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HCV retreatment efficacy after 1st line failure is decreased 
by NS5A resistance, short regimens and lack of ribavirin: 
how “easy” can we go in real-life?

1° Classificato  - Sessione Studi Clinici

Acta Biomed 2017; Vol. 88, Quaderno 3: 3                         © Mattioli 1885

C o n g r e s s  r e p o r t s

Summary
Background: Retreatment of HCV-patients who fail to achieve a sustained viral response (SVR) is cur-
rently a major challenge. Whereas international guidelines recommend drug-class switch or “unconventional” 
drug-associations, we analyzed the real-life efficacy of HCV-retreatment, and the usefulness of baseline (BL) 
genotypic resistance testing (GRT). 
Main Results: Within the collaborative network VIRONET-C, 100 patients were retreated after NS5A-in-
hibitors (NS5Ai)±ribavirin (RBV, N=14); simeprevir (SIM)+sofosbuvir (SOF)±RBV (N=23); or SOF+RBV 
(N=63) failure. Ad interim SVR12 rate was 80.4% (74/92), but it was reduced to 50.0% (7/14) in patients 
retreated not according guidelines nor BL-GRT, vs. 87.5% (49/56) achieved by following guidelines (46/56 
with also BL NS5A-GRT), and 81.8% (18/22) by following viral resistance profile (p<0.01). In the 85 pa-
tients retreated with NS5Ai, SVR12 was reduced by short RBV-free regimens (25.0% [2/8] 12wk noRBV vs 
85.7% [6/7] of 12wk+RBV, 100% [11/11] of 24wk noRBV, and 83.1% [49/59] of 24wk+RBV; p<0.01), by 
prior NS5Ai-experience (40.0% [2/5] vs 82.5% [66/80] in NS5A-naïve; p=0.05), and by BL NS5A-RASs 
(50% [8/16] vs 85.5% [47/55] in patients without; p=0.01). After 2nd line failure, 8/12 patients tested showed 
multiple and/or multiclass RASs. 
Conclusions: Integration of BL-GRT in retreatment personalization may help to optimize efficacy and to 
identify patients with complex resistance that are natural candidates for future generation regimens.

Valeria Cento
Roma



Infectious Diseases Team for the Early Management 
of Severe Sepsis and Septic Shock in the Emergency 
Department

2° Classificato ex aequo  - Sessione Studi Clinici

Acta Biomed 2017; Vol. 88, Quaderno 3: 4                         © Mattioli 1885

C o n g r e s s  r e p o r t s

Summary 
Aim: To assess whether the early involvement of an Infectious Diseases (ID) team in the management of 
adult patients with severe sepsis/septic shock (SS/SS) in the Emergency Department (ED) can reduce 14-day 
mortality compared to standard-of-care.
Methods: Prospective, quasi-experimental pre–post study. During the pre phase ( Jun 2013–Jul 2014), patients 
were managed according to the standard of care, during the post phase (Aug 2014–Oct 2015), patients were 
managed in collaboration with a dedicated ID team, which evaluated patient within 1 hour of ED arrival.
Results: Overall, 382 patients were included, 195 in the pre and 187 in the post phase. During the post 
phase, compliance with the Surviving Sepsis Campaign (SSC) bundle and appropriateness of initial antibiotic 
therapy improved from 4.6% to 32% (p<0.001) and from 30% to 79% (p<0.001), respectively. At multivari-
ate Cox regression analysis predictors of 14-day mortality were: qSOFA ≥2 (HR, 1.68; 95% CI, 1.15–2.45; 
p=0.007), serum lactate ≥2 mmol/L (HR, 2.13; 95% CI, 1.39–3.25; p<0001), and unknown infection source 
(HR, 2.07; 95% CI, 1.42–3.02; p<0.001); being attended during the post phase was a protective factor (HR, 
0.64; 95% CI, 0.43–0.94; p=0.026).
Conclusion: Implementation of an ID team for the early management of SS/SS in the ED improved the 
adherence to SSC recommendations and patient survival.

Sara Tedeschi
Bologna



Combined use of serum (1,3)-β-D-glucan and procalcitonin 
for the early differential diagnosis between candidaemia and 
bacteraemia in intensive care units

2° Classificato ex aequo  - Sessione Studi Clinici

Acta Biomed 2017; Vol. 88, Quaderno 3: 5                         © Mattioli 1885

C o n g r e s s  r e p o r t s

Summary 
Background: This study was aimed to assess the combined performance of serum (1,3)-β-D-glucan (BDG) 
and procalcitonin (PCT) for the differential diagnosis between candidaemia and bacteraemia in intensive care 
units (ICU) in two teaching hospitals in Italy.
Methods: From June 2014 to December 2015, all adult patients with proven candidaemia or bacteraemia plus 
BDG and PCT measured closely to the index culture, were included. The diagnostic performance of BDG 
and PCT, either separately or in combination, was assessed by calculating their sensitivity, specificity, positive 
predictive value (PPV), negative predictive value (NPV), and positive and negative likelihood ratio (LR+ 
and LR-). Changes from pre-test to post-test probabilities of the two diseases were inferred from Fagan’s 
nomograms.
Results: 166 patients were included, 73 with candidaemia (44%) and 93 with bacteraemia (56%). When both 
markers indicated candidaemia (BDG ≥80 pg/ml and PCT <2 ng/ml) they showed higher PPV (96%) com-
pared to 79% and 66% of BDG or PCT alone, respectively. When both markers indicated bacteraemia (BDG 
<80 pg/ml and PCT ≥2 ng/ml), their NPV for candidaemia was similar to that of BDG alone (95% vs. 93%). 
Discordant results (i.e., one marker indicating candidaemia and the other bacteraemia) only slightly altered 
the pre-test probabilities of the two diseases.
Conclusions: The combined use of PCT and BDG could be helpful in the diagnostic workflow for critically-
ill patients with suspected candidaemia.

Roberto Daniele Giacobbe
Genova



HIV-DNA content in different CD4+ T cell subsets 
correlates with CD4+ cell: CD8+ cell ratio or lenght of 
efficient treatment

1° Classificato  - Sessione Ricerca di Base

Acta Biomed 2017; Vol. 88, Quaderno 3: 6                         © Mattioli 1885

C o n g r e s s  r e p o r t s

Summary
HIV establishes a latent infection at different degrees within naive (TN) or central (TCM) and effector 
memory (TEM) CD4+ T cell. Our main aim was to find which factors can influence intracellular viral reser-
voir in different CD4+ T-cell subsets, in HIV+ patients.
We enrolled 32 HIV+ patients successfully treated, with a CD4+ T-cell count more than 500 cells/ml and 
plasma viremia undetectable. Proviral HIV-DNA, the amount of cells expressing signal-joint T-cell recep-
tor rearrangement excision circles (sjTREC) and telomere length were quantified by droplet digital PCR in 
highly purified, sorted CD4+ T-cell subsets; plasma IL-7 and IL-15 were measured by ELISA.
We identified TN, TCM, TEM and TEMRA CD4+ T cells on the basis of the expression of CD45RA and 
CCR7. HIV-DNA was significantly lower in TN cells compared with TCM or to TEM. Conversely, TN 
cells contained more sjTREC compared with TCM or to TEM; no appreciable changes were observed in 
telomere length. HIV-DNA content was significantly higher in TN and TCM cells, but not in TEM, from 
patients with shorter time of treatment, or in those with lower CD4+ : CD8+ ratio.
In conclusion, length of treatment or recovery of CD4+ : CD8+ ratio significantly influences viral reservoir in 
both TN and TCM. Measuring HIV-DNA in purified lymphocyte populations allows a better monitoring of 
HIV reservoir and could be useful for designing future eradication strategies.

