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Abstract

Background: Acinetobacter baumannii complex is an increasingly important cause of osteomyelitis.
It is considered a difficult to treat agent, due to increasing antimicrobial resistance and few available
therapeutic options.

Objective: To compare effectiveness and tolerability of tigecycline and colistin in patients with
osteomyelitis caused by carbapenem-resistant A. baumannii complex (CRABC).

Methods: This retrospective review included all patients admitted to a 150-bed tertiary hospital
from 2007 to 2015 with microbiologically confirmed CRABC osteomyelitis for which they received
tigecycline or colistin. Data on demographic and clinical characteristics, adverse events, and
outcomes 12 months after the end of antimicrobial treatment were analysed and stratified according
to the antimicrobial used.

Results: 65 patients were included, 34 treated with colistin and 31 with tigecycline. There were
significantly more men (P = 0.028) in the colistin group, and more smokers (P = 0.021) and greater
occurrence of chronic osteomyelitis (P = 0.036) in the tigecycline treatment group. Median duration
of therapy was 42.5 days for colistin and 42 days for tigecycline, with no significant difference.
Overall incidence of adverse events was higher in the colistin group (P = 0.047). In particular,
incidence of renal impairment was also higher in this group (P = 0.003). Nausea and vomiting were
more frequent with tigecycline (P = 0.046). There were no significant differences between groups in
relapse, amputation, or death.

Conclusions: Tigecycline had a better safety profile than colistin in the treatment of osteomyelitis
due to CRABC, with no significant difference in outcomes after 12 months of follow-up.
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1. Introduction

Infections related to Acinetobacter baumannii

complex are a challenge in current clinical practice,
particularly because they are often antibiotic resistant.
The emergence of multidrug-resistant (MDR) and
extensively  drug-resistant (XDR) strains not

susceptible to carbapenems further complicates
treatment.[1] In 2017, the World Health Organization
identified strains of A. baumannii, Pseudomonas
aeruginosa and carbapenem-resistant Enterobacteriales
as priority pathogens for the development of new and
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improved treatment strategies.[2]

In addition to being an important cause of
healthcare-associated infections such as pneumonia
and urinary tract infections, A. baumannii complex has
become an increasingly important cause of
osteomyelitis, particularly in cases with a traumatic
aetiology.[3,4] Case reports of post-traumatic
osteomyelitis treated in civilian and combat-related
environments on different continents implicate A.
baumannii complex as a frequent cause of bone
infections.[5-7] Some reports note the prevalence of
highly antimicrobial resistant strains.[8-11] There are
few effective therapeutic options for
carbapenem-resistant ~A.  baumannii  complex
osteomyelitis, primarily due to less than optimal
antimicrobial penetration into bone tissue.[12]

Tigecycline has good penetration into bone
tissue and is active against some
carbapenem-resistant ~A.  baumannii  complex
strains.[13] As such, it appears to be a promising
option for patients with carbapenem-resistant A.
baumannii complex osteomyelitis. Some case reports
show therapeutic success, but there are no studies
comparing the use of tigecycline with colistin, another
therapeutic option used in such situations.[14,15]

The objective of this retrospective analysis was
to compare the effectiveness, safety, and outcomes of
tigecycline versus colistin in patients with
osteomyelitis caused by carbapenem-resistant A.
baumannii complex in a setting with an unusually high
number of osteomyelitis cases caused by carbapenem
MDR and XDR A. baumannii complex.

2. Material and Methods

This observational, retrospective cohort study
was conducted at the Instituto de Ortopedia e
Traumatologia do Hospital das Clinicas da Faculdade de
Medicina da Universidade de Sdo Paulo, a 150-bed
hospital that specialises in complex orthopaedic and
traumatology cases. The study was approved by the
Institution's Ethics Committee and is registered on
clinicatrials.gov (NCT03559530).

