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 OE R H SIS (TAM) B F A = o 25 0 5 08 & %4k (BR) PRV SURR R &8 T 5 MBS e Ak bk, o7 ik
HIL2015 43 A —2016 F4 A KL ER M SLIRRE &4 69 6], M2 TAMB S8 ¥ FAL(FR 2R, BR1 A ), HRBEFE
HF g WBLEE S A5 ¥ AL (A0 6] ) Ao B 28 (29 46) ), SRR 3 R AR & 3 5 R ) 8 JL AR 1 TAM BAXHE = [4- 72 A 35 4
%-(OHT) \N-2 ¥ 34t 3£ & % (DMT) #» Endoxifen]#9 48 75 2. 25 B, K ) Pearson o fe % el a 54 % B Rk SR E L T
TAREEGAR R, SR FF R M E SN Endoxifen BARERENZERTRETEFA, ZFHA%ITFE
SL(P<0.05) 5 M3 28 % 4 SF 88 AR R 4540, I £ 02 vA R TAM ,OHT .DMT #4 25 o 25 R B Yo 3R | 2 73 it 52 & L(P>0.05) .
BT 5 WERE 5 Endoxifen #2 25 ofu 25 R JE A )R 24 B 9] 2 GE AR &M (r 9 H1 4 0,447 ,0.460, P<<0.05) ; AT & RIEEE () AR &
%, A 2 et ) (x,) #= Endoxifen #2525 38 B (x) 4 8 K%, 347 2 @2 547, 1F 902 5 42 2% y=2.436+0.123x,+0.082x, (F=
12.610,7=0.526,P<<0.05) . % it :Endoxifen#4 s o 25 3% & Fo % & B 25 0 8) 7T 4k 55 2 A 39 A A7 %, T 4 I JR T TAM 2 ER
P SURE R B8 T8 B AR AL
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Study on Correlation of Blood Concentrations of Tamoxifen and Its Metabolites with Endometrial Hyper-
plasia in ER-positive Breast Cancer Patients

ZHU Yubing,ZHAO Zheng, LIU Yunxin(Dept. of Pharmacy, the Affiliated Nanjing Hospital of Nanjing Medical
University/Nanjing First Hospital, Nanjing 210006, China)

ABSTRACT OBJECTIVE: To investigate the correlation of blood concentrations ‘of tamoxifen (TAM) and its metabolites with
endometrial hyperplasia in estrogen receptor (ER)-positive breast cafcer patients. METHODS: A total of 69 patients with ER-posi-
tive breast cancer selected from our hospital during Mar. 2015-Apr, 2016 received TAM (twice a day, one tablet each time) for
more than 6 months. According to endometrial_thicKnesss*they were divided into abnormal hyperplasia group (40 cases) and normal
group (29 cases). The steady statetconcefitrations, 0f TAM and its metabolites [4-OH-tamoxifen (OHT), N-demethylation tamoxifen
(DMT), Endoxifen] were detefiined by HPLC-FLU. The correlation of blood concentration and other factors with endometrial
thickness were investigated by Pearson test and multiple regression analysis. RESULTS: The medication time and Endoxifen steady
state concentration inyabnormal hyperplasia group were both significantly longer or higher than normal group, with statistical signifi-
cance (R<C0.05)."There was no statistical significance in age, BMI, complication and steady state concentrations of TAM, OHT
and DMT between 2 groups (P>0.05). The endometrial thickness was positively correlated with Endoxifen steady state concentra-
tion and medication time (»=0.447, 0.460,P<<0.05). Using endometrial thickness (y) as dependent variable, medication time (x,)
and Endoxifen steady state concentration (x:) as independent variable, multiple regression analysis was conducted. Multiple regres-
sion equation was calculated as follows: y=2.436+0.123x,+0.082x, (F=12.610, »=0.526,, P<<0.05). CONCLUSIONS: Medication
time and Endoxifen steady state concentration may be related to endometrial hyperplasia, which can provide reference for predicting
TAM induced endometrial abnormal hyperplasia in ER-positive breast cancer patients.

