 245 9k B 6o Al 2 9 i AT
RIE, B2k BB DLRZ &=, S2%RA 1 g
PR, A P (T TR I 2496 5
1.6 SuitsabsE
Hardy-Weinberg it 1% ¥t 3 % FH 40L& 10 2
7 A, FFENA ) — MR B AERS . 1A
H ORI 25k B LR O = T, SR H
SPSS 19.0 #AT 41 7 #r. K e K 0=0.05,
2 H#HR
2.1 WA R — R
AR ETTE KA EE 160 ],
S 60 5, Lotk 100 ] FES(37.43+15.15)%;
KR B 5% BMI (20.52 £8.06)kg m . 7% JE [ 7 —
FRCRFAE L3R 1, 5 R Y ] — SRR AR LB TR G v 2
2, PRI DR AR I o 2 9 EL AT AT B
2.2 CYP2C19 #: XA Hardy-Weinberg V- #6 %;
ZRNAREE K, 681 Fl 636 7 £ 3k [K H 1
774 Hardy-Weinberg V- fiif &£ 1 (/=2.52, df=2,
P>0.05; =223, df=2, P>0.05), &R WL 2.

B *1/*] *1/%2 *1/%3 *2/%2 *2/%3 *3/%3 it P
P 2) 27/41 21/37 2/5 8/14 13 1/0 2.37 0.80
Sk 37.0+14.7 37.0+15.4 47.6+22.1 35.8+13.7 41.3+13.8 25.0 0.93 0.45
4 5 = 46 £ (BMI) 19.0+8.9 22.346.5 19.2+8.9 20.2+8.7 23.945.0 21.3 1.58 0.18
W J0A 175 150 EOpSE RS
RS 17550 EOpSE IRV ST RS

£2 CYP2C19 H [ £ A& M fun {2k H 947 (n=160)
Tab. 2 Distribution of CYP2C19 gene polymorphism and
allele(n=160)

H R E

&

7 3 A

i £

G/G G/A A/A G A

681  76(47.5%) 62(38.7%) 22(13.8%) 214(66.9%) 106(33.1%)

636 148(92.5%) 11(6.9%)  1(0.6%) 307(95.9%) 13(4.1%)

2.3 CYP2C19 3£ R 1l 24 94 B b 4%
&L R A 25 W50 B 5 I 259 BT L3 3. AR TR

o EBACR 252 2016 4E 5 H 55 33 545 5 )

Jor, BAEARERS, RAWa 1 f 343
(681GG/636AA)IE K B3, KK HANG 1T 7
Bro BRI TW, ®RA 1 g WRKREY), HA 2
ANGRAGFL R g *2/%2 Fi*2/%3 RIGRARRY fsg, Hofn
IR T RREH N —NREHE(*1/*] .
*1/%2 F*1/%3 By, ERBAA G R L(F=3.32,
P=0.03)o *1/*1. *1/*2 Fl*1/*3 B2 [8] LA Je *2/%2
H2/*3 B2 [ MR ETLSETHF % 5. PM Addx
HMZRES EM MkE, BEAm, ZREH
G it L (=2.07, P=0.03).

Chin J Mod Appl Pharm, 2016 May, Vol.33 No.5 <655



R"3  CYP2C19 &2k I A 7 K BR ot 25 9K L b %
Tab. 3 Comparison of blood valproic acid concentrations
among CYP2C19 genotypes
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Efficacy and Safety of Aprepitant Combing Tropisetron for the Prevention of Chemotherapy-induced
Nausea and Vomiting

YU Shaoling, CHEN Liping, LI Qiumei, HU Wen*(Department of Nasopharyngeal Carcinoma Sun Yat-sen University
Cancer Center, Guangzhou 510060, China)

ABSTRACT: OBJECTIVE To assess the efficacy and safety of aprepitant for the prevention of chemotherapy-induced nausea
and vomiting(CINV), asthenia, lack of appetite, weight lose, after platinum-based chemotherapy. METHODS One hundred
nasopharyngeal carcinoma(NPC) patients applied platinum-based chemotherapy were selected and divided into experimental
group and control group, 50 patients in each group. Both groups were given tropisetron and the experimental group were given
aprepitant 1 h before chemotherapy on the second day and third day. The two group’s nausea and vomiting preventive effect,
lack of appetite, asthenia, weight lose, diarrhea, constipation, skin rash, allergy, hand-foot syndrome and neurotoxic sense was
compared. RESULTS The effective prevention rate of vomiting in control group was 44%(22 patients), and in experimental
group it was 86%(22 patients). The experimental group’s vomiting preventive effect and weight lose were better than the control
group(P<0.05). There was no obviously statistically significant for nausea, lack of appetite, asthenia, diarrhea, constipation, skin
rash, allergy, hand-foot syndrome and neurotoxic sense. CONCLUSION Aprepitant treating to NPC patients can be safely and
effectively to prevent vomiting and weight lose, but has no effect on nausea and lack of appetite.

KEY WORDS: aprepitant; tropisetron; platinum-based chemotherapy; chemotherapy; nausea; vomiting

EEWE: |7 REESRTHES(A2014253)
EEZBN: KO, &, P Tel: 13609796434  E-mail: yushl@sysucc.org.en  BIEMEE: %, %, 1P Tel: 13640609930
E-mail: huwen@sysucc.org.cn

T [E BAC R 2552 2016 4F 5 55 33 3555 5 Chin J Mod Appl Pharm, 2016 May, Vol.33 No.5 - 657 -




