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Influence of azithromycin on anticoagulant effect of warfarin”
Wu Wei?,Li Yan"* ,Lu Zhibing®
(People’s Hospital of Wuhan University/Hubei Provincial People’s Hospital : 1. Department o f Clinical Laboratory ;
2. Clinical Center for Molecular diagnosis; 3. Department of Cardiology sWuhan , Hubei 430060 ,China)
Abstract: Objective To investigate influence of azithromycin on effect of long-term anticoagulant warfarin. Methods 116 pa-
tients with thromboembolic disease who needed long-term warfarin medication were enrolled. 58 patients who needed combination
with azithromycin served as experimental group,and the other 58 patients who did not use azithromycin as control group. Interna-
tional normalized ratio(INR) was employed to monitor the changes of coagulation function of patients after treatment. Results Af-
ter 5 d of azithromycin treatment, INR of patients was significantly increased(treatment before; 1.9 & 0. 3,treatment after; 2.1 £
0.5,P<C0.05),INR>2.5 was found in 8(13.8%) patients,and 6 of them were elderly patients. Compared INR of patients in con-

trol group between treatment before and after,difference was not statistically significant(P<Z0. 05). Conclusion Azithromycin en-

hances anticoagulant effect of warfarin,especially in elderly patients.

Key words: anticoagulants;  warfarin;

e MO R0 IRPU ey 2 B AT E bR i K
SR BTBE TR 22—, HOm ok B 4 A 2 KR E AN N A AR
B IV IX L X5 0 K 95 i Al 5 3 4 F 18] 5 DA TG 325 2 08 1 B
o AR AR A AR St 3 R A A, ) St sl /INAS BB 3R B B Y B
by € 1| BN Ay NI I =0 ) i e 1 R A (7 N S R
YEA A S I 7 DR RS (] (PT) o BV B B o 4R B (B (INR) X 18 4%
VR MR B 2 ) INR 48546 1. 6~2.5 A X [l .
I PR I AR ik MR 5 5 52 SR 2R A T o AR B0 PR I
A TR A B AR A B R B LB RUR R 5 Z BRI N R K
U 25— Bl 57 2 A9 5 L T 3 1 A 2 SCmk R GE™  HE
VY B2 A GBS . AR SCELER 2009~ 2013 4R A B 58 il ik
HE BRI SR TE IR T B 45 8 AT S Y INR, I 5 2 IR B A
BN 58 B X B R LA, R 1) T A3 85 2 0] A ik MR B AL
SR o A e PR TN 42 4 Ay B L R AR MR AL 2
1 #RE5HE
1.1 — %R gk 2009 48 1 A = 2013 4E 4 AARBE 128
1 5 119 5 10 A P A 1 AR i A AR ZE 1k s R 3k 116 41
HeBR - VB ZhBE S 4  INR AR (2. D B R kbR (<1, 6) .
I FR B0 95 975 - 468 1L Ty B e 15 2 FP MR B o 8 R 4, W) i i A 3R
B R T R BUR S AR AR R R 2 . Hovh 00RO B AT
BRI 58 BIME RSB 4L, 7 IR BT 47 25 2 AL 3 58 Bl 4
Skt BRAL, BRI R ORI 3R 1. P A R K IR ARk bk

international normalized ratio

Jo INRABGETE 1. 6~2. 5 By L F A . 52 96 241 A8 3 18 AR A
AT PR 4 () I DR R S A g T 07 2 6 #4075
0.5 g BRI, H MRS BRI )7 R 3~5 do ITANA
TFE B4 5835 10 52 36 0L 5 301 [ 3% R e 72 R o B A I R B I
FRAS 291 A B G R B R R 4R

x1 WRIKWERES

Ei=E 7N S (n=58) XHEL (n=58) P
B/ (n/n) 36/22 31/27 0.45
L ED) 55.0414.0 53.04+18.0 0.51
<45(n) 15 18 —
45~<260(n) 25 24 -
=60(n) 18 16 —
Sl 53 % 0D 37.049.0 36.04+7.0 0.87
L EF R AR N (mm) 60.049.0 59.049.0 0. 69
Il LA (mg/dL) 58.0411.0 60.0£14.0  0.78
IfiL 4 (mmol /1) 4.1+0.4 3.9+0.3 0.61
B AU/ L 31.04+11.0 29.04+9.0 0.42
W] 4 2 297 R (D 3.540.2 3.340.3 0.55
INR 1.940.3 1.8240. 4 0.72
— I H TR

