TOEE ¥R ¥R ¥R
ACTA ACADEMIAE MEDICINAE SINICAE

HIEE A E EE & 51X M58 5 B 1 K77 2089 & 0
® R, L&, RELT, REAC, # &7, Aol K &, F R

WL TSR U R BB AR, WiTLHE T 314411
THLA WM TS = AR EBREMAL, WIHIM 313000

WIEEE . WWESE Hik: 05722290505, fEH ;: 05722031542, HLFHFf4: shenxinhuasun@sina.com

WE: B WERIEEAE (APOE) HELAMEXTNARE 5 Btk ZT i m. A% K454 DSM-IV Al CC-
MD-3 Wi HERI U 275 BIINERAE B & BENL A ASCRIIEFH (n=136) FMABZPEITH (n=139), FHLL202 ZERA
HIEFE R R . SERAE 28 3 LI PRYT AU Aok DU /R AR R (HAMDI7 3) , fERLRIRITE 1. 2. 4 KX 6 ¥
E o ¥ HAMD B4y BB RARMERITH, B <T HAER, BAE=50% AEM, <50% AT, KAREGEER
N-BR &I B B 2B IR SE R 275 BGIIMERAE B & 0 202 Bl EH ARR S EEMNE, EF XhkFr4d%
w724 (52.9%), FHH36 Bl (26.5%), FTxk 28 f] (20.6%); WHZ P{THBZER 59 ] (42.4%), R 44
(31.7%), Fxk36 i (25.9%); WARKTHEFESEIHTEEL (P>0.05), CHEHEFA6 FRFEMEMEED
&\ EREMER A APOEe2/e3/e4 R ZHMMERNBMMEMNEFMESHFERITRITEEX (P>0.05), HIEZE
AEMEFEANSMNEEAFRAZRELHFEEL (P=0.02), MPFEITH6 ARIEGENEEAE. BAENER
N APOEe2/e3/e4 BFZ BN EFRMEMERMREN M ERLRITFEX (P>0.05); HIFEAEMER AFME
FMRRZEFALITFENL (P=0.04), 1§ 2/e3 GH—H, 4 h—H, MEASEFARNERERITEEL (P=
0.014), #i¢ APOE EFA T GREEMABMERN AT AEEEIEM, SCHIEFMMAZ FITH 6 AT B AL, APOE (&2 +
€3) SN EFETTRERINE FIT T AMER TR,

kW WEE; APOE EF; ZEME; Chik¥; WMBAEIT; T

mESES: R749.4%1; R394.3 XakkRER: A X EHS: 1000-503X(2012)06-0595-06

DOI: 10. 3881/j. issn. 1000-503X. 2012. 06. 011

Effects of Apolipoprotein E Genetic Polymorphism on Susceptibility of
Depression and Efficacy of Antidepressants

ZHANG Jun', SHEN Xin-hua®, QIAN Min-cai’, SUN Ju-shui*, ZHONG Hua®,
YANG Jian-hong®, LIN Min®, LI Liang’

! Department of Psychiatry, the Forth People’s Hospital of Haining, Haining, Zhejiang 314411, China
?Department of Psychiatry, the Third People’s Hospital of Huzhou, Huzhou, Zhejiang 313000, China

Corresponding author; SHEN Xin-hua Tel; 05722290505, Fax: 0572-2031542, E-mail; shenxinhuasun@sina.com

ABSTRACT: Objective To assess the effects of apolipoprotein E ( APOE) polymorphism on the sus-
ceptibility of depression and the efficacy of antidepressants. Methods A total of 275 patients with depression,
who met the diagnostic criteria of both CCMD-3 and DSM-IV, were randomly assigned into venlafaxine group
(n=136) and paroxetine group (n =139). Another 202 healthy subjects were enrolled as the control group.
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Hamilton Rating Scale for Depression ( HAMD) -17 was adopted as the primary rating instrument to evaluate
the severity of depression on the baseline and the end of the 1%, 2™, 4™ 6™ week after treatment, respective-
ly. HAMD scores <7 was defined as remission, and the reduction of HAMD scores =50% was defined as re-
sponse while <50% was defined as invalid. PCR-restriction fragment length polymorphisms ( PCR-RFLP) was
In the

venlafaxine group, the remission rate was 52.9% (n =72), the response rate was 26.5% (n=36), and

applied to detect the genetic polymorphism of the APOE in the case groups and control group. Results

the invalid rate was 20. 6% (n =28) , whereas the corresponding data in the paroxetine group wee 42.4% (n =
59),31.7% (n=44), and 25.9% (n=36), respectively. There were no significant differences in the ef-
ficacy between the two groups (P >0.05). In the venlafaxine group, there were no significant differences in
the genotypes and the allele distribution frequency of APOEg2/£3/ &4 between the remitters, nonremitters, and
healthy controls at the end of the 6" week (P >0.05), but there was significant differences in the allele distri-
bution frequency between the nonremitters and healthy controls (P =0.02). In paroxetine group, there were no
significant differences in the genotypes and the allele distribution frequency of APOEg2/ €3/ &4 among the remit-
ters, nonremitters and healthy controls at the end of the 6™ week (P >0.05), but there were significant differ-
ences in the allele distribution frequency between the nonremitters and healthy controls (P =0. 04 ) ; in addition,
there were also significant differences in £2/¢3 and &4 allele between the two groups (P =0.014). Conclusions

The APOE gene may not play a major role in the pathogenesis of major depression. The efficacy of venlafax-

ine is same as paroxetine after treatment for six weeks. The APOE (&2 + £3) allele may be an indicator of the

bad efficacy of paroxetine treatment.

