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Retrospective Analysis to Estimate Target Trough Concentration of Linezolid for Efficacy and
Thrombocytopenia in Patients with Complicated Skin and Soft Tissue Infections

CHEN Chunyan SHI Dawei’, ZHU Suyan XU Plng (1. Ningbo First Hospital, Ningbo 315010, China; 2.The First
Affiliated Hospital of Wenzhou Medzcal University, Wenzhou 325000, China)

ABSTRACT: OBJECTIVE To estimate the target trough concentration in patients with complicated skin and soft tissue
infections treated with linezolid and to investigate the predict value of the target trough concentration between clinical efficacy
and thrombocytopenia. METHODS In this retrospective, single-center, observational cohort study, 53 hospitalized patients
with complicated skin and soft tissue infections who were treated with linezolid due to bacteriologically documented or
presumptive Gram-positive infections were extracted. The data were analyzed by #-test, Chi-aquare test (univariate analysis) and
Logistic regression analysis(multivariate analysis) using SPSS 22.0 software, the related factors of clinical efficacy and
thrombocytopenia were compared. Receiver operating characteristic(ROC) curve was drawn in order to find the best cut-off
value to predict clinical feature. RESULTS A significant difference in the first trough concentration of linezolid was observed
between the response and non-response groups, and between the thrombocytopenia and non-thrombocytopenia groups. Multiple
logistic regression analyses identified the first trough concentration as the only independent variable associated with clinical
efficacy and thrombocytopenia of linezolid. The areas under the ROC curves were 0.75 and 0.76 for clinical efficacy and
thrombocytopenia, respectively. The cut-off values of the first trough concentration were 6.7 ug-mL™" for clinical efficacy
(sensitivity 97%, specificity 67%) and 7.5 pg-mL™" for thrombocytopenia (sensitivity 77%, specificity 68%). CONCLUSION
These results suggest a relationship of trough linezolid concentration with clinical efficacy and incidence of thrombocytopenia.
Serum concentration monitoring is required to achieve best outcomes and the goal of individualized treatment of linezolid.
KEYWORDS: linezolid; target trough concentration; complicated skin and soft tissue infections; clinical efficacy;
thrombocytopenia
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(r=0.999 7), FAREEIRN 0.05 pg-mL™", P4
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Tab. 1 Patient characteristics at the first day of linezolid

administration
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I 1 K451 53
Tt 34/19
Fw 68.5+9.6[42~83]
A kg 64.5+9.6[44.5~83]
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21/32
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98.6+24.2[57~147]
30.846.5[13.5~43.3]
241.9+102.2[25~594]
9.6+6.0[4.2~31.3]
8.3+6.3[1.7~28.6]
151.6+166.2[35~740]
67.94+35.1[8.1~154.3]
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32
11.5+5.9[2~36]
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Fig.1 Trough concentrations of linezolid

