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Clinical differences betw
een delayed and acute
onset postoperative spinal infection
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Abstract
Spine surgeons often encounter cases of delayed postoperative spinal infection (PSI). Delayed-onset PSI is a common clinical
problem. However, sincemany studies have investigated acute PSIs, reports of delayed PSI are rare. The purpose of this study was
to compare the clinical features, treatment course, and prognosis of delayed PSI with acute PSI.
Ninety-six patients diagnosed with postoperative spinal infection were enrolled in this study. Patients were classified into 2

groups: acute onset (AO) within 90days (n = 73) and delayed onset (DO) after 90days (n=23). The baseline data, clinical
manifestations, specific treatments, and treatment outcomes were compared between the 2 groups.
The history of diabetes mellitus (DM) and metallic instrumentation at index surgery were more DO than the AO group. The

causative organisms did not differ between the 2 groups. Redness or heat sensation around the surgical wound was more frequent
in the AO group (47.9%) than in the DO group (21.7%) (P= .02). The mean C-reactive protein levels during infection diagnosis was
8.9mg/dL in the AO and 4.0mg/dL in the DO group (P= .02). All patients in the DO group had deep-layer infection. In the DO group,
revision surgery and additional instrumentation were required, and the duration of parenteral antibiotic use and total antibiotic use
was significantly longer than that in the AO group. Screw loosening, disc space collapse, and instability were higher in the DO group
(65.2%) than in the AO group (41.1%) (P= .04). However, the length of hospital stay did not differ between the groups.
Delayed-onset PSI requires more extensive and longer treatment than acute-onset surgical site infection. Clinicians should try to

detect the surgical site infection as early as possible.

Abbreviations: AO = acute onset, CRP = C-reactive protein, DO = delayed onset, ESR = erythrocyte sedimentation rate, PCR
= polymerase chain reaction, PSI = postoperative spinal infections, SSI = surgical site infection.

Keywords: antibiotic prophylaxis, delayed infection, postoperative complication, spondylodiscitis, surgical wound infection
1. Introduction

Postoperative spinal infections (PSI) are one of themost common
complications of spinal surgery.[1–3] Compared to other
orthopedic surgical interventions, the incidence of postoperative
infections in spine surgery is higher, has more severe compli-
cations,[4] and can cause pseudoarthrosis, chronic pain,
deformity, neurologic sequelae, and even death. These infections
result in longer hospital stays, higher revision surgery rates, and
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even higher mortality, with the average additional cost for each
patient being $4067–$200,000.[5,6]

Although it is important to identify the characteristics of PSI,
the symptoms of PSI are unclear, and it is difficult to diagnose
postoperative infections. Various authors have described and
classified infections based on their diagnosis.[7,8] However, there
is no absolute standard separating acute-or delayed-onset
infections among the various studies, and acute-onset infections
are rarely compared directly to delayed-onset infections. Proper
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management of delayed infections remains controversial. Differ-
ences exist in the treatment methods and prognoses between
acute-and delayed-onset infections. Acute phase treatments
appear to be simpler and can be treated with intravenous
antibiotics alone.[9] In delayed infections, the detection of
bacteria is delayed, thereby postponing diagnosis. If an early
detection of delayed infections is feasible, it can have a large
impact on the overall treatment modality and prognosis of
infections after spinal surgery.
The purpose of this study was to identify the risk factors for

acute and delayed onset PSI and to compare the clinical features
and outcomes to determine the most effective treatment for each
type of infection.
2. Methods

