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[ Abstract] Objective To analyze the risk factors of tigecycline induced hypofibrinogenemia
in elderly patients, and establish a nomogram model of tigecycline-induced hypofibrinogenemia.

Methods Clinical data of elderly patients treated with tigacycline were retrospectively collected
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from Zhongshan Hospital, Fudan University from January 2022 to December 2023. Patients were divided into
hypofibrinogenemia group and non-fibrinogenemia group according to whether they developed hypofibrinogenemia
after treatment. Univariate analysis and multivariate Logistic regression analysis were used to analyze the independent
risk factors for hypofibrinogenemia in elderly patients during tigecycline application, and a nomogram model was
constructed to evaluate the risks of adverse reactions. Results A total of 261 elderly patients were included in
the study, and 136 (52.1%) had hypofibrinogenemia. The results of univariate analysis showed that weight, days of
medication, dosage, baseline fibrinogen, red blood cell count, hemoglobin and combination with glycopeptides were
risk factors (P<0.05). Multivariate Logistic regression analysis showed that baseline fibrinogen, days of medication
and dosage were all independent risk factors for hypofibrinogenemia in elderly patients (P<0.05). The area under the
receiver operating characteristic curve (95%CI) of the nomogram model was 0.774 8 (0.712, 0.827), the sensitivity
and specificity were 66.67% and 82.22%, respectively. The average absolute error of calibration curve was 0.039, and
the Hosmer-Lemeshow goodness-of-fit test showed that there was no significant difference between the predicted risk
value and the measured value. Conclusion The baseline fibrinogen, days of medication, dosage are independent risk

factors of tigecycline induced hypofibrinogenemia in elderly patients. The nomogram model established on this basis

shows good predictive value for assessing the occurrence of adverse reactions.

[Keywords ] Tigacycline; Hypofibrinogenemia; Risk factors; Nomogram; Elderly; Logistic regression;

Adverse reaction; Receiver operating characteristic curve
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Table 1. Comparison of coagulation indexes before and during tigacycline treatment [M (P,s, Ps)]
BEILFEHR YR HT IRTT I Z P
FIB (¢/L) 4.60 (3.40, 6.08) 2.05 (1.39, 3.16) -13.083 <0.001
APTT (s) 31.45 (28.30, 34.28) 44.10 (35.35, 53.10) -13.675 <0.001
PT (s) 13.90 (13.00, 14.95) 16.90 (15.25, 18.70) -13.685 <0.001
TT (s) 15.20 (14.40, 16.25) 17.70 (16.00, 19.40) -13.191 <0.001
INR 1.18 (1.10, 1.30) 1.44 (1.30, 1.62) -13.493 <0.001
D-Dimer ( mg/L) 4.50 (2.08, 8.30) 2.96 (1.55, 5.07) -8.146 <0.001
PLT ( x 10°/L) 177.00 ( 114.00, 263.50) 171.00 ( 108.00, 247.00) -1.320 0.187
Fz2 BEMIAEHHFIBREEZSHER
Table 2. Univariate analysis results of tigecycline-induced HFIB
faps Rz IEHFIBAL (n=125) HFIB4] (n=136) UZIy P
Wi [Xx £ 5, ke 64.96 + 11.25 61.89 +10.87 0.743 0.025
FHEZTAEL M (Pys, Pis) , d] 6.00 (4.00, 9.00) 10.00 (7.00, 13.00) 6.501 <0.001
FlE [n (%) ] 6.406 0.011
R (AERFTEE 100 mg, q12h) 21 (16.8) 41 (30.1)
IEH AL (HERR SO mg, q12h) 104 (83.2) 95 (69.9)
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AN ES IEHFIBA (n=125) HFIBA (n=136) UZI P
S FE AR
WBC [M (P, Py5) ,x10°/L] 10.67 (651, 13.79) 9.44 (675, 12.68) -0.879 0.379
RBC (X +5, x10"/L) 3.21+0.74 2.75+0.63 2.597 <0.001
HGB[M (P, Py) , ¢/L] 94.00 (83, 113.00) 82 (69.25, 94.75) -5.181 <0.001
hs—CRP [M (P, P.5) , mg/L] 112.66 (50.85, 158.60) 112.66 (50.93, 129.10) -1.067 0.286
FELFIB M ( Py, Pys) , ¢/l 499 (3.89, 6.59) 401 (2.99, 522) -4.090 <0.001
TBIL [M ( Py, Pys) , pmol/L] 13.20 (7.95, 24.05) 14.25 (8.03, 21.05) 0.194 0.846
BEA (Xxs, ¢L) 58.60 + 8.79 57.13 +7.49 0.066 0.145
HEH [M (Py, Py) | 33.00 (29.50, 37.00) 33.00 (29.00, 37.00) -0.033 0.974
ALT [M ( Py, Py) , U/L] 31.00 (17.00, 54.00) 24.00 (15.00, 45.75) -1.831 0.067
ALP[M ( Py, P,) , U/L] 99.00 (71.00, 138.50) 98.50 (70.25, 137.00) 0.118 0.906
Y-BEBEERHG (M (Pys, Pys) , UL 60.00 (27.00, 109.00) 44.00 (26.00, 93.75) -1.263 0.207
Ser[M (Pys, Pis) . pmol/L] 80.00 (52.00, 148.5) 79.50 (54.00, 156.00) 0.057 0.955
S/ Nek g = 71.00 (43.50, 95.00) 69.00 (47.00, 95.00) -0.227 0.820
[M (Py, P5) , ml/ (min+ 1.73m") |
B (%) ] 21 (16.8) 33 (24.3) 2212 0.137
AFICU [ (%) ] 85 (68.0) 102 (75.0) 1.571 0.210
BZFRIEIT 0 (%) ] 51 (40.8) 52 (38.2) 0.179 0.672
BZREWE n (%) ] 83 (66.4) 88 (64.7) 0.083 0.774
HGHAZ N (%) |
B MR 254 6 (48) 4(29) 0.613 0.646
iR EaL ) 60 (48.0) 74 (54.4) 1.072 0.301
P/ MR A UEE 2(1.6) 3(22) 0.000 1.000
s 20 (16.0) 36 (26.5) 4.237 0.040
LR LS 73 (58.4) 89 (65.4) 1.372 0.242
ZRWRAE 41 (32.8) 36 (26.5) 1.255 0.263
HIHBITn (%) ]
BN 32 (25.6) 46 (33.8) 2.102 0.147
8 P BH M 7(5.6) 8(5.9) 0.010 0.922
I 1 BE 8 22 (17.6) 33 (24.3) 1.739 0.187
FFEIfeA 4> 22 (17.6) 14 (10.3) 2.924 0.087
B ifeA 4 26 (20.8) 38 (27.9) 1.795 0.180
e ILHE 53 (42.4) 66 (48.5) 0.986 0.321
BEIR I 34 (27.2) 31 (22.8) 0.676 0.411
ENE R 37 (29.6) 34 (25.0) 0.696 0.404
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Table 3. Multivariate logistic regression analysis results of tigecycline—induced HFIB
2 B SE Wald OR 95%Cl P
FEPN 0.144 0.031 21.106 1.155 1.086, 1.228 <0.001
B 1.058 0.345 2.882 1.465, 5.669 0.002
FLLLFIB -0.347 0.084 17.179 0.707 0.600, 0.833 <0.001
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Figure 2. Nomogram model of tigecycline—induced HFIB
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Figure 3. ROC curve of the nomogram model
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Figure 4. Calibration curve of the nomogram model
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