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Abstract: Clostridium difficile is an emerging cause of healthcare associated infections. In nine hospitals
of an Italian Local Health Authority the episodes of C. difficile infection (CDI) were identified using the
data registered by the centralized Laboratory Information System, from 2010 to 2015. CDI incidence
(positive patients for A and/or B toxins per patients-days) was analysed per year, hospital, and ward.
A number of cases approximately equivalent to the mean of identified cases per year were studied
retrospectively to highlight the risk factors associated to CDI and their severity. Nine hundred and
forty-two patients affected by CDI were identified. The overall incidence was 3.7/10,000 patients-days,
with a stable trend across the six years and the highest rates observed in smaller and outlying hospitals
(up to 17.8/10,000), where the admitted patients were older and the wards with the highest incidences
(long-term-care: 7.6/10,000, general medicine: 5.7/10,000) were more represented. The mean age of
patients in each hospital was correlated with CDI rates. Of the 101 cases selected for the retrospective
study, 86.1% were healthcare associated, 10.9% community acquired; 9.1% met the criteria for
recurrent case and 23.8% for severe case of CDI. The overall mortality rate was 28.7%. Comorbidity
conditions occurred in 91.1%, previous exposure to antibiotics in 76.2%, and proton pump inhibitors
in 77.2%. Recurrent and severe cases were significantly associated with renal insufficiency and
creatinine levels ≥2 mg/dL. The survey based on the centralized laboratory data was useful to study
CDI epidemiology in the different centres in order to identify possible weaknesses and plan control
strategies, in particular the reinforcement of staff training, mainly targeted at compliance with contact
precautions and hand hygiene.
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1. Introduction

Over the last two decades Clostridium difficile has been reported as the greatest cause of healthcare
associated infections in North America and Europe [1–4].
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Clinical manifestations range from mild diarrhoea to pseudomembranous colitis, toxic megacolon,
bowel perforation, and death [5,6]. The increasing morbidity and mortality of C. difficile infections
(CDIs) are attributable to emerging highly virulent strains, known as ribotype 027 (commonly referred
to as 027/NAP1/B1) and ribotype 078, which have been implicated in severe hospital outbreaks in the
United States (U.S.), Canada, and Europe [7–11].

Major risk factors of CDI include hospitalization and prolonged length of stay in hospital,
advanced age (>65 years), and antibiotic exposure (in particular to clindamycin, fluoroquinolones,
and cephalosporins) within the preceding three to four months [6,12–14]. Other secondary risk factors
include comorbidity conditions such as renal disorders [15,16], inflammatory bowel diseases [17], acid
reducing therapy [2,18,19], and gastrointestinal surgery or procedures [12].

In U.S. hospitals, from 2001 to 2010, the overall CDI incidence was 5.9 per 1000 total discharges,
with a mortality rate of 8.8% in older adults, 6.9% in adults, and 3.1% in the paediatric population [20].
CDI incidence increased from 5.6 per 1000 discharges in 2001 to 12.7 per 1000 discharges in 2011 [21].
In Europe, a study conducted on 482 hospitals across 20 European countries in 2012–2013 reported
7.0 cases of CDI per 10,000 patients-days (country range from 0.7 to 28.7) [22]. The overall incidence
rates showed an increasing trend compared with 2005 (2.5 cases per 10,000 patients-days) [23] and
2008 (4.1 per 10,000 patients-days) [24]. However, a high variability among European hospitals and
countries was observed, with increasing incidence rates in Spain [25], Germany [26], and France [27],
while the number of cases remained static in Belgium and decreased in England and Wales from
2007–2008 [3]. This reduction may be attributable to the implementation of prevention strategies and
the introduction of mandatory reporting of CDI after a six-fold increase of CDI related mortality had
been observed from 1999–2006 [28].

In Italy, a mandatory surveillance system for CDI is not active and it is difficult to have an overall
picture of CDI incidence. Italian data regarding CDI rates derive mainly from some European surveys
conducted in 2005 [23], 2008 [24], and 2012–2013 [22], involving few Italian hospitals. Other studies
report local data from hospitals in North and Central Italy: the incidence rates range from less than 1
to 23.3 per 10,000 patients-days [29–33]; however, these data are not comparable, since they include
different wards and categories of patients and are derived from a wide variety of diagnostic procedures
and surveillance methods across hospitals [34]. The overall analysis of the available data shows that
the incidence of CDI significantly increased from 2006 to 2014 and that the general medicine wards
have the highest number of cases, with percentages ranging from 46% to 80% of cases [29–31], and
incidence rates up to 23.3 per 10,000 patients-days [32]. Ribotype 027 is also emerging in Italy and
a cluster of fulminant C. difficile 027 colitis was recently observed in an intensive care unit in Rome [35].

Following the increase in the incidence and the emergence of the 027 strain, different guidelines
for the diagnosis, treatment, and prevention of CDI were published [36–38]. In Italy the SIMPIOS
(Società Italiana Multidisciplinare Prevenzione Infezioni Organizzazioni Sanitarie) prepared a guideline
document which, on the basis of the literature and international guidelines, suggests prevention
strategies and the adoption of an active surveillance system in hospitals, making it possible to quantify
the impact of these infections and assess the success/failure of the measures adopted [39].

In the nine hospitals included in its territory, the Local Health Authority of Bologna (Emilia
Romagna Region) implemented a system of surveillance and control of a number of pathogens,
identified as “alert organisms”, such as C. difficile. The aim of this study was to assess the CDI
incidence in these healthcare facilities from 1 January 2010 to 31 December 2015. A number of cases
approximately equivalent to the mean of identified cases per year was selected in order to study
retrospectively the risk factors associated with CDI onset and their severity.
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2. Materials and Methods

2.1. Setting and Study Design

The study was conducted in the nine hospitals of the Local Health Authority of Bologna, Emilia
Romagna Region, Italy. The territory of the Local Health Authority extends approximately over
3000 km2 and includes about 868,000 inhabitants, 23% over 65 and 8% over 80 years. Of the
nine hospitals, two are in the city centre and the remaining seven are in the surrounding areas,
accounting for a total of around 230,000 admissions per year. From 1 January 2010 to 31 December
2015 all patients with CDI were identified through the hospital laboratory database.

The study was performed within the institutional surveillance of healthcare-associated infections
and involved the analysis of existing anonymised clinical and laboratory data. An informed consent
for the use of anonymised data for scientific purposes was signed by all patients admitted to the
hospitals and for this reason an ethical approval was not required.

