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Introduction

Clostridioides difficile is the most common cause of hospital-acquired diarrhoea in the elderly. Its incidence has increased in industrialized countries, especially in older patients [START_REF] Leffler | Clostridium difficile infection[END_REF].

The burden of C. difficile infection (CDI) is known to be particularly high in frail elderly, in term of short [START_REF] Van Kleef | Excess length of stay and mortality due to Clostridium difficile infection: a multi-state modelling approach[END_REF] and long-term mortality [START_REF] Lessa | Burden of Clostridium difficile infection in the United States[END_REF], but also of quality of life [START_REF] Wilcox | Impact of recurrent Clostridium difficile infection: hospitalization and patient quality of life[END_REF] and financial cost [START_REF] Leblanc | Burden of Clostridium difficile Infections in French Hospitals in 2014 From the National Health Insurance Perspective[END_REF]. Despite such recognized burden of CDI, limited research exist on its prognostic impact on the most frequent diseases that require antimicrobial treatment.

Acute Pneumonia (AP) is a major cause of hospitalization in elderly and is the most frequent indication for antibiotic administration in hospital [START_REF] Russo | Hospitalizations in the Elderly Population[END_REF]. Both American and European recommendations for AP management include broad-spectrum antibiotics, namely thirdgeneration cephalosporin (3GC), fluoroquinolones and penicillin + beta-lactamase inhibitors association (PBLI) [START_REF] Woodhead | Guidelines for the management of adult lower respiratory tract infections -Full version[END_REF][START_REF] Metlay | Diagnosis and Treatment of Adults with Community-acquired Pneumonia. An Official Clinical Practice Guideline of the American Thoracic Society and Infectious Diseases Society of America[END_REF]. Of note, of the three classes of antibiotic most strongly implicated in the recent CDI epidemic (cephalosporins, fluoroquinolones and macrolides), all are very frequently prescribed for respiratory infections [START_REF] Chalmers | Proposed changes to management of lower respiratory tract infections in response to the Clostridium difficile epidemic[END_REF]. Some authors have proposed a switch from cephalosporin or fluoroquinolones treatment in favor of penicillin-based regimens in AP in order to decrease the risk of CDI [START_REF] Chalmers | Proposed changes to management of lower respiratory tract infections in response to the Clostridium difficile epidemic[END_REF]. There are however few data to date to support this recommendation.

In a frail older population hospitalized for AP, we aimed to identify the risk factors of CDI, especially addressing whether one antibiotic regimen was associated with a lower risk of CDI incidence. We also assessed the burden of CDI occurrence in term of hospitalization length, and short and long-term mortality.

Methods

Case/control Patient Ascertainment

This case/control observational study included patients aged >75y hospitalized for AP in a French 1800-bed university Hospital. All the patients developing a CDI during hospitalization were included and compared with a control group of AP patients without CDI.

For both case and control groups, screening of patients was performed using the national regulatory procedure coding system from the French medical information system program (PMSI). Medical record of each patient was then retrospectively included.

Case identification

All the patients aged > 75 y hospitalized between January 1 st 2007 and December 31th 2017 with a diagnosis of AP and secondly developing a CDI were included.

The following criteria of AP, defined by the American guidelines [START_REF] Metlay | Diagnosis and Treatment of Adults with Community-acquired Pneumonia. An Official Clinical Practice Guideline of the American Thoracic Society and Infectious Diseases Society of America[END_REF], were required: (1) 2 or more of the following signs: new cough, sputum production, dyspnea, pleuritic pain, abnormal temperature (< 35.6 °C or > 37.8 °C), altered breathing sounds on auscultation; and

(2) a new infiltrate on chest imaging. Ventilator-associated AP was not included. CDI diagnosis was defined by the occurrence of > 2 loose stools per day and with a positive test for C. difficile toxin, according to European guidelines [START_REF] Debast | European Society of Clinical Microbiology and Infectious Diseases: Update of the Treatment Guidance Document for Clostridium difficile Infection[END_REF]. Faeces samples were first investigated with an enzyme immunoassay (Vidas system; bioMe ŕieux, Marcy l'Etoile, France) detecting glutamate deshydrogenase (GDH). Samples with a negative GDH test result were considered negative. Faeces samples with a positive GDH test were re-tested with an enzyme immunoassay for toxins A and B ((Vidas system; bioMe ŕieux, Marcy l'Etoile, France)). In case of negativity, a nucleic acid amplification test detecting toxin B was performed (GeneXpert system; Cepheid, Sunnyvale, USA) for final adjudication.