This retrospective cohort study was approved by the Institution-
al Review Board (No. 201903011).We used an institution-based
electronic registry database with discharge diagnoses of
“postoperative infection,” “infectious spondylitis,” “surgical
site infection,” “postoperative wound infection” from March
2000 to July 2018 in the orthopedic department of Soon-
chunhyang University, College of Medicine. Each case was
reviewed manually.
We excluded patients who had PSI cervical lesions, less than 2

years of follow-up after infection treatment, and surgical site
infection caused by tuberculosis, fungus, or parasite infection.
The patients’ baseline data included smoking history, comor-
bidities (e.g., hypertension, diabetes mellitus, end-stage renal
disease, and liver cirrhosis), age, sex, body mass index (BMI),
type of index operation, and instrumentation usage, which were
used to differentiate between the acute onset (AO) and delayed
onset (DO) groups. We described PSI based on the criteria for
defining and classifying PSIs in the Centers for Disease Control
and Prevention National Health Safety Network for both
superficial and deep surgical site infections (SSI).[10] All
infections were diagnosed based on patient symptoms (e.g.,
fever, localized swelling or heating, wound dehiscence, back
pain) and inflammatorymarkers (e.g., erythrocyte sedimentation
rate [ESR], C-reactive protein [CRP]) and confirmed by an
infectious disease physician and attending surgeon. Blood
cultures were performed for every patient before antibiotic
exposure. Wound cultures were performed after the wounds
were accessed. Two fellowship-trained orthopedic spine sur-
geons categorized infections into 2 groups, superficial and deep
layers, based on their depth. We defined AO PSIs as infections
that occurred within 90days after the index operation and DO
PSIs as infections that occurred 90days after the index
operation.[11–13] We compared revision surgeries and antibiotic
usage to determine differences in specific treatment methods. In
this study, exposure to antibiotics was defined as any use of
antibiotics within 2weeks prior to obtaining culture samples in
this study.[14] We defined only those procedures that were
performed under general anesthesia as revision surgeries and
did not include irrigation or simple debridement under local
anesthesia. For PSI treatment outcomes, we analyzed radiologic
findings, additional anterior surgeries, and extension of fusion
to adjacent segments during the treatment course. Poor
radiologic findings were defined as disc space collapse and/or
pedicle screw pull-out in the final follow-up images compared
with immediate postoperative radiographs associated with
deterioration of clinical symptoms.[15] Additional anterior
2

surgery and extension of fusion to adjacent segments were
defined as cases that gained a damaged anatomic structure by
repeated invasive procedures rather than the planned index
operation. Additionally, the length of hospital stay and number
of deaths were investigated.
All statistical analyses were performed using SPSS version 26.0

for Windows (SPSS Inc., Chicago, IL, USA). The Chi-Squared
test and Fisher exact test were used to determine the differences
in proportions for each variable, and the independent samples t-
test or Mann–Whitney U test was used to compare continuous
variables between groups. Statistical significance was set at
P< .05 as statistically significant.
3. Results

3.1. Baseline data

In this study, we retrospectively evaluated 96 patients. The acute
infection group comprised 73 patients who were diagnosed with
infections within 90days of their index operation, and 23
patients were classified as having delayed infections. The mean
age of patients at surgery was 69.7years (range 37–94years) in
the AO group and 68.3years (range 42–89years) in the DO
group. There were 43 men and 30 women with acute infections,
and 16 men and 7 women with delayed infections. The number
of patients with a history of diabetes was higher in the DO group
(47.8%) than in the AO group (20.5%) (P= .01). Metallic
instrumentation was used in the index operations in 40 patients
(54.8%) in the AO group and 18 patients (78.3%) in the DO
group (P= .04). There were no significant differences in age, sex,
BMI, type of index operation, or postoperative albumin levels
between the AO and DO groups (Table 1).

3.2. Clinical characteristics

Among the 5 SSI symptoms/signs (back pain, localized swelling,
redness or heating sensation, wound dehiscence, and fever
[≥38°C]), redness or heating sensation was more frequent in the
AO group (47.9%) than in the DO group (21.7%) (P= .02).
There were no significant differences in the culture results.
ESR levels were similar between the 2 groups. The mean CRP

level was higher in the AO group (8.9mg/dL) than in the DO
group (4.0mg/dL) (P= .02). Antibiotic exposure and duration
were similar between the 2 groups. All patients in the DO group
had deep SSIs, but only 74% of those in the AO group had deep
SSIs (P= .005) (Table 2).