Lara Gibellini
Modena e Reggio Emilia



CD8+CD28-CD127loCD39+ Treg Expansion: a New 
Possible Pathogenic Mechanism for HIV Infection?

2° Classificato  - Sessione Ricerca di Base

Acta Biomed 2017; Vol. 88, Quaderno 3: 7                         © Mattioli 1885

C o n g r e s s  r e p o r t s

Summary
Background: CD8+CD28-CD127lowCD39+ T cells (CD8+Treg) are regulatory T lymphocytes, highly con-
centrated within tumor microenvironment, never analyzed in the circulation of HIV infected patients.
Objectives: To analyze the frequency of CD8+ Treg in the circulation of HIV infected patients.
Methods: The frequency of CD8+ Treg was analyzed and correlated with viral load and CD4+ T cells count/
percentage in HIV-1 infected patients subdivided in naïve (at baseline and after 3,6,12 months of therapy), 
elite controllers, long-term non-progressors and affected by tumor. Same analyses were performed in HIV 
negative cancer patients, HCV infected patients and healthy donors.
Results: CD8+Treg frequency was analyzed in 63 ART-naive patients in comparison with that of 173 healthy 
subjects. The majority 125/173 (72%) of controls had no detectable CD8+ Treg. In contrast, 100% of naive 
patients showed CD8+ Treg in their circulation. A progressive significant reduction of circulating CD8+ Treg 
frequency was observed after the beginning of the treatment, as a dynamic biomarker to monitor the course 
of the disease. The frequency of CD8+ Treg in the EC, but not in LTNP, was significantly lower than that of 
naive patients.
Conclusion: The results show that: a) functional CD8+ Treg are increased in the circulation of HIV infected 
patients; b) monitoring their frequency in the peripheral blood of HIV infected patients may represent a 
clinical biomarker.

Chiara Dentone
Sanremo (IM)
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C o n g r e s s  r e p o r t s

Aim: We investigated the associations of statin use and 
exposure to antiretroviral drugs with type 2 DM onset 
in a cohort of HIV-infected patients.
Methods: This retrospective, controlled, cohort study 
identified HIV-1-infected patients who did not have 
DM and were not receiving statins at their antiretrovi-
ral treatment (ART) initiation. Follow-up was accrued 
from ART initiation to the earliest instance of a DM 
diagnosis, loss to follow-up, death, or last available 
visit. The incidence of DM was estimated according to 
statin use. The Fine-Gray competing risk model was 

used in the multivariate analysis to identify risk factors 
for developing DM.
Results: The analyses evaluated 6,195 patients followed 
for 9.8 (IQR: 4.3–16.3) years. During 64,149 person-
years of follow-up (PYFU), 235 patients developed 
DM (crude incidence: 3.66 [95%CI: 3.20–4.13] per 
1,000 PYFU), and 917 (14%) patients used statins. Af-
ter adjusting for potential confounders, statin use was 
associated with a non-significant increase in the risk of 
DM (AHR: 1.21, 95% CI: 0.71–2.07; P = 0.47). DM 
was more likely among patients who were ever treated 
with stavudine, and less likely among those ever treat-
ed using emtricitabine, tenofovir, abacavir, efavirenz, 
nevirapine, atazanavir or darunavir.
Conclusions: A higher risk of diabetes mellitus was not 
associated with statin treatment but with traditional risk 
factors and stavudine use while a reduced risk of DM 
was associated with the use of emtricitabine, tenofovir, 
abacavir, efavirenz, nevirapine, atazanavir or darunavir.

L’incidenza di candidemia non è trascurabile nei 
pazienti affetti da cirrosi epatica e non sono tutt’ora 

noti specifici fattori di rischio correlati a tale evento. 
Lo scopo di questo studio è di descrivere le carat-
teristiche cliniche della candidemia nel cirrotico ed 
analizzarne i fattori di rischio. E’ stato condotto uno 
studio retrospettivo caso-controllo presso il Policlinico 
Sant’Orsola-Malpighi di Bologna tra Gennaio 2006 
e Dicembre 2015. I pazienti cirrotici con candidemia 
sono stati confrontati 1:2 con pazienti cirrotici con bat-
teriemia, stratificati in base a sesso, età e MELD. Sono 
stati analizzati 45 cirrotici [64% maschi, età mediana 
(IQR) 59 (48-70) anni] con candidemia. All’esordio 

Associations of statins and antiretroviral 
drugs with the onset of type 2 diabetes 
among HIV-1-infected patients

Vincenzo Spagnuolo
Milano

Caratteristiche cliniche e fattori di rischio 
per candidemia nel paziente con cirrosi 
epatica

Caterina Campoli 
Bologna
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della candidemia il 52% dei pazienti presentava un 
quadro di sepsi, 27% shock settico e 51% scompenso 
epatico. Il 60% dei pazienti presentava un CVC. I 45 
casi sono stati paragonati con 90 controlli (pazienti 
cirrotici con batteriemia). Le principali differenze tra 
i due gruppi sono risultate la pregressa esposizione ad 

antibioticoterapia nei 30 giorni precedenti la candi-
demia, una recente chirurgia addominale, la presenza 
di CVC, lo shock settico all’esordio clinico e la mor-
talità a 30 giorni. La presenza di CVC all’esordio clini-
co [HR 2,51, 95% CI 1–5.7, P 0.03] ed una precedente 
terapia antibiotica [>7 giorni di terapia antibioti

Introduction: Bacterial infections are a leading cause 
of morbidity and mortality in patients with liver cir-
rhosis (LC). The objective of this study was to describe 
the epidemiology, cause and severity of infection in pa-
tients with LC according with stage of disease.
Methods: We conducted a 2 year prospective obser-
vational study where consecutive patients with LC 
and bacterial infections were included. At baseline, we 
collected the following prognostic scores: number of 
previous Acute Decompensations (AD), Model for 
End-stage Liver Disease (MELD), Child-Turcotte-

Pugh, CLIF-OF, CLIF-AD and CLIF-ACLF scores. 
Patient transplant-free survival was assessed at hospi-
tal discharge.
Results: Patients with less advanced disease (≤ 2 previ-
ous episodes of AD) had more frequently spontaneous 
bacterial peritonitis (SBP) (P=0.02) and culture-neg-
ative infections (P=0.01). Conversely, patients with > 
2 episodes had more frequently device related infec-
tion (P=0.011), such as catheter related BSIs or TIPSS 
infections and infection caused by multidrug-resistant 
(MDR) pathogen (Table 2). Infection severity did not 
change significantly among the two groups. In-hospi-
tal morality was 16%, with no significative differences 
(17% vs 13%, P=0.49).
Conclusion: In patients with LC admitted for a 
community-onset bacterial infection, the anamnesis 
of more than 2 previous AD is a possible risk factor 
predicting site of infection (device-related infections 
vs PBS) and a higher probability of a MDR etiology.