KEYWORDS Tamoxifen; Metabolites; Blood concentration; Endometrial hyperplasia; Medication time; Correlation
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DI Ay it R T TAM AT B3 3500 15 MBS 38 24
B BREAN K SRR R 22 AR s
1 #EM5HE
1.1 SNSHRRERHE

NAFRIE : (1) ER KA 25 HE L BH T 5 (2) IR TAM YA
SPRAELL B () BS MA LG UM R .

HEBRARE : (1) XF TAM 2459 18 53 3o B sl AT 32 3 5
(2) i FH TAM 99 (8] 32 32 %) B | A2 Wi 2 ) X, 2 Bity MR 2%
AR SIS R R WIGYT # () &I EITE
NREAR L s (DIRMIEL  RF S AT E
1.2 WRIIH

PEFE20154E 3 H —20164F 4 A EFeBe 112216
J7 1) ER BHPEZLAR I8 8 69 ], A% 43~57 % FH44E
% (50.2 £3.8) %, PR = HR EU(BMI) (24.67 + 3.47)
kg/m’, Hop 2P 455 56 4], A AL 13 61, At
RN RAERE A Z A%, i R
BT SRR
1.3 BITAE

i B E NS B EPUE SRS 2R E S
FLIE (2015 J ) YBR F MG R fih 5 5 25 [ e A LA 4
VAT BR S 7], eSO« [E 25 E 52 H31021545, HLA -
10 mg (LM B 2530, B H 20K, B 1R FR88697
AR [
1.4 TAM K EAREF=9 M 257K &N E

TAM K HACH ) (OHT .DMT . Endoxifen ) (52 25
I 245 3% 5 R P A TR 0 8 7 ) v R A €235 - 2 '
(HPLC-FLU) ¥& 0 5 " fir A5 £ 3 34922 Il i Ok 1t 5
mL, T4 CTF LR 9.2 e 5% 3 4,000 r/min 250>
10 min, 435 M, MRFE G2 1 mmol/L & A AL ANV
WAL, FHIE @ BE-TE TN (98: 2, /1) 5 mL $2HL; BUA HL
HHFRAO /RS P AR SR T, 5 R iR sh A &2 i, LU
BL0EAR 6.2 em 16 000 r/min 2500 2 min J5 , B E
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KIER(82: 18, VIV) , it i# A 1 mL/min, ¥4 50 °C, #%
KW (o) F 260 nm K& B K (Aen) A 375 nm, A=
10 uL.
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JIT A A8 35 2R H 9 28 8 75 I K A% (Transvaginal ul-
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D RSEREJEE 44 DN RSt s D SRR 3R T BT 0 551 0 7 22
JELRE e R BRI, RS BRI 4 2 5 e N TVS T
AR W5 IR =5 mm 1 B E HE
S e e A 4 JERE <5 mm A9 R IE 4L
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K FH SPSS 21.0 A5t Bt A T 5 i b T T
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Tab 1 Comparison of general information between 2

groups
) , BMI IFRAE BI(% ) FiZi
A (7£5).8  Gislkgn' A W (v5),A

4 29 49631418 2312£285  4(1379) 3(1034)
SEEEA 400 50801322 2589+287  5(12.50) 3(7.50)

SR E A L, " P<0.05
Note: vs. control group, “*P<<0.05
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0.5~100 ng/mL (Endoxifen) . % J5 A5 % 5 i Ik
R e SR A R YIRS ST AR,
69 1l 2 14y TAM .DMT . OHT #l Endoxifen Ifil #j
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13.80£4.92
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B EFYTIG R L (P>0.05), TE LR 2,
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Tab 2 Comparison of steady state concentrations be-
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A5 n TAM DMT OHT
ol 29 9L19£19.36 172.9£31.85 466+1.09
SEMEA 40 956311363 189.8+46.40 496£126

Endoxifen
19.06+891
3312412017

- 5IER LA, P<<0.05

Note: vs. control group, “P<<0.05
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Pearson K545 S iR, fRE T8 N IRIE I 5 HAK Py

