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Study on the Association of 5-HTR1A4/24 Receptor G P w1th Antidepressant Efficacy of
SSRIs
Siriguleng', LIU Xiangchen®, YANG Fan2 Y, ! 1Dept of Pharmacy, Inner Mongolia Autonomous

Region People’ s Hospital, Ho ina; 2 ept. of Psychiatry, Inner Mongolia Autonomous Region
People’s Hospital, Hohhot 1na)

ABSTRAC : To study the association of 5-HTR1A4/2A receptor gene polymorphism with antidepressant efficacy of

in reuptake inhibitors (SSRIs), and to provide reference for rational use of SSRIs. METHODS: In perspective
study, depressive inpatients met inclusion criteria were selected from Inner Mongolia Autonomous Region People’ s Hospital
during Oct. 2016-Oct. 2017. They were randomly given one kind of SSRIs as paroxetine, sertraline or escitalopram oxalate, for 8
weeks. They were divided into valid group (HAMD reduction rate=50% ) and invalid group (HAMD reduction rate<<50% )
according to HAMD reduction rate calculated by HAMD score after treatment. Difference of genotype distribution and genotype
distribution frequency of 5-HTR14 (rs6295) and 5-HTR2A (rs6313, rs6311) were analyzed by y’-test in 2 groups. t-test
comparison significantly influenced the effects of genotype on HAMD reduction rate. RESULTS: There were 45 patients in valid
group and 40 patients in invalid group; there was no statistical significance in the difference in nationality, gender or age between
2 groups (P>0.05). There was statistical significance in the distribution frequency of 5-HTR14 (756295) allele G and C between 2
groups ( y°=13.75, P<<0.001) ; there was no statistical significance in genotype distribution ( y*=4.72, P=0.09). There was
statistical significance in the distribution frequency of 5-HTR2A(rs6313) allele G and A with 5-HTR2A(rs6311) allele C and T ()*=
15.20, 15.20, P<<0.001). There was statistical significance in difference of genotype distribution (*=23.68, 23.68, P<<0.001).

There was no statistical significance in HAMD reduction rate
among 5-HTR2A4 (rs6313) G/A, G/G, A/A genotypes (P>
0.05). There was no statistical significance in HAMD
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genotype (P>0.05). HAMD reduction rate of C/C genotype was significantly higher than that of C/T genotype (P=0.02).
CONCLUSIONS: 5-HTR24 (756313, rs6311) gene polymorphism may be associated with clinical efficacy of SSRIs for
depression. 5-HTR2A(rs6311) C/C genotype is hopeful as a efficacy predictor of SSRIs in the treatment of depression.

KEYWORDS Depression; Selective 5-serotonin reuptake inhibitor; 5-HTR1A4 receptor; 5-HTR2A receptor; Gene polymorphism
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1,
®1 AMABEMNN FR RESH
Tab 1 Distribution of patients’ gender, age and na-
tionality in 2 groups

i TR (n=40) 3 (n=45) P
{3
Btk (1, %) 22(44.00) 28(56.00) 086
Atk (51, %) 10(28.57) 25(71.43)
i (rts), ¥ 30.9610.01 3049£9.68 097
[l
Gt n( 1, %) 6(40.00) 9(60.00) 083
W (51, %) 30(42.85) 40(57.14)

1.5 DNARIMERSHMENE
AEE NS M RAIB R B 0 2 mL ARSI
LM 2 (EDTA) FilE, 157, 76 —20 C BIFREEH
PRAT o L R 20 DNA $2HGA & (325 Omega 28l
45 . D2100) X £ 7% DNA BEAT I, i FHAZ R 2 11 43
B A% ( 3 [& Thermo Scientific 23 7] , %I 5 : NanoDrop
2000C) Kz DNA ¥k FZFZERZ . i FH] SNaPshot £ 5 SNP
43 B4 A GMLDR®) %} 5-HTR14 (rs6295) Fl 5-HTR2A4
(rs6313 ., rs6311) K& K #4770 . 2B IR (DA
Premier 3.0 5| #1353 04 Az il SNP 375 19 b R U5 1975
(2) ¥ JH 9600 %1 245 Atk 2 B (PCR) A (36 [ ABL 2
a]) 1Y 4> SNP iz 455 (3) £ i SNaPshot 2 5 SNP /)
BIFR 4T SNP 70 B, = SMUE RS 0 (0 e 4o 1 4k %
S 4 %F 1 F) SNP A7 aii , 5 i 508 SC A FH GeneMap-
per 4. LA A (5 B o & BEDI AL SNP A s 51 )
FEHNRT B B LR 2.
#x2 HEREZBISNPLLEAISIHPT
Tab 2 Primer sequence an gment length of dif-
ferent genotypeslat .S@