Epidemiology, etiology and severity of 
community onset bacterial infections in 
patients with liver cirrhosis according with 
disease history and severity

Lorenzo Marconi
Bologna 

Invasive fungal disease (IFD) are severe complications 
in children undergoing chemotherapy or hematopoi-
etic stem cell transplantation (HSCT). Aim of this 
study is to evaluate factors related with long-term 
survival in a pediatric population followed at Isti-
tuto Giannina Gaslini Children Hospital, from 2006 
to 2016. Following data were prospectively collected: 

demographics; underlying disease, treatment phases 
(1st diagnosis; resistant/relapsing disease; autologous 
HSCT, allogeneic HSCT form alternative or matched 
related donor, HSCT rejection/failure, acute Graft vs. 
Host Disease (GvHD) grade 0-I or II-IV, chronic ex-
tensive GvHD); type of fungus (yeast or mold), di-
agnosis of IFD according to EORTC/MSG criteria. 
108 IFD were diagnosed in 102 patients. Proven IFD 
were 46%, probable 27% and possible 27%. During the 
observation 38% children died: 67% within 3 months 
from IFD, 25% within 6 and 8% in 12. Risk for death 
was 24% at 3 months, 33% at 6 and 37% at 12. Treat-
ment phase was the only variable predicting mortality 
at 3, not at 6 and 12 months. Hazard ratio was signifi-
cant for relapsing/resistant disease, HSCT rejection, 

Survival after IFD in children undergoing 
antineoplastic chemotherapy or stem-cell 
transplant. Introduction and objectives

Alessio Mesini
Genova
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aGvHD grade II-IV, extended cGvHD. With the 
available management strategies, in children undergo-
ing chemotherapy or HSCT developing IFD, mortal-
ity is associated with treatment phase. Further studies 

are needed to understand if mortality could be reduced 
by increasing antifungal therapies and/or increasing 
treatment of the underlying conditions.

Negli ultimi anni l’aumento della resistenza a multiple 
classi di antibiotici nei batteri gram negativi ha ridotto 
le armi terapeutiche a nostra disposizione rendendo 
problematico la gestione soprattutto in caso di in-
fezioni complesse come quelle osteo-articolari. Negli 
ultimi sei anni abbiamo seguito presso il nostro Cen-
tro 14 pazienti con infezione osteo articolare da gram 
negativi XDR. Il tipo di infezione era: 5 di protesi (4 
ginocchio, 1 anca), 5 di mezzi di sintesi di ossa lunghe, 
4 di mezzi di sintesi del rachide. Gli isolati sono stati: 
8 Klebsiella pneumoniae carbapenemasi produttori, 3 
Acinetobacter baumannii baumannii (2 sensibili solo a 

colistina, 1 anche alla tigeciclina), 3 Pseudomonas ae-
ruginosa (1 sensibile solo a carbapenemi e colistina, 2 
solo a colistina). In 3 casi di osteomielite, 2 d’infezione 
protesica, la chirurgia è stata radicale con disarticolazi-
one (2), artrodesi (2) o amputazione (1). Il trattamento 
medico era basato su terapia di combinazione ca-
bapenemico-based per le infezioni da KPC. 1 paziente 
non è stato trattato. La terapia di prima linea contro 
P. aeuruginosa è stata meropenem e colistina in 2 casi, 
meropenem in 1 caso. Contro A. baumannii è stata la 
colistina in 2 pazienti, 1 paziente non è stata trattata 
per mancato controllo chirurgico del focolaio infet-
tivo. Mediana della durata 42 giorni [11-108]. Tutti i 
pazienti sono vivi e 6 hanno concluso il follow up di un 
anno. 5 risultano curati. I restanti hanno un’infezione 
cronicizzata, ma migliorata clinicamente. Questa case 
series conferma la necessità di una gestione multidisci-
plinare che coinvolga l’approccio medico e chirurgico 
dove quest’ultimo sembra avere un ruolo fondamentale 
ad assicurare il miglior outcome.

Infezioni osteo-articolari da gram negativi 
XDR, una complessa gestione ancora da 
definire 

Elisa Marchionni
Bologna

Introduzione: L’epidemiologia delle infezione del tor-
rente circolatorio (BSI) è fondamentale per stabilire 
approcci terapeutici adeguati.
Obiettivi: descrivere l’epidemiologia delle BSI nella 
popolazione afferente al Pronto Soccorso (PS) del Pol-
iclinico Sant’Orsola di Bologna e analizzare le carat-
teristiche delle BSI nei soggetti ≥85 anni rispetto al 
resto della popolazione adulta.
Materiali e Metodi: studio retrospettivo monocentrico 
di pazienti afferenti al PS con diagnosi di BSI.

Risultati: Sono state analizzate 341 BSI, età mediana è 
risultata 78 anni (64-86), valore mediano del Charlson 
index è risultato 7 (5-9). Le infezioni sono state clas-
sificate come comunitarie (CA-BSI) o associate alle 
cure (HCA-BSI) nel 82% e 16% dei casi, rispettiva-
mente. Fonti di infezione più frequenti sono state le vie 
urinarie (113, 33%). Eziologia più frequente è stata da 
Gram-negativi (54.5%), in particolare E. coli (38.4%). 
Il 32% delle Enterobacteriaceae è risultato produt-
tore di ESBL, il 32% degli S. aureus risultavano ceppi 
meticillino-resistenti. Nei pazienti di età ≥85, i Gram-
negativi sono stati rilevati più spesso che nei soggetti 
di età <85 anni (66% vs 50%, p=0.006).
Conclusioni: i dati epidemiologici delle BSI rilevati 
dallo studio risultano in linea con la letteratura, così 
come il quick SOFA si conferma fattore predittivo di 
mortalità. Nel nostro studio la terapia empirica, anche 
se appropriata, non risulta essere totalmente determi-
nante nella sopravvivenza del grande anziano.

Epidemiologia delle infezioni del torrente 
circolatorio in pazienti afferenti in Medicina 
d’Urgenza e Pronto Soccorso di un ospedale 
terziario universitario  

Linda Bussini
Bologna 
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Background: In bacterial native vertebral osteomyelitis 
(NVO) there are no reliable markers predicting clini-
cal outcome during a standard 6- (after 2015 IDSA 
guidelines) or 12-weeks course of antibiotic treatment 
(ABTx). We determined if PET-CT scan conducted 
at baseline and at week 2 of treatment could predict 
the lenght of ABTx in NVO compared to C-Reactive 
Protein (CRP).
Methods: A retrospective observational study of bac-
terial NVO cases collected between 2010-2017 was 
performed. We defined “Response” as clinical cure af-
ter a standard ABTx course; “Delayed response” was 

defined as prolongation of ABTx >12 weeks. PET-CT 
improvement was defined as Standardized Uptake 
Value (SUV) decrease ≥25% at week 2 (SUVt15) from 
baseline (SUVt0).
Results: Thirty-five cases of bacterial NVO were col-
lected (22 Gram +, 6 Gram -, 7 of unknown aetiology 
treated as pyogenic NVO). Median SUVt0 for aetio-
logically known and unknown NVO was 6 [IQR=4.7-
8.5] and 5 [IQR=4.2-6.7] respectively. In the “Re-
sponse” group SUVt15 decline was significantly more 
rapid (p=0.007) than in the “Delayed response” group 
(p=0.445). CRP at day 15 significantly decreased from 
baseline in the “Response” compared the “Delayed re-
sponse” group but no difference was found at day 30 
between and within the two groups.
Conclusions: in bacterial NVOs SUVt15 decline of 
at least 25% from baseline correlates with a standard 
course of ABTx. SUVt15 may be used as early marker 
of clinical outcome in patients with bacterial NVO.

PET-CT scan in early evaluation of clinical 
success in Native Vertebral Osteomyelitis 

Cinzia Puzzolante
Modena

This work examined the trend of the estimated glo-
merular filtration rate (eGFR) of patients included in 
the SIMIT compassionate use program of ombitas-
vir/paritaprevir/ritonavir and dasabuvir (OBV/PTV/
r+DSV). HIV/HCV genotype 1 co-infected patients 

with creatinine levels available at baseline (BL), at the 
end of treatment (EoT) and after further12 weeks 
(FU12) were included. A logistic regression model was 
used to assess the impact of the patients’ characteris-
tics on the reduction of at least 5% in eGFR. A two-
way repeated measures mixed model ANOVA analysis 
with Tuckey post-test was also run.
Globally, 144 HIV/HCV co-infected patients were in-
cluded, 74% male, with median age of 52 years (48.0-
56.5), and median CD4+T-cell count of 658 cells/μl 
(480-929). Median BL eGFR was 102.0 (90.8-108.1), 
changing to 99.8 (83.5-104.8) at the EoT, and 100.0 
(87.3-105.6) at FU12 (p5% decline, independently 
from chronological age.

