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Correlation between CYP3A5(6986A>G)Gene Polymorphism and ADRs Caused by Docetaxel

ZHU Weiwei, GUO Chenyu,ZHANG Lei, LI Kangqi, WANG Jing, SUN Yongxu, LU Congxiao(Dept. of Pharma-
cy, Yantai Yuhuangding Hospital Affiliated to Qingdao University School of Medicine, Shandong Yantai
264000, China)

ABSTRACT OBIJECTIVE: To analyze the correlation between CYP3A5(6986A>G) gene polymorphism and ADRs ‘caused by
docetaxel in order to provide suggestions for reducing the ADR caused by docetaxel. METHODS: In prospective cohort study, py-
rosequencing was adopted to detect CYP3A5 genotype (6986A>G). Dominant genetic model was-established, “and the correlation
between genotype and ADR caused by docetaxel was evaluated by SPSS 20.0. RESUEES: 117, patients were included. Among
them, the number of wild type (AA), mutation heterozygous type (AG), mutation homozygous type (GG) was 3, 30 and 84 re-
spectively. Dominant genetic model showed that the incidence of peripheral-neurotoxicity and finger/toe nail toxicity in group GG
was significantly higher than that of (AA + AG) group, with statistical” significance (P<<0.05). CONCLUSIONS: CYP3A5
(6986A>G) GG genotype significantly increase the”incidefice of“peripheral neurotoxicity and finger/toe nail toxicity caused by
docetaxel.
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PR A B BE T ST, A S A 4 7 AR I ) AR
5 Z2Fby7 259 2 U REPTs/EY, 38z #is oy —
LRACTT 259, ARG IR 32 1 T 2L 0 R B0, o e |
Sk S R AR A — R BT BT IE R R R
HONT TR 2P 0 OB A B RIE AR B B AR 2 5 I
RACGSTF A BB 30% ~40% , H F e 832 Ahy7 ot B vh Ak,
7 5 T B2 Bl R R RN, LTS R ] e s b
SR AR AR 5SS, A K P fiff (CYP) 3A5 Z 2V th 3§
T A , L [N 22 A £ R 2 0 A M AR, T
ARG W8N FIAS B S (ADR ) [ 22 50, AR 58 358 5
CYP3A5(6986A>G) AR 24 W Rl SL B 2380 5 20
fh3E ADR Z [A] (42 2 , SR F A B BA A i 55 19 2, e
¥, FIW 117 458 FH 22 7 fib 38 £ 3 1) CYP3AS (6986A>G) %
R, 43 M2 35 R B G 22 V6 fih 3% 9T 50 ADR [ 5210, IR R £
TU fth 38 ADR & A= A2 2%, DAL it DR 28 1 4 4 3R
2%,

1 #ERERE
1.1 #EXR

PEH 201347 12 A —2015 4 5 A KBtz Z i FEi677
BB LLT ], BT A A B3 SR s — M D220k 4
FRAEME P B AT W S A S A SR A B 0 1)
it 177 0 L 3 B T AE 25 A 0 O 3K, SR AN SR AR AT R Y
ADR, ARMFFE 7 R4 5 e 5 2R A0 R By 2 ik e, 0T A LR
HoHREY A EANE R
1.2 {u&

TC-96/G/H(b) C B4 HFEE I (PCRYL (B 18 H BHE AT
FRAED) , Q24 A2 R I > (18 Qiagen N 7)o Magenffil i
DNA /NME ARG & () M SE LA By Bh BR S rl)A4 £ i 2
D700 & (72 Qiagen 23wl ) (T4 22 RN iy LA it £
FI S i ok ——=41%%,

1.3 R AE

1.3.1 "\DNAJEIR SR /DU 1% (EDTA) Pribis R4 /b
AL 2.0 mi, {8 F I DNA /Mg B UG S 3 UL R 4 DNA
1.3.2 PCR¥HY  [Wi{KZ (50 pl):10* Buffer 5 ul, 25 mmol /L
SAABEE (MgCLL) 3 pl, =W I EAZ AL 1T (ANTPs) 3 ul, i
LM B1 49145 1 ul, Taqg DNA AT 0.5 ul, DNA #EHT 2 pl, 2
W 25 . PCR W 50 95 °C 5 min; 95 °C 305,61 °C 30 s,
72 °C 305,35 MEIF; 72 °C 7 mine