2.1. Case Selection and Data Analysis

Cases were selected from the institutional
Infection Control Board database among all patients
with microbiologically confirmed A. baumannii
complex osteomyelitis confirmed by positive bone
tissue culture results. Antimicrobial susceptibility test
profiles were used to verify whether the strain
isolated from each patient met the criteria for MDR or
XDR classification.|[1]

The study included patients who received
tigecycline 50 mg intravenous every 12 hours or
colistin (colistin base activity) 2.5 mg/kg intravenous

every 12 hours for the treatment of
carbapenem-resistant =~ A.  baumannii  complex
osteomyelitis from January 2007 to December 2015.
All patients were required to have received loading
doses of each agent and had confirmed infection, as
demonstrated by extensive microbiologic analysis of
cultured bone tissue. To avoid bias, all patients who
completed at least 24 hours of the chosen
antimicrobial were included and kept in the study for
analysis. No other antimicrobial agents have been
used in combination to treat A. baumannii complex
infection.

The choice of therapy for patients included in
this study was at the discretion of the attending
physician. Cases in which tigecycline and colistin
were used simultaneously were excluded. If colistin
and tigecycline were used sequentially, the patient
was included in the treatment group according to the
drug that was used longer. For patients receiving
colistin and worsening renal function, the dose of this
antimicrobial was corrected for creatinine clearance if
the attending physician decided to maintain this
antimicrobial.

The following demographic and clinical
characteristics of patients in each treatment group
were assessed: sex; age; length of hospital stay; basal
creatinine level; Charlson’s index; physical status
classification according to American Society of
Anaesthesiologists’” score (ASA score); presence of
comorbities or immunosuppression; history of illicit
drug use, active smoking or alcohol abuse; previous
surgery on affected limb; osteomyelitis classification
according to possible origin and duration; infections
related to pressure ulcer; implant-related infection
(infection directly related to the presence of the
implant, in the same topography) and need to implant
removal during treatment (removal for any cause, not
just infection related); number of surgical procedures
for treatment; need for soft tissue repair; use of
negative pressure therapy; previous antimicrobial use
and duration of treatment with colistin or tigecycline.

Adverse events reported in the medical record
within 48 hours after initiation of therapy with colistin
or tigecycline until the end of each treatment were
analysed, including: renal impairment (defined as a
1.5-fold increase in serum creatinine in relation to the
start of treatment);[16] liver enzyme alterations;
nausea and vomiting; and skin rash. Any other
adverse event that occurred during treatment, and
was considered by the attending physician to be
related to the antimicrobial that was used, was
classified as “other event”.

Due to the high recurrence rate of osteomyelitis,
clinical outcomes were evaluated 12 months after the
end of antimicrobial treatment. Patients who did not
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present with signs of recurrent infection were
considered to have achieved remission rather than
cure.[17] The following classifications were used to
evaluate outcomes: remission of signs and symptoms
of infection, recurrence of infection, amputation of the
affected limb, and death. To categorise the outcomes,
“favourable” was defined as remission of infection,
while “unfavourable” was defined as relapse,
amputation, or death.

2.2. Microbiological Analysis

Consistent with the institutional protocol that
was in effect throughout the study period, bone tissue
cultures were collected at the time of surgery
following extensive debridement of the devitalised
tissues. Samples were placed in sterile vials
containing thioglycolate medium and sent for
laboratory analysis. Positive samples were identified
through automated VITEK2 and
matrix-assisted laser desorption/ionization
time-of-flight mass spectrometry systems. Antibiotic
susceptibility testing was done using the VITEK2
system with a card customised for Brazil that
included colistin. The breakpoints used in categorical
interpretation for all antimicrobials (with the
exception of tigecycline) were those effective each
year according to the Clinical and Laboratory
Standards Institute M100 document; quality control
was performed according to the manufacturer's
instructions. To assess the sensitivity of A. baumannii
complex isolates to tigecycline, breakpoints were
inferred from available recommended values for
Enterobacteriales.[18, 19]