3.3. Specific PSI treatments and results

Revision surgery was performed in all patients in the DO group
(23 patients) and 79.5% (58 patients) in the AO group (P= .01).
The revision methods varied. Incision and drainage were
performed in 38.4% of the AO group (28 cases) and in 13%
of the DO group (3 cases). Instrumentation use was more
frequent in the DO group (13 cases, 56.5%) than in the AO
group (22 cases, 30.1%). There were no significant differences in
the number of revisions between the 2 groups. The duration of
antibiotic use was significantly different between the 2 groups.
The mean duration of parenteral antibiotic usage was 38.1days
in the AO group and 45.0days in the DO group (P= .03). The
total antibiotic usage (intravenous + oral) duration was longer in
the DO group (68.5days) than in the AO group (51.7days)
(P= .01) (Table 3).



Table 1

Baseline data between acute onset (AO) and delayed onset (DO)
patients.

Variable Acute (n=73) Delayed (n=23) P value

Age, mean (SD)† 69.7±12.6 68.3±11.8 .468
Sex .360

Male 43 (58.6%) 16 (69.6%)
Female 30 (41.1%) 7 (30.4%)

Comorbidity
Cigarette smoker 30 (41.1%) 9 (39.1%) .867
Hypertension 37 (50.7%) 11 (47.8%) .811
Diabetes mellitus 15 (20.5%) 11 (47.8%) .010

∗

Liver cirrhosis< 3 (4.1%) 0 (0.0%) 1.000
Hemodialysis< 2 (2.7%) 0 (0.0%) 1.000
Old age (>70) 40 (54.8%) 12 (52.2%) .826

No. of co-morbidity† .273
No. <3 56 (76.7%) 15 (65.2%)
No. ≥3 17 (23.3%) 8 (34.8%)

BMI, mean (SD)† 24.2±3.0 24.1±3.8 .925
Index operation< .629

Posterior fusion 40 (54.8%) 16 (69.6%)
Anterior fusion 4 (5.5%) 2 (8.7%)
Anterior and posterior fusion 22 (30.1%) 1 (4.3%)
Decompression 23 (31.6%) 4 (17.4%)

Metallic instrumentation 40 (54.8%) 18 (78.3%) .045
∗

Operation time, mean (SD)† 179.21±116.8 128.4±81.9 .063
Postop. albumin level (mg/dL),

mean (SD)†
3.1±0.5 3.1±0.7 .914

No = number, Postop = postoperative.
∗
P value <.05.

< P value by fisher’s exact test.
‡ P value by Chi-Squared test.
† P value by Mann–Whitney U test.
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Poor radiologic findings were more common in the DO group
(65.2%) than in the AO group (41.1%) (P= .04). However, the
rates of performing additional anterior surgeries and extensions
of fusion to adjacent segments were similar between the 2
groups. The length of hospital stays was 74.2days in the AO
group and 64.7days in the DO group, which was not statistically
different (Table 4). Only 1 patient in the AO group died during
the treatment course.
4. Discussion

Among the 96 patients who met our PSI criteria, 24.0% of all
infections occurred in the DO group. The rates of delayed
infection have been reported to be 4.3%[16] and 16.7%[7] in
previous studies. Compared to these studies, our delayed
infection prevalence was much higher, which might be
attributable to our definition of delayed infection. Some studies
define delayed infection as occurring 9months after the index
operation,[17–19] while others claim that a time period of only 4
weeks or 6months constitutes delayed infection.[7,8] The
definition of the duration of delayed infection remains
controversial. For accurate analysis of delayed infections, it is
important to establish a precise definition of the duration of
postoperative infections.
Acute-and delayed-onset infections are known to have