1.3.3 MR >RA Qiagen 2 FlAY Q24 FEBEMR I 7T HL 1%
W

134 BAFIWFSE ARSI Y 25 Foks 5 o B AR R (AA) A
RATETI(AG) Y] RAZAE R (GG 4, FE e3R8 s 1%
SERERTF R AESY s 2 BT AL T A= 1 40 (WHO) Ak g7 25 R FH 2
ARAEXT ADR FEA 740200 e BT 2% L F- B B i () e A 3R
YERHTEAERR

14 SHit=ERHiE

()X} CYP3A5(6986A>G ) Ik [H 4 145 S b4 1 46 56, 46
557K #Ea=0.05, J] Wi S5 3k 5 43 A1 2 A5 4F & Hardy-Weinberg
(H-W) it (& -7 . P>0.05 B A R A AR I2 55 DR 36 Ak
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(2) 38 LA SPSS 20.0 43 AT 554 , o7 Pl e 36 , A4 36 7K o
a=0.05, FIW A A 41 ADR &4 K[ 25, P<0.05 =57
BHITFEE Y.

(3) Z M43k H Logistic 1917404 , K36 /K i =0.05.
2 R
2.1 CYP3A5(6986A>G)EE S EILZER

o7 A R R I 45 AR 6 CYP3AB (6986A > G ) #4145 ik 2%
{7 FEDR A3 32007 15 AT A NG I RDAE 7 S5, o, AA 1Y 3
1(2.6% ), AG 1 30 45(25.6% ) ,GG 1 84 4 (71.8% ) ,A .G %5
o7 5 R 243 ) Ky 15.4% (84.6 % , BFEA 3 Aii 776 H-W 3835 F-
7 (,=0.026 86, P=0.986 66) .
2.2 ARREICYP3A5(6986A>G) HEMERE S5 ADREAERHXF

TEANGLAY 117 fl 3 24 vh, & A TR DL L B Ba il 42 4] |
UK I 15 451] | S [ L6 3] IV 21 461) A s ) R 6 48] ] R
Fif 2 30 151 AL 6 1) O BORE S 3 40 I Eh BES R 9 9]
i R N T R VIR = e R O T P = v T8 d v
B, SR FH SPSS 20.0 X2 R AT o3BT L5 RN, GG AL
) JE) PR b 28 B PR RN R /BE Y R0 25 5 T (AA+AG) 4L, 22 74
GiileE R X (P<0.05), A[E CYP3A5(6986A>G)HE K Al 5
LTI FER IS ADR R 1,
£1 FECYP3A5(6986A>G) EFE 5 L HtFE LI ADR

MELER[n(%)]
Tab 1 CYP3A5(6986A>G) genetypes and docetaxel relat-
ed ADR][case(%)]
CYP3A5(6986A>G)

ADREH AA+AG(nE33) GG(n=84) P
EEEH 12(36:36) 30(35.71) 1.000
PN 3(9.09) 12(14.29) 0.552
(1 T i 3(9.09) 3(3.57) 0.349
G 3(9.09) 18(21.43) 0.180
ol il 3(9.09) 3(3.57) 0.349
Jl el o 2wk 3(9.09) 27(32.14) 0.010
fiiFi 3(9.09) 3(3.57) 0.349
DIIRESH 0(0) 3(3.57) 0.558
it S 3(9.09) 6(7.14) 0.710
J Wk 3(9.09) 6(7.14) 0.710
Jii % 3(9.09) 6(7.14) 0.710
/PR 6(18.18) 34(40.48) 0.030

2.3 Logistic B3 547

231 JHEMZEEYE @t SPSS 20.0 F X £ 1 JH b
28R T 2 & Logistic A 4347, 255 B /R SER RUR B3
1 FH 22 G b B8 A o Bl i 22 2 A ) ST S B DR R [ HE AL L
(OR)=4.611,P<0.05]. JH[H#fLmEA 2 N K Logistic 111
BRI 2.