Asymptomatic carriers of C. difficile were not identified.

Control identification

Patients with CDI were compared with a control population composed from all the hospitalized patients aged > 75 y hospitalized between November 1 st 2012 and June 1 st 2013 in our University Hospital, with a diagnosis of AP without CDI diagnosis during the hospitalization.

Recorded Data

For each subject, we recorded demographic, clinical, and biological data including age, gender, residential status, underlying diseases, Charlson comorbidity index (CCI) [START_REF] Charlson | A new method of classifying prognostic comorbidity in longitudinal studies: development and validation[END_REF], history of hospitalization in the past 6 months, Pneumonia Severity Index (PSI) [START_REF] Fine | A prediction rule to identify low-risk patients with community-acquired pneumonia[END_REF]. Antibiotic treatment (medication, duration, route of administration), proton-pump inhibitors (PPI) and immunosuppressive therapies co-prescriptions (>5mg prednisone equivalent corticosteroids, chemotherapy or antirejection agents, tumor necrosis factor antagonists) were also recorded, as well as 6 months re-hospitalizations, in hospital death and at 1 year.

The study was conducted in accordance with the Declaration of Helsinki and National standards.

Data Analysis

We compared 1) patients developing CDI with those without CDI, and 2) patients who were alive with those who were dead.

Continuous variables were compared using the Mann-Whitney U test. Categorical variables were compared using the chi-square test and Fisher test when appropriate.

Factors associated with CDI incidence were evaluated in univariate and multivariate analysis.

Logistic regression analysis was performed to assess the association of CDI on one-year mortality after adjustment on pre-specified prognostic factors (Age, CCI, PSI, acquisition site). Statistical analyses were performed using SPSS 21.0 software (IBM Corp, Armonk, NY). Statistical significance was defined for P < 0.05.

Results

Patients' characteristics

In total, 92 patients with AP and CDI and 213 AP patients without CDI were included.

Demographic data are presented in table I. Patients were of similar age (86 [82-91] vs 85 [81-89] respectively, p = 0.2) and had a very high rate of comorbidities in the 2 groups, as highlighted by the median CCI (7 [6-8] in the 2 groups). AP was acquired in community for nearly 60% of patients, in nursing home for 30% and in hospital for 10% of patients in both groups.

Burden of C. difficile infection

Outcomes of patients with and without CDI are presented in table I. Hospitalization length is nearly twice longer in the CDI group (26 [18-38] vs 14 [START_REF] Metlay | Diagnosis and Treatment of Adults with Community-acquired Pneumonia. An Official Clinical Practice Guideline of the American Thoracic Society and Infectious Diseases Society of America[END_REF][START_REF] Chalmers | Proposed changes to management of lower respiratory tract infections in response to the Clostridium difficile epidemic[END_REF][START_REF] Debast | European Society of Clinical Microbiology and Infectious Diseases: Update of the Treatment Guidance Document for Clostridium difficile Infection[END_REF][START_REF] Charlson | A new method of classifying prognostic comorbidity in longitudinal studies: development and validation[END_REF][START_REF] Fine | A prediction rule to identify low-risk patients with community-acquired pneumonia[END_REF][START_REF] Olsen | Increasing Age Has Limited Impact on Risk of Clostridium difficile Infection in an Elderly Population[END_REF][START_REF] Zycinska | Antibiotic Treatment of Hospitalized Patients with Pneumonia Complicated by Clostridium Difficile Infection[END_REF][START_REF] Becerra | Impact of Clostridium difficile infection among pneumonia and urinary tract infection hospitalizations: an analysis of the Nationwide Inpatient Sample[END_REF][START_REF] Chalmers | Risk factors for Clostridium difficile infection in hospitalized patients with community-acquired pneumonia[END_REF][START_REF] Slimings | Antibiotics and hospital-acquired Clostridium difficile infection: update of systematic review and meta-analysis[END_REF][START_REF] Brown | Meta-Analysis of Antibiotics and the Risk of Community-Associated Clostridium difficile Infection[END_REF][START_REF] Brown | The magnitude and duration of Clostridium difficile infection risk associated with antibiotic therapy: a hospital cohort study[END_REF][START_REF] Chidiac | Société de pathologie infectieuse de langue française, Agence française de sécurité sanitaire des produits de santé. [Systemic antibiotherapy for the treatment of lower respiratory tract infections. Community acquired pneumonia, acute exacerbation of obstructive chronic bronchitis[END_REF][START_REF] Wilcox | Longterm surveillance of cefotaxime and piperacillin-tazobactam prescribing and incidence of Clostridium difficile diarrhoea[END_REF][START_REF] Settle | Prospective study of the risk of Clostridium difficile diarrhoea in elderly patients following treatment with cefotaxime or piperacillin-tazobactam[END_REF][START_REF] Kundrapu | Do piperacillin/tazobactam and other antibiotics with inhibitory activity against Clostridium difficile reduce the risk for acquisition of C. difficile colonization?[END_REF][START_REF] Cattoir | Antimicrobial susceptibility of Clostridium difficile clinical isolates collected from 2001 to 2007 in a French university hospital[END_REF], p < 0.001). Both in-hospital mortality (34% vs 20%, p = 0.009) and one-year mortality (63 % vs 42%, p = 0.002) were significantly higher after CDI.

