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Diarrea 

nosocomiale 

CDI: 20% 

Diarrea da antibiotici     

(3-30% p.ti in tx atb) 

CDI: diarrea infettiva nosocomiale 

CDI:  

most common cause  

of nosocomial bacterial diarrhea 

in the Western world 



CDI: clinical syndromes  
and complications 

• Colonization, asymptomatic 

• From mild/moderate to severe diarrhoea 

• Colitis +/- pseudomembranes (endoscopy) 

• Toxic Megacolon   

• Colon perforation/peritonitis 

• Sepsis and acute abdomen without diarrhoea  

 

 

CDI: a substantial cause  

of unexplained nosocomial 

leukocytosis 



Domande 

 

1. Terapia empirica x  CDI sospetta  ?? 

2. Nuove opzioni terapeutiche 

3. CDI, VRE e Candida: che fare ? 

4. Chirurgia: quando e quale 

 

 

 

 

Risposte:  

tra opinioni ed evidenze !! 



Q1 terapia empirica 

• Diagnosi rapida: una necessita’ realizzabile 

• Requisito per accreditamento laboratorio 

microbiologia: 24/7/365 

• Realizzabile “al letto del malato” (test rapido) 

• Ricerca della tossina A/B: limiti del test se 

utilizzato da solo 

 

 





ALGORITMO DIAGNOSTICO  

E’ presente C. difficile ? 

No Si 

Produce tossina ? 



TEST RAPIDO COMBINATO 



Terapia empirica x CDI 

• Se test rapido NON disponibile valutare: 

 

1. Fattori di rischio specifici: 

• Antibiotics (clindamycin, penicillins, FQs) and 

• Using 3 or more antibiotics at one time   (SoR: B1) 

• Proton-pump inhibitors: (SoR: B1) 

• Hospital risk factors: proximity to other patients 

with C difficile and longer length of stay (SoR: B) 

• Patient risk factors: advanced age and comorbid 

conditions (SoR: B) 

 



Terapia empirica x CDI  

2. Criteri clinici:  

• entità della diarrea 

• Ipotensione, shock settico 

• megacolon, ileo  

• Leucocitosi (> 15.000/mmc)  

• Incremento creatinina (> 1. 5 VB) 



Terapia empirica x CDI  

3. Criteri epidemiologici: 

• epidemia in corso 

• prevalenza ceppo BI/NAP1/027 (Torino 2009, Italia 

centrale 2010-2012, Roma 2013) 

 



Quale terapia empirica x CDI ? 

Clinical definition Supportive 

clinical data 

Recommended Therapy SoR 

Initial episode, 

mild or moderate 

WBC< 15.000 

mmc & creatinine 

< 1.5 x  basal 

value 

Metronidazole OS  

500 mg tid x 10-14 d. 

AI 

Initial episode, 

severe 

WBC> 15.000 

mmc & creatinine 

> 1.5 x  basal 

value 

Vancomycin OS  

125 mg qid x 10-14 d. 

BI 

Initial episode, 

severe, 

complicated* 

Hypotension or 

shock,  

megacolon 

Vanco OS or by ngt 500 

mg qid +  

MNZ iv 500 mg tid 

CIII 

 

Ileus As above, + Vanco rectal 

instillations 

SHEA-IDSA Guideline ICHE, 2010; 31:433-455 

Approccio da rivedere 

considerando opzione 

fidaxomicina 



Q 2 Nuove opzioni terapeutiche   

• 20%-30% of pts who initially respond to treatment 
will have a recurrence up to 8 weeks after 
completion of treatment (most of the recurrences 
within the first 14 days) 

• Rates of recurrence similar between pts initially 
treated with vancomycin or metronidazole 

• Insufficient data on: 

 - CDI caused by strain BI/NAP1/027 

 - Impact of concomitant antibiotic use 

 

 

 
Drawbacks of current recommendations 

for CDI treatment 





Drawbacks of antibiotics   

currently used for CDI 

• Variable in vitro activity against C. difficile  

• Variable faecal concentration 

• Activity against normal gut flora 

• Variable systemic absorption   

• Post-antibiotic effects 

There is a strong need  

for new agent and/or 

 new treatment modalities 



Fidaxomicin 

• Nonabsorbed macrocyclic compound  

• High bactericidal activity anti-C.difficile in the 
feces  

• Narrow-spectrum anti-C.difficile agent 

• Relatively spare the indigenous fecal 
microbiota 

• Mechanism of action: inhibition of a RNA 
polymerase at a site distinct from where 
rifamycins interact  

First antimicrobial agent 

approved by FDA for CDI in 

adults over the last 25 years 



In vitro susceptibility of C.difficile strains  

to fidaxomicin, vancomycin, metronidazole 



In vitro susceptibilities of Fidaxo, Vanco and Metronidazole 

against selected aerobic and anaerobic organisms 



OPT 80-003 



OPT 80-003 



OPT 80-003 conclusions 

• Fidaxomicin 200 mg bid and vancomycin 125 

mg qid orally have similar effectiveness with 

respect to the clinical resolution of acute 

diarrheal disease due to C.difficile after 10 

days of treatment  

• More sustained or durable resolution of 

disease (global cure) is achieved with 

fidaxomicin (clinical cure without recurrence 

25 days after treatment completion) 

