g et Al A|37d 1%
Keimyung Med J
Vol. 37, No. 1, June, 2018

g1 Tigecycline AHg-oll 9|8 ¥4 w4 vl o

A 0lEf-0|X|¢4-5

SRR

=

Agehstan olshehst 7 aharan

Incidence and Associated Factor of Adverse Events of Tigecycline Therapy in Korean Patients

In Tae So, M.D., Ji Yeon Lee, M.D., Miri Hyun, M.D., Hyun Ah Kim, M.D.,

Seong Yeol Ryu, M.D.

Division of Infectious Disease, Department of Internal Medicine, Keimyung University School of

Received: March 05, 2018

Revised: May 25, 2018

Accepted: June 20, 2018

Corresponding Author: Seong Yeol Ryu, M.D.,
Division of Infectious Disease,

Department of Internal Medicine,

Keimyung University School of Medicine,

56 Dalseong-ro, Jung-gu, Daegu 41931, Korea
Tel: +82-53-250-7915

E-mail: 121rsy@dsmc.or.kr

« The authors report no conflict of interest in this
work.

© CGopyright
Keimyung University School of Medicine 2018

Medicine, Daegu, Korea

Tigecycline is a broad spectrum antibiotic which has been used for
complicated intra-abdominal infection and complicated skin and soft
tissue infection by multi-drug resistant bacteria, However recent meta-
analysis studies have raised a concern for adverse events of
tigecycline, We analyzed retrospectively adverse events, associated
factors of adverse events in multi-drug resistant bacteria caused
infections treated with tigecycline in Korean patients, One hundred-
sixty patients treated with tigecycline from July 2009 to September
2013 were enrolled in this study. Their clinical and microbiologic data
were reviewed, History of invasive procedure within 7 days and
recent operation within 3 months were associated with adverse events,
The most common adverse events were nausea and vomiting,
Associated factors of nausea were soft tissue injury and recent
operation within 3 months. In this study, nausea was the most
common adverse event in patients who received tigecycline, Although
it is not serious complication, monitoring of adverse events is required
to increase compliance,
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Table 1. Baseline characteristics of subjects
Number of
Variables patients (%)
(n=160)

Gender

Male 102 (63.7)

Female 58(36.3)
Age (years) 63.7+16.2°
Underlying disease

Hypertension 70 (43.8)

Diabetes 46 (28.8)

Cardiovascular disease 26 (16.3)

Cerebrovascular disease 37(23.1)

Chronic lung disease 7(4.4)

Chronic kidney disease 18 (11.3)

Liver cirrhosis 17 (10.6)

Solid tumor 46 (28.8)

Hematologic malignancy 3(1.9)

Solid organ transplantation 6(3.8)

Soft tissue injury 9(5.6)

Bone injury 18 (11.3)
Category of infection

Community-acquired 24 (15.0)

Healthcare-associated 71 (44.4)

Hospital-acquired 65 (40.6)
Infection severity

No SIRS 56 (35.0)

Sepsis 22 (13.8)

Severe sepsis 46 (28.8)

Septic shock 37(23.1)
Source of infection

Skin and soft tissue infection 75 (46.9)

Intra-abdominal infection 57 (35.6)

Hospital-acquired pneumonia 24 (15.0)

Community-acquired pneumonia 4(2.5)

Durations of tigecycline therapy (days) 12.0+7.2°

SIRS: systemic inflammatory response syndrome. *“Mean
+SD.