The incidence of CDI was calculated for the six years of the study, stratified according to type
of ward and hospital. A retrospective study was carried out on a number of cases approximately
equivalent to the mean of identified cases per year in the wards of general medicine, long-term care,
intensive care unit (ICU), surgery, and other wards (cardiology, neurology, etc.) using the patients’
clinical charts to collect data on epidemiological, clinical, and microbiological characteristics in order
to assess the risk factors present and the causes of the severe and recurrent cases.

2.2. Definitions

According to the recommended Italian guidelines [39], a case of CDI was defined as the presence
of liquid or informed stools or toxic megacolon and laboratory analysis positive for C. difficile toxin A
and/or B. All other causes of diarrhoea were excluded as well as asymptomatic patients with C. difficile,
even if positive for toxin. CDI was assumed to be healthcare associated if diarrhoea started from
48 h after hospital admission to four weeks after hospital discharge or within 48 h from admission
of patients discharged from another healthcare facility within the previous four weeks. Cases were
defined as community-acquired if CDI signs occurred within 48 h from admission of patients who had
not stayed in another hospital/healthcare facility in the previous three months. Cases that did not fit
any of these criteria were classified as unknown [39].

A case was defined as recurrent if the symptoms, accompanied by a C. difficile positive test,
recurred no more than eight weeks after the complete resolution of the first episode. A case was
defined as severe when at least one of the following events occurred within 30 days of onset of
symptoms: admission to ICU for complications, colectomy for toxic megacolon, perforation, and
death [39].

2.3. Data Collection

In the hospitals of the Local Health Authority of Bologna, infection surveillance is supported by
a system (MERCURIO, Noemalife, Bologna, Italy) which provides reliable information in a timely
manner to effectively identify the infective strains. This system acquires essential microbiology data
directly gleaned from the Laboratory Information System (LIS) and patient information such as
admission data and clinical information.

For the computation of the annual incidences of CDI, cases identified through LIS were related to
the overall number of hospital patients-days obtained from the hospital archives. If at least two patients
with CDI were identified in the same operative unit, an epidemiologic investigation was initiated
involving the collection of anamnestic and clinical-assistential data in order to check for a possible
association between the cases and thus the presence of epidemic clusters.

For the retrospective analysis of the risk factors for CDI, recurrent CDI, and severe CDI, data were
collected from the patients’ clinical charts. From the 942 cases that occurred during the six years of the
study, 148 were randomly selected, approximately equivalent to the mean incidence per year in the
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selected wards (general medicine, long-term care, intensive care unit, surgery, cardiology, neurology).
Patients were selected from all nine hospitals. However, these were not all aligned with the digital
clinical charts system: the smaller outlying hospitals had only gradually adopted the computerized
archive system, whereas it had been used from the beginning of the study in the larger urban hospitals.
Of the 148 selected cases, only 101 clinical charts were available, corresponding to approximately 10%
of the total cases. The loss of medical records was concentrated on small outlying hospitals, especially
in the early years of the study.

A database was set up for the collection of all the items related to: epidemiological characteristics of
patients (age, gender), clinical history (comorbidities, gastrointestinal surgery, previous hospitalization
within 30 days before CDI, previous therapy with antimicrobials, proton pump inhibitors, and/or
histamine 2 blockers within 30 days before CDI, length of hospital stay before developing CDI),
symptoms and therapeutic management (duration of diarrhoea, serum albumin ≤ 2.5 g/dL, serum
creatinine ≥ 2 mg/dL, and/or leukocyte count ≥ 20 × 109/L during four days before or two days
after CDI, type of antimicrobial treatment and complications). Moreover, the number of deaths was
recorded, reporting the cause of death and the contribution of CDI to each death, as reported by the
clinicians on the clinical charts.

2.4. Microbiological Analysis

All the microbiological analyses were performed in the same centralized laboratory of the Local
Health Authority. Screening for C. difficile was performed using a rapid enzyme immunoassay:
the Tox A/B Quik Chek® test (Wampole™), which searches for toxins A and B in faecal specimens
from persons suspected of having C. difficile disease, according to clinical manifestation. Positive
samples were treated by ethanol shock, inoculated onto a selective medium (Clostridium Difficile
Agar Base, supplemented with taurocholate 1 g/L, cycloserine 500 mg/L and cefoxitin 16 mg/L,
Oxoid, Basingstoke, UK), and incubated anaerobically at 37 ◦C for 48 h. C. difficile was identified by
characteristic colony morphology and Gram stain. The positive cultures were confirmed with a rapid
latex agglutination test (C. difficile Test Kit, Oxoid, Basingstoke, UK).

2.5. Statistical Analysis

Incidence rates were calculated as the number of patients with positive C. difficile toxin assay
per 10,000 patients-days. In order to compare annual rates, 95% confidence intervals (CIs) were
calculated, assuming a Poisson distribution [40]. For trend analysis we used χ2 test for trend.
Categorical variables were compared among severe CDI cases, recurrent CDI cases, and non-severe
and non-recurrent CDI cases using Pearson χ2 test or Fisher’s exact test, while continuous independent
variables were compared among these groups using Kruskal-Wallis test.

The significance level was set to p < 0.05. Multinomial logistic regression was used to analyse the
risk factors of severe CDI and recurrent CDI. In this analysis non-severe and non-recurrent CDI cases
were used as reference group.

All statistical analyses were conducted using the SPSS Statistics, Version 22 (IBM, Chicago, IL,
USA) for Windows, and Stata, using the p-test procedure to calculate χ2 for trend.

3. Results

3.1. CDI Rates

From January 2010 to December 2015, a total of 942 CDI cases were identified with an overall
incidence of 3.7 per 10,000 patients-days without significant trends in the annual incidence (Table 1).
The number of samples tested per 10,000 patients-days did not vary significantly during the study
period and was on average 27.1/10,000. The percentage of positive tests was stable across the years
ranging from 12% in 2013 (the lowest value) to 14.9% in 2010 (the highest value during the study
period). The positive result of the toxin test was confirmed by bacterial culture in over 96% of cases.
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Table 1. Stool samples tested (numbers and incidence rates) and Clostridium difficile infection (CDI)
cases (numbers and incidence rates) per 10,000 patients-days, per year.

Years

Tested Stool Samples CDI Cases

n n/10,000
Patients-Days 95% CI p Trend % Positive of

Taken Samples n n/10,000
Patients-Days 95% CI p Trend

2010 1172 25.3 23.8–26.7

ns

14.9 175 3.8 3.2–4.4

ns

2011 1279 27.0 25.5–28.5 14.2 181 3.8 3.3–4.4
2012 1366 29.8 28.3–31.4 13.5 185 4.0 3.5–4.7
2013 1182 29.3 27.7–31.1 12 142 3.5 3.0–4.2
2014 922 23.8 22.3–25.4 12.6 116 3.0 2.5–3.6
2015 1007 26.9 25.3–28.6 14.2 143 3.8 3.2–4.5

CI: confidence interval; ns: not significant.