A-response and non-response groups; B-thrombocytopenia and
non-thrombocytopenia groups; bar indicates the mean value.
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Tab. 2 Comparison of patients’ characteristics between
those with clinical response and without response
. [A Tosk
£zt (129) (n24) P i
B/ (%) 18(62.1) 16(66.7) 0.728°
FE S 69.7+9.2 67.0+10.0 0.320°
5 5r 41(>65) 18(62.1) 17(70.8) 0.502°
A = /kg 63.5+8.9 66.5+9.3 0.561°
iﬁﬁﬁﬁ%%ﬁ%@(aek 7(24.1) 5(20.8) 0.775"
30 mL-min~")/1(%)
YBYT AT AT T REAS 42/ (%) 0(0) 3(12.5) 0.086°
L7 358 3oL /4810 (%) 7(24.1) 4(16.7) 0.504°
& H 2R /1(%) 6(20.7) 5(20.8) 0.990°
& H A A/81(%) 12(41.4) 17(70.8) 0.032°
I 41 2 4 /g-dl™! 98.5+23.6 98.8+25.4 0.959¢
I3 F & E/g-dl! 30.546.5 31.346.6 0.669"
IR /X101 215.9+82.0 27351163  0.040°
ﬁfﬁflj)ﬂ/lm/i;&jﬁ A (<200~ 11(37.9) 4(16.7) 0.087°
F40 i /x10°- L 9.9+6.1 9.146.0 0.656"
1 p# 2 F/mmol- L™ 8.5+5.5 8.247.3 0.872°
375 WLET /mg-dL™ 177.8£204.2  119.9+98.9 0.210°
JLEFE B 2 /mL - min~ 62.0+38.0 75.1£30.4 0.179*
KA PRSI TT 11(%)
HEME
EX 20 5(17.2) 0(0) 0.056°
IV fig £ e 76 W) A T 12(41.4) 9(37.5) 0.774°
7 J& 15 r i A K 1(3.4) 1(4.2) 0.444°
Ik AERR
W 7 75 Atk e B2 3 5(17.2) 3(12.5) 0.631°
Sl p R
SLATUR PR &7 H 4(13.8) 7(29.2) 0.170°
PLHEE
LNV AL 3(10.3) 3(12.5) 0.805°
& 3 F 2151 (%)
JR S A 75 7(24.1) 6(25) 0.942°
AT 11(37.9) 8(33.3) 0.728°
Jik By # 20(69.0) 20(83.3) 0.226°
TG /(5] (%)
BE R 2 18(62.1) 20(83.3) 0.087°
BiAs Rk e 3(10.3) 2(8.3) 0.803°
[ E AP 8(27.6) 2(8.3) 0.075°
VEIT B INATSHETRTT/BI(%)  8(27.6) 13(54.2) 0.049°
2% e i ¥R 7 (] /d 11.4+5.8 11.5+6.2 0.995
) A% W 6 9T I TA) 4y 40 4(13.8) 6(25.0) 0.299°
(>14 d)/H1(%)
H X TDM R IfiL B [A]/d 5.0+1.6 6.5+4.4 0.109°
MR E DB RE 11.3£6.6 5.943.9 0.001°

pg'mL”!

Vs a MR KRB b R o BB ¢ BRI Fisher's HiHIRLE:
d NKH corrected ¢ £ 56.

Note: a— test; b—)(2 test; c—Fisher’s exact test; d—corrected 7 test.
722271 % , 2 HiEWAFERZNEZE R
(P=0.009). 83k iR T B AH G IR I PR R 253k
TR RS, KBLER (P=0.009) - # 7r 4H
(P=0.041). & F B & A (P=0.001) ¥ XA KE
(P=0.001)1] P A $4<0.05, 25F WK 3.
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Tab. 3 Comparison of patients’ characteristics between
Thrombocytopenia and Non-thrombocytopenia
. /BT P 4L IE#A
Eizgan (n=22) (n=31) P E
/B (%) 14(63.6) 20(64.5) 0.948°
S 72.247.1 65.8+10.3 0.009¢
SRR S H(>65) 18(81.8) 17(54.8) 0.041°
A5 kg 64.3+10.2 64.7+8.3 0.878"
HITIE DhAEA 4
(CLCR<30 mL-min"")/ 6(27.3) 6(19.4) 0.497°
#1(%)
BT R RER 2/ (%) 1(4.5) 2(6.5) 0.767°
I 98 3 /B (%) 7(31.8) 4(12.9) 0.094°
& F R M5 (%) 6(27.3) 5(16.1) 0.324°
& H A A /81(%) 18(81.8) 11(35.5) 0.001°
I 412K 4 /g-dl™! 92.0422.9 103.4+244  0.093°
I3 E & E/g-dl! 29.3+6.6 32.0+6.3 0.137°
IR H/x 10717 254.1£90.9  233.4+110.1  0.472°
Eﬁmd\j&ﬁ 5(22.7) 10(32.3) 0.448°
(<200x10”-L~/# (%)
EL 20 L /%1071 10.5+7.2 8.9+5.0 0.365"
i J# % % /mmol- L™ 10.4+7.0 6.9+5.4 0.062¢
I35 WUEF /mg-dL™! 165.2£149.6  141.9£178.9  0.620°
JULET i % % /mL -min ™' 56.9+28.3 75.8437.6 0.052°
A PUR IR TT M1 (%)
T B3 2
LB R 4(18.2) 1(3.2) 0.066°
i 3 7 Vw4 T 7(31.8) 14(45.2) 0.328°
A e 5 F fis fth K B 3(13.6) 0(0) 0.066°
Tk EEER
WRF7 78 AR Ath s (2 4 5(22.7) 3(9.7) 0.191°
ST =K
K 6L R i £7 L 3H 6(27.3) 5(16.1) 0.324°
N e
AR L 4(18.2) 2(6.5) 0.184°
& I Z161(%)
TR ZE A7) 6(27.3) 7(22.6) 0.696°
S H 10(45.5) 9(29.0) 0.219°
kB R 15(68.2) 25(80.6) 0.299°
TR/ (%)
Bl PR 2 15(68.2) 23(74.2) 0.632°
B R 3(13.6) 2(6.5) 0.378°
I 55 4L 4(18.2) 6(19.4) 0.914°
Y897 B /AR ERIT/I(%)  10(45.5) 11(35.5) 0.465°
)2 e i v 97 B 1) /d 12.9+6.3 10.5+5.6 0.146
2 M TR 97 1 T8 43 (> 14d)/ 522.7) S(16.1) 0.545°
(%)
B X TDM R L i [7]/d 5.7+2.7 5.6+3.6 0.928°
I 23 e i 1 YR K /pg-mL! 12.247.1 6.624.1 0.001*