j JiBik kil
el by T
C/G Lt TGTCGTCGTTGITCGTTIGT 254 60
T#:CGTGTCAGCATCCCAGAGTG

L##:GCCACCACAGTTCAGTTCTT 285 60
FH: GACGAGTATGTTTCCAGCAAT

L##:GCTACAAGTTCTGGCTTAGAC 204 60

Tiif: TGAAGTAAGGAGAGACACGAC

SNPAii A

156295

6313 SHIRA SNETFL o

631 S-HIR2A S5'HiE G/A

1.6 #HEaE

ff FH SPSS 19.0 KA TG0 bT o SRIW)A FERS
5 2 5% I R R A3 A S 75 5 I aul - TR A4 S A o A (H-W
S E ) — B, WA BE ARG U0 2328 P K6 56 SFe A 35 IR 7Y
B H BEAE (SZPRATEL) 5% 07 A5 4RI DR 70 47 o
Ay AR TERE A H-W VA8 1 I T8 (T 450500 =2 1)
FIWIERERE . Tz P A I O 45 ik IR R R S84y JE PR 43
2253, e K0 LA AT (i 38 5 i 5 TR R X6 R 5 HAMID
TR IEEIR . P<0.05 F/n2Z7 AR L.
2 R
21 MEEKRKER
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5 BIR , AT B H SE 156295 756313 756311 fif
B R AR Y SEBRATRR 5 H-W S 5 BT 0 0000 45 5k 22
FIGEHEE L (P<<0.05) , ZRBIAHISE 31> SNP L5
DRI R 3 85 o A 394 H-W S e e, 45 SR L3R 3
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Tab 3 Results of H-W equilibrium test of different

genotypes
, 156295 156313 156311
JiH

GC GG CC GA GG AA CT CC TT
SR 10 70 5 45 30 10 45 30 10
W 10 71 5 4 31 9 4 31 10
7 1725 0.030 0.019
P 0760 0430 0.990

2.2 HEEZAM5 SSRIs kKT a8 <%

Wi 2H 3% 5-HTR1A4 (rs6295) S5 3L/ G . C 4315
R ZEFA G2 E X (¢ =13.75,P<0.001) , FE K 5y
i 2% % LGt 8 X (4*=4.72, P=0.09) ; 5-HTR24
(rs6313) &5 57 H: K G A Fll 5-HTR2A (rs6311) 25 {7 K& [H
C.T WA LT IAH G # 75 X (' =15.20,15.20,
P<<0.001) , 3 H B A 22 R A ST L (=
23.68.23.68, P<<0.001) . Hi Mt i3d B , f8 & 5-HTR24
(rs6313 . rs6311) LRI B 73 Aji B 85467 35 R 43 Afi i 4
RIs I RY 7 RAFAE—E HIAHE A, J& SSRIs
SEPA, P R [ ?E%

)

R4,
%4 WZHW SRS HRER

frequency between 2 groups

BR B A BUEREaGR%) 4 P BEREGEaGELY) /P
SHIRLA 156295 ¢ C BIS<00IG/C GG CC 4T 009

p“ *mparison of genotype distribution and allele
-

HjE 7545.5) 1509.1) 5(59)  35(412) 5(59)
T 7545.5) 0(0) 5(5.9)  35(412) 0(0)
S-HIRMA rs6313 G A 15200001 G/A  G/IG A/A 23.68 <0.001
HAER 75(45.5) 20(12.1) 20023.5) 25(294) 0(0)
e 35021.2) 35021.2) 25(294) 5(59)  10(118)
rs6311 C T 15200001 /T C/C TT 2368 <0.001

HEH 70045.5) 20021.2) 2003.5) 25(294) 0(0)
T 35(12.1) 35(12.1) 25(294) 5(59)  10(11.8)