In multivariate analysis (table II), after adjustment on other prognostic factors, CDI was associated with doubled in-hospital and one-year mortality (OR = 1.95 (1.06-3.58), p = 0.03; OR = 2.02 (1.14-3.57), p = 0.02, respectively). PSI, but no CCI, was significantly associated with a higher risk of death at both short and long term.

Risk factors for C. difficile infection

Comparison of pneumonia antibiotic treatment between patients developing CDI with those without CDI is presented in table III. Amoxicillin and clavulanate was the most frequent antibiotic treatment of pneumonia whatever the group (58% in the CDI group vs 63% in the group without CDI), p = 0.2). Prescriptions of 3GC, the second most frequent antibiotic class, were significantly more frequent in the CDI group (54% vs 41%, p = 0.03).

Most frequent combinations of antibiotic drugs concerned PBLI with fluoroquinolones (17% for CDI patients vs 8% for patients without CDI, p = 0.02), 3GC with fluoroquinolones (13% vs 8%, p = 0.2) and 3GC with macrolides (7% vs 12%, p = 0.2). Respectively 21% and 18% of patients received more than 2 antibiotics (p = 0.6).

In multivariate analysis (table IV), number of antibiotic drugs (OR = 1.90 (1.17 

Discussion

Antibiotics and CDI

AP is a leading cause of hospitalization in older patients and has been associated with a higher risk of CDI [START_REF] Olsen | Increasing Age Has Limited Impact on Risk of Clostridium difficile Infection in an Elderly Population[END_REF]. Several studies have assessed the association of antibiotics treatment for AP and CDI incidence [START_REF] Zycinska | Antibiotic Treatment of Hospitalized Patients with Pneumonia Complicated by Clostridium Difficile Infection[END_REF][START_REF] Becerra | Impact of Clostridium difficile infection among pneumonia and urinary tract infection hospitalizations: an analysis of the Nationwide Inpatient Sample[END_REF][START_REF] Chalmers | Risk factors for Clostridium difficile infection in hospitalized patients with community-acquired pneumonia[END_REF]. However, to our knowledge, none have focused on a very elderly population. In a frail elderly population at higher risk of CDI, there is a particular need to identify which antibiotic class for AP is associated with the lower risk of CDI incidence. Indeed, antibiotic therapy is considered the most important risk factor for CDI. Exposure to virtually all antibiotics types has been linked to an increased risk of CDI [START_REF] Leffler | Clostridium difficile infection[END_REF], with the highest association for cephalosporins, fluoroquinolones, clindamycin and carbapenems [START_REF] Slimings | Antibiotics and hospital-acquired Clostridium difficile infection: update of systematic review and meta-analysis[END_REF][START_REF] Brown | Meta-Analysis of Antibiotics and the Risk of Community-Associated Clostridium difficile Infection[END_REF]. This risk of CDI is also highly influenced by the number of antibiotic drugs and the duration of antibiotic treatment. Like others [START_REF] Brown | The magnitude and duration of Clostridium difficile infection risk associated with antibiotic therapy: a hospital cohort study[END_REF], we found a significant relation between the number of antibiotic drugs and the incidence of CDI. The treatment duration was however not associated with a clear higher risk, contrary to previous studies [START_REF] Chalmers | Risk factors for Clostridium difficile infection in hospitalized patients with community-acquired pneumonia[END_REF]. These two risk factors, modifiable to some degree, are of clinical interest to decrease antibiotic-induced dysbiosis leading to CDI. Considering the higher risk of resistance to amoxicillin in community-acquired AP probabilistic treatment, French and American guidelines specifically recommend broader spectrum antibiotics for older patients with comorbidities, i.e. amoxicillin-clavulanate, 3GC or anti-pneumococcal fluoroquinolones [START_REF] Metlay | Diagnosis and Treatment of Adults with Community-acquired Pneumonia. An Official Clinical Practice Guideline of the American Thoracic Society and Infectious Diseases Society of America[END_REF][START_REF] Chidiac | Société de pathologie infectieuse de langue française, Agence française de sécurité sanitaire des produits de santé. [Systemic antibiotherapy for the treatment of lower respiratory tract infections. Community acquired pneumonia, acute exacerbation of obstructive chronic bronchitis[END_REF]. In our study, such recommendations were followed, as amoxicillin-clavulanate was the first therapeutic regiment followed by 3GC, whereas fluoroquinolones were very rarely used.

