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A Case Study of the Association Between Genetic Polymorphisms and Interindividual Variation of
Response to Rosuvastatin

LIAN Hongl, ZHU Fengjial, GUAN quingz, LIU Weil*(l.Department of Pharmacy, Zhejiang Hospital, Hangzhou
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ABSTRACT: OBJECTIVE To explore the possible reason of that a patient had decreased short-term lipid-lowering response
to rosuvastatin. METHODS The patient’s ATP-binding cassette G2 (ABCG2) and organic anion transporter 1B1 (SLCO1B1)
gene polymorphisms was detected. Pyrosequencing technology was used to detect gene polymorphisms. RESULTS The patient
was ABCG2 c.421 CA heterozygous, SLCO1B1 ¢.388GG homozygous, SLCOIB1 ¢.521TT homozygous. CONCLUSION

SLCOI1B1 ¢.388G mutation may be related to decreased short-term lipid-lowering response to rosuvastatin.
KEY WORDS: genetic polymorphism; interindividual variation; rosuvastain

T8 254 SO R R I A A I TR
PR, BLC )2 N T E A RE i A
BN K SR AR AP BTG - 2013 4 11 H 12
H 5 [ 200 JUE 975 2 2 (ACC) AT [H 00 E Bl 25 (AHA)
KA T 5B AR B O M XU I PR S e g i = A
PR AR I8y HARE, @R RPEAS 10
SEFNZ A 00 I 5993 AU, DA R A A B0 i A5 9
I DAL o A TR gy N5 TEYE L . BT AR M R 1 8
TABYTRZY), U SR AT VA T 7E PR ARG %
JiE i 2 1 B [ B (LDL-C) 7K V- RS A 3 bk s 4 i
A i A A I E R, B AR SR R o A5 A A
7T# LDL-C F#E 30%~49%, mkomfbflyTihyr ks
LDL-C [&fi% 50%, ¥ LDL-C [ B A Me 5 32 v 5] f
HERIHAT . VT T AR ANME 2 S, TR
MR ARYT G MR FEARAS B, ARk 3 H b 5L
JIT A W R o A T 280AS N2 2 1 Iy T R )

E®WE: WiLAr DR RIS (2010KYBO016)
TEHEN: Bk, J, Wik, EEA Tel: (0571)81595229
240 Tel: (0571)81595179  E-mail: zjyylw@163.com

rhE BLACR 2% 2014 4 6 H 55 31 455 6 1Y

E-mail: Honglian1978@163.com

it sl I YO [ e O S o0 750 45 A T 2 4 S 4
BE B THYITAME. 8. HLARAR R
IR, MM AR 2 T s b 2. Xt
VTR 97 35 AN R 22 5 B 90 ml AR 8k A A4k 1Y)
HEUHZ), I8 2RO .

B2 i FH 250 A AR T SRS A
EAh, FE 2 A 5 3T 825 IR T 3L
ANk 2 S it g Y A o B — 4% v IR IO
B A EP AL YT 8 5 MR IR LR/, 16
(1 B4 A S 10 S 386, 1T 8 W 5 4 HA B P 1A YT 6
JEk T RO BRTE R . ARSI T g R
DR, E A R e ) B I ot A A i i
N2 &1k
1 #BR5HZE
1.1 SRR

B, W, UK, 408, B 175 cem, AR

BIEEE: X, L, Wik, AT

Chin J Mod Appl Pharm, 2014 June, Vol.31 No.6 - 745 -
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Tab 1 Results of blood lipids concentration before and after
treatment

Ko 4 MRZni MWz 8 MG MRZS 16 S
LDL-C(0.80~3.64 mmol-L™") 2.07 1.74 0.96
LDL-C B165/% -15.9 -53.6
TC(3.40~5.72 mmol-L™") 6.52 4.14 423
TC 2L A/% -36.5 -35.1
TG(0.40~1.70 mmol-L™") 5.00 2.33 2.01
TG ZBHH /% -53.4 -59.8
HDL-C(0.91~1.94 mmol-L™") 1.67 1.9 1.63
HDL-C “Z4%/% 13.8 2.4
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KAPA Biosystems); 5|¥)( il TAY) TREHEA
AR 4547 BR A @ 4 E%); ABI 9700 PCR System(3 [H
Applied Biosystems); 5 2\ =# £5.0HL. Nanodrop
STk A5 E Thermo; PowerPac 3000
HiJE & DNA 7K°F- F ik i (3€ [5 BIO RAD);: /i
BARS GIS-1600( i RAEFHE AR A F); Pyro
Mark Q96 ID £E @ FR I 74X (42 E QIAGEN).