The incidence of CDI cases showed a high variability among the nine hospitals (named from H1
to H9 in decreasing order of size), ranging from the highest values in H9 and H5 (overall incidence
across years: 17.8/10,000 and 8.6/10,000, respectively) and the lowest values in H4 (1.8/10,000), H1
(2.4/10,000), and H2 (2.7/10,000). The hospitals with the highest incidences (H9 and H5) were also
those that requested the greatest number of laboratory tests, and had the highest percentages of
positive tests (around 20% vs. 11%–14% in the other hospitals) (Table 2).

Table 2. Overall incidence of CDI in the nine hospitals of the Local Health Authority of Bologna during
the study period (2010–2015). Hospitals are numbered in decreasing size (patients-days).

Hospitals
Tested Stool Samples CDI Cases Outbreaks

n/10,000
Patients-Days

% Positive of
Taken Samples n n/10,000

Patients-Days 95% CI n Number of Cases
per Outbreak

H1 22.5 10.8 264 2.4 2.1–2.7 4 5–9
H2 24.3 11.4 125 2.7 2.2–3.1 1 2
H3 31.1 14.0 127 4.6 3.8–5.4 3 5–12
H4 14.8 12.7 36 1.8 1.3–2.5 1 4
H5 40.1 20.8 130 8.6 7.2–10.3 2 6–9
H6 33.1 14.3 53 4.7 3.5–6.1 2 3–8
H7 38.9 14.1 67 6.1 4.7–7.7 2 5–12
H8 27.6 14.5 28 4.1 2.7–5.9 0 -
H9 83.3 22.0 112 17.8 14.7–21.4 5 3-10

Hospital H9, which had by far the highest incidence, is a hospital in the mountainous zone with
wards only in the area of medicine (long-term care and general medicine). In the outlying hospitals the
mean age of hospitalized patients, based on the hospital discharge records, was greater than those of
the two urban hospitals. The overall incidence of CDI in the various hospitals correlated positively
with the mean age of the patients (r = 0.78; p < 0.01) (Figure 1).

Figure 2 shows the trend of the incidences per year in the nine hospitals. In the whole period
20 outbreaks were observed, with nine episodes in 2010 and two to three events per year in the
remaining years (Table 2). The two hospitals in the urban area (H1 and H2) were larger, and therefore
showed a regular trend of incidences over time, little influenced by the occurrence of outbreaks.
Instead, in the smaller hospitals some peaks can be observed in coincidence with years when some
epidemic clusters occurred. The two peaks observed in 2011 and 2013 in hospital H9 can be accounted
for by two clusters that occurred in the long-term care wards, both with 10 cases, and similarly the
peak seen in hospital H5 in 2010 coincided with a cluster of nine cases that again occurred in the wards
of long-term care (Figure 2).

Table 3 shows the overall distribution of CDI cases during the study period, stratified per ward,
in the nine hospitals of the Local Health Authority of Bologna. Around 88% of cases occurred in the
area of medicine (general medicine, long-term care wards) with the highest number of cases in general
medicine (53.4%) and the highest incidence rate in long-term care (7.6/10,000).
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Table 3. Overall incidence of CDI stratified per wards, 2010–2015.

Wards

CDI Cases Outbreaks

n % n/10,000
Patients-Days 95% CI n Number of Cases

per Outbreak

General Medicine 503 53.4 5.7 5.2–6.3 7 4–12
Long-Term Care 327 34.7 7.6 6.8–8.5 11 3–12

Surgery 39 4.1 0.7 0.4–0.9 0 -
Cardiology 23 2.4 2.0 1.3–3.0 1 2

Intensive Care Unit 17 1.8 2.3 1.4–3.8 1 8
Paediatrics 1 0.1 0.1 0.0–0.5 0 -

Others 32 3.4 1.1 0.8–1.6 0 -

CI: confidence interval.

3.2. Patients’ Characteristics

Table 4 shows the epidemiological and clinical characteristics of the CDI cases selected for the
retrospective study on risk factors. Almost all patients were over 65 years of age, with a very high
median age (82 years); about two thirds were women. Most cases were healthcare associated (86.1%),
while only 10.9% were community acquired, leaving 3% of indeterminate association.
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Table 4. Epidemiological and clinical characteristics, therapeutic management, and outcomes of CDI
patients (retrospective study).

Patients’ Features
Patients (n = 101)

n %

Epidemiological characteristics

Age, years, median (IQR) 82 (78–87)

Age > 65 years 97 96.0

Gender, male 38 37.6

Epidemiological association

Healthcare associated 87 86.1
Community acquired 11 10.9
Indeterminate association 3 3.0

Length of hospital stay, days, median (IQR) 28 (15–43)

Length of hospital stay before CDI, days, median (IQR) 13 (5–26)

Ward of admission

General medicine 50 49.5
Long-term care 36 35.6
Intensive care unit 2 2.0
Surgery 4 4.0
Others 9 8.9

Comorbidity

Chronic obstructive pulmonary disease 45 44.6
Heart failure 42 41.6
Chronic renal insufficiency 35 34.7
Diabetes 31 30.7
Malignant disease 12 11.9
Inflammatory bowel disease 8 7.9
Gastrointestinal surgery 14 13.9
Use of nasogastric tube feeding during the hospital stay 10 9.9
Previous hospitalization in the 30 days before CDI 35 34.7
Having at least one of the previous comorbidities 92 91.1

Medication exposures in the 30 days before CDI

Any antibiotic not directed at CDI 77 76.2
Proton pump inhibitor 78 77.2
Histamine 2 blocker 13 12.9

Clinical characteristics, therapeutic management, and outcomes

Leucocyte count ≥ 20 × 109 cells/L * 20 19.8
Creatinine ≥ 2 mg/dL * 23 22.8
Albumin ≤ 2.5 mg/dL * 23 22.8
No therapeutic management 17 16.8
Metronidazole 56 66.7
Vancomycin 23 27.4
Other antibiotic 5 5.9
Recurrent CDI 10 9.1
Severe CDI 24 23.8
Intra-hospital all-cause mortality 29 28.7

IQR: interquartile range; * within four days before or two days after CDI.

The median of length of stay was 28 days. For patients with confirmed healthcare associated
CDI, the median interval between admission and microbiological diagnosis was 15 days, with an
interquartile range between 7 and 29 days. CDI was more frequently diagnosed in general medicine
and long-term care wards (respectively 49.5% and 35.6%).