2.3. Statistical Analyses

Quantitative variables were described using
summary measures (mean and standard deviation or
median) and compared between groups using
Student's t-tests or Mann-Whitney tests. Qualitative
variables were described using absolute and relative
frequencies. The existence of association between
variables was verified with chi-square tests or exact
tests (Fisher’s exact test or likelihood ratio test).
Kaplan-Meier function was estimated according to
groups to assess the occurrence of recurrence in
patients and the incidence of recurrence was
compared between groups using the log-rank test. For
this particular analysis, deaths were excluded, as
practically all deaths occurred during hospitalization,
that is, without risk of recurrence. The time intervals
for recurrence were described using the mean and
standard deviation. IBM-SPSS for Windows version
20.0 software was used to do the analyses. Data were
tabulated using Microsoft Excel 2003 software. The
tests were performed with a significance level of 5%.

3. Results

A total of 171 patients with A. baumannii complex
osteomyelitis were treated at our hospital during the
study period. The susceptibility of these isolates to
carbapenems declined substantially over time,
ranging from 55% in 2008 to 18% in 2015 (Figure 1).
Some between-year variability was observed, with

only 9% of isolates susceptible to carbapenems in
2014.

60
’ 55%
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7%
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Figure 1. Temporal evolution of the carbapenem susceptibility profile of A.
baumannii complex strains causing osteomyelitis during the study period.

In this setting of high multidrug resistance, 65
patients with osteomyelitis had infection caused by A.
baumannii complex strains defined as XDR, as
demonstrated by the minimum inhibitory
concentrations (MICs) for the antimicrobials tested
(Appendix). Of these 65 patients, 34 were treated with
colistin and 31 with tigecycline, no other antibiotics
were used to cover A. baumannii in combination (Table
1). The chart flow with the distribution of all patients
treated with A. baumannii complex osteomyelitis and
those selected for the present study is shown in figure
2. Presence of co-infection with other agents
(polymicrobiota) was present in 63 of the 65 patients
included in the study (96.9%). Patients in the two
treatment groups were generally well matched,
although there were significantly more men in the
colistin treatment group (85.3%) than in the
tigecycline group (61.3%) (P = 0.028). On the other
hand, there were significantly more smokers in the
tigecycline group (16.1% versus zero in colistin group,
P = 0.021), as well as more patients with chronic
osteomyelitis (61.3% versus 35.3% in colistin group, P
=(0.036). Most cases were post-traumatic osteomyelitis
in both groups, and there was no difference in the
number of patients with of open fracture in each
group. All open fractures in both groups were
classified as Gustilo 3. There were no significant
differences between groups regarding the other
variables analysed, including the duration of
antimicrobial therapy or the number of surgical
procedures performed for the treatment of
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osteomyelitis.  Only one patient in the
tigecycline-treated group had previously received

colistin.  No colistin-treated patients received
tigecycline prior to the use of this drug.
The incidence of renal impairment was

significantly higher among patients treated with
colistin (58.8% versus 22.6% in tigecycline group, P =
0.003). The overall incidence of adverse events was
also higher for colistin-treated patients (67.6% versus

41.9% in tigecycline group, P = 0.047). The incidence
of nausea and vomiting was higher in the tigecycline
treatment group (12.9% versus zero in colistin group,
P =0.046) (Table 2). For three patients, the occurrence
of adverse events led to switch of therapy: two
patients receiving colistin who presented renal
impairment and one patient receiving tigecycline who
presented unavoidable vomiting.

Table 1. Distribution of patients with carbapenem-resistant A. baumannii complex osteomyelitis according to demographic and clinical
characteristics and comparison according to treatment group (colistin or tigecycline)

Demographic and clinical characteristics Treatment group Total P

Colistin Tigecycline (N =65)