Trend of estimated glomerular filtration rate 
during ombistasvir/paritaprevir/ritonavir 
plus dasabuvir ± ribavirin in HIV/HCV co-
infected patients

Lucia Taramasso
Genova



Under 40 Infection Lab  |  201712

L’infezione da HIV è caratterizzata da una precoce 
deplezione delle cellule T CD4 e da una alterazione 
dell’integrità della barriera intestinale. Questo impo-
nente danno immunologico è poco recuperato dopo 
introduzione della cART. Per questo resta interessante 
lo studio della barriera intestinale in pz che hanno 
introdotto la cART nella fase acuta dell’infezione da 
HIV (PHI). Scopo del lavoro: studio dellla traslocazi-
one microbica e del danno di barriera intestinale nella 
storia naturale dell’infezione da HIV e nella risposta 
alla cART . Sono stati arruolati 36 pazienti HIV po-
sitivi: 16 naïve alla cART, 8/16 identificati in corso di 
infezione acuta e 8/16 in corso di infezione cronica, e 

22 pz in infezione cronica trattati con cART e 5 HIV-. 
Sangue periferico e biopsie di colon ed ileo sono stati 
raccolti previa firma di un consenso informato. Sono 
stati studiati: i) Traslocazione microbica ii) Tight junc-
tion intestinali iii) γδ Intestinali. In modo interessante 
dal confronto delle biopsie dei pz in fase acuta è em-
erso un iniziale danno delle giunzioni intestinali, che 
tuttavia non si traduce in un aumento dei markers di 
traslocazione microbica nei pz in PHI. La traslocazi-
one microbica aumenta invece nei pazienti HIV+ naïve 
cronici e non è minore dopo trattamento con cART. 
I pz HIV+ naïve in infezione cronica mostrano nella 
frequenza delle γδ mucosali un trend in diminuzione 
rispetto ai Naïve in PHI, in particolare per quanto ri-
guarda la sottopopolazione delle Vδ1. La tendenza ad 
una frequenza minore di γδ vδ1 nei pz HIV+ in fase 
cronica rispetto a pz in PHI, potrebbe essere in linea 
con la parziale integrità della parete intestinale dei pz 
in PHI, in quanto le γδ sono coinvolte nel favorire 
l’adesione tra le proteine delle TJ, quindi la loro per-
sistenza nelle prime fasi di infezione potrebbe favorire 
il mantenimento dell’integrità mucosale e quindi la 
traslocazione microbica.

Ruolo delle cellule T γδ nel danno della 
barriera intestinale e nella traslocazione 
microbica in pazienti HIV positivi nelle 
diverse fasi dell’infezione ed in corso di 
terapia antiretrovirale di combinazione (cart)

Elvira Stefania Cannizzo
Milano

Objectives: Diagnosis of schistosomiasis in migrants 
coming from endemic areas can be difficult, especially 
in asymptomatic subjects. Light-intensity disease may 
be missed due to the low sensitivity of the stool micros-
copy and serologic testing cannot distinguish between 
a resolved infection and an active infection in patients 
who have been infected and treated in the past, be-
cause specific antibodies can persist despite cure.
Materials and Methods: This is a cross-sectional study 
on asymptomatic migrants, living in Italy and coming 
from Egypt, who participated to a survey for the as-

sessment of schistosomiasis at the outclinic of Tropi-
cal Medicine of the Infectious Diseases Department, 
San Raffaele Hospital, since February 2014 to January 
2016. Patients were tested for Schistosoma mansoni 
on single blood [anti-schistosome antibodies, total 
IgE] and urine [point-of-care (POC) circulating-ca-
thodic-antigen (CCA) test] samples. POC-CCA 
test was also evaluated in 5 healthy volunteer subjects 
never exposed to Schistosoma and in 10 symptomatic 
patients with an active schistosomiasis diagnosed in 
Saint Michel Centre (Central African Republic) by 
microscopic stool analysis. Healthy subjects and pa-
tients with active S. mansoni infections were assessed 
by anti-schistosome antibodies, and POC-CCA test 
as negative and positive controls.
Results: Overall 82 migrants were evaluated, patients 
characteristics according to serology for Schistosoma 
spp are shown in Table 1. Two male subjects (2.4%) 
without urinary symptoms had an active infection; 66 
subjects (81%) had a past S. mansoni infection, while 

The use of Circulating Cathodic Antigen 
rapid test and serology for diagnosis of 
active Schistosoma mansoni infection in 
asymptomatic migrants in Italy

Stefania Chiappetta
Milano
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14 people had neither an active nor a past infection. 
None of the patients with an active infection and 
55/66 patients with a past infection had been treated 
for schistosomiasis in the past; the median time since 
the last previous treatment was of 31.2 (16.6-65.1) 
months. Elevated total IgE were observed in one out 
of 2 patients with an active S. mansoni infection as 
well as in 41/66 (62%) patients with a past infection. 
The 2 patients with an active infection were subse-
quently treated with praziquantel (40 mg/kg/day in 
two doses for three days); they were re-assessed af-
ter three months from the end of the treatment and a 
negative POC-CCA test was observed in both cases.
Discussion: Findings of this study seem to suggest 
that a positive POC-CCA test is likely associated with 
the presence of an active infection in patients with a 
positive serology, no previous treatment for schistoso-
miasis and regardless of total IgE values. In addition, a 
negative single POC-CCA test, regardless of total IgE 
values, may represent a sign of previous S. mansoni in-
fection if associated with a positive serology (immuno-
logical memory) or a previous treatment.
Migration from Africa into Europe has greatly in-
creased in recent years and European countries have 
to face with imported infectious diseases not typically 
present in Europe. Serologic testing for anti-schisto-
some antibodies is indicated for diagnosis of travel-
ers or immigrants from endemic areas who have not 
been treated for schistosomiasis in the past. In patients 
who have been infected and treated in the past, se-
rologic testing cannot distinguish resolved infection 
from active infection because specific antibodies can 
persist despite cure. The antigen test can detect active 
infection and its validity is supported by findings of 
previous studies showing that the positive and nega-

tive predictive values of a single POC-CCA test are 
77% and 72-89%, respectively, if compared to multiple 
Kato-Katz thick smears as diagnostic reference stan-
dard. As a strength of the study, we highlight that, to 
our knowledge, this is the first study assessing a sample 
of patients (although limited in number) living in non-
endemic countries tested for schistosomiasis because 
of their origin instead of symptoms. Among the study 
limitations, we mention the small number of consid-
ered patients, for this reason, our findings may not be 
intended as confirmatory but rather exploratory. An-
other limitation is that no stool samples were avail-
able in the study patients, impairing the assessment of 
POC-CCA performance as compared to microscopy, 
still representing the reference standard for schistoso-
miasis diagnosis. Further studies including this com-
parative assessment would be of great value. Epide-
miological surveys in large population of migrants to 
be tested with POC-CCA are warranted in order to 
prevent S. mansoni infection long-term complications 
and to reduce health care costs avoiding useless treat-
ments in case of past Schistosoma infection.
Conclusions: In conclusion, the reported data seem to 
suggest that the use of POC-CCA urine test may be 
a simple, non-invasive test to differentiate active from 
past S. mansoni infection and therefore rapidly guide 
treatment initiation in migrants from endemic areas 
and living in non-endemic countries. Further, larger 
studies, also providing a comparative assessment with 
stool microscopy, would certainly be of value in eluci-
dating the potential usefulness and cost-effectiveness 
of POC-CCA test as a screening diagnostic tool also 
in asymptomatic migrants living in non-endemic 
high-income countries.
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Objectives: To evaluate the influence on mortality of 
empirical double-active combination antimicrobial 
therapy (DACT) compared with active monotherapy 
(AM) in septic shock patients.
Materials and Methods: Retrospective study of mo-
nomicrobial septic shock patients admitted from 2010 
to 2015 to a university centre. A propensity score (PS) 
was calculated by logistic regression model taking the 
assigned therapy as dependent variable and used as a 
covariate in multivariate analysis predicting mortal-