Foll A= Fo] 4478 (54.3%), TEZF 3078 (37.0%),
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Table 2. Incidence of adverse events

Number of
Adverse events patients (%)
(n=281)
Gastrointestinal symptoms
Nausea 44 (54.3)
Vomiting 30(37.0)
Diarrhea 14 (17.3)
Abdominal pain 6(7.4)
Abnormal laboratory findings
BUN increase (>23 mg/dL) 11 (13.6)
Leukopenia (<4,000 /uL) 6(7.4)
AST/ALT increase (>40 u/L) 6(7.4)
Bilirubin increase (>1.2 mg/dL) 5(6.2)
ALP increase (>129 w/L) 3(3.7)
Thrombocytopenia (<130,000 /uL) 3(3.7)
PT prolongation (>14 seconds) 1(1.2)
Skin lesion
Rash 33.7)
Pruritis 3(3.7)
Fever 10 (11.9)
Headache 2(2.5)
Dizziness 1(1.2)
Insomnia 1(1.2)
Breakthrough bacteremia® 15(18.5)

ALP: alkaline phosphatase, ALT: alanine aminotransferase,
AST: aspartate aminotransferase, BUN: blood urea
nitrogen, PT: prothrombin time. *Positive blood cultures
despite appropriate antibiotic therapy.
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Table 3. Comparison of characteristics according to nausea

Nausea (+) Nausea (-)

Variables (n = 44) (n=116) P value
Male 24 (54.5%) 78 (67.2%) 0.136
Female 20 (45.5%) 38 (32.8%) 0.136
Age* (years) 58.8+£16.8 65.5+£15.6 0.018
Duration of tigecycline therapy* (days) 14.1+7.9 11.2+69 0.020
Underlying diseases
Hypertension 19 (43.2%) 51 (44.0%) 0.929
Diabetes 17 (38.6%) 29 (25.0%) 0.089
Cardiovascular disease 8 (18.2%) 18 (15.5%) 0.811
Cerebrovascular disease 5 (11.4%) 32 (27.6%) 0.030
Chronic lung disease 3(6.8%) 4 (3.4%) 0.395
Chronic kidney disease 3 (6.8%) 15 (12.9%) 0.402
Liver cirrhosis 3 (6.8%) 14 (12.1%) 0.404
Bone injury 11 (25.0%) 7 (6.0%) 0.002
Soft tissue injury 6 (13.6%) 3 (2.6%) 0.014
Comorbid conditions
Neutropenia 2 (4.5%) 3(2.6%) 0.616
Corticosteroid 1(2.3%) 9 (7.8%) 0.287
Immunosuppressant 4(9.1%) 9(7.8%) 0.754
Urinary catheter 24 (54.5%) 69 (59.5%) 0.572
Central venous catheter 20 (45.5%) 72 (62.1%) 0.058
Parenteral nutrition 17 (38.6%) 64 (55.2%) 0.062
Percutaneous catheter drainage 25 (56.8%) 77 (66.4%) 0.261
Invasive procedure within 7 days 15 (34.1%) 67 (57.8%) 0.007
Recent operation within 3 months 34 (77.3%) 68 (58.6%) 0.028
Source of infection
Skin and soft tissue infection 30 (68.2%) 45 (38.8%) 0.001
Intra-abdominal infection 11 (25.0%) 46 (39.7%) 0.084
Hospital-acquired pneumonia 0(0.0%) 4 (3.4%) 0.576
Community-acquired pneumonia 3 (6.8%) 21 (18.1%) 0.074
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Table 4. Associated factors of nausea
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Univariate analysis

Multivariate analysis

Variables

OR (95% CI)

P value OR (95% CI) P value

Age >60 years

Duration of tigecycline >17 days
Bone injury

Soft tissue injury

Invasive procedure within 7 days
Recent operation within 3 months

Skin and soft tissue infection

0.450 (0.221-0.915)  0.026
2.042 (0.888-4.693)  0.089
5.190 (1.863-14.460)  0.002
5.947 (1.418-24.947)  0.014
0.378 (0.183-0.780)  0.007
2.400 (1.083-5.320)  0.028
3.381 (1.619-7.059)  0.001

0.480 (0.217-1.060)  0.070

8.046 (1.584-40.875) 0.012
0.404 (0.177-0.922) ~ 0.031
2423 (1.007-5.831)  0.048
2.062 (0.914-4.654)  0.081
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