(N =34) (N =31)
Sex (male) 29 (85.3) 19 (61.3) 48 (73.8) 0.028
Age (mean years * SD) 40.6+£19.1 46.8+18.9 43.6+19.1 0.193¢
Median length of hospital stay (range of days) 74.5 (13; 331) 64 (0; 226) 70 (0; 331) 0.9484
Mean basal creatinine level 0.69 +0.36 0.82+0.54 0.75 £ 0.45 0.260¢
(+SD)
Mean Charlson’s index (+ SD) 0(0;5) 1(0;7) 0(0;7) 0.083d
ASA score (%) 0.189
I 11 (32.4) 8(25.8) 19 (29.2)
I 20 (58.8) 15 (48.4) 35 (53.8)
11 3(8.8) 8(25.8) 11 (16.9)
Presence of comorbidities (%) 10 (29.4) 13 (41.9) 23 (35.4) 0.292
Systemic hypertension 6 (17.6) 9(29) 15 (23.1) 0.277
Neoplasia 2(5.9) 3(9.7) 5(7.7) 0.663a
Diabetes 4(11.8) 2(6.5) 6(9.2) 0.6742
HIV infection 0(0) 2(6.5) 2(3.1) 0.2242
Rheumatoid arthritis 2(5.9) 1(3.2) 3 (4.6) >0.999a
Other rheumatic diseases 0(0) 1(3.2) 1(1.5) 0.4772
Immunosuppression (%) 1(2.9) 1(3.2) 2(3.1) >0.999a
Illicit drug use (%) 0(0) 1(3.2) 1(1.5) 0.477a
Active smoking (%) 0(0) 5(16.1) 5(7.7) 0.0212
Alcohol abuse (%) 2(5.9) 4(12.9) 6(9.2) 0.4132
Previous surgery on affected limb (%) 10 (29.4) 14 (45.2) 24 (36.9) 0.189
Affected limb (%) 0.414
Lower limbs 29 (85.3) 24 (77.4) 53 (81.5)
Upper limbs 5(14.7) 7 (22.6) 12 (18.5)
Classification of osteomyelitis according to possible origin (%) 0.841°
Post-traumatic 23 (67.6) 19 (61.3) 42 (64.6)
Contiguity 7 (20.6) 9(29) 16 (24.6)
Haematogenic 2(5.9) 2 (6.5) 4(6.2)
Spine 2(5.9) 1(3.2) 3 (4.6)
Open fracture (%) 17 (50) 10 (32,3) 27 (41,5) 0,147
Classification of osteomyelitis according to duration (%) 0.036
Acute 22 (64.7) 12 (38.7) 34 (52.3)
Chronic 12 (35.3) 19 (61.3) 31 (47.7)
Infection related to pressure ulcer (%) 6 (17.6) 4 (12.9) 10 (15.4) 0.736a
Presence of implant (%) 6 (17.6) 3(9.7) 9 (13.8) 0.480a
Need to remove implant (%) 4(11.8) 9(29) 13 (20) 0.082
Median number of surgical procedures for treatment (range) 3 (1;12) 319 3(1,12) 0.5104
Need for soft tissue repair (%) 10 (29.4) 8(25.8) 18 (27.7) 0.746
Use of negative pressure therapy (%) 12 (35.3) 6(19.4) 18 (27.7) 0.151
Previous antimicrobial use (%) 34 (100) 30 (96.8) 64 (98.5) 0.4772
Median duration of treatment (range of days) 42.5 (1;193) 42 (9;193) 42 (1;193) 0.4384

SD=standard deviation
The Chi-square test was used for statistical analyses, unless otherwise indicated.
aFisher's exact test; PLikelihood ratio test; <Student's t-test; dMann-Whitney test.
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171 patients with A.
baumannii-complex
osteomyelitis

111 patients with
carbapenem-resistant A.
baumannii
complex-osteomyelitis

60 patients with
carbapenem-susceptible A.
baumannii-complex
osteomyelitis

65 patients with XDR
A.baumannii-complex
osteomyelitis

34 patients
treated with

31 patients
treated with
tigecycline

colistin

Figure 2. Chart flow with the distribution of all patients treated with A
baumannii complex osteomyelitis and those selected for the present study

amputation or death) or lost to follow up, there was
no significant difference between groups either (P =
0.535). Among the cases with unfavorable outcome,
the development of antimicrobial resistance was not
reported.