ity and for matching patients who received DACT 
or AM. Multivariate models comprising the assigned 
therapy group and the PS were built for specific pa-
tient subgroups.
Results: Five-hundred and seventy-six patients were 
included (340 received AM and 236 DACT). No dif-
ference in 7-, 15- and 30-day all-cause mortality was 
found between groups either in the PS-adjusted analy-
sis or in the PS-matched cohorts. In patients with neu-
tropenia, DACT was independently associated with a 
better outcome at 15 (OR 0.29, 95%CI 0.09-0.92) and 
30 (OR 0.25, 95%CI 0.08-0.79) days, while in patients 
with Pseudomonas aeruginosa infection, DACT was 
associated with lower 7- (OR 0.12, 95%CI 0.02-0.7) 
and 30-day (OR 0.26, 95%CI 0.08-0.92) mortality.
Conclusions: All-cause mortality was similar in pa-
tients with monomicrobial septic shock receiving 
DACT and AM. However, a beneficial influence of 
DACT on mortality in patients with neutropenia and 
those with Pseudomonas aeruginosa infection aerugi-
nosa is worthy of further study.

Influence of empirical double-active 
combination antimicrobial therapy 
compared to active monotherapy on 
mortality in patients with septic shock: a 
propensity score-adjusted and matched 
analysis

Marco Ripa
Milano

HIV infection facilitates the persistence of mucosal 
HPV and increases the risk of cytological abnormali-
ties trough a mechanism still not fully understood. Re-
cently, a role of altered microbiota has been described. 
Thus, we decided to explore the possible association(s) 
between HPV persistence, gut microbiota composi-
tion, microbial translocation (MT) and immune ac-
tivation/inflammation in suppressive cART-treated 
HIV+ males within the anal district. We enrolled 30 
HIV+ cART-treated males: 6/30 with normal cytol-
ogy and low-risk HPV genotypes (nHPV_low), 6/30 

with normal cytology and high-risk HPV genotypes 
(nHPV_high) and 18/30 with HPV-related cytologi-
cal abnormalities (ASUS, LSIL, HSIL) and high-risk 
HPV genotypes (aHPV_high). While richness and 
evenness indexes were similar between groups, rela-
tive abundance and β-diversity analyses revealed dif-
ferences in stool microbiota composition. In particular, 
nHPV_low featured lower relative abundance of Pre-
votellaceae and Veillonellaceae, but higher Lachno-
spiraceae, Bacteroidaceae and Rikenellaceae, as com-
pared to both nHPV_high and aHPV_high. These 
observations were also confirmed by LEfSe analysis. 
No differences in MT and immune activation/inflam-
mation markers, according to HPV-related cytologi-
cal abnormalities and HPV genotypes were found. 
In conclusion, in HIV+ males on suppressive cART, 
components of the fecal microbiota associates with 
anal HPV-related cytological abnormalities and HPV 
high-risk genotypes, supporting the role of gut micro-
biota in HPV persistence and pathogenesis.

Altered intestinal microbiota in successfully 
cART-treated HIV-infected males with 
high-risk HPV genotypes and anal HPV-
related cytological abnormalities

Esther Merlini
Milano



Under 40 Infection Lab  |  2017 15

Background. We evaluated adherence and efficacy of 
DAA-regimens in a drug-users cohort.
Methods. Adherence of drug-users HCV patients was 
calculated as percentage of visits attended among those 
scheduled (monthly during treatment and follow-up). 
Regularity of medication uptake was investigated by 
questionnaires.
Results. 78 drug-users, who received at least one DAA-
dose, were enrolled: 20 Active drug-users (group A, 
25.6%), 10 Opioid Substitution Treatment patients 
(group B, 12.8%) and 18 rehab patients (group C, 

23.1%); 30 (38.5%) fell into an A+B group. Percentage 
of patients 100% adherent to visit-schedule was high 
among those with more stability and support (groups 
B [90.0%] and C [88.9%]), but not significantly differ-
ent from active-users (group A [80%]; p=0.472). More 
chaotic patients were those in A+B group (60.0% of 
fully-adherent patients; p=0.015). During treatment 
75.6% never missed a visit. Full adherence was fa-
voured by shorter regimens (83% vs. 63% in 24-weeks 
regimens; p=0.059), while no differences were observed 
according to HIV-coinfection, psychiatric comorbidi-
ties, imprisonment and unemployment. Overall 30 
(38.5%) received a 24-weeks treatment, 26 (33.3%) 
with ribavirin. Per protocol SVR12 rate in 54 patients 
who completed treatment was 100%.
Conclusions. Although several clinical and social is-
sues our data indicate that even active users can be 
highly adherent to DAAs with optimal cure-rates es-
pecially with shorter regimens.

Nuove sfide per i DAAs in Real-Life: la 
tossicodipendenza attiva non è una barriera 
al trattamento

Elisabetta Teti
Roma

Gli eventi immunologici sono al centro della patogene-
si della tubercolosi ed è per questo necessario traslare 
la complessità dello spettro clinico della tubercolosi 
dentro il paradigma immunologico al fine di ricercare 
un’immuno-diagnostica capace di rappresentarne il 
vasto spettro clinico. Nuovi approcci diagnostici sono 
necessari ai fini delle campagne di controllo contro la 
diffusione della Tubercolosi per annullare il gap di-
agnostico esistente tra LTBI e TB attiva. Il sistema 
monocito/macrofagico gioca un ruolo determinante 
nelle difese rivolte contro Mtb, nella genesi del gran-
uloma e contribuisce al danno tissutale. Abbiamo re-
centemente avviato uno studio caso controllo, in col-
laborazione con il CLADIBIOR (Central Laboratory 
of Advanced Diagnosis and Biomedical Research), con 
l’obiettivo di valutare il possibile ruolo della rM/L sul 
sangue periferico dei soggetti immunocompetenti af-

fetti da tubercolosi e con co-infezione HIV/TB. Per 
tale scopo, nel periodo compreso tra l’1 Gennaio 2016 
ed il 28 Febbraio 2017, sono stati arruolati 261 soggetti 
afferenti presso la nostra U.O.C. suddivisi nei seguenti 
gruppi in esame: Gruppo Controllo (GC – 47 pazien-
ti), Gruppo LTBI (43 pazienti – GTIL), Gruppo TB 
attiva (61 pazienti – GTA), Gruppo pazienti trattati 
(44 pazienti – GTT), Gruppo pazienti HIV naive al 
trattamento (44 pazienti – GHN) e Gruppo pazienti 
con co-infezione HIV/TB (22 pazienti – GHTT). Per 
ogni gruppo di pazienti abbiamo prelevato al tempo 0 
e al tempo 6 mesi un campione di sangue periferico 
in provetta EDTA e dalla conta in numero assoluto di 
monociti e linfociti è stata calcolata la ratio monoci-
ti/linfociti. I pazienti con tubercolosi attiva hanno 
mostrato una rM/L significativamente superiore agli 
altri gruppi in studio mentre resta dubbio il ruolo della 
rM/L in soggetti con infezione da HIV. La rM/L in 
combinazione con la valutazione clinico-diagnostica a 
nostra disposizione potrebbe candidarsi di diritto come 
semplice, economico e pratico indice, utile alla iden-
tificazione di pazienti a rischio di progressione verso 
il quadro clinico attivo sintomatico della tubercolosi e 
come misura indiretta di suscettibilità all’infezione, per-
mettendo dunque di stratificarne il rischio, riuscendo a 