Key words: depression; APOE gene; susceptibility; venlafaxine; paroxetine; efficacy
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ARECWHIRE (53 i) (CCMD-3) HISE R Hi
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WidniE; (2) ZELDUE/RPHIARER (HAMD) 17 Ii
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202 A, Hir, BS51 A, &w151 A, FHER (47.3+
13.1) % (16~75 %), AdtpE: (1) TCIRIKE K
B ens . YR ASE; (2) HAMD, <7; (3) 4
& MR ST A LR,

BWHE CREFARCREFERN (hiF
B, EEERKIZGAF), AANETS ~225 mg/d, 6
JAARF-H50 & (171,07 £40.40) mg/d, BAZ PEITH
MRBRZ PEIT (FEARAR, HRERRBETHIAARAF),
AR5 & 10 ~ 50 mg/d, 6 ARV E (33.01 =
10.21) mg/d, FFRE¥NR 6 &, Aa FHAHT AR
MPEMIRZ . RIRE P A A ment 3

FrRERE T RUEE bn R A DU R AR B R
(HAMD17 1) , fEEL KRR 1. 2. 4 X 6 FiF
o % HAMD g7y Ry FERERBITR, B <7
SRR, WrE=50% KA, <50% KT

KEERN MRAEELNMLS ml, 2=
F&U 2R — ik, 1000 g B0 30 min, M3 &
=T0°C A IRFF o X BRZEL TE A AL I [R] A J7 1 R o

ERHZSMERN . R ARG B 5 50 -FR & A
BRKERNLEMH (polymerase chain reaction-restriction
fragment length polymorphism, PCR-RFLP) J5 ¥ #:
B R Ak IE % % B 4 APOE2/ 63/ 64 4% 58745 5 3
2751, DNA 4lifb iR BUR 5 & ( Gentra, Minnesota,
USA) $2ESMNE I E 40l DNA, -80°C{#7%, APOEg2/
3/e4 51 Y& BB W Wenham ' 1k, 345
Gene Bank FEFFFIEX TR, B ELBEREYH
RERA A G B 51 HmBELWKE: 20 pmol/L,

APOEg2/£3/¢4 5| ¥ 5 : Forward primer; 5’-TCCAA-
GGAGCTGCAGGCGGCGCA-3’; Reverse primer: 5-AC-
AGAATTCGCCCCGGCCTGGTACACTGCCA-3’, PCR
MARFL 25 pl, Taq DNA RE&EF (5 U/pl), 94°C i
ASPE 5 ming 94°C A8 30 s, 65°CiE k& 30 s, 70°C iE
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WFARIE: FNEREE= [ Qx4e5F +RE
F) + CxZREAH)] x100% . FHH
KX K%, V& R R E R E A B T
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BAF5E . R SPSS 13.0 Se itk 4 0 # 47 4t it b
H, EERA F R, FRERRAEY KR, T
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Git%EN (PH>0.05) (F1), 6 FRHEE
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ERTGEHFEL (P>0.05),
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Table 1 Comparison of HAMD score reduction between venlafaxine group and paroxetine group ( points, x +s)

1 8K 1 weekend

2 JK 2 weekend

434 F:48 HAMD
Group Baseline HAMD HAMD W 3 WRAE HAMD RIES AHE
Reduction rate Minus score Reduction rate Minus score
iﬁ_ﬁ% 23.98 +3.53 19.54 £3.79 18.42 +11.28 4.44 +£2.81 15.83 +4.54 33.86 +£17.15  8.15+4.35
Venlafaxine (n=136)
WEI?E'{T 23.85+3.98 19.86 +4.47 16.90 +11. 37 3.99 £2.81 16.50 5. 28 31.30£16.29  7.35+4.01
Paroxetine (n =139)
t 0.284 -0.638 1. 111 1.323 -1.144 1.267 1. 604
P 0.777 0.524 0.267 0. 187 0.254 0. 206 0.110
pon 4 K 4 weekend 6 K 6 weekend
Group HAMD Dﬁﬁ$ Eﬁ}{ﬁ HAMD Dﬁﬁ$ @ﬁﬁ
Reduction rate Minus score Reduction rate Minus score
B
10. 96 +5. .82 +£24. 4 13.01 6. .2 . 4. 87 +25. 15.71 +6. 84
Venlafaxine (n=136) 0.96 £5.77 53.82 ¢ 0 3.01 £6. 30 8.26 £5.93 64.87 £25.75 5.71 £6.8
IFE]?E.‘{T 12.02 £6. 35 50. 16 £23. 38 11.83 +5.81 9.60 £6.53 60.71 £24.49 14.25 +5. 86
Paroxetine (n=139)
t -1.446 1.271 1. 626 -1.770 1.373 1.900
P 0. 149 0. 205 0. 105 0.078 0.171 0. 059
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BITAER., FEAREEEARREMCERM
EofH XHEFANEEZAREMER AEZER
BGITEEX (P=0.02); W\PAEITRTIEEZRR
HEMEFEANRZRBAELITEREN (P=0.04) (F
2), BIHPFITHITHEEAREMER X BA
APOE £2/&3 Hh—4, &4 Wi, ZRNAE ST
EEX (P=0.014) (%£3),