For each patient a comorbidity index was assigned, equal to the number of comorbidities present.
The global comorbidity index is the mean of comorbidities present in all CDI cases. A large proportion
of patients had comorbidity conditions (91.1%) and the global comorbidity index was 2.0 (SD: 1.2).
A previous exposure to antibiotics or proton pump inhibitors was observed in 76.2% and 77.2% of
cases, respectively. In one third of patients the duration of diarrhoea was longer than one week and in
nine of these cases diarrheal stools were mixed with blood. Elevated peripheral leukocyte count, high
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serum creatinine, and low serum albumin occurred in about one fifth of patients. A total of 84 patients
(83.2%) were specifically treated for CDI, mainly with metronidazole.

Ten patients met the criteria for recurrent case (9.1%) and twenty-four for severe case (23.8%).
Death occurred in 29 patients (28.7%); in two of these cases CDI was considered the primary cause
(6.9%) and in 27 patients CDI was a contributing cause of death (93.1%).

3.3. Risk Factors for Recurrent and Severe Cases

Table 5 shows the results of the bivariate analyses of risk factors for recurrent and severe CDI
cases. The statistically significant factors (p < 0.01) were chronic renal insufficiency and the detection
of a level of serum creatinine higher than 2 mg/dL within four days before or two days after the
CDI episode.

Table 5. Bivariate analysis of risk factors for recurrent and severe CDI.

Patients’ Features
Non-Severe and
Non-Recurrent

CDI (n = 67)

Recurrent
CDI (n = 10) p-Value † Severe CDI

(n = 24) p-Value †

Epidemiological characteristics

Age, years, median (IQR) 81 (78–87) 81 (77–84) ns 83 (78–88) ns

Age > 65 years (%) 95.5 90.0 ns 100.0 ns

Gender, male (%) 38.8 20.0 ns 41.7 ns

Epidemiological association (%)

Healthcare associated 86.5 70.0 ns 91.7
nsCommunity acquired 11.9 10.0 ns 28.3

Indeterminate association 1.5 20.0 ns 0.0
Length of hospital stay, days, median (IQR) 30 (18–43) 26 (20–46) ns 24 (11–41) ns
Length of hospital stay before CDI, days, median (IQR) 14 (6–27) 4 (2–16) ns 16 (6–30) ns

Ward of admission (%)

General medicine 50.8 30.0 54.2

ns
Long-term care 35.8 30.0 37.5
Intensive care unit 0.0 10.0 ns 4.2
Surgery 4.4 10.0 0.0
Others 9.0 20.0 4.2

Comorbidity (%)

Chronic obstructive pulmonary disease 46.3 50.0 ns 37.5 ns
Heart failure 35.8 50.0 ns 54.2 ns
Chronic renal insufficiency 22.4 70.0 <0.01 54.2 <0.01
Diabetes 28.4 40.0 ns 33.3 ns
Malignant disease 9.0 0.0 ns 25.0 ns
Inflammatory bowel disease 9.0 10.0 ns 4.2 ns
Gastrointestinal surgery 13.4 40.0 ns 4.2 ns
Use of nasogastric tube feeding during the hospital stay 11.9 10.0 ns 4.2 ns
Previous hospitalization in the 30 days before CDI 28.3 70.0 ns 37.5 ns
Having at least one of the previous comorbidities 86.6 100.0 ns 91.7 ns
Global comorbidity index (mean ± SD) 1.8 ± 1.2 2.4 ± 1.1 ns 2.3 ± 1.2 ns

Medication exposures in the 30 days before CDI (%)

Any antibiotic not directed at CDI 73.1 90.0 ns 79.2 ns
Proton pump inhibitors 77.6 80.0 ns 75.0 ns
Histamine 2 blockers 11.9 20.0 ns 12.5 ns

Clinical characteristics and outcomes (%)

Leukocyte count ≥ 20 × 109 cells/L * 17.9 10.0 ns 29.2 ns
Creatinine ≥ 2 mg/dL * 10.8 50.0 <0.01 50.0 <0.01
Albumin ≤ 2.5 mg/dL * 22.6 12.5 ns 44.4 ns
Intra-hospital all-cause mortality 4.5 20.0 ns 100.0 <0.01

ns: not significant; IQR: interquartile range; * within four days before or two days after CDI; † non-severe and
non-recurrent CDI cases are the reference group.

Table 6 shows the results of multinomial logistic regression analyses of risk factors for severe
CDI and recurrent CDI. As in the bivariate analysis, the detection of a serum creatinine higher than
2 mg/dL remained significantly associated both with severe and recurrent CDI (respectively OR 7.15,
95% CI: 2.03–25.16 and OR 5.33, 95% CI: 1.02–27.93), while chronic renal insufficiency was significantly
associated only for recurrent CDI cases (OR 6.20, 95% CI: 1.09–35.41).
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Table 6. Association between severe CDI and recurrent CDI and risk factors: results of multinomial
logistic regression.

Patients’ Features
Recurrent Cases vs. Non-Severe and

Non-Recurrent CDI
Severe Cases vs. Non-Severe and

Non-Recurrent CDI

OR 95% CI OR 95% CI

Age 1.00 0.93–1.08 ns 0.95 0.86–1.04 ns

Creatinine

≥2 mg/dL 7.15 2.03–25.16
0.002

5.33 1.02–27.93
0.048<2 mg/dL reference reference

Any antibiotic not directed at CDI †

yes 0.62 0.16–2.50 ns 2.14 0.18–25.79 ns
no reference reference

Leukocyte count

≥20 × 109 cells/L * 2.15 0.60–7.65 ns 0.52 0.05–5.17 ns
<20 × 109 cells/L * reference reference

Histamine 2 blocker †

yes 0.65 0.11–3.74 ns 1.04 0.11–10.33 ns
no reference reference

Proton pump inhibitor †

yes 0.94 0.23–3.85 ns 1.35 0.18–9.87 ns
no reference reference

Chronic renal insufficiency

yes 3.07 0.84–11.19 ns 6.20 1.09–35.41
0.040no reference reference

Use of nasogastric tube feeding
during the hospital stay

yes 0.39 0.03–4.54 ns 0.65 0.32–12.92 ns
no reference reference

ns: not significant; IQR: interquartile range; * within four days before or two days after CDI; † during the
30 days before CDI.

4. Discussion

Healthcare associated infections are an emerging problem for public health. The increase in the
number of cases and outbreaks related to drug resistant bacteria [39,41,42] led the Committee for
Hospital Infection of the Local Health Authority of Bologna to implement surveillance systems. Since
2010 a surveillance system for C. difficile infections has been implemented, based on the Laboratory
Information System.