Monociti, linfociti e ratio M/L in pazienti 
con tubercolosi: caratteristiche cito-
fenotipiche in vitro e nel sangue periferico

Giuliana Guadagnino
Palermo 
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valutare la “zona grigia” delle manifestazioni cliniche 
della tubercolosi. Di fatto le manifestazioni subcliniche 
restano una zona d’ombra nella gestione dei pazienti, 

specialmente se vengono ad essere considerati gruppi di 
pazienti, definiti come “special population”: i pazienti 
HIV positivi e i pazienti con co-infezione HIV/TB.

Background: CD8+CD28-CD127lowCD39+ T cells 
(CD8+Treg) are regulatory T lymphocytes, highly 
concentrated within tumor microenvironment, never 
analyzed in the circulation of HIV infected patients.
Objectives: To analyze the frequency of CD8+ Treg in 
the circulation of HIV infected patients.
Methods: The frequency of CD8+ Treg was analyzed 
and correlated with viral load and CD4+ T cells count/
percentage in HIV-1 infected patients subdivided in 
naïve (at baseline and after 3,6,12 months of thera-
py), elite controllers, long-term non-progressors and 

affected by tumor. Same analyses were performed in 
HIV negative cancer patients, HCV infected patients 
and healthy donors.
Results: CD8+Treg frequency was analyzed in 63 
ART-naive patients in comparison with that of 173 
healthy subjects. The majority 125/173 (72%) of con-
trols had no detectable CD8+ Treg. In contrast, 100% 
of naive patients showed CD8+ Treg in their circula-
tion. A progressive significant reduction of circulating 
CD8+ Treg frequency was observed after the begin-
ning of the treatment, as a dynamic biomarker to mon-
itor the course of the disease. The frequency of CD8+ 
Treg in the EC, but not in LTNP, was significantly 
lower than that of naive patients.
Conclusion: The results show that: a) functional CD8+ 
Treg are increased in the circulation of HIV infected 
patients; b) monitoring their frequency in the periph-
eral blood of HIV infected patients may represent a 
clinical biomarker.

CD8+CD28-CD127loCD39+ Treg 
Expansion: a New Possible Pathogenic 
Mechanism for HIV Infection?

Chiara Dentone
Sanremo (IM)

Background. hsa-miR-125a-5p, a microRNA expressed 
in human liver, was shown to inhibit the expression of 
HBsAg in vitro. Aims. To correlate the hepatic expres-
sion pattern of hsa-miR-125a-5p with the concentra-
tions of HBV-DNA in liver tissue and the progression 
of fibrosis in 74 consecutive patients with overt or occult 
HBV infection. Methods. We enrolled all the consecu-
tive HBsAg positive treatment naive patients who un-
derwent a diagnostic liver biopsy (overt HBV group) 
between April 2007 and April. Moreover, of the 68 
HBsAg negative patients with hepatocellular carcinoma 
who underwent liver biopsy in the same period, those 

with a positive HBV-DNA in liver tissue were enrolled 
(occult HBV group). Tissue concentrations of HBV-
DNA and hsa-miR-125a-5p were analysed. Results. 64 
HBsAg positive and 10 HBsAg negative patients were 
included in the study. In the overt HBV group, 54.7% 
showed a mild fibrosis, 26.6% a moderate fibrosis, while 
the remaining 18.7% had a cirrhosis. All patients in 
the occult HBV group were cirrhotic. Liver concentra-
tions of miR-125a-5p were significantly higher in pa-
tients with cirrhosis as compared to patients with mild 
(p=0.0002) or moderate fibrosis (p=0.0006), and were 
moderately higher in occult than in overt HBV infec-
tion. (p=0.09). Moreover we found an inverse correla-
tion, although not statistically significant, between the 
tissue HBV-DNA levels and the staging of fibrosis. 
Conclusions. This study demonstrates a strong correla-
tion between the tissue expression of hsa-miR-125a-
5p and the progression of liver damage in a group of 
patients with occult or overt HBV infection. However, 
further studies are needed to investigate the role of this 
mirna in the pathogenesis of HBV infection.

Correlation between the hepatic expression 
of human microRNA hsa-miR-125a-5p and 
the progression of fibrosis in patients with 
overt and occult HBV infection.

Lorenzo Onorato
Napoli
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Aim. To assess and compare the diagnostic reliability 
for the staging of liver fibrosis of two indirect bio-
markers, APRI and FIB-4, using transient elastog-
raphy (TE) as reference standard, among HIV/HCV 
and HCV monoinfected patients.
Materials & Methods. This is an observational, retro-
spective study. All patients underwent blood tests and 
TE within one month to determine liver stiffness mea-
surement. Diagnostic accuracy and optimal cut-off val-
ues of indirect biomarkers for TE ≥ 7.1kPa (significant 
fibrosis) and TE ≥ 12 kPa (cirrhosis) were determined 

by ROC curves. In the cohort of HIV/HCV patients, 
we also studied the performance after stratifying for 
BMI < or ≥ 25, ALT < or ≥ 40 IU/L, ALT < or ≥ 80 
IU/L, and presence/absence of hepatic steatosis
Results. The study included 238 HIV/HCV coinfected 
and 1937 HCV monoinfected patients. Performances 
of Fib4 and APRI for the detection of TE ≥ 7.1kPa 
and TE ≥ 12kPa among the two cohorts proved to be 
unsatisfactory, with unexpected very high rate of false 
negative/false positive rates. No significant difference 
in the performance of the two tests among the two co-
horts was found. No significant differences were found 
after stratification of HIV/HCV coinfected patients in 
the subgroups
Conclusions. Differently to other studies, we detected 
the unreliability of APRI and Fib4 and their inappli-
cability in clinical practice for the assessment of liver 
fibrosis both in coinfected and in monoinfected pa-
tients.

High rate of misclassification of significant 
fibrosis and cirrhosis using apri and fib-4 
in HIV/HCV co-infected and HCV mono-
infected patients

Lucia Adamoli
Palermo 

Blastocystis is an anaerobic unicellular protozoon. It 
is one of the most commonly encountered intesti-
nal parasites in human faecal samples with uncertain 
impact on public health. We have recently acquired 
data concerning the prevalence and frequency of the 
Blastocystis subtypes (STs) in HIV positive Italian 
patients. A total of 108 HIV patients were enrolled 
between January 2016 and May 2017 and screened for 
intestinal parasites. Stool samples were examined by 
microscopy and subsequently subjected to DNA isola-

tion and Sequence Tagged Site (STS)-PCR analysis. 
Potential etiological factors and clinical features were 
evaluated and compared between Blastocystis infected 
and non-infected individuals. The overall prevalence of 
intestinal parasites was 30.5%. Blastocystis was identi-
fied in stool samples of 28 patients (25.9%) using PCR 
assay. The detection rate was higher in men who have 
sex with men (MSM) (p=0.011) and Blastocystis was 
frequently associated with the concomitant isolation 
of other non-pathogenic parasites (p=0.0081). The 
most prevalent subtype was ST3 (55.5%) followed by 
ST1 (25.9%), ST2 (11.1%) and ST4 (7.4%). No as-
sociation with gastrointestinal symptoms was observed 
(p=0.315). No correlation was found between the pres-
ence of Blastocystis and CD4 + T cell counts or ongo-
ing anti-retroviral therapy (ART). This represents the 
first European study, which examines the prevalence of 
Blastocystis STs among HIV positive patients.