®2 FEWAEFER % EE Logistic [JF4R
Tab 2 Results of multinomial Logistic regression of periph-
eral neurotoxicity

SES MR PR Wald P OR
5 —0.739 1.153 0.411 0.520 0478
A 0.013 0.024 0300 0584 1.013
B —0.002 0.020 0.015 0903 0998
NGy —0.050 0.034 2252 0133 0951
WA —0.492 1.128 0190  0.663 0.612
R 0.742 0.885 0.704 0.402  2.101
FEHA(AA+AG vs. GG) 1.529 0.642 5.669 0.017 4611
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2.3.2 FE/MEHEEYE  E S SPSS 20.0 X AR /BE R A
M 2 I & Logistic [1IH 43T , 45 5 s 3 AL 3838 I
L VG M FE 2 HE R /R B 0 4 ST fE RS Rl 6 (OR=3.788, P<<
0.05). F8/0E B2 2 Logistic [IHZEH 1L 3,

#3 FE/ELRSM%M S EZE Logistic EA4 R

Tab 3 Results of multinomial Logistic regression of finger/
toe nail toxicity

[EES WIHEE bR Wald P OR
il —1.648 1299 1.611 0204 0.192
A 0.026 0.023 1342 0247 1.026
B —0.022 0.019 1403 0236 0978
NGNS —0.001 0.029 0.000  0.984 0.999
WA 2.416 1.257 3.694  0.055 11.202
] —1.181 0.804 2154 0142 0307
HEHT(AA+AG vs. GG) 1332 0.536 6.184 0013 3.788
3 it

ADR [ 5 A= 52 VF 22 IR 3R (RS0, T st A% I8 360 31 G AR
F L BRI A A8 %47 B 0 ADR OS2 AR T % 0o 7]
A AR 2 B IR 2 2 ORI FIR A SR T A AT
DROR N Z 35/ 13 BB Z51E T IR Z M IR N 275
PEXT 245 A AN 22 A P R T (B Rt — 2B o
Baker SD %5473l , CYP3A5 (6986A >G ) % {3 K [H A 5
3 WS PR G 5T 5 L AQ PR, IR ADR 1 R AR LA
ik EHN Z V0 FE ADR 45 259 {5 CYP3AS5 (69 86A>
G) Z AR S HEATRIFIE , A ZH 117 461 f8 3 33 L AR B R )5
DRI HRE R R, BT A ST IS B ADR ;AR BE R RS 14 43
AT DL, R ARSI . 45 R, SRR R IR
FH 22 VU A B kA T L b 22 B PR A 237 fE G PR 3R (OR=4.611,
P<0.05),GG 415 (AA+AG) 2 LA, kA 4L 1 FEl M 22
BEPE A XU 0 iy, 22 5 A e L (P<<0.05) o TS
I8, CYP3A5(6986A>G)FE K B 5 S AZREm 2 T A K 0l
PRI CYP3AS (6986A>G) M Z A S HLTREZRE ¥ iy
PRETEVERIOC o [, ABIFSE 14 ol S AR A5 A 703
Mt , AL DR B s 2 A8 I P B 1 B i Tl P R P P 3 A
K2 (OR=23.788, P<0.05) , GG 41 5 (AA+AG) 4 Lk, kA=
112 Lk b s PR PR KRS S 25 vy, 22 ST i s L (P<
0.05) . MM AT i A WLAR/E 545 CYP3AB(6986A>G) KA
Z 2 0] G ZR R AH I
A DL, CYP3AS(6986A>G)GG HE[H B i 4 fin T 2 7 fily
FEITEE Bl 2 T RS P Y R A U, S BE R G
FIRES 220G TR 14 Ji] Bl 22 s AN FR BRI S AR G
ASCRIFFEGE NS Z V0 i FEALT 7 (1) ADR A7 FiOi ({21, (52
WA HEBR G I 2509 T3, BT T i 58 241 %5 57
2GRS JERITSY , [R]REHE KA A S, DT Ay s R A Al F 245 3 43
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