From 2010 to 2015 a stable trend in the annual incidence of CDI was observed: overall
3.7/10,000 patients-days. This is consistent with the data reported for the Emilia Romagna Region
(4/10,000 patients-days) [43] and in other Italian hospitals [29–31]. Also, the average percentage of
positive laboratory test for toxins (13.6%) was close to that of the 12.2% estimated at national level [34].
However, a high variability in CDI rates was observed between the different hospitals. The differences
observed can be explained by local conditions. The large urban hospitals had different spectra of
admission diagnoses compared to the smaller ones. In the outlying hospitals the wards were less
specialized, the higher risk wards (general medicine and long-term care) were more represented, and
the patients were older. In addition, it is possible that compliance with the standards of care differed
among the staff of the various health care facilities. Moreover, the incidence of CDI in the smaller
hospitals varied considerably over the years due to the occurrence of clusters which, on account of the
lower denominators (patients-days), had a marked influence on the annual rates. On the other hand,
in the two largest hospitals, situated in the urban area (H1 and H2), the CDI rates were stable over
time (2.4–2.7/10,000, respectively), and were lower than the overall mean value. The area of medicine
(general medicine and long-term care wards) was the most affected by episodes of CDI, comprising
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around 88% of cases, followed by the surgery (4.1%) and the ICU (1.8%), in accordance with the data
reported in other Italian studies [29,31,33,43].

The retrospective study on epidemiological and clinical characteristics of the patients confirmed
the high prevalence of the known risk factors for CDI, such as older age, the use of antimicrobials
and proton pump inhibitors, and hospital stay before CDI [2,6,13,32], while levels of serum creatinine
higher than 2 mg/dL and chronic renal insufficiency were predictive factors for severe and recurrent
CDI cases, similar to what was found by other authors [15,16]. Although the occurrence of some
known and well-recognized risk factors (i.e., leucocytosis and hypoalbuminemia) was higher in severe
cases compared with non-severe cases (29.2% vs. 17.9% and 44.4% vs. 22.6%, respectively), these
conditions were not found to be statistically associated with severe disease, probably due to the low
number of cases included in the retrospective study. The overall mortality rate was 28.7%, higher than
the rate reported by most studies [13,27,32], but similar to the findings of Alicino et al. [29] in CDI
cases with a very high median age (81 years), comparable to that of our cases (82 years).

Some weaknesses of this study should be considered. First, the incidence of CDI was possibly
underestimated since the enzyme immunoassay test used for the detection of toxins (Tox A/B Quik
Chek® test-Wampole™) has a high specificity, around 95%, also confirmed in our study, but a low
sensitivity, around 55% [44]. Another limitation is due to the low number of participants to the
retrospective study. Almost one third of all patients initially selected were lost, due to the unavailability
of clinical charts, especially in outlying hospitals, where the computerized archive system was not
yet active in the first period of the study. Consequently, 10% of patients included in the study were
not equally representative of all hospitals. The retrospective study was limited to a description of
the distribution of the known risk factors and analysed the predictive value of the risk conditions
for severe and recurrent cases in a population of patients who were very elderly, made great use of
antibiotics, and had many comorbidities.

Despite these limitations, in the absence of mandatory reporting of CDI in Italy, this
laboratory-based surveillance system proved to be useful in monitoring the trend in the annual
incidence and clusters in the different healthcare facilities, as well as the number of tests performed
and the percentage of positive tests. In particular, the percentages of test positivity attained in the
various hospitals showed no statistically significant differences. This can be seen as evidence of similar
attitudes among medical staff in considering the inclusion of patients and requesting a stool specimen.
When considering different hospitals with different medical staff, it is important to ascertain that
medical and nursing personnel adopt the same protocol, in order to make the results comparable.

The LIS based surveillance system was also useful for identifying areas where a corrective
intervention was needed, for example, modifying the protocol of patient handling, adopting
extraordinary measures of environmental disinfection, or implementing staff training. Consequent
to the survey, visits and inspections were implemented in the wards with high rates of CDI and/or
epidemic clusters in order to verify compliance with the best practices and, where deficient, to allow
reinforcement of staff training, mainly targeted at compliance with contact precautions, and the
methods used for hand hygiene and for cleaning/disinfection of the surfaces. The differences observed
in CDI rates between the different hospitals can be explained by local conditions, in particular, by the
different distribution of the wards (medicine and long-term care are more represented in the smaller
and outlying hospitals) and the characteristics of the patients, especially the mean age, which was
positively correlated to the CDI rates.

5. Conclusions

As the laboratory methods can have a significant impact on CDI incidence [27,34], the use
of a single laboratory for microbiological analysis implementing a unique protocol improves the
monitoring of CDI episodes and helps in understanding their epidemiological trend. Furthermore, it
is important that clinicians should be instructed to adopt the same criteria for requesting laboratory
diagnosis in the event of clinical suspicion.
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In this study, the laboratory-based surveillance system was useful in monitoring the trend of CDI
in the nine hospitals of the Local Health Authority of Bologna. The differences observed between the
various hospitals were mainly due to the different distribution of the wards (general medicine and
long-term care were more represented in the smaller and outlying hospitals) and the characteristics of
the patients, especially the mean age, which was positively correlated with the CDI rates. The finding
that a history of chronic renal failure or an elevated serum creatinine were predictors of severe and/or
recurrent disease is consistent with the data reported by other studies [15,16]. Despite its limited
external validity, the surveillance system adopted presents internal validity and has proved to be
a useful tool to identify the weaknesses of the various hospitals and wards, to define the areas of
intervention, and to plan the necessary control strategies.

Acknowledgments: The authors would like to thank the hospital personnel involved in this study for their
support in performing laboratory testing and collecting clinical information.

Author Contributions: Greta Roncarati and Laura Dallolio contributed equally to the work, participating in
the study design, the collection and processing of data, and the drafting of the manuscript. Patrizia Farruggia
contributed to the study design and coordinated the surveillance activity. Erica Leoni contributed to the data
processing and also drafted the manuscript. Manuela Panico and Angela Zanni collected data from the laboratory
database, clinical charts, and hospital archives. All authors read and approved the final manuscript.

Conflicts of Interest: The authors declare no conflict of interest.