2.3 EFEEXBEE HAMD B S R0

Fb 5 B8 3 2840 SSRIS VAT Ji HAMD Ja 43 % (1] 25 57
KR, 5-HTR2A (rs6313) G/A .G/G . A/A 3 Fifr i [K] 75U
() R E ) 22 53 ¥ 00 B8 i 2 B L (P>0.05) 5 5 7
5-HTR2A(rs6311)T/T 3 H AL H 5 C/C HL PRI B F ] |
PP 5-HTR2A (rs6311) C/T RER BRI 5 T/T FL R AL
Fia) 2 Y G i L (P>0.05) AV 57 5-HTR24
(rs6311)C/CHHAR B H S C/THEB R HE R 2ZEFE S
P12 L (P=0.02) , #4H5 5-HTR2A4 (rs6311)C/C FE R Rl
HBE 20t SSRIs 1AY7 Ji HAMD 43 % i , 2 H Hilfs 1R
STRURT . ASEERE 5-HTR2A4(rs6313 .56311) % HAMD
VAT IR FE R WL 5
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®5 ANIEEE5-HTR24(rs6313, rs6311) 3t HAMD i
HERBIFM (x 5)
Tab 5 Effects of 5-HTR2A4 (rs6313, rs6311) on HAMD
reduction rate in 2 groups(x *s)

fig JERA JEREDD JERE3 P P P

156313 A/A(r=10) G/G(n=30) G/A(n=45) 0.068 0.089 0.059
0.5140.25 0.50+0.12 0.45+0.36

156311 T/T(n=10) C/C(n=30) C/T(n=45) 0.093 0.020 0.067
0.49+0.36 0.58+0.23 0.5140.26

3 Itig

5-HT SN FL S sl oo 22 i w223 o, L5 ik i
Ja Z RTINS B . AT S, FARSE HR 35 Mk Y Y
S Ml 5-HT Z AR FE 5 ANA T o X UuE AR
i B AT 5-HT BEAH 20588 76 sh A Dh Rk T B vl g
JEARE St 5-HT SZABCE B sk g F I pY R 2
— . IEWFIE 3, 5-HTR2A LA R h T X 2 Bk 5
W WAMEBIEAF AL B V) RBEY . 5-HTR24 TE N/ AR X
N SRy ZRE S TR 2 5 FUAH S A iz )2 IR
X AR I P 28 FE 5 1 T AT R G o

5-HTR2A(rs6311) Z A5 1] GE 5 SSRIs J7 3 fF- 7%
5, C/T 35 [H 760 £ 3% (19 HAMD Ui 432 i 25415 T4 C/C
SRR R PR T 96311 7 8 T 25 3L . C/T =
U £ 5 T SSRIs Je I Ak 25 . 5-HTR2A4 (rs6311) /&
ME— 07 T ol 7 KR 2 25 M, Hos i s 3 3%
PR, TS 20 9748 5 T BB 2 AT DX ) b 2l A8 5 53 | 5% 0 57
B H RES A DhRE , X AT AN L A R B P s s 57
B EIR . AT 45 4278 , 5-HTR2A4 (rs6311) 2225 MEw]

fit 5 SSRIs 7R/ X , C/C Jt PR R4 25 o oAb o e
PR T 445 - SSRIs 3497 I 14 I A HE 7N
SRIs 1G 7741

