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In vitro interactions between tetrandrine and ketoconazole

against Candida albicans determined by chequerboard method
SONG Yan-jun.ZHANG Hong, L1 Shui-xiu.ZHANG Xiao-li.GUQO Hui. WU Rui

(The First Af [iliated Hospital « Institute o f Mycology . Jinan University . Guangzhou 510632, China)

ABSTRACT :; The aim was to investigate the in vitro antifungal interactions between tetrandrine (TET) and ketoconazole
(KCZ) against Candida albicans. According to the Clinical and Laboratory Standards Institute (CLSI) M27-A3 guidelines. the
response was evaluated by the checkerboard microdilution method. The results of the interactions were determined by using the
spectrophotometric method and the nature of the interactions was assessed by the [ractional inhibitory concentration index (FI-
CD) model. The MICs of TET and KCZ alone against 16 dilferent C. albicans isol;xt-es were 64-128 pg/ml. and 1-32 pg/ml.. re
spectively, While the MICs of TET and KCZ in combination were 2-16 pg/ml. and 0. 016-0. 5 png/ml.. with disappearance of
the so-called "trailing” phenomenon. The FICI of the two drugs in combination ranged from 0. 033 to 0. 133. Strong synergism
was observed against all the 16 isolates. Our [indings suggest that TET showed potent synergism when combining with KCZ,
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Tab.1 The MICs of TET and KCZ alone and in combination
against 16 clinical isolates of C. albicans
o e 43 1 24
I b e
) Alone In combination
Strain — — - ——
KCZ I'ET KCZ [ET
CA—1 4(2-1) R 128 0.125(0.125—0.25) 2
CA—2 20(2—4) R 128 0.031C0,031—=0.063) 8§

CA—3 2(1-2) R 128 0.031C€ 0.031—0.063) 8

CA—1 2(2—1) R 61 0.063C0,031—0.063) |
CA—5 1L1—2) R 61 0.031C0.031—0.063) 1
CA—6 2(2) R 128 0.12500.125—0.25) ¢
CA—7 8(8—16) R 128 0.031€0.016—0,031) 8§
CA—8 8(41—8) R 128 0.031€0.016—0.031)
CA—9 2(2—4) R 128 0.016C0.016—0.031) 16
CA—1I1 4(4—8) R 128 0.016C0,016—0.031) 8§
CA—12 201-—2) R 128 0.125C0.125—0.25) |
CA—13 2(2—41) R 128 0.063( 0.063—0.125) 2
CA—11 16 8—16) R 128 0./25C 0,25—0,7 ) 8
CA—1516C16—32) R 61 0. 810, 26—0.0) |
CA—16 8(8—16) R 128  0.016C 0.016—0.031 ) 16

CA—17 32(16—32) R
TE R 25 TET 0BG O W 2 KCZ il LE M8 s MIC: 5 A0
g .
Note: R:

128  0.063(C 0.063—0.,125)

resistant; TET; tetrandrine; KCZ: ketoconazole:

MIC:

minimum inhibitory concentration,
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PR 55 IS KCZ B . KCZ X} 16 Bk 118 5
WY MIC nf RS 4 —9 RS : H TET HJ% MIC
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W = H B ATMREH. TET &4 KMM&%HMIJHI
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Tab, 2

FICI ZE M TET 5§ KCZ F MR E M ARKREEY
In vitro interactions between TET and KCZ against

C. albicans as determined by nonparametric methods

FICI

ESR73 FICT i Wi 4
Strain FICI INT
CA—1 0.017 SYN
CA—2 0.078 SYN
CA—3 0.078 SYN
CA—¢ 0.091 SYN
CA—5 0.091 SYN
CA—6 0. 091 SYN
CA—7 0. 066 SYN
CA—=8 0.035 SYN
CA—9 0.133 SYN
CA—11 0.067 SYN
CA—12 0. 091 SYN
CA—13 0.017 SYN
CA—14 0.078 SYN
CA—15 0. 091 SYN
CA—16 0.127 SYN
CA—17 0.033 SYN

T SYN: B Ia] 4 )1 FICT: 53 B i e 1 45 44
Note:SYN: synergism; FICI: [ractional inhibitory con

centration index.
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