Abbreviations

The following abbreviations are used in this manuscript:

CDI Clostridium difficile infections
IQR Interquartile range
LIS Laboratory Information System
SIMPIOS Società Italiana Multidisciplinare Prevenzione Infezioni Organizzazioni Sanitarie

References

1. Desai, K.; Gupta, S.B.; Dubberke, E.R.; Prabhu, V.S.; Browne, C.; Mast, T.C. Epidemiological and economic
burden of Clostridium difficile in the United States: Estimates from a modeling approach. BMC Infect. Dis.
2016, 16, 303. [CrossRef] [PubMed]

2. Evans, C.T.; Safdar, N. Current trend in the epidemiology and outcomes of Clostridium difficile infection.
Clin. Infect. Dis. 2015, 60, S66–S71. [CrossRef] [PubMed]

3. Jones, A.M.; Kuijper, E.J.; Wilcox, M.H. Clostridium difficile: A European perspective. J. Infect. 2013, 66,
115–128. [CrossRef] [PubMed]

4. Rodriguez, C.; Van Broeck, J.; Taminiau, B.; Delm, M.; Daube, G. Clostridium difficile infection: Early history,
diagnosis and molecular strain typing methods. Microb. Pathog. 2016, 97, 59–78. [CrossRef] [PubMed]

5. Postna, N.; Kiers, D.; Pickkers, P. The challenge of Clostridium difficile infection: Overview of clinical
manifestations, diagnostic tools and therapeutic options. Int. J. Antimicrob. Agents 2015, 46, S47–S50.
[CrossRef] [PubMed]

6. Stanley, J.D.; Bartlett, J.G.; Dart, B.W.; Ashcraft, J.H. Clostridium difficile infection. Curr. Prob. Surg. 2013, 50,
302–337. [CrossRef] [PubMed]

7. Bartlett, J.G. Narrative review: The new epidemic of Clostridium difficile-associated enteric disease. Ann. Intern.
Med. 2006, 145, 758–764. [CrossRef] [PubMed]

8. Freeman, J.; Bauer, M.P.; Baines, S.D.; Corver, J.; Fawley, W.N.; Goorhuis, B.; Kuijper, E.J.; Wilcox, M.H.
The changing epidemiology of Clostridium difficile infections. Clin. Microbiol. Rev. 2010, 23, 529–549.
[CrossRef] [PubMed]

9. Goorhuis, A.; Bakker, D.; Corver, J.; Debast, S.B.; Harmanus, C.; Notermans, D.W.; Bergwerff, A.A.;
Dekker, F.W.; Kuijper, E.J. Emergence of Clostridium difficile infection due to a new hypervirulent strain,
polymerase chain reaction ribotype 078. Clin. Infect. Dis. 2008, 47, 1162–1170. [CrossRef] [PubMed]

10. Kuijper, E.J.; Barbut, F.; Brazier, J.S.; Kleinkauf, N.; Eckmanns, T.; Lambert, M.L.; Drudy, D.; Fitzpatrick, F.;
Wiuff, C.; Brown, D.J.; et al. Update of Clostridium difficile infections due to PCR ribotype 027 in Europe, 2008.
Euro Surveill. 2008, 13, 1–7.

http://dx.doi.org/10.1186/s12879-016-1610-3
http://www.ncbi.nlm.nih.gov/pubmed/27316794
http://dx.doi.org/10.1093/cid/civ140
http://www.ncbi.nlm.nih.gov/pubmed/25922403
http://dx.doi.org/10.1016/j.jinf.2012.10.019
http://www.ncbi.nlm.nih.gov/pubmed/23103666
http://dx.doi.org/10.1016/j.micpath.2016.05.018
http://www.ncbi.nlm.nih.gov/pubmed/27238460
http://dx.doi.org/10.1016/j.ijantimicag.2015.11.001
http://www.ncbi.nlm.nih.gov/pubmed/26612229
http://dx.doi.org/10.1067/j.cpsurg.2013.02.004
http://www.ncbi.nlm.nih.gov/pubmed/23764494
http://dx.doi.org/10.7326/0003-4819-145-10-200611210-00008
http://www.ncbi.nlm.nih.gov/pubmed/17116920
http://dx.doi.org/10.1128/CMR.00082-09
http://www.ncbi.nlm.nih.gov/pubmed/20610822
http://dx.doi.org/10.1086/592257
http://www.ncbi.nlm.nih.gov/pubmed/18808358


Int. J. Environ. Res. Public Health 2017, 14, 61 12 of 13

11. Mascart, G.; Delmee, M.; Van Broeck, J.; Cytryn, E.; Karmali, R.; Cherifi, S. Impact of ribotype 027 on
Clostridium difficile infection in a geriatric department. Eur. J. Clin. Microbiol. Infect. Dis. 2013, 32, 1177–1182.
[CrossRef] [PubMed]

12. Brown, K.A.; Khanafer, N.; Daneman, N.; Fisman, D.N. Meta-analysis of antibiotics and the risk of
community-associated Clostridium difficile infection. Antimicrob. Agents Chemother. 2013, 57, 2326–2332.
[CrossRef] [PubMed]

13. Khanna, S.; Gupta, A.; Baddour, L.M.; Pardi, D.S. Epidemiology, outcomes, and predictors of mortality in
hospitalized adults with Clostridium difficile infection. Intern. Emerg. Med. 2016, 11, 657–665. [CrossRef]
[PubMed]

14. McDonald, L.C.; Sievert, D.M.; Gould, C. Vital signs: Preventing Clostridium difficile infections. MMWR 2012,
61, 157–161.

15. Khanafer, N.; Barbut, F.; Eckert, C.; Perraud, M.; Demont, C.; Luxemburger, C.; Vanhems, P. Factors predictive
of severe Clostridium difficile infection depend on the definition used. Anaerobe 2016, 37, 43–48. [CrossRef]
[PubMed]

16. Stanley, J.D.; Burns, R.P. Clostridium difficile and the surgeon. Am. Surg. 2010, 76, 235–244. [PubMed]
17. Rao, K.; Higgins, P.D. Epidemiology, diagnosis, and management of Clostridium difficile infection in patients

with inflammatory bowel disease. Inflamm. Bowel Dis. 2016, 22, 1744–1754. [CrossRef] [PubMed]
18. Janarthan, S.; Ditah, I.; Adler, D.G.; Ehrinpreis, M.N. Clostridium difficile—Associated diarrhoea and proton

pump inhibitor therapy: A meta-analysis. Am. J. Gastroenterol. 2012, 107, 1001–1010. [CrossRef] [PubMed]
19. Kwok, C.S.; Arthur, A.K.; Anibueze, C.L.; Singh, S.; Cavallazzi, R.; Loke, Y.K. Risk of Clostridium difficile

infection with acid suppressing drugs and antibiotics: A systematic review and meta-analysis. Am. J. Gastroenterol.
2012, 107, 1011–1019. [CrossRef] [PubMed]

20. Argamany, J.R.; Aitken, S.L.; Lee, G.C.; Boyd, N.K.; Reveles, K.R. Regional and seasonal variation
in Clostridium difficile infections among hospitalized patients in the United States, 2001–2010. Am. J.
Infect. Control 2015, 43, 435–440. [CrossRef] [PubMed]

21. Steiner, C.; Barret, M.; Weiss, A. HCUP Projections: Clostridium difficile Hospitalizations 2001 to
2013. Available online: http://www.hcup-us.ahrq.gov/reports/projections/2014-01.pdf (accessed on
2 November 2016).