The major finding of our study is the association between PBLI and a half reduced risk of CDI incidence compared with other antibiotic regimens. Such an association has already been highlighted. In a meta-analysis by Slimings and Riley, 3GC were associated with a doubled risk of CDI compared with PBLI [START_REF] Slimings | Antibiotics and hospital-acquired Clostridium difficile infection: update of systematic review and meta-analysis[END_REF]. Similarly, substitution of 3GC for piperacillin/tazobactam has been associated with a clear reduction in the incidence of CDI. [START_REF] Wilcox | Longterm surveillance of cefotaxime and piperacillin-tazobactam prescribing and incidence of Clostridium difficile diarrhoea[END_REF][START_REF] Settle | Prospective study of the risk of Clostridium difficile diarrhoea in elderly patients following treatment with cefotaxime or piperacillin-tazobactam[END_REF] Moreover, patients receiving piperacillin/tazobactam are less likely to be asymptomatic carriers of C. difficile than patients with other antibiotics regimens [START_REF] Settle | Prospective study of the risk of Clostridium difficile diarrhoea in elderly patients following treatment with cefotaxime or piperacillin-tazobactam[END_REF][START_REF] Kundrapu | Do piperacillin/tazobactam and other antibiotics with inhibitory activity against Clostridium difficile reduce the risk for acquisition of C. difficile colonization?[END_REF]. In vitro, C. difficile is constantly resistant to cephalosporin but remains sensible to PBLI [START_REF] Cattoir | Antimicrobial susceptibility of Clostridium difficile clinical isolates collected from 2001 to 2007 in a French university hospital[END_REF].

Unlike ceftriaxone [START_REF] Adams | Effect of Fluoroquinolone Treatment on Growth of and Toxin Production by Epidemic and Nonepidemic Clostridium difficile Strains in the Cecal Contents of Mice[END_REF], piperacillin/tazobactam inhibits acquisition of C. difficile colonization during treatment in mice [START_REF] Jump | Tigecycline Exhibits Inhibitory Activity against Clostridium difficile in the Colon of Mice and Does Not Promote Growth or Toxin Production[END_REF].