Table 3. Distribution of the outcomes observed after 12 months
of treatment according to the antimicrobial used

Table 2. Comparison of incidence of adverse events during
treatment for patients receiving colistin or tigecycline

Outcome Treatment group  Total P
Colisti Tigecyclin (N= valu
n e 65) e
(N= (N=31)
34)

Remission2 15 12 (38.7) 27 0.433
(44.1) (415) »

Death 2(5.8) 3(9.6) 7(7.7)

Recurrence 5(14.7) 6(19.3) 11

of A. baumannii osteomyelitis after (16.9)

treatment

Amputation 7(20.6) 2(6.45)  9(13.8)

Lost to follow up 5(1.7) 8(25.8) 13 (20)

Adverse events Treatment group Total P value
Colistin Tigecycline (N =65)
(N =34) (N =31)

Overall adverse events 23 (67.6) 13 (41.9) 36 (55.3) 0.0472

Renal impairment 20 (58.8) 7 (22.6) 27 (41.5) 0.003a
Liver enzymes abnormalities 1 (2.9) 1(3.2) 2(31) >0.9990
Nausea and vomiting 0(0) 4 (12.9) 4(6.2) 0.046°
Skin rash 1(2.9) 0(0) 1(15) >0.999
Others 5(14.7) 2(6.4) 7(10.7) 0.430a

Data expressed as n (%)

aPatients who did not present with signs of recurrent infection were considered to
have achieved remission.

bFisher’s exact test was used

Table 4. Categorised distribution of outcomes after 12 months of
treatment according to the antimicrobial used.

Data expressed as n (%)
aChi-square test
bFisher's exact test

The outcomes observed 12 months after
cessation of antimicrobial therapy are shown in Tables
3 and 4. At the end of the follow-up period, 44.1% of
colistin-treated patients and 38.7% of
tigecycline-treated patients had no signs or symptoms
of infection, and were considered to be in remission.
There was a higher incidence of patients requiring
amputation in the colistin-treated group (20.6%
versus 6.45% in tigecycline group) and a greater loss
of follow-up among tigecycline-treated patients
(25.8% versus 1.7% in colistin group). However, no
statistically significant differences in these outcomes
were noted (P = 0.433). As shown in figure 3, the
Kaplan Meier function estimate did not suggest any
difference in the time intervals of recurrence between
the groups, confirmed by the use of the log-rank test
(P = 0.569). Among the patients who relapsed, the
average time of relapse was 227 days with a standard
deviation of 136 days.

When the outcomes were categorically analyzed
as favorable (remission), unfavorable (recurrence,

Outcome Treatment group Total P value
Colistin Tigecycline (N = 65)
(N =34) (N =31)
Unfavourablea 14 (41.2) 11 (35.5) 25(38.5) 0.535v
Favourable 15 (44.1) 12 (38.7) 27 (41.5)
Lost to follow up 5(14.7) 8(25.8) 13 (20)
Data expressed as n (%)
aDefined as relapse, amputation or death
bChi-squared test
e Group
] .-r'lcln!ist\n t
#Tigecycline ><

0.3

Relapse-free probability

08 T T T T T T
0 60 120 180 240 300 360 420

Time (days)

Figure 3. Kaplan-Meier function of recurrence time according to treatment
groups.
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4. Discussion

The increasing incidence of A. baumannii
complex osteomyelitis caused by carbapenem-
resistant strains represents a challenge in current
clinical practice.[20] Unlike other Gram-negative
bacilli that are frequently resistant to carbapenems,
such as P. aeruginosa or Klebsiella pneumoniae, there are
no new therapeutic options that effectively target A.
baumannii complex. Tigecycline and polymyxins, an
antibiotic group that includes colistin and polymyxin
B, remain the main treatment options for infections
caused by MDR A. baumannii complex.[21]