22. Davies, K.A.; Longshaw, C.M.; Davis, G.L.; Bouza, E.; Barbut, F.; Barna, Z.; Delmée, M.; Fitzpatrick, F.;
Ivanova, K.; Kuijper, E.; et al. Underdiagnosis of Clostridium difficile across Europe: The European, multicentre,
prospective, biannual, point-prevalence study of Clostridium difficile infection in hospitalised patients with
diarrhoea (EUCLID). Lancet Infect. Dis. 2014, 14, 1208–1219. [CrossRef]

23. Barbut, F.; Mastrantonio, P.; Delmée, M.; Brazier, J.; Kuijper, E.; Poxton, I. European Study Group on
Clostridium difficile (ESGCD): Prospective study of Clostridium difficile infections in Europe with phenotypic
and genotypic characterization of the isolates. Clin. Microbiol. Infect. 2007, 13, 1048–1057. [CrossRef]
[PubMed]

24. Bauer, M.P.; Notermans, D.W.; van Benthem, B.; Brazier, J.S.; Wilcox, M.H.; Rupnik, M.; Monnet, D.L.;
van Dissel, J.T.; Kuijper, E.J. Clostridium difficile infection in Europe: A hospital-based survey. Lancet 2011, 37,
63–73. [CrossRef]

25. Asensio, A.; Vaque-Rafart, J.; Calbo-Torrecillas, F.; Gestal-Otero, J.J.; Lopez-Fernandez, F.; Trilla-Garcia, A.;
Canton, R. Increasing rates in Clostridium difficile infection (CDI) among hospitalised patients, Spain 1999
and 2007. Euro Surveill. 2008, 13, 717–727.

26. Burckhardt, F.; Friedrich, A.; Beier, D.; Eckmanns, T. Clostridium difficile surveillance trends, Saxony, Germany.
Emerg. Infect. Dis. 2008, 14, 691–692. [CrossRef] [PubMed]

27. Khanafer, N.; Oltra, L.; Hulin, M.; Dauwlder, O.; Vandenesch, F.; Vanhems, P. Clostridium difficile infection in
a French university hospital. Eight years of prospective surveillance study. Medicine 2016, 95. [CrossRef]
[PubMed]

28. Office for National Statistics. Deaths Involving Clostridium difficile: England and Wales, 1999 and 2001–2006.
Available online: https://www.ncbi.nlm.nih.gov/pubmed/18351026 (accessed on 2 November 2016).

29. Alicino, C.; Giacobbe, D.R.; Durando, P.; Bellina, D.; Di Bella, A.M.; Paganino, C.; Del Bono, V.; Viscoli, C.;
Icardi, G.; Orsi, A. Increasing incidence of Clostridium difficile infections: Results from a 5-year retrospective
study in a large teaching hospital in the Italian region with the oldest population. Epidemiol. Infect. 2016, 19,
1–10. [CrossRef] [PubMed]

http://dx.doi.org/10.1007/s10096-013-1864-2
http://www.ncbi.nlm.nih.gov/pubmed/23558363
http://dx.doi.org/10.1128/AAC.02176-12
http://www.ncbi.nlm.nih.gov/pubmed/23478961
http://dx.doi.org/10.1007/s11739-015-1366-6
http://www.ncbi.nlm.nih.gov/pubmed/26694494
http://dx.doi.org/10.1016/j.anaerobe.2015.08.002
http://www.ncbi.nlm.nih.gov/pubmed/26335160
http://www.ncbi.nlm.nih.gov/pubmed/20349650
http://dx.doi.org/10.1097/MIB.0000000000000793
http://www.ncbi.nlm.nih.gov/pubmed/27120571
http://dx.doi.org/10.1038/ajg.2012.179
http://www.ncbi.nlm.nih.gov/pubmed/22710578
http://dx.doi.org/10.1038/ajg.2012.108
http://www.ncbi.nlm.nih.gov/pubmed/22525304
http://dx.doi.org/10.1016/j.ajic.2014.11.018
http://www.ncbi.nlm.nih.gov/pubmed/25952045
http://www.hcup-us.ahrq.gov/reports/projections/2014-01.pdf
http://dx.doi.org/10.1016/S1473-3099(14)70991-0
http://dx.doi.org/10.1111/j.1469-0691.2007.01824.x
http://www.ncbi.nlm.nih.gov/pubmed/17850341
http://dx.doi.org/10.1016/S0140-6736(10)61266-4
http://dx.doi.org/10.3201/eid1404.071023
http://www.ncbi.nlm.nih.gov/pubmed/18394306
http://dx.doi.org/10.1097/MD.0000000000003874
http://www.ncbi.nlm.nih.gov/pubmed/27281101
https://www.ncbi.nlm.nih.gov/pubmed/18351026
http://dx.doi.org/10.1017/S0950268816000935
http://www.ncbi.nlm.nih.gov/pubmed/27193828


Int. J. Environ. Res. Public Health 2017, 14, 61 13 of 13

30. Bassetti, M.; Astilean, A.; Arzese, A.; Cimarosti, R.; Barbone, F.; Pecori, D. Epidemiology and Predictors
of Recurrence of Clostridium difficile Infection in a North Italian Tertiary Care Hospital. Available online:
https://www.ncbi.nlm.nih.gov/pubmed/25532010 (accessed on 2 November 2016).

31. Di Bella, S.; Musso, M.; Cataldo, M.A.; Maledandri, M.; Bordi, E.; Capozzi, D.; Cava, M.C.; Chiaradonna, P.;
Prignano, G.; Petrosillo, N. Clostridium difficile infection in Italian urban hospitals: Data from 2016 through
2011. BMC Infect. Dis. 2013, 13, 146–151. [CrossRef] [PubMed]

32. Mellace, L.; Consonni, D.; Jacchetti, G.; Del Medico, M.; Colombo, R.; Velati, M.; Formica, S.; Cappellini, M.D.;
Castaldi, S.; Fabio, G. Epidemiology of Clostridium difficile-associated disease in internal medicine wards in
northern Italy. Intern. Emerg. Med. 2013, 8, 717–723. [CrossRef] [PubMed]

33. Sansone, S.; Aschbacher, R.; Staffler, M.; Bombonato, M.; Girardi, F.; Larcher, C.; Wiedermann, C.J.
Nosocomial Diarrhoea in Adult Medical Patients: The Role of Clostridium difficile in a North Italian Acute
Care Teaching Hospital. Available online: https://www.ncbi.nlm.nih.gov/pubmed/20099443 (accessed on
2 November 2016).