Prevalence, risk factors and subtypes of 
Blastocystis spp. in HIV infected patients in 
Italy

Lucia Fontanelli Sulecovà
Roma
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C. difficile (CD) is the main cause of nosocomial in-
fectious diarrhea. CD infection (CDI) underdiagnosis 
contributes to increase CD spread within the hospital 
setting. The aim of our study is to assess the rate of 
CDI underdiagnosis, either community- or hospital-
acquired, in patients with diarrhea in an acute care 
hospital. From November 2015 to July 2017, all adult 
patients presenting with diarrhea in our 200-bed acute 
care hospital were prospectively enrolled in the study. 
Charts were reviewed for assessing stool testing re-

quested by the clinicians. GDH plus toxins assay, PCR 
for CD were performed on each collected stool sam-
ples whether or not treating physicians requested them. 
During the study period, 5.169 patients were admitted 
in our hospital, 384 (7.4%) of them had diarrhea. 202 
(59.4%) patients presented diarrhea at hospital ad-
mission and 138 (40.6%) ≥48 hours from admission. 
In the community-onset group, 113/202 (55%) and 
89/202 (45%) presented with community- (CA) and 
healthcare-associated (HCA) diarrhea, respectively. 54 
community-onset group patients were diagnosed with 
CDI: 13/54 (24%) were CA and 41/54 (76%) HCA. 
In the nosocomial onset group 20/138 (14.4%) sam-
ples were CD positive. Overall, of the 72/340 (21.1%) 
stool samples for which CD testing was not requested, 
laboratory was able to detect CDI in 4 cases, 3 of them 
in the CA group. In our study, CDI underdiagnosis 
was not negligible. In CA-diarrheas, 2,7 CDI cases per 
100 patients would have been missed.

Clostridium difficile infection 
underdiagnosis in Italy: do we know the true 
magnitude of the problem? A prospective 
cohort study

Guido Granata
Roma 

Surgical site infection(SSI) is a common complication 
of surgical procedures.We investigated a new method 
exploiting the microbial contamination of a suture 
thread in patients who underwent surgical procedure 
and its role in identifying patients which will develop 
an SSI.We enrolled a total of 119 patients who under-
went elective surgery at Surgery Unit of the Second 
University of Naples.For each patient a synthetic ab-
sorbable thread was inserted in the surgical site at the 
end of surgery and after 48h sent to laboratory for mi-

crobiological tests aimed at analyzing the colonization 
of its inner tract.40 patients showed a contaminated 
thread.A SSI was observed in 3 patients who under-
went a clean procedure(one with implants and prophy-
laxis and two without) and in one patient subjected 
to a contaminated procedure.The patients which had 
a colonized thread received antibiotic prophylaxis less 
frequently than those who did not show any coloni-
zation of thread(11.8%vs.83.5%,p<0.0001) and a SSI 
was observed more frequently in patients with a colo-
nized thread than in those without(10%vs.0,p=0.02).
The microorganisms identified in colonized thread 
were the same identified in surgical site infections.A 
SSI was found only in patients with colonized thread.
Accordingly, the method can be profitably exploited 
also by clinicians for targeting efficient antibiotic 
therapy for SSI by using the microorganism isolated 
through the thread.

Suture thread check test for detection of 
surgical site contamination: a prospective 
study

Federica Calò
Roma 
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The incidence of Central Line Associated Blood 
Stream Infections (CLABSIs) varies considerably by 
type of catheter, manipulation and patient-related 
factors The type of catheter is related with a different 
risk of infectious complications. Our primary outcome 
was to compare the risk for CLABSIs and Catheter 
Related Blood Stream Infection (CRBSIs) in PICCs 
versus long-term CVCs. CLABSIs were identified 
when a laboratory-confirmed bloodstream infection 
occurs and a central line was in place for >2 calendar 

days on the date of event, and no signs of infection in 
another site [6]. Multivariate analysis was performed 
using logistic regressions. The incidence of catheter-
related infections was calculated using the denomina-
tor “per 1000 catheter days”. The insertions of PICCs 
were significantly increased compared with other cath-
eters, raising from 67,8% to 86,0% of all insertions (p 
= 0,032). On bivariate analysis PORTs and t-CVCs 
were associated with the onset of infections, either 
CLABSIs and CRBSIs (p = 0,001). A significant 
decrease during the study period could be observed 
only for CLABSIs (p = 0,017). Multivariate analysis 
confirmed the protective role of PICCs in catheter re-
lated-infections, with PORTs remaining significantly 
associated with CLABSIs (OR 1,88; 95% p = 0,011) 
and t-CVCs with CRBSI (OR 2,38; p = 0,019). In 
conclusion, PICCs represent, due to their lowest rate 
of CLABSIs and CRBSIs, the best central venous ac-
cess in cancer patients.

Central line-associated bloodstream 
infections, differences between peripherally 
inserted central catheters versus Long-
term central venous catheters in haemato-
oncological patients

Antonella Santoro
Modena e Reggio Emilia

Molecular and immunologic data regarding Leish-
mania infantum asymptomatic infections are lacking. 
Aim of our study was: i) to assess the level of Li cir-
culant kDNA in patients with chronic rheumatic dis-
eases treated with biologic drugs and to correlate the 
positive detections to the area of residence; ii) to in-
vestigate the patient’s immune response and iii) to test 
novel compounds that can inhibit Li growth. PBMC 
and sera from both 50 patients with inflammatory 

reumatisms and healthy controls were analyzed for Li 
kDNA (qPCR) and cytokines (Luminex technology), 
respectively. The activity of 6-aminonicotinamide 
against L. mexicana and L. infantum promastigotes 
was also investigated. Among the 50 analyzed samples, 
18 (36%) resulted positive for Li kDNA, with high 
parasite loads. Positive patients mainly come from ru-
ral areas and displayed higher cytokine levels of IL-
12p70, IFN-γ, IL-2, TNF-α, IP-10, IL-10 and IL-13, 
compared to healthy controls. In both L. mexicana and 
L. infantum. 6-aminonicotinamide caused significant 
depletion in phosphoribosylpyrophosphate and nico-
tinate resulting in purine and pyrimidine nucleotides 
reduction. The high parasitaemia detected in rheumat-
ic patients suggests that biological drugs can lead to 
cryptic Li infection; consequently, molecular screening 
should be performed before starting with these drugs. 
6-AN is responsible of depletion of cellular phospho-
ribosylpyrophosphate and lack of nucleotides required 
for nucleic acid biosynthesis of Li.