Adverse events that occur during osteomyelitis
treatment are quite limiting due to the length of the
recommended treatment periods, which can reach 6
months.[22] The use of colistin is especially limiting in
this scenario, due to the high potential for
nephrotoxicity.[23] In addition, the ability of colistin
to penetrate bone tissue has not been established.
Tigecycline has good bone penetration and is
associated with fewer clinically serious adverse events
such as renal events, and these renal events appear to
drive the higher overall adverse events with colistin.
Tigecycline is therefore a reasonable option for

treatment of bone infections associated with
carbapenem-resistant =~ Gram-negative  bacilli.[24]
Experience with tigecycline in this setting is

somewhat limited, as it is not formally indicated for
MDR A. baumannii complex osteomyelitis.

In the present study, the use of tigecycline to
treat patients with  osteomyelitis due to
carbapenem-resistant A. baumannii complex was
associated with a lower overall occurrence of adverse
events than treatment with colistin. Tigecycline was
also associated with significantly less renal
impairment than colistin. Although nausea and
vomiting were more frequent in patients receiving
tigecycline, this adverse event was not associated with
severe outcomes in any patient included in the
present study and is known to be related to the use of
tigecycline.[25]

There were no significant differences in
outcomes between the two groups. However, it
should be noted that the proportion of smokers and
patients with chronic osteomyelitis was higher in
patients treated with tigecycline, and smoking is
generally associated with a worse prognosis in the
treatment of bone and joint infections.[26] The
observed remission rate of 41.5% was lower than that
described for patients who are at least 6 months
post-treatment for osteomyelitis in general (69% to
72%), and for patients with Gram- negative pathogens
(60%).[27,28] These data corroborate the difficulty of
treating osteomyelitis related to carbapenem-resistant
A. baumannii complex. This scenario may be even

worse for implant-related infections. [29] In the
studied sample, there was no statistically significant
difference between the number of patients with
implants and the need for removal of these devices for
treatment, but it must be considered that the total
number of patients with infection directly related to
orthopedic implant was small (20% of total patients).

One of the limitations of this study is related to
the follow-up period of the patients, which was 12
months and may be considered short for the
evaluation of osteomyelitis. Treated cases of these
infections may recur years after treatment has ended.
In addition, particular mechanisms of A. baumannii
complex such as biofilm production and
glycoconjugate formation could also be related to
cases of late relapse of infection. [17,30]

Another important limitation of this study is that
the automated colistin susceptibility testing system
may produce false susceptible results, as has been
described in the literature. Colistin antibiotic
susceptibility test results found by automated systems
to be within the susceptible range, particularly those
at the susceptibility breakpoint (2mg/L), should be
validated by broth microdilution, but this method is
not readily available.[31] However, the great majority
of the isolates described in this study had MIC values
<1 mg/L, which favours the accuracy of the
susceptibility results found. Other clinical studies
using colistin for the treatment of osteomyelitis are
necessary to validate this finding. Future studies are
also needed to assess the safety and efficacy of the
combined use of colistin and tigecycline in this setting
of A. baumannii complex related osteomyelitis with a
high profile of antimicrobial resistance and which
present high rates of infection recurrence after
treatment.

5. Conclusion

Data analysis from this retrospective study
showed that tigecycline was associated with a better
safety profile than colistin for the treatment of
osteomyelitis caused by carbapenem-resistant A.
baumannii complex, with no significant difference in
outcomes after 12 months of follow-up.
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Acknowledgements

The authors thank Wendy Sheridan, PhD for
editorial assistance in writing this article.

Funding

This work was supported by Pfizer Global
Medical Grants [grant number 53232091]. The

http://www jbji.net



J. Bone Joint Infect. 2020, Vol. 5

66

funding entity did not interfere at any stage in the
preparation of this manuscript.

Competing Interests

P.R. Oliveira and A.L. Lima have received funds
for research and for speaking at symposia organized
on behalf of Pfizer. V.C. Carvalho and E.S. Saconi
have received funds for research from Pfizer. F. Rossi
has received funds for speaking at symposia
organized on behalf of Pfizer. All other authors have
nothing to declare.