Other risk factors

A number of studies demonstrate advanced age as a risk factor for CDI [START_REF] Leffler | Clostridium difficile infection[END_REF]. However, when considering only frail elderly patients, as in our study, whether age is per se a risk factor for CDI the association of age with CDI incidence is more debatable. Most studies indeed support our findings that age itself is not associated with CDI incidence after controlling for comorbidities [START_REF] Olsen | Increasing Age Has Limited Impact on Risk of Clostridium difficile Infection in an Elderly Population[END_REF][START_REF] Shin | Older Is Not Wiser, Immunologically Speaking: Effect of Aging on Host Response to Clostridium difficile Infections[END_REF]. As in Rao's study [START_REF] Rao | Poor functional status as a risk factor for severe Clostridium difficile infection in hospitalized older adults[END_REF], multimorbidity evaluated by the CCI was not associated with a higher risk of CDI incidence in our series. However, CDI was significantly more frequent in the geriatric department (receiving frail comorbid patients) than in other units. In other larger studies however, CCI and CIRS Comorbidity Scores were associated with a higher risk of CDI [START_REF] Becerra | Impact of Clostridium difficile infection among pneumonia and urinary tract infection hospitalizations: an analysis of the Nationwide Inpatient Sample[END_REF][START_REF] Ticinesi | Multimorbidity in elderly hospitalised patients and risk of Clostridium difficile infection: a retrospective study with the Cumulative Illness Rating Scale (CIRS)[END_REF]. Among non-antibiotics treatment, PPI is classically associated with a slightly increased risk of CDI [START_REF] Cao | Updated meta-analysis of controlled observational studies: proton-pump inhibitors and risk of Clostridium difficile infection[END_REF], even if this association is still a matter of debate [START_REF] Depoorter | Use of Proton Pump Inhibitors and Risk of Nosocomial Clostridium Difficile Infection in Hospitalized Elderly Adults[END_REF] and didn't reach significance in our study. Use of immunosuppressive drugs was also associated with a higher risk, consistently with previous works [START_REF] Brown | Hospital Ward Antibiotic Prescribing and the Risks of Clostridium difficile Infection[END_REF].

Burden of C. difficile infection

C. difficile was responsible for almost half a million infections and was associated with approximately 29,000 deaths in the USA in 2011 [START_REF] Lessa | Burden of Clostridium difficile infection in the United States[END_REF]. Older patients are particularly at risk of CDI with a tripled incidence in patients aged 65 or older [START_REF] Shin | Older Is Not Wiser, Immunologically Speaking: Effect of Aging on Host Response to Clostridium difficile Infections[END_REF]. All medical units should be concerned about this pathogen that worsens short and long-term prognosis and can quadruple the cost of hospitalizations [START_REF] Leffler | Clostridium difficile infection[END_REF]. In our study, CDI was associated with a twicelonger hospital stay and a twice-higher risk of in-hospital mortality and one-year mortality compared with AP patients without CDI. This heavy burden of CDI and over-mortality has been widely documented [START_REF] Depoorter | Use of Proton Pump Inhibitors and Risk of Nosocomial Clostridium Difficile Infection in Hospitalized Elderly Adults[END_REF][START_REF] Barbut | Excess mortality between 2007 and 2014 among patients with Clostridium difficile infection: a French health insurance database analysis[END_REF][START_REF] Banks | Trends in mortality following Clostridium difficile infection in Scotland, 2010-2016: a retrospective cohort and case-control study[END_REF][START_REF] Chen | Burden of Clostridium difficile infection: Associated hospitalization in a cohort of middle-aged and older adults[END_REF]. In a study by Becerra et al. on more than 500,000 patients in USA, CDI tripled in-hospital mortality and doubled length of hospital stay after AP [START_REF] Becerra | Impact of Clostridium difficile infection among pneumonia and urinary tract infection hospitalizations: an analysis of the Nationwide Inpatient Sample[END_REF]. Interestingly, PSI defined by Fine et al. [START_REF] Fine | A prediction rule to identify low-risk patients with community-acquired pneumonia[END_REF], was significantly associated with both short and long term mortality, whereas CCI [START_REF] Charlson | A new method of classifying prognostic comorbidity in longitudinal studies: development and validation[END_REF] had poor prognostic value in this population.

These results are consistent with previous works highlighting PSI as a better prognostic tool than CCI in frail elderly patients with AP [START_REF] Putot | A New Prognosis Score to Predict Mortality After Acute Pneumonia in Very Elderly Patients[END_REF].