34. Spigaglia, P.; Barbanti, F.; Morandi, M.; Moro, M.L.; Mastrantonio, P. Diagnostic Testing for Clostridium difficile
in Italian Microbiological Laboratories. Available online: http://dx.doi.org/10.1016/j.anaerobe.2015.11.002
(accessed on 2 November 2016).

35. Guastalegname, M.; Grieco, S.; Giuliano, S.; Falcone, M.; Caccese, R.; Carfagna, P.; D’ambrosio, M.; Taliani, G.;
Venditti, M. A cluster of fulminant Clostridium difficile colitis in an intensive care unit in Italy. Infection 2014,
42, 585–589. [CrossRef] [PubMed]

36. Association for Professionals in Infection Control and Epidemiology (APIC). Guide to Preventing Clostridium
difficile Infections. Available online: http://apic.org/Resource_/EliminationGuideForm/59397fc6-3f90-
43d1-9325-e8be75d86888/File/2013CDiffFinal.pdf (accessed on 2 November 2016).

37. Center for Disease Control (CDC). Multidrug-Resistent Organism and Clostridium difficile Infection
(MDRO/CDI) Module. Available online: http://www.cdc.gov/nhsn/pdfs/pscmanual/12pscmdro_
cdadcurrent.pdf (accessed on 2 November 2016).

38. European Centre for Disease Prevention and Control. European Surveillance of Clostridium difficile Infections.
Available online: http://ecdc.europa.eu/en/publications/Publications/Clostridium-difficile-infections-
surveillance-protocol-version-2.1.pdf (accessed on 2 November 2016).

39. Società Italiana Multidisciplinare Prevenzione Infezioni Organizzazioni Sanitarie (SIMPIOS). Prevenzione e
Controllo Delle Infezioni da Clostridium difficile. Available online: http://www.simpios.it/public/ufiles/
Prevenzione%20e%20controllo%20delle%20infezioni%20da%20Clostridium%20Difficile.pdf (accessed on
2 November 2016).

40. Rosner, B. Fundamental of Biostatistics, 7th ed.; Brooks/Cole Cengace Learning: Boston, MA, USA, 2011;
pp. 90–99.

41. Fabbri, G.; Panico, M.; Dallolio, L.; Suzzi, R.; Ciccia, M.; Sandri, F.; Farruggia, P. Outbreak of ampicillin/
piperacillin-resistant Klebsiella pneumoniae in a neonatal intensive care unit (NICU): Investigation and control
measures. Int. J. Environ. Res. Public Health 2013, 10, 808–815. [CrossRef] [PubMed]

42. Moro, M.L.; Ricchizzi, E.; Morsillo, F.; Marchi, M.; Puro, V.; Zotti, C.M.; Prato, R.; Privitera, G.; Poli, A.;
Mura, I.; et al. Infections and antimicrobial resistance in long term care facilities: A national prevalence
study. Ann. Ig. 2013, 25, 109–118. [PubMed]

43. Morandi, M.; Buttazzi, R.; Moro, M.L. Infezione Intestinale da Clostridium difficile—Dati Emilia Romagna
2010–2103. Available online: http://assr.regione.emilia-romagna.it/it/servizi/pubblicazioni/rapporti-
documenti/infezione-CD-rer-2010-2013 (accessed on 2 November 2016).

44. Alcalà, L.; Sanchez-Cambronero, L.; Catalan, M.P.; Sanchez-Somolinos, M.; Pelaez, M.T.; Marin, M.; Bouza, E.
Comparison of three commercial methods for rapid detection of Clostridium difficile toxins A and B from
fecal specimens. J. Clin. Microbiol. 2008, 46, 3833–3835. [CrossRef] [PubMed]

© 2017 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC-BY) license (http://creativecommons.org/licenses/by/4.0/).

https://www.ncbi.nlm.nih.gov/pubmed/25532010
http://dx.doi.org/10.1186/1471-2334-13-146
http://www.ncbi.nlm.nih.gov/pubmed/23522431
http://dx.doi.org/10.1007/s11739-012-0752-6
http://www.ncbi.nlm.nih.gov/pubmed/22249916
https://www.ncbi.nlm.nih.gov/pubmed/20099443
http://dx.doi.org/10.1016/j.anaerobe.2015.11.002
http://dx.doi.org/10.1007/s15010-014-0597-1
http://www.ncbi.nlm.nih.gov/pubmed/24523055
http://apic.org/Resource_/EliminationGuideForm/59397fc6-3f90-43d1-9325-e8be75d86888/File/2013CDiffFinal.pdf
http://apic.org/Resource_/EliminationGuideForm/59397fc6-3f90-43d1-9325-e8be75d86888/File/2013CDiffFinal.pdf
http://www.cdc.gov/nhsn/pdfs/pscmanual/12pscmdro_cdadcurrent.pdf
http://www.cdc.gov/nhsn/pdfs/pscmanual/12pscmdro_cdadcurrent.pdf
http://ecdc.europa.eu/en/publications/Publications/Clostridium-difficile-infections-surveillance-protocol-version-2.1.pdf
http://ecdc.europa.eu/en/publications/Publications/Clostridium-difficile-infections-surveillance-protocol-version-2.1.pdf
http://www.simpios.it/public/ufiles/Prevenzione%20e%20controllo%20delle%20infezioni%20da%20Clostridium%20Difficile.pdf
http://www.simpios.it/public/ufiles/Prevenzione%20e%20controllo%20delle%20infezioni%20da%20Clostridium%20Difficile.pdf
http://dx.doi.org/10.3390/ijerph10030808
http://www.ncbi.nlm.nih.gov/pubmed/23442560
http://www.ncbi.nlm.nih.gov/pubmed/23471448
http://assr.regione.emilia-romagna.it/it/servizi/pubblicazioni/rapporti-documenti/infezione-CD-rer-2010-2013
http://assr.regione.emilia-romagna.it/it/servizi/pubblicazioni/rapporti-documenti/infezione-CD-rer-2010-2013
http://dx.doi.org/10.1128/JCM.01060-08
http://www.ncbi.nlm.nih.gov/pubmed/18784313
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Setting and Study Design 
	Definitions 
	Data Collection 
	Microbiological Analysis 
	Statistical Analysis 

	Results 
	CDI Rates 
	Patients’ Characteristics 
	Risk Factors for Recurrent and Severe Cases 

	Discussion 
	Conclusions 