W

APOE R HILH €2, &3 fll e4 3 NMEMEE, I
7= APOE £2/2. €3/3. £4/4 3 Fpali & F RA
APOE £2/3 ., £2/4, €3/4 3 FhZx & FHIZ 6 Fi LA
B, &3, APOE £3/3 43 5l 2 i % UL 1 45 fof & 5 A
HAY, (HRE A F R % APOE 4 fo B [X 4 32 1 A&

HERES G RAEESR. FRER, &2 FhEH
BRI S HE ) o4 B MR IMAR K SR A
2 H, AT e2/e3 AN—4, o4 H—4,
GRER, E¥WABE 2, 3, A RSN 12.1% |
71.8% #116.1% , 5T 45 AR ,

Chou Z£ "I BFSE R B, FMAE ot £ 57 34 5 B
HRIE R, APOE &2 45 fi % H o] P& A 5 X . Yen
AU e, BN APOE o4 45437 H R A B 4 A4 41
HBE M 2 Bk, Rigaud 25 B 57 B 7%, EOD ¥ &4
SNERFRSEFXNBHAZELTES, MK EME
TIARIE fB 38 21 o4 45 o FE R 01 3 0 BR 8 o % B A
MTTIA R e4 G547 5 B2 M & P AR AE 1) fa e &R o
Garcia-Pefia %[19] W32\ N & 4 A APOE £ v }:
B ZEHE AP ARAE FIE % A AL, APOE e4 S5fi %A
#r B APOE 3 AREZ K RGEMEBHME, ZFHR

2 OWTHER. TEREE R B RS R R AR 5 I F X R LR

Table 2 Comparison of genotype and allele frequency distribution among remitters, nonremitters, and healthy controls

434 S0 FEPIR A Allele frequency (% ) FEHAUTH Genotype frequency (% )
n P
Group &2 £3 &4 £2/3 £2/4 £3/3 £3/4 e4/4
BEA
. 279 80(14.3) 396(71.0) 82(14.7) 0.56 4(1.4)  48(17.2) 24(8.6) 147(52.7) 54(19.4) 2(0.7) 0.88
Patient group
X} R4
202 49(12.1) 290(71.8) 65(16.1) 2(1.0)  30(14.9) 15(7.4) 108(53.3) 44(21.8) 3(1.5)
Control group
LA Venlafaxine group
Py il
72 18(12.5) 97(67.4) 29(20.1) 0.22* 1(1.4) 10(13.9)  6(8.3)  33(45.8) 21(29.2) 1(1.4) 0.71*
Recovery group
e . )
64 25(15.9) 75(58.6) 28(21.9) 0.02> 2(3.1) 12(18.8) 9(14.1) 23(35.9) 17(26.6) 1(1.6) 0.17
Non recovery group
Xof B2l . .
202 49(12.1) 290(71.8) 65(16.1) 0.52¢ 2(1.0) 30(14.9) 15(7.4) 108(53.3) 44(21.8) 3(1.5) 0.85¢
Control group
7% P§7T 4] Paroxetine group
Py il
59 16(13.6) 90(76.3) 12(10.2) 0.75* 11(18.6)  5(8.5)  36(61.0) 7(11.9) 0(0) 0.87*
Recovery group
e . )
80 19(11.9) 128(80.0) 13(8.1) 0.04 15(18.8)  4(5.0)  52(65.0) 9(11.3) 0(0) 0.17
Non recovery group
Xof B2l . .
202 49(12.1) 290(71.8) 65(16.1) 0.28¢ 2(1.0) 30(14.9) 15(7.4) 108(53.3) 44(21.8) 3(1.5) 0.45¢
Control group

o BERHARA A AR AL A IR

. remitters compared with nonremitters ;

b, nonremitters compared with controls; °; remitters compared with controls

R3 WMBPTITETAIFEREEMERX Y APOE (62 +63) /o4 FFEB R FMEFMERMH (n,% )
Table 3 Distribution of APOE (&2 +&3) /&4 allele genes and genotypes frequencies between

nonremitters in paroxetine group and control group (n,% )

4 iR Allele
il 2 »
Group g2 +83 &4
JE B4 Nonremitters in paroxetine group 147 (91.9) 13 ( 8.1) 6. 10 0.014
841 Control group 339 (83.9) 65 (16.1)
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