1.2 INR AN 5256 2 8 7 (ol T 0 =5 % 3 AT A TG 5 d
I3 0 B e A INR % B 48 IR 1] B 5 dL ) 2 A A A

IR E LT A SRR G VE T H (81200389) s ST HBRG %6 25 B ) 2 Bl 4 % R BF 36 4 VE B H (20120141120077) s 077 6 o s

1R A SE AR 45 & T 5 4 W B30 H (121069,

# »E-mail: yanlitf@yahoo. com. cn,

FEF RN RAGE R ~) Lo b BE L0, BN F M2 s i, -

i e



+ 3126 -

TR i [ 475 2013 4F 12 F 4 34 %4 23 %] Int ] Lab Med,December 2013, Vol. 34, No. 23

I INR B £ S 56 28 i 8 20 75 R ) 6 326 MR 1% T) — [ ol B 1)
MOREE.
1.2.1 INR i8R Sysmex CA 7000 4 [ 3h# 1 (Y
CHAD KM PT. F%E M35 B Ui 45 59 2 B I 2% 5 10 4 I 2% /Y
PT HAE, B) PT HZ(PTR) . K 7 R b A9 ) B 0 UK 3 45
$ASDit4& INR, INR /4R INR=PTR™ & INR=anti-
log(ISIX IgPTR)™' |
1.2.2 Jrik BUA0O pL F5I00 R E I 2% AR Sl 40 R 06 25 3%
HAY#R7E 20 min N 58K .
1.2.3 S53AMW  LUINR 1. 6~2.5 NHAEAGIGITFE
Fil 5 >>2. 5 g A vk AR il S Bl
1.3 Ziil2 b3 SR A SPSS17. 0 3647 Ge it 2 43 #r 3t
R 72 Fon T EOTR B X f A, LR R ¢
Kid, L «=0. 05 JKi38 /K i, P<<0. 05 N 22 A Gl 5 L,
2 &% ®
2.1 SEBRA N BT AT R AT S X SCaR gl 58 ), Ak A B
HEZEWLINR B 1.940.3, T H B H INR# 1. 6~2.5 Z [,
IR 2k ko 1 BT A7 8 % 3~5 d 5. INR P37 2. 1+0.5
(P<<0.05),INR>2.5 [ 8 f(13.8%) ., 8l FH A 1
B (.65 2,120 by B sh) HBEF R iR 1k 450 AR 95 K
IR AL 5 AP s 1 (5,79 &L o B E s B A
I 455 R A MR - oA HE AT P A L 3 A T i S T T O
2.2 FRNRENTER SEEMRMEERPHZm s
IS 2 BB HOAE I K N S 3 AN RN T 45 B O E R
HAS~59 BOHPAERE . =60 X W BB E. BHX 3 ANTA
B E— 25 00 B R B - 2 % BB B B A % R 5 L INR TH R
B (FHZ5RT INR:1. 8420, 4, F25 )5 INR: 2. 24+0. 4, P<<
0.01), HLp FHF & B )5 . INR>2.5 1 8 ffil i Fh , ZAE R H
6 1 (75 %) , 1 T 4F F1 o AR B oA L4 R B T R (P L 43 51
37 0.19.0.07),

2 LEAFRRAERENARMTEEEX INR BN

21 51 <45 % 45~60<<% =60 %
o7 BT 7 5 2.0£0.4 1.94+0.3 1.840.4
N4 S 2.140.3 2.140.5 2.240.4
P 0.19 0.07 0.003

2.3 HA RN RACPT a5 R 5 R EMAMEAE AP AR O
S I L 43 5 2 IR OR AR L UL U B o B R A TS
S MKV R KB 2 R A B S ] R 5 INR T

ISR e
2.4 SIS HRE T INR SR X %R 58 Il HF 5

X4, ABERT -3 INR O 1. 84-0. 4, #5 Wi 48 b5 15 S 40 41 L 4%
TG it 22 5% (P>0.05), X MAME 5 d J5 f A& INR
55 d il ay INR e, 2 R BB L (HZ5HT 1. 8£
0.4, ZjJ5 1. 740. 3, P>>0. 05) ,{H 5. A% T 52 56 26 17 1 B 43
HZF M INR(P<0.05),
3 i ®