different pathological mechanisms. Viola et al explained that
acute-onset infections are derived from a slow wound healing
process. However, delayed onset infections are associated with
3

implants.[20] Implants can incubate bacteria and cause delayed
infections.[21] In our study, patients who had implants inserted
during their index operation had a greater chance of developing
delayed infection. This result is consistent with those of previous
studies. In patients with implants, bacteria can attach to the
structure, form multiple colonies, and develop a glycocalyx
membrane, resulting in a biofilm that resists host defenses and
antibiotics.[22–24] However, after the use of antibiotics was
terminated, the bacteria in the biofilm were expressed, and
infection could be detected.
Richard et al hypothesized that delayed infection occurs in 2

ways.[11,25] The first is hematogenous seeding and the second is
intraoperative seeding. The causative organisms of both path-
ways have been reported to be Propionibacterium acnes and
Staphylococcus epidermidis.[25] Because these bacteria have low
virulence and grow slowly, their detection can be delayed.[25]

The slow growth rate and low virulence of P. acnes indicate that
cultures should be taken for longer time periods, with some
studies even suggesting up to 14days.[26,27] In our study, there
was no infection caused by P. acnes, and only 19 patients in the
AO group and seven patients in the DO group had S. epidermidis
infections, with no significant differences between the 2 groups.
Generally, in our hospital, bacterial wound cultures are routinely
examined after 24 and 48hours of incubation. When colonies
were not detected after 48hours, the media was held, unless a
clinician’s special order suspected aerobes or slow-growing
bacteria.[28] This may be the reason for the lack of P. acnes
detection.
Therefore, it is important to identify infectious organisms

through appropriate screening for proper treatment. However,
low-grade infections caused by less virulent skin bacteria are
often neglected because the symptoms are often unclear and can
present simply as persistent pain. Recently, several tests have
been developed to address this problem. Corvec et al claimed
that aerobic and anaerobic cultures should be carried out in
different culture media for 5 to 7days under aerobic conditions
and for at least 2weeks under anaerobic conditions.[29,30] In
addition, 16S rRNA polymerase chain reaction (PCR) amplifi-
cation can be used to confirm the identity of causative organisms,
even if the bacteria are unculturable.[31] Although commercial
multiplex PCR kits can be used, these test kits cannot identify all
organisms, although in some studies, the causative organisms
weremore frequently identified bymultiplex PCRs than by tissue
cultures.[30,32] Therefore, it is prudent to consider using this
multifaceted approach to achieve an early diagnosis of the
causative organisms that can cause delayed infections.
Accurate diagnosis of infections is crucial to determine correct

treatment strategies. Physical examination or the recognition of
patient symptoms can help in the early diagnosis of infections.
According to our study, 35 patients in the AO group complained
of heat or color changes at their operative sites, with their mean
CRP levels increasing to 8.9mg/dL. However, 95.7% of the
patients in the DO group complained that back pain was their
main symptom, not redness or a heating sensation. These results
indicate that the diagnosis of delayed-onset infections can be
difficult (). Therefore, clinicians should always be aware of the
possibility of delayed infections after spine surgeries because
clinical features and laboratory test results are not always
definitive.

In our study, there were several significant differences in the
treatment of infections between the AO and DO groups. First,
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Figure 1. Plain radiographs show no abnormal findings, such as loosening, instability, disc space collapse 4months after surgery. However, this patient
complained un-explained persisting back pain (A). The CRP level reduced to normal range 3months after surgery, but was slightly increased at an outpatient
follow-up 4months after surgery (B). Contrast-enhanced MRI shows thickening of anterior longitudinal ligament and small abscess pocket at L5-S1 level (white
arrow). This is a suspicious sign of postoperative surgical site infection at 4months after surgery (C, D).

Table 2

Clinical characteristics between acute onset (AO) and delayed
onset (DO) patients.

