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A retrospective cohort study on risk factors for Tigecycline-associated liver injury

ZHAO Qiangian'?, ZHOU Min?, QU Tingli"" (’College of Pharmacy, Shanxi Medical University , Taiyuan 030001, China;’Department
of Pharmacy, Shanxi Provincial People's Hospital; Corresponding author , E-mail : qutingli@126.com )

Abstract:  Objective To investigate the incidence and independent risk factors of Tigecycline (TGC) -associated drug-induced liver
injury (DILI) for providing evidence for optimizing dosing strategies and risk early-warning systems. Methods ~Clinical data were col-
lected from adult patients who received TGC for more than three days in Shanxi Provincial People’s Hospital. Based on the occurrence
of liver injury, the patients were divided into liver injury group and non-liver injury group. Demographic characteristics, medication
details, laboratory parameters, and other clinical variables were compared between the two groups. Univariate and multivariate Logistic
regression analyses were employed to identify independent risk factors for TGC-associated liver injury, and the cutoffs for the indepen-
dent risk factors were determined using receiver operating characteristic (ROC) curve analysis. Results A total of 375 adult patients
were included in this study. The incidence of TGC-associated DILI was 14.4% (54/375). No significant differences were observed in
demographic data, infection sites, comorbidities, baseline liver biochemistry, or other clinical characteristics between the two groups
(all P>0.05). Univariate and multivariate Logistic regression analyses identified age =60 years(OR=2.163,95% CI:1.179-3.969, P=
0.013) and duration of TGC therapy (OR=1.102,95% CI:1.030-1.178, P=0.005) as independent risk factors for TGC-associated DILIL.
The baseline PLT count was identified as a protective factor(OR=0.997,95% CI:0.994-0.999, P=0.008 ). ROC curve analysis indicated
a significant increase in DILI risk when the duration of TGC therapy exceeded 13 d(AUC=0.623). Conclusion Patients aged =60
years treated with TGC for more than 13 days are at an increased risk of developing TGC-associated DILI. Therefore, close monitoring
of liver function is recommended in these patients to ensure the safe and effective use of TGC.
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Figure 1  Flowchart of patient screening in the retro-
spective cohort study on tigecycline-associ-

ated drug-induced liver injury

®1 FRGASHRRGABRENERIGRFIELLE

- 321 -

AR RRYL A SR R BE LR A AR A T
Z5 . P T H K PEY>0.05(FE 1), FH
WL TE X e Ar i b R gt E .
2.2 TGCA8 DILI &K B % 49 Logistic 57
AW 1% T Rl RE 5 TGC AH 56 DILI (1) 75 e 5%
M PR 28, AL 1 AR H R TR A IR
KB A AT I G bR . IR R T S R WoR
HBFYEN . H A A2 L)L % R bR
IR AT L 22 R I Ge 27 8 X (P>0.05) 5 T AF 1%
>60 % (P=0.033) .7 £ (P=0.003) Fil PLT (P=0.016)
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Tablel Comparison of baseline clinical characteristics between the case and control groups

Ao FF ARG 40 (n=321) 054 (n=54) Xlilz P
PRI (%) ] 0.075 0.784
Bk 232(72.27) 40(74.07)
Lk 89(27.73) 14(25.93)
RS (X£S, %) 63.96+14.82 60.15+16.32 1.722 0.086
YL 151 (%) ] 1.897 0.168
it S S 253(78.82) 38(70.37)
oAb FRA e 68(21.18) 16(29.63)
et [ 11 (%) | 0.635 0.986
JCIETL IR 26(0.08) 4(0.07)
BEIRIG 58(0.17) 8(0.15)
AR 34(0.11) 5(0.09)
R AR = 25(0.08) 5(0.09)
IS P48 60(0.19) 11(0.20)
HA 118(0.37) 21(0.39)
LA AL FEFR [ median(IQR) ]
TBil(pmol/I.) 16.76(11.79,26.89) 21.73(13.87,34.49) -1.676 0.094
ALT(U/L) 33.86(18.10,68.28) 36.86(22.32,44.15) -0.071 0.943
AST(U/L) 39.82(25.66,61.78) 39.59(24.43,72.79) -0.478 0.632

2.3 TGC A 2577 F2Fm DILI K69 ROC W 25 547

kit — 25 PPAG FH 2597 B A TN AL BE I A e
I PR T2 4, 22761 T ROC <k . 4550 WoR, iz
57 FE Ay M 4k F i AR AUC M 0.623 (95%CI: 0.538—-
0.700, BB JE : 0.320, 47 57 i : 0.868) o 177 I [H] 1Y
AR ARE A 13 d(LE 2) .

3 itig

TGC AR N —FhE 2 A H 2B 2P m 259, I
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Table 2 Univariate analysis of risk factors for Tigecycline-
associated drug-induced liver injury

it an i} OR(95% CI) P

PE5

Btk 1 1.000

ok 2 1.096(0.569,2.112)  0.784
anits

<60% 1 1.000

260 % 2 1.883(1.052,3372)  0.033
H 3 &

100 mg 1 1.000

200 mg 2 0.803(0.441,1.464) 0474
g 1.106(1.035,1.181)  0.003
I

TEIHZ 1 1.000

SEUREAGNAT A 2 1.178(0.249,5.563)  0.836

RN 3 1.039(0.460,2.349)  0.926

ZEZ AP 4 1452(0572,3.687)  0.433

R 7 M 5 0.846(0.269,2.657)  0.775

Hit 6  1.760(0.631,4.905)  0.280
Ry SL et

SCr(pwmol/L) 1.003(0.999,1.006)  0.100
PT(s) 0.989(0.892,1.097)  0.834
APTT(s) 0.988(0.945,1.033)  0.603
FIB(g/L) 0.966(0.858,1.087)  0.568
WBC(x10°/1.) 0.961(0.914,1.011)  0.125
RBC(x10™/L) 1.003(0.681,1.479)  0.986
PLT(x10°/L) 0.997(0.994,0.999)  0.016
CRP(mg/mL) 0.998(0.993,1.003)  0.503

(

PCT(ng/mL) 0.999(0.989,1.008) 0.795

x3 BMINEMEXAY IR R E R85 EE Logis-
tic 54T
Table 3 Multivariate Logistic regression analysis of risk
factors for Tigecycline - associated drug -induced
liver injury

Ak B SE Waldy P OR(95% C1)
604 0772 0310 6205 0013 2.163(1.179,3.969)
g 0.097 0034 8055 0005  1.102(1.030,1.178)
PLT -0.003 0001 7132 0.008  0.997(0.994,0.999)
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Figure 2 ROC curve of medication course for predicting

Tigecycline-related drug-indaced liver injury
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