References

[1] Cerceo E, Deitelzweig SB, Sherman BM, et al. Multidrug-resistant
Gram-negative bacterial infections in the hospital setting: overview,
implications for clinical practice, and emerging treatment options. Microb
Drug Resist 2016; 22: 412-31. doi: 10.1089/mdr.2015.0220

[2] Bassetti M, Russo A, Carnelutti A, et al. Antimicrobial resistance and
treatment: an unmet clinical safety need. Expert Opin Drug Saf 2018; 17: 669-
80. doi: 10.1080/14740338.2018.1488962

[3] Munoz-Price LS, Weinstein RA. Acinetobacter infection. N Engl ] Med 2008;
358: 1271-81. doi: 10.1056/NEJMra070741

[4] Lima AL, Oliveira PR, Paula AP. Acinetobacter infection. N Engl ] Med 2008;
358: 2846.

[5] Mody RM, Zapor M, Hartzell JD, et al. Infectious complications of damage
control orthopedics in war trauma. ] Trauma 2009; 67: 758-61. doi:
10.1097/TA.0b013e3181af6aab

[6] Yun HC, Branstetter JG, Murray CK. Osteomyelitis in military personnel
wounded in Iraq and Afghanistan. ] Trauma 2008; 64 Suppl 2: 5163-8. doi:
10.1097/TA.0b013e318160868¢

[7] Oliveira PR, Carvalho VC, da Silva Felix C, et al. The incidence and
microbiological profile of surgical site infections following internal fixation of
closed and open fractures. Rev Bras Ortop 2016; 51: 396-9. doi:
10.1016/j.rboe.2015.09.012

[8] Davis KA, Moran KA, McAllister CK, et al. Multidrug-resistant Acinetobacter
extremity infections in soldiers. Emerg Infect Dis 2005; 11: 1218-24.

[9] Fily F, Ronat JB, Malou N, et al. Post-traumatic osteomyelitis in Middle East
war-wounded civilians: resistance to first-line antibiotics in selected bacteria
over the decade 2006-2016. BMC Infect Dis 2019; 19: 103. doi:
10.1186/512879-019-3741-9

[10] Weintrob AC, Murray CK, Xu J, et al. Early infections complicating the care of
combat casualties from Iraq and Afghanistan. Surg Infect (Larchmt) 2018; 19:
286-97. doi: 10.1089/sur.2017.240

[11] Vanegas JM, Higuita LF, Vargas CA, et al. Carbapenem-resistant Acinetobacter
baumannii causing osteomyelitis and infections of skin and soft tissues in
hospitals of Medellin, Colombia. Biomedica 2015; 35: 522-30. doi:
10.7705/biomedica.v35i4.2572

[12] Landersdorfer CB, Bulitta JB, Kinzig M, et al. Penetration of antibacterials into
bone: pharmacokinetic, pharmacodynamic and bioanalytical considerations.
Clin Pharmacokinet 2009; 48: 89-124. doi: 10.2165/0003088-200948020-00002

[13] Rose WE, Rybak MJ. Tigecycline: first of a new class of antimicrobial agents.
Pharmacotherapy 2006; 26: 1099-110.

[14] Tsachouridou O, Georgiou A, Nanoudis S, et al. Prolonged and high dosage of

tigecycline - successful treatment of spondylodiscitis caused by

multidrug-resistant Acinetobacter baumannii: a case report. J Med Case Rep 2017;

11: 186. doi: 10.1186/513256-017-1357-5

Schafer JJ, Mangino JE. Multidrug-resistant Acinetobacter baumannii

osteomyelitis from Iraq. Emerg Infect Dis 2008, 14: 512-4. doi:

10.3201/e1d1403.070128

[16] Negi S, Koreeda D, Kobayashi S, et al. Acute kidney injury: epidemiology,
outcomes, complications, and therapeutic strategies. Semin Dia 2018; 31: 519~
27. doi: 10.1111/5sdi.12705

[17] Rao N, Ziran BH, Lipsky BA. Treating osteomyelitis: antibiotics and surgery.