Variable
Acute
(n=73)

Delayed
(n=23) P value‡

Culture results
MSSA< 4 (5.5%) 1 (4.3%) 1.000
MRSA< 9 (12.3%) 6 (26.1%) .184
Staphylococcus epidermidis 19 (26.0%) 7 (30.4%) .678
Enterococcus faecalis< 4 (5.5%) 1 (4.3%) 1.000
Escherichia coli< 2 (2.7%) 0 (0.0%) 1.000
Enterobacter clocae< 0 (0.0%) 1 (4.3%) .240
Pseudomonas aeruginosa< 0 (0.0%) 2 (8.7%) .055
Culture negative yield 27 (37.0%) 12 (52.2%) .196

Symptoms/signs
Increasing or persisting back pain < 62 (84.9%) 22 (95.7%) .283
Localized swelling < 18 (24.7%) 2 (8.7%) .142
Redness or feeling of heat 35 (47.9%) 5 (21.7%) .026

∗

Wound dehiscence < 8 (11.0%) 2 (8.7%) 1.000
Fever (>38°C) 20 (27.4%) 3 (13.0%) .160

ESR level (mm/h), mean (SD)† 81.3±29.6 88.4±29.2 .400
CRP level (mg/dL), mean (SD)† 8.9±12.4 4.0±3.1 .020

∗

Antibiotics exposure 41 (56.2%) 10 (43.5%) .288
Exposure duration (days), mean (SD)† 4.5±6.6 6.7±15.5 .618

Layer of infection< .005
∗

Superficial 19 (26.0%) 0 (0.0%)
Deep 54 (74.0%) 23 (100.0%)

MSSA = Methicillin-sensitive Staphylococcus aureus, MRSA = Methicillin-resistant Staphylococcus
aureus, ESR = erythrocyte sedimentation rate, CRP = C-reactive protein.
∗
P value <.05.

< P value by fisher’s exact test.
‡ P value by Chi-Squared test.
† P value by Mann–Whitney U test.
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the incidence of deep-layer infections was higher in the DO
group than in the AO group. All patients with delayed
infections underwent revision surgeries, while 20.5% of cases
in the AO group were treated only with antibiotics. There were
also differences in the types of revision surgery between the AO
and DO groups. In the AO group, incision and drainage were
the most common types of revision surgeries. However, in the
DO group, both additional instrumentation and implant
removal were required to manage PSIs. Statistically, there
was no significant difference in the number of revision surgeries
among the patients. However, clinically, the mean number of
revision surgeries was higher in the DO group than in the AO
group. The duration of antibiotic use also differed between
acute and delayed infections. The mean total number of days of
antibiotic use was 68.5days in the DO group and 51.7days in
the AO group. These results indicate that the infection depth
was more severe, and the treatment was more difficult in the
DO group. As the diagnosis of infection was delayed, more
serious and prolonged interventions (antibiotic use or more
extensive revision surgeries) were needed for treatment.
Additionally, similar to most studies describing the proper
management of delayed infections, poor radiologic findings
were more frequent in the DO group.[4,33] Consequently, to
prevent additional extensive revision surgeries and obtain a
better prognosis for patients with PSIs, it is important to
identify early signs of infection and prevent delays in proper
treatment.
This study had several limitations. First, the delayed onset is

not clearly defined. Thus, many previous reports have presented
different incidences of delayed-onset infection. Therefore, a
direct comparison with other studies is insignificant. In Table 5,
the most frequent period was 4weeks after the index surgery as



Table 3

Specific treatment between acute onset (AO) and delayed onset
(DO) patients.