Endoxifen £ 25 Ifil 24 ¥ & K FH 25 5 8] 52 1E AR O (r 43 510
0.447 F10.460, P<<0.05) . LA+ & P BEIE R () Ay K AR
i, FHZYI A () & Endoxifen Fa 785 Il 25 3¢ B () Sy H ZAE
i, T Zon U A3 A, A5 R 1 H 5 2 5h y=2.436+
0.123x,+0.082x,( F=12.610,7=0.526) , B.f5 B Ek: (P<
0.05),
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Correlation Analysis of the Detection Rate of Carbapenems-resistant Gram-negative Bacillus with Drug
Consumption in Our Hospital

XU Yongxiang, LIU Zhi’ an, HUANG Huiying, YAO Guoxin, TANG Yuanliang (Dept. of Pharmdcy ,, Dongguan
Donghua Hospital, Guangdong Dongguan 523110, China)

ABSTRACT OBIJECTIVE: To provide reference for standardizing the clinical”use of (carbapenem antibiotics and controlling
drug-resistant bacteria infection. METHODS: The detection of 3 kinds_of €arbapenems-resistant Gram-negative bacillus in our hospi-
tal during 2011-2016 were analyzed retrospectively. The consumption, target cure rate and treatment course of carbapenem antibiot-
ics were analyzed statistically. The correlation between deteetion rate of drug-resistant bacteria with the consumption of carbapenem
antibiotics was investigated by Pearson test.|RESULTS: During 2011-2016, 1 222 strains of carbapenems-resistant Acinetobacter
bauman (CRAB), 655 strains oficarbapenems-resistant Pseudomonas aeruginosa (CRPA) and 53 strains of carbapenem-resistant
Escherichia coli (CRE), were detected in our hospital. The detection rates increased from 23.88% , 8.92% , 0.09% in 2011 to
80.34% , 35:74% , 0.97%in 2016. The types of carbapenem antibiotics in our hospital were mainly imipenem and meropenem. The
consumption of them increased from 4 222, 145 g in 2011 to 7 218, 4 387 g in 2016. The both target cure rates were all lower
than 609% , and the proportion of the patients with treatment course >14 d was more than 65%. The detection rates of CRAB, CR-

B S L st o L s H S S e ALt st et

adjuvant tamoxifen: patient-level meta-analysis of ran- 1529-1531.

domised trials[J]. Lancet,2011,378(9793) :771-784. [14] Hennig EE, Piatkowska M, Karczmarski J, et al. Limited
[10] EEAE, 7 B3, E, 5. AL 22 s N R 5 predictive value of achieving beneficial plasma (Z) -en-

X FLIRE R T E N TE ], B 25 4R, 2015, doxifen threshold level by CYP2D6 genotyping in tamoxi-

34(1):71-73. fen-treated Polish women with breast cancer[J]. BMC
[11] 208, 2R, Axatiess. BER X & T k8 A ARG YT Cancer,2015,doi: 10.1186/S12885-015-1575-4.

N S E B I PR BIF 95 [0]. 06 R B 32 42,2012, 20(1) . [15] Rizkalla HF, Higgins M, Kelehan P, et al. Pathological

43-44. findings associated with the presence of a mirena intrauter-
[12] rafinn , S, EHE, . 42 )5 70 85 IR b ine system at hysterectomy[J]. Int J Gynecol Pathol,

SUER IR R T L A R TR 36 A4 ). B AR a7 2008,27(1): 74-78.

A& 2005, 14(4) : 289-292. [16] Schweikart KM, Eldridge SR, Safgren SL, ef al. Compar-
[13]  ITATHE. A s 25t 4 28 o FLIEE B 3 T2 SO 52 ) ative uterotrophic effects of endoxifen and tamoxifen in

HE S PR BF S HE R (0], ILAX 34 0 15 9% 77, 2014, 25 (7) - ovariectomized Sprague-Dawley rats[J]. Toxicol Pathol,

2014,42(8):1188-1196.
* REIN, WL, BFIET I BUBRGL I IR 25 2% . LI - 0760- (ks F 9. 2016-08—23 &1 [ #].2017-05-17)

22333333, E-mail:61648235@163.com (Yt . TR

HEIZEG 2017 455 28 4555 20 ) China Pharmacy 2017 Vol. 28 No.20 -« 2771 -