5-HTR2A (rs6311)C/C 3 [H #Y
ABAE S F B 7R LG .
R F i 4 BT K I

W & B, 5-HTR2A4 22 25 PRI 52 W A 2 P 7T A gl AR v B
INRIT R , G/G #5432 1697 Ja Fos i B A HAth
BE AT, G/A 225 ME R SR VE BKS 22 R YT SR A
X, G/G #5470 3R] VY BRSS9 A T @5 SR BT
1M G/A A/A FE PR T3 256 L RIR Y7 RCR AN BRAR
WA WS, 76X 66 1] H A B PE AR AE 85 F PG 7T
JRYT 6 JEG KPR, AT B RN TG R AL ) 5-HTR2A (156313 )
G/G .G/A \A/A FE H Y R S5 SE PR A 22 TC L™
AR5 45 B w1, 5-HTR2A4 (rs6313) G 45 {37 JL PR 4547
X SSRIsFFaltss A S FE R ¥ty & B 4T, SSRIs X} G/G
LAY L A/A FEPRIRY R YT A R B A St
i [ A h— B fiff 5T 25 R B
AWFFELE TR S, SSRIs ¥ 5-HTR1A4(rs6295) 3 Fi
FE R R B BRI SR WA B3 X 5 SR [14]45
FA—5, HaT R i TN RBEIE s i A FpR
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2% bR, 5-HTR2A (rs6313 . rs6311) Ko A L A M w]
AE 15 SSRIs 1A I MARIE M I IR TT 80AF A6 4 %% V) G|k
5-HTR2A (rs6311)C/C K& [K 7 Al BE ji, & SSRIs 15 J7 7 3%
AT R T o 72 AR BRI T, kB oE 25 5 5 [
AMIFFE S A A DR o] R AN [A] 235 T 98 1Y)
o125 B HAT N [R) R AL AE 25 Tt 24 1k A Rt
2R IIARAE B35 55 5 TR YT 25 Fh 288 S 5] o e BRL R L ) b
JPRLIAR AN G — 381l F SEBRIA T g DLBR 1, A B
FEUCEENR ) A 85 1], FEAC R 45 /b, T RE S B o 4 R
P2 5 3 A0, IAIRE J&—Fh ZSE R AL B | AL ML 4%
NS FAFEH Z 5 Rl — e 5 2 A
P BN Ay 1) Hofth Z2 A PRI R AEVE R i R 2L R
AVE 15 B4 22 25 SRS P AT 118 e — ol e LA I TACRE
REFER RN, B i — 225 g 2 5L R ] A
HAEM.
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Comparison of Pharmacoeconomics of Valsartan/Amlodipine Compound Preparation and ARB+CCB i
Treatment of Hypertension
LI Haiyan,HU Yugian, YU Zhijie(Dept. of Pharmacy, Tianjin Forth Central Hosp1ta1 Tiang 1n ina)

ABSTRACT OBIJECTIVE: To compare effectiveness and economical efﬁmenc d1 ne compound preparation
versus angiotensin receptor blockers (ARB) + calcium channel blockers nt of hypertension. METHODS:
Retrieved from English databases as Medline, PubMed, Cochran d hinese databases as CNKI, VIP, Wanfang
database, retrieval range were “Title/Abstract” ; retrreval te lsartan/Amlodlpme and “Hypertension” ; retrieval time
limit was from database establishment tosM O@ MarKRov model, based on drug price and medical cost in 2017, the
effectiveness and economical effici ; Is amlodipine compound preparation group in the included literatures were
compared with that of ARB CC gr ULTS: From the perspective of medical and health system, treatment cost per capita

of nonfatal myocar tien and nonfatal stroke in Markov model of valsartan/amlodipine compound preparation group were

lower_th oup. Compared with ARB+CCB group, incremental utility of valsartan/amlodipine compound preparation

serotonin type 2A, 3A and 3B receptor and the serotonin transporter and receptor genes significantly impact nico-
transporter genes on paroxetine and fluvoxamine efficacy tine dependence through genetic interactions in both Euro-
and adverse drug reactions in depressed Japanese patients pean American and African American smokers[J]. Drug
[J]. Neuropsychobiology ,2006,53(4) : 186-195. Alcohol Depend ,2013,129(3) : 217-225.

[12] CHOI MJ,KANG RH, HAM BJ, et al. Serotonin receptor [15] FRANCESCA D, MARY-ANNE E, QIAOPING Y, et al.
2A gene polymorphism (1438A/G) and short-term treat- HTR3B is associated with alcoholism with antisocial be-
ment response to citalopram[J]. Neuropsychobiology, havior and alpha EEG power: an intermediate phenotype
2005,52(3):155-162. for alcoholism and comorbid behaviors[J]. Alcohol, 2009,

[13] JUSTINE MG,LEANNE MW, PETE RS, et al. Impact of 43(1):73-84.
the HTR3A gene with early life trauma on emotional [16] LASKY-SU JA, FARAONE SV, GLATT SJ, et al. Meta
brain networks and depressed mood[J]. Depression and analysis of the association between two polymorphisms in
Anxiety,2010,27(6) : 752-759. the serotonin transporter gene and affective disorders[J].

[14] YANG Z, SENEVIRATNE C, WANG S, et al. Serotonin Genet,2005,133(8):110—115.

T BEGET I G L T L HLIE : 022-26249407, (Ui H 0] 2018-03-19 #2181 H ) 2018-07-22)

E-mail : meiwanmeiliao@163.com (%fEE: AR A )

- 2398 +  China Pharmacy 2018 Vol. 29 No. 17 WPIEIZ G 2018 4F5E 294555 171