Variable
Acute
(n=73)

Delayed
(n=23) P value‡

Revision surgery 58 (79.5%) 23 (100%) .018
∗

Revision method< .001
∗

I & D 28 (38.4%) 3 (13.0%)
Decompression 2 (2.7%) 1 (4.3%)
Instrumentation 22 (30.1%) 13 (56.5%)
Removal of implant 6 (8.2%) 6 (26.1%)

No. of revision surgery, mean (SD)† 1.1±0.8 1.3±0.5 .137
Duration (days) of parenteral antibiotics

treatment, mean (SD)†
38.1±21.6 45.0±17.1 .039

∗

Duration (days) of oral antibiotics
treatment, mean (SD)†

13.9±12.5 21.1±21.5 .094

Duration (days) of total antibiotics
treatment, mean (SD)†

51.7±27.6 68.5±38.0 .012
∗

I&D = incision and drainage.
< P value by fisher’s exact test.
‡ P value by Chi-Squared test.
† P value by Mann–Whitney U test.

Table 4

Final results between acute onset (AO) and delayed onset (DO)
patients.

Variable Acute (n=73) Delayed (n=23) P value‡

Poor radiologic findings
(loosening, collapse, instability)

30 (41.1%) 15 (65.2%) .043
∗

Anterior surgical approach 20 (27.4%) 10 (43.5%) .147
Additional segment surgery 9 (12.3%) 6 (26.1%) .184
Length of hospital stay, mean (SD)† 74.2±39.2 64.7±39.2 .172
Death< 1 (4.4%) 0 (0%) N/A

‡ P value by Chi-Squared test.
† P value by Mann–Whitney U test.
< P value by fisher’s exact test.
N/A = not available.
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delayed infection.We chose this period for our study.We believe
that 12weeks is appropriate for this concept. A period of 4weeks
is possible for delayed diagnosis by a clinician, not delayed onset
PSI. Second, due to its retrospective design, we were unable to
identify the types of bacteria or other microorganisms and in
Table 5

Reported criteria for separate delayed onset infection from acute
onset infection in the literature.

Defined duration Author

≥4 wks Chaudhary et al,[34] Christodoulou
et al,[35] Abhijit et al,[33] Sharif
et al,[36] Parchi et al [37]

≥12 wks Wang et al,[11] Chen
et al,[12] Cahill et al,[13] Schömig
et al,[38] Hedequist et.al.[39]

≥6 mo Peter et al,[16] Jianxiong et al[7]

≥12 mo Clark et al,[17] Swarup et al [40]

5

turn their incubation periods. PCR, molecular sonication
techniques for implants, and other techniques can be used to
detect infectious organisms. However, these methods are not
commonly used in clinical practice. For the reason mentioned
above, when the organism was not incubated, wound culture
lasted just 2days and blood culture lasted 5days. Therefore,
slow-growing and fussy organisms, such as P. acnes, were not
detected in this study. However, this was carried out following a
clinical laboratory textbook[28] and we think this may reflect a
real clinical situation.
5. Conclusion

Delayed-onset PSI mostly involves a deep layer, and internal
structures are affected by the organism for a long time. Thus,
the treatment method may be more aggressive than that for
acute PSI. In cases of delayed-onset PSI, revision surgery was
necessary. Moreover, the duration of antibiotic use was
longer in patients with delayed onset. From the viewpoint of
treatment, delayed-onset PSI results may indicate a worse
prognosis than acute-onset PSI. Therefore, early diagnosis is
important. However, the symptoms and abnormal laborato-
ry results are not specific to delayed-onset PSI. In the present
study, almost all patients with delayed-onset PSI had
symptoms of increasing or persisting back pain for a long
time after surgery. When a patient has an abnormal pattern
of back pain after spinal surgery, the clinician must consider
the possibility of delayed SSI, and the diagnostic approach
should be a combination of clinical, laboratory, and imaging
studies. When a surgeon performs a surgery, highest
sensitivity in the diagnosis of PSI must be achieved for
which, at least 3 intraoperative tissue samples should be
submitted for culture. The removed implant should be
sonicated to get a tissue sample to be incubated for a longer
period as compared to ordinary culture schedule to detect
slow-growing organisms. Although this is a single-center,
small patient, and retrospective observational study, we
believe it provides a crucial reference for the treatment of
delayed-onset PSI.
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