1.2.2 73k BUERE EDTA Fikbi ks 2 mL,
R /AL B AL R I R 4 DNA, LRI 7
T ARSI 5 BE ) ATP 454 148 15 1 8 5 i R
51 2(ABCG2) ¢.421C>A(rs2231142); AL 14
iz f& 1BI(SLCOIBI) ¢.521T>C(rs4149056) ;
SLCOIBI ¢.388A>G(rs2306283) K1 . 44 J7 45
WEER I 7519 775 PyroMark Assay Design 2.0
¥ i, ABCG2 c.421C>A IF If] 5] ¥ (5°-3") -
ATGATGTTGTGATGGGCACTC; X[ 514): TTG
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CAAGCCGAAGAGCTG; 37514 : GAAGAG
CTGCTGAGAACT. OATPIBI ¢.521T>C iE 5]
Y): CATCTTCCGCCATGATTGT; Jx [f] 5|4 -
GCGAAATCATCAATGTAAGAAAGC; JIF514):
AAGCATATTACCCATGAAC. OATP1BI c.388A>
G 1IE1 5% : TGGATAAGGTCGATGTTGAATT
TT: IA51%: TAATGGTGCAAATAAAGGGGA
ATA; WF514): ATGTTGAATTTTCTGATGA .
PCR [ W 4K & (50 uL): 5 X PCR buffer 10 pL, dNTP
(10 mmol-L™" each) % _E i 51#1(50 pmol-uL™")%
1 pL, Kk DNA2pL , Taq 8(5 U-uL™")0.2 pL,
hn2: 87 7/K 34.8 uL. PCR JZ W 454F: 95 °C 3 min,
94 °C 30s, 51 °C30s, 72 °C 1 min, 40 MEF,
72 °C 7 min. PCR ;=4 18 isk By NE W 4 G LUK 28 5
W BRI o 75 PCR R NAR TP R WY
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JUPITER & 2 7 E ABF(H =50 %, &
PE=60 %, LDL-C<3.37 mmol-L™", i C Jx V&
1 hsCRP=2.0 mg)BiAL#52 hi &7 AT 20 mg 5%
LRI TG R K, JUPITER 51 3 523
1) BR PN A 07 55 DR K P R 98 R B ;- ABCG2
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rs12317268). JREE [ a ZEK(LPA, rs10455872).
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P2 AL S5 3 T SIE 0 A I ] i 87 A% A YT 10 mg
12 )5, LDL-C F#fiiE/E 5 ABCG2(rs2231142,
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B
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Impact of Unrecognized Renal Insufficiency on the Safety and Efficacy of Capecitabine for Metastatic
Colorectal Cancer Patients

LI Qingyul, CHEN Jianz, WANG Gangl*(I.Hangzhou First People’s Hospital, Hangzhou 310006, China; 2.The First
Affiliated Hospital, Zhejiang University, Hangzhou 310003, China)

ABSTRACT: OBJECTIVE To determine the impact of unrecognized renal insufficiency(URI) on safety and efficacy of
chemotherapy in metastatic colorectal cancer (mCRC). METHODS Medical records of mCRC patients with normal SCr
started on capecitabine plus oxaliplatin(XELOX) were retrospectively reviewed. CrCL was estimated using the Cockcroft-Gault
formula. The patients were divided into URI group and control group, and the toxicities and effectiveness of therapy were
compared between the two groups. RESULTS A total of 143 patients were enrolled, in which 34.9% experienced URI. The
URI group developed significantly more grade 1-2 toxicities including myelosuppression, diarrhea, stomatitis and hand-foot
syndrome. The response rate and TTP were significantly lower in URI group, whereas the OS was similar in two groups.
CONCLUSION URI can increase the toxicity and decrease the survival of XELOX-treated mCRC patients. Renal function
screening via CrCL estimation is required for all mCRC patients before initial chemotherapy.

KEY WORDS: unrecognized renal insufficiency; capecitabine; colorectal cancer
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