 



Lancet Infect Dis 2012; 12: 281-89 



OPT 80-004 

Lancet Infect Dis 2012; 12: 281-89 



OPT 80-004 conclusions 

• Fidaxomicin non-inferior to vancomycin in 
initial clinical response 

• Pts succesfully treated with fidaxomicin 
were less likely to have recurrence within 4 
weeks after treatment completion, 
traslating to a superior sustained response 
(difference: 14%) 

• Clinical cure rate for pts receiving 
concomitant antibiotics better for 
fidaxomicin: 46/51 (90,2%) vs 33/45 (72,3%) 
(p= 0.031) 

 
Lancet Infect Dis 2012; 12: 281-89 



• CAs concurrent with CDI treatment (fidaxomicin or vancomycin) 

associated with lower cure rate (84.4% vs 92,6%; P>0.001) and 

extended time to resolution of diarrhea (97 vs 54 hrs; P<0.001) 

• With concurrent CAs, cure rate was 90% for fidaxomicin and 

79.4% for vancomycin (P=0.04) 

•In pts receiving CAs during treatment and/or FU, fidaxomicin 

theray was associated with 12.3% fewer recurrences (16.9% 

vs.29.2%; P = .048) 

• Fidaxomicin was significantly more effective than vancomycin in 

achieving clinical cure in the presence of CAs therapy and in 

preventing recurrence regardless of CAs use 

Mullane et al.  Clinical Infectious Diseases 2011; 53 (5):440-447 

OPT 80-003/004 



•  Clinical cure rate for pts infected with epidemic BI 

strain of C. difficile are significantly reduced in 

comparison with CDI caused by other strains, 

independent of the treatment agent used (fidaxomicin or 

vancomycin).  

• by multivariate analysis increased recurrence rates of 

CDI were also related to: infection with BI strain, prior 

history of CDI, and concomitant use of other 

antimicrobials 

OPT 80-003/004 





FUTURE PHARMACOTHERAPY OF CDI :  

DRUGS UNDER DEVELOPMENT 

LFF 571 (Novartis) 

semisynthetic thiopeptide with high and selective  in vitro activity 

Phase II trials undergoing 

Surotomycin (Cubist) 

novel lipopeptide structurally related to daptomycin 

Phase III trials undergoing 

SMT 19969  

bis-benzimidazole tetrahydrate compound with minimal growth 

inhibition against a large panel of isolates from the gut flora 

Cadazolid (Actelion) 

non-absorbable oxazolidinone with very selective actitvity 

Scheduled for Phase II trials 

Oritavancin  

Lipoglycopeptide fourfold more active in vitro than vanco and metro 

Strong activity against ribotype 027 in a human gut model  

CamSA 

bile salt analog, inhibits C. difficile spore germination in vitro. In a 

murine model study a single dose of prevented CDI without any 

toxicity suggesting a possible new approach for prevention of CDI 





Intestinal Microbiota Transplantation (IMT) for recurrent 

CDI and PMC 

Systematic review of 317 pts treated across 27 case 

series and reports 

IMT highly effective, disease resolution in 92% of cases 

Effectiveness varied by route of instillation, relationship 

to stool donor, volume of IMT given, and treatment before 

infusion 

Deaths and adverse events uncommon 

Better designed studies should be performed 



Treatment with monoclonal antibodies  

against C. difficile toxins A and B,  

in addition to metronidazole or vancomycin,  

reduced the rate of recurrence of infection,  

as compared with placebo (7% vs. 25%) 



Q 3  

Possibile relazione tra vanco e rischio VRE & 

Candida spp.: quale prevenzione ? 



Q 4 

Indicazioni, timing e tipo di chirurgia 

• Megacolon 

• Colonic perforation 

• Acute abdomen 

• Septic shock  (selected cases) 

• Emergency colectomy for fulminant CDI 

caused by ribotype 027: mostly beneficial in 

pts with age > 65 years, immunocompetent, 

WBC> 20.000 cmm, lactate 2,2-4,9 mmol/l * 

 
* Lamontagne F. et al. Ann Surg 2007; 245: 267-72 



Diverting loop ileostomy & colonic lavage 





Conclusions 

• CDI: increasing incidence and cost 

• Fidaxomicin: a safe and well-tolerated new antibiotic 
for CDI 

• A susbstantial progress in CDI treatment: lower 
recurrence rate and higher sustained clinical 
response for pts with mild to moderate diarrhoea 
and those receiving concurrent CAs 

• A 10-day course of fidaxomicin will cost over $ 2000: 
a cost-benefit analysis will be needed 

• Unmeet clinical needs: treatment for severe case 
and BI/NAP1/027 strain 

 

 

 



Conclusions 

• Probiotics, IVIG: probably unuseful 

• Fecal transplantation: useful in selected case 

• Monoclonal antibodies and toxoid vaccine: 

the next future 

• Don’t forget: antimicrobial stewardship, 

isolation and case notification, hygienic 

precautions (bleach !) 

 