A B BEAE I B 52 Hoth 25 4 5 i , FE I R 427 8 3 IR A
MR EES I LM Y5 238 INR FH &, Y E A
TENFHO M 5T, 3 W 3% B Mergenhagen %7 %
F MW 5 25 S S s B A7 2 2R 1) ol P 4 R K 4 o 48 T bR 11 B
BORAE N B MR . AR EE SN T T ER
A BT BRI . SCI A 58 Bl T A B RS
FHCINR BETHE . IR EE T REE H 2 A

T He— Al R K R PR B 5 e = 2 55 25 W AR % 4l i €
F P450(CYPA50) il 1 ¥k R £ BB . BT 23 85 R AE 0 KA
BRET PR W R R AR E N A 4542 R K #0E W
RE AR R K SRS, B bOE 1 10 4k 2R R K R4
A i D5 e T BEL A 2 A 3 K 7R AT E 9 5 e I R T . T R
PEILPUBRAE IS o R I . B 2 2 3% 0 107 P 2 14 50R AE  MR A o 5
B JIAh B AR A R AN 2 4 CYP3A4 (g Ak
M 2 FhR Ik, S BLZ IR IE A CYP2CY i X . R AL il
CYP3A4 S FRACH L K e P24 45 FH AT R 7™ A 5 4 P AR A
il

A B B L B AT R AR R AR R A T R e B R
R ASCMERE] INR>2.5 19 8 Bl i3, BFERE 6 B
(7596 JRAE BAT WL B ™ T i 1l O A2 A - E XU K R 3
k55 SCHR AR B H A ARG INR A8 f6 5 WY — B H s I AT g
e W N2 A AR AR, BARA DR ST HERR T LTI e ) 'B T RE
A FH Hd T2 E B NESI e T K B AE LB K - 1E
HRHT T HOW 25 BT BRBE ) © R InAE IR R e R
RETE MR 2 W SR TP AT 25 A5 B 5 R A INR T 2
MA LR . DRI 6F 2 0% (8 2 0 % D)WL 48 40 A |l R B R AT
FE JBE S [7) IR e T 70 26 245 4 » S B 2 2 3296 0 400 180 2% B T 3R
LM

AT 2 % 2% A Sl — ol i T A DRER N i ST T 2, 5 e vk
AR IR A 2 5 SR R R R 1 INR Tl 4
Jon 8 A XURS: o LT () e R BT e 2R AN AR 3 bk 40T )
5 1t AR » 7E AR AIE I T 280 A4 TR IR o 9820 1 Il = 19 K

& ik

(1] TR g 2. AR aknim AR A L) ] 35 AR, 2008, 29(20)
1811-1812.

[2] Mergenhagen KA,Olbrych PM, Mattappallil A, et al. Effect of az-
ithromycin on anticoagulation-related outcomes in geriatric pa-
tients receiving warfarin[ J]. Clin Ther,2013,35(4) ; 425-430.

(30 otk , R AR 1], 22 e 06, e R A6 0 A 2 K 30 f) M A& J i R [T .
rh AR B PR A 44 7, 2007, 30(1) 1 114-116.

[4] IR AP Ewte i Mt M /E M AXRR R AR K
¥ 2 4 12007, 9(4) : 256-261.

[5] Pinson GM,Beall JW,Kyle JA. A review of warfarin dosing with concur-
rent acetaminophen therapy[ J]. J Pharm Pract,2013,26(5): 518-521.

[6] Martins MA,Reis AM, Sales MF, et al. Rifampicin-warfarin inter-
action leading to macroscopic hematuria: a case report and review
of the literature[ J]. BMC Pharmacol Toxicol,2013,14:27.

[7] Yu HC,Chan TY,Critchley JA,et al. Factors determining the ma-
intenance dose of warfarin in Chinese patients[ J]. QJM, 1996, 89
(2): 127-135.

(8] ZEfH, REE . 20 €2 3% S P4503A4 5259 RMLT . S I
PR IEE2£,2006,7(11) :199-201.

[9] Wadelius M, Pirmohamed M. Pharmacogenetics of warfarin; cur-

rent status and future challenges[ J]. Pharmacogenomics J,2007,7

(2): 99-111.
[10] 345, . Py f R 25 S B o s R [T ). B v R 45 5
Z%,2008,17(8) :1295-1296.

[11] Kaminsky LS, Zhang ZY. Human P450 metabolism of warfarin
[J]. Pharmacol Ther,1997,73(1) :67-74.

[12] Baillargeon J,Holmes HM,Lin YL,et al. Concurrent use of war-
farin and antibiotics and the risk of bleeding in older adults[J].
Am ] Med,2012.125(2) . 183-189.

(i 3 11:2013-06-19)