Limitations

Several limitations have to be acknowledged. First, the monocentric design limits the extrapability of the results. In particular, antibiotics policies largely differ from a hospital to another. However, use of PBLI is in accordance with current guidelines [START_REF] Woodhead | Guidelines for the management of adult lower respiratory tract infections -Full version[END_REF][START_REF] Metlay | Diagnosis and Treatment of Adults with Community-acquired Pneumonia. An Official Clinical Practice Guideline of the American Thoracic Society and Infectious Diseases Society of America[END_REF][START_REF] Chidiac | Société de pathologie infectieuse de langue française, Agence française de sécurité sanitaire des produits de santé. [Systemic antibiotherapy for the treatment of lower respiratory tract infections. Community acquired pneumonia, acute exacerbation of obstructive chronic bronchitis[END_REF], even though monotherapy is not recommended in American guidelines [START_REF] Metlay | Diagnosis and Treatment of Adults with Community-acquired Pneumonia. An Official Clinical Practice Guideline of the American Thoracic Society and Infectious Diseases Society of America[END_REF]. Second, the case-control methodology is another limitation. The control population was recruited in 2013 whereas the CDI population was recruited over a wider period, from 2007 to 2017. Even though the included population and antibiotic prescriptions were comparable during these two periods, this could have led to a selection bias. Third, adjustment on confounders was limited by the restricted availability of clinical data in this retrospective study (including pre-hospitalization antibiotic treatment) and also by the relatively small number of patients. However these results are in accordance with the present literature, although to our knowledge no previous study to date has highlighted an AP antibiotic regimen as giving at lower risk of CDI. If confirmed, we believe that these exploratory results could be of great interest for clinicians, given the high frequency of AP and the co-existence of several antibiotic regimens, presented as equally positioned alternatives in the current guidelines.

Conclusion

In this frail elderly population hospitalized for AP, CDI was associated with a twice-higher short and long-term mortality and a doubled length of hospital stay. Among other risk factors, high number of antibiotic drugs was associated with in-hospital CDI.

When compared with other antibiotic regimens, prescription of PBLI as antibiotic treatment was associated with a lower risk of CDI incidence. If confirmed, these results support monotherapy by PBLI in elderly patients with AP in order to limit CDI incidence. Such findings should be balanced when considering therapeutic superiority of broader spectrum AP antibiotic regimens 37 in this specific older population. 

  -3.06); p = 0.009), unlike antibiotic duration (per day, OR = 1.04 (0.96-1.11); p = 0.4), was associated with CDI incidence. Use of PBLI (OR = 0.43 (0.19-0.99); p = 0.05) was associated with a lower risk of CDI than other antibiotic regimens. History of hospitalization in the past 6 months (OR = 3.23 (1.43-7.31); p = 0.005), hospitalization in the geriatrics department (OR = 3.33 (1.52-7.31); p = 0.003), hospitalization length (per day, OR = 1.02 (1.01-1.04); p = 0.04) and use of immunosuppressive drugs (OR = 2.91 (1.00-8.49); p = 0.05) were associated with CDI incidence.

Table II :

 II Multivariate analysis of factors associated with mortality in elderly inpatients hospitalized for pneumonia

		In-hospital mortality	One-year mortality
		0R (95% CI)	p	0R (95% CI)	p
	Age (per year)	1.01 (0.96-1.06)	0.7	1.06 (1.01-1.10)	0.01
	Charlson Index (per point)	1.09 (0.95-1.26)	0.2	1.00 (0.88-1.14)	1
	PSI (per point)	1.02 (1.01-1.03)	<0.001	1.02 (1.01-1.03)	<0.001
	CDI	1.95 (1.06-3.58)	0.03	2.02 (1.14-3.57)	0.02
	PSI: Pneumonia Severity Index; CDI: C. difficile infection		
	* >5mg prednisone equivalent corticosteroids, chemotherapy or antirejection agents, tumor
	necrosis factor antagonists				

Table IV :

 IV Multivariate analysis of factors associated with incidence of C. difficile infection in elderly inpatients hospitalized for pneumonia

		Odds Ratio (95% Confidence Interval)	p
	Age (per year)	0.96 (0.90-1.02)	0.2
	Nursing home resident	0.98 (0.41-2.32)	1
	Charlson Index > 5	0.28 (0.8-1.03)	0.06
	Previous hospitalization (6 months)	3.23 (1.43-7.31)	0.005
	Geriatric department (vs other department)	3.33 (1.52-7.31)	0.003
	Hospitalization length (per day)	1.02 (1.00-104)	0.04
	Immunosuppressive drugs*	2.91 (1.00-8.50)	0.05
	Proton-pump inhibitors	2.01 (0.91-4.46)	0.09
	Antibiotic treatment duration (per day)	1.04 (0.96-1.11)	0.4
	Number of antibiotics	1.90 (1.17-3.06)	0.009
	Penicillin + inhibitor (vs other antibiotics)	0.43 (0.19-0.99)	0.05
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