Plast Reconstr Surg 2011; 127 Suppl 1 177-87. doi:

10.1097 /PRS.0b013e3182001f0

Nicolau DP, Quintana A, Korth-Bradley JM, et al. A rationale for maintaining

current tigecycline breakpoints as established by the USA Food and Drug

Administration. Arch Clin Microbiol 2015; 6: 1-12.

[19] Jones RN, Ferraro MJ, Reller LB, et al. Multicenter studies of tigecycline disk

diffusion susceptibility results for Acinetobacter spp. ] Clin Microbiol 2007; 45:

227-30.

Siebenbiirger G, Grabein B, Schenck T, Kammerlander C, Bécker W, Zeckey C.

Eradication of Acinetobacter baumannii/Enterobacter cloacae complex in an

open proximal tibial fracture and closed drop foot correction with a

multidisciplinary approach using the Taylor Spatial Frame: a case report. Eur J

Med Res. 2019;24:2.

[5

[18

[20

[21] Kuo SC, Wang FD, Fung CP, et al. Clinical experience with tigecycline as
treatment for serious infections in elderly and critically ill patients. ] Microbiol
Immunol Infect 2011; 44: 45-51. doi: 10.1016/j.jmii.2011.01.009

[22] Lima AL, Oliveira PR, Carvalho VC, et al. Recommendations for the treatment

of osteomyelitis. Braz ] Infect Dis 2014; 18: 526-34. doi:

10.1016/j.bjid.2013.12.005

Vardakas KZ, Falagas ME. Colistin versus polymyxin B for the treatment of

patients with multidrug-resistant Gram-negative infections: a systematic

review and meta-analysis. Int ] Antimicrob Agents 2017; 49: 233-8. doi:
10.1016/j.jjantimicag.2016.07.023

[24] Griffin AT, Harting JA, Christensen DM. Tigecycline in the management of
osteomyelitis: a case series from the bone and joint infection (BAJIO) database.
Diagn Microbiol Infect Dis 2013; 77: 273-7. doi:
10.1016/j.diagmicrobio.2013.07.014

[25] Ni W, Han Y, Zhao ], et al. Tigecycline treatment experience against
multidrug-resistant Acinetobacter baumannii infections: a systematic review and
meta-analysis. Int ] Antimicrob Agents 2016; 47: 107-16. doi:
10.1016/j.ijantimicag.2015.11.011

[26] Hogan A, Heppert VG, Suda AJ. Osteomyelitis. Arch Orthop Trauma Surg
2013; 133: 1183-96. doi: 10.1007/s00402-013-1785-7

[27] Maffulli N, Papalia R, Zampogna B, et al. The management of osteomyelitis in
the adult. Surgeon 2016; 14: 345-60. doi: 10.1016/j.surge.2015.12.005

[28] Carvalho VC, Oliveira PR, Dal-Paz K, et al. Gram-negative osteomyelitis:
clinical and microbiological profile. Braz J Infect Dis 2012; 16 Suppl 1: 63-7.

[29] de Sanctis J, Teixeira L, van Duin D, et al. Complex prosthetic joint infections

due to carbapenemase-producing Klebsiella pneumoniae: a unique challenge

in the era of untreatable infections. Int J Infect Dis. 2014 Aug; 25: 73-78. doi:
10.1016/j.ijid.2014.01.028

Harding CM, Hennon SW, Feldman MF. Uncovering the mechanisms of

Acinetobacter baumannii virulence. Nat Rev Microbiol. 2018;16:91-102. doi:

10.1038/nrmicro.2017.148.

[31] Vourli S, Dafopoulou K, Vrioni G, et al. Evaluation of two automated systems
for colistin susceptibility testing of carbapenem-resistant Acinetobacter
baumannii clinical isolates. ] Antimicrob Chemother 2017; 72: 2528-30. doi:
10.1093 /jac/ dkx186

23

[30

http://www jbji.net