P o R ORB b ORI ¢ ARH Fisher's B %
d AR H corrected ¢ #5156 .

Note: a—t test; b—;(2 test; c—Fisher’s exact test; d—corrected 7 test.

232 ZHRREBLEEEE KAEREEER
(Rl R R 22 12E47 2 R & Logistic [B1H 47, A ILF]
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SR R WL P A SRR ROE , AR I R kB,
R 2% WA e 2 A PEE AR Ry 5 107N B Dk 2 A G f M —
AR E . HMAOS% M ERF X)) N
1.253(1.042~1.507) (P=0.017), 455 W.3% 4~5.

2.3.3 ROC &R 1l ifin /Mg 1 FREAE - TR
TR IR A R FE 1) ROC il 28 T afiL /N AR s 2>
ROC £k FHEAA 0.76, IKFAEN 7.53 pg-mL’
(RIBFE 77.3%, FrR1E 67.7%), 45 R ILIK 2B.

T4 ERIT R Logistic £ FH & B A 547
Tab. 4 Multiple logistic regression analyses of the risk
factors for clinical efficacy

Eizts PiE OR 18 95% CI
JIIIRANY R 0.017 1.00 0.98~1.00
GHEaEA 0.008 11.90 1.92~73.67
HZEK 0.181 2.83 0.62~13.00
T2 e i 1 RS R /ug-mL™ 0.004 1.43 1.12~1.83

RS M/MRIED Y Logistic £ B & B J3 247
Tab. 5 Multiple logistic regression analyses of the factors
for Thrombocytopenia

bR P{a OR 1§ 95% CI
AHEHEG 0.003 0.076 0.014~0.404
FIZE M o e /ugmL™ 0.017 1.253 1.042~1.507
WS 2H(>65) 0.737 0.758 0.150~3.817
JULET 375 5 %/mL - min ™' 0.506 0.992 0.970~1.015
A 100 B1o0
80 80
S N
< 60 S 60
= =
i) 2 40
g 40 B
20 20
0 0

20 40 60 80 100 20 40 60 80 100
1553 /% 1R 5 /%

2 Azl E R AW ROC d %

A-TH I RIT 2% B—IL /MR .

Fig. 2 ROC curves using the first trough concentration of

linezolid.

A-—predicting clinical efficacy; B—thrombocytopenia.
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(18 b A2 3 T A 22 BB T R N A SR T ) o A
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Mo L, MREEH L KB SR MBS, T
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