Leishmania Infantum: human asymptomatic 
infection in patients with chronic rheumatic 
diseases treated with biologic agents 
and living in rural areas of northern 
Italy. Molecular, immunological and 
metabolomics analysis

Martina Maritati
Ferrara
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Background: This study was aimed to assess the com-
bined performance of serum (1,3)-β-D-glucan (BDG) 
and procalcitonin (PCT) for the differential diagno-
sis between candidaemia and bacteraemia in intensive 
care units (ICU) in two teaching hospitals in Italy.
Methods: From June 2014 to December 2015, all adult 
patients with proven candidaemia or bacteraemia plus 
BDG and PCT measured closely to the index culture, 
were included. The diagnostic performance of BDG 
and PCT, either separately or in combination, was as-
sessed by calculating their sensitivity, specificity, posi-

tive predictive value (PPV), negative predictive value 
(NPV), and positive and negative likelihood ratio 
(LR+ and LR-). Changes from pre-test to post-test 
probabilities of the two diseases were inferred from 
Fagan’s nomograms.
Results: 166 patients were included, 73 with candi-
daemia (44%) and 93 with bacteraemia (56%). When 
both markers indicated candidaemia (BDG ≥80 pg/ml 
and PCT <2 ng/ml) they showed higher PPV (96%) 
compared to 79% and 66% of BDG or PCT alone, re-
spectively. When both markers indicated bacteraemia 
(BDG <80 pg/ml and PCT ≥2 ng/ml), their NPV for 
candidaemia was similar to that of BDG alone (95% 
vs. 93%). Discordant results (i.e., one marker indicating 
candidaemia and the other bacteraemia) only slightly 
altered the pre-test probabilities of the two diseases.
Conclusions: The combined use of PCT and BDG 
could be helpful in the diagnostic workflow for criti-
cally-ill patients with suspected candidaemia.

Combined use of serum (1,3)-β-D-glucan 
and procalcitonin for the early differential 
diagnosis between candidaemia and 
bacteraemia in intensive care units

Roberto Daniele Giacobbe
Genova

Introduction: Sepsis is acquiring increasingly impor-
tance in elderly population. To date, however, very 
few studies have evaluated elderly patients with sepsis, 
often producing conflicting evidences. This study was 
designed to assess clinical characteristics of patients 
with bloodstream infections (BSIs) at hospital ad-
mission and to highlight possible differences between 
working age population (<65y), elderly (65-79y) and 
very elderly patients (≥80y).
Methods: We retrospectively evaluated 282 patients 
with BSIs deemed clinically significant admitted at 
the ASST Spedali Civili in Brescia from January 2013 
to December 2015. Vital signs and laboratory markers 
taken at the Emergency Department (ED), SIRS cri-

teria and MEWS score were compared between <65y, 
65-79y, and ≥80y.
Results: Body temperature and white blood cell count 
differed significantly between <65y and ≥80y (TC 
38.4°C in <65y, 37.9°C in ≥80y; WBC 9.3×103/μl in 
<65y, 13.0×103/μl in ≥80y). Neither SIRS nor MEWS 
score showed statistically significant differences be-
tween age classes. Both mortality (6.7% in <65y, 17.5% 
in 65-79y, and 23.1% in ≥80y) and blood cultures 
pathogens (gram-negative bacteria in 64.0%, 68.9%, 
and 80.8% respectively) differed significantly between 
age groups.
Discussion: Patients over 80 years, compared to work-
ing age population, presented at the ED with a sig-
nificantly lower body temperature, balanced in the as-
sessment of SIRS and MEWS by other vital signs and 
laboratory markers. The prevalence of gram-negative 
bacteria in patients above 80 reflects different risk fac-
tors and possible infection sources. Health care provid-
ers should consider these results when evaluating elder-
ly people with suspected sepsis at hospital admission.

Are classic sepsis criteria good enough for 
the elderly?

Davide Mangioni 
Brescia
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The aims of this study were to describe the epidemi-
ology of infection complicated with acute-on-chronic 
liver failure (ACLF), to determine its risk factors and 
to assess the 30-day, 90-day and one year survival in 
infected cirrhotic patients with or without ACLF. 
We conducted a prospective study from January 2014 
to March 2016. All consecutive patients admitted in 
three different centres in Northern Italy were included. 
A total of 517 patients were admitted for an episode of 
acute decompensation of which 178 (37%) developed 

at least one episode of bacterial infection. In 79 (43%) 
cases infection was complicated with ACLF. At mul-
tivariate analysis factors independently associated with 
ACLF were bacteriemic infection [OR 4.71 (95% CI 
2.13 – 10.38), p<0.001], alcohol-related cirrhosis [OR 
3.06 (95% CI 1.43-6.35), p=0.004], and infection 
caused by a MDR pathogen [OR 3.67 (95% CI 1.51- 
8.68), p=0.003]. UTIs were associated with lower odds 
for ACLF [OR 0.23 (95% CI 0.07-0.72), p=0.01]. In 
a Cox regression model, after adjustment for Charl-
son score and sex, ACLF-complicated bacterial infec-
tion was independently associated to 1-year mortality 
[AHR 2.54 (95% CI 1.72-3.76), P< 0.001] as well 
as ACLF unrelated to bacterial infection [AHR 1.92 
(95% CI 1.24-2.97), P= 0.003]. Conversely, bacterial 
infection non-complicated with ACLF was not associ-
ated to an increase of long-term mortality [AHR 0.97 
(95% CI 0.64-1.47) P= 0.90.]

Epidemiology of acute-on-chronic liver 
failure (ACLF) associated with bacterial 
infection in patients with liver cirrhosis: risk 
factors and outcome

Matteo Rinaldi
Bologna 

Aim: To assess whether the early involvement of an 
Infectious Diseases (ID) team in the management of 
adult patients with severe sepsis/septic shock (SS/SS) 
in the Emergency Department (ED) can reduce 14-
day mortality compared to standard-of-care.
Methods: Prospective, quasi-experimental pre–post 
study. During the pre phase ( Jun 2013–Jul 2014), pa-
tients were managed according to the standard of care, 
during the post phase (Aug 2014–Oct 2015), patients 
were managed in collaboration with a dedicated ID 

team, which evaluated patient within 1 hour of ED 
arrival.
Results. Overall, 382 patients were included, 195 in 
the pre and 187 in the post phase. During the post 
phase, compliance with the Surviving Sepsis Cam-
paign (SSC) bundle and appropriateness of initial an-
tibiotic therapy improved from 4.6% to 32% (p<0.001) 
and from 30% to 79% (p<0.001), respectively. At mul-
tivariate Cox regression analysis predictors of 14-day 
mortality were: qSOFA ≥2 (HR, 1.68; 95% CI, 1.15–
2.45; p=0.007), serum lactate ≥2 mmol/L (HR, 2.13; 
95% CI, 1.39–3.25; p<0001), and unknown infection 
source (HR, 2.07; 95% CI, 1.42–3.02; p<0.001); being 
attended during the post phase was a protective factor 
(HR, 0.64; 95% CI, 0.43–0.94; p=0.026).
Conclusion. Implementation of an ID team for the ear-
ly management of SS/SS in the ED improved the ad-
herence to SSC recommendations and patient survival.

Infectious Diseases Team for the Early 
Management of Severe Sepsis and Septic 
Shock in the Emergency Department

Sara Tedeschi
Bologna
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Obiettivi Valutare la correlazione tra microorganismi 
isolati dall’urocoltura e dalla coltura dello stent ure-
terale rimosso.
Materiali e metodi Studio osservazionale, prospettico. 
Sono stati reclutati i soggetti di età ≥ 18 anni che ac-
cedevano al reparto di Urologia della ASST Spedali 
Civili di Brescia, che avessero effettuato un’urocoltura 
prima della rimozione dello stent ureterale e la coltura 
dello stent stesso. Dopo la rimozione dello stent è stata 
valutata l’insorgenza di infezione vie urinarie (IVU).

Risultati Sono stati arruolati 53 pazienti. 22/53 uro-
colture e 31/53 stent ureterali erano positivi. La con-
cordanza fra esami colturali è stato del 86,79%. Entero-
coccus è il germe più frequentemente isolato. Il 9,4% 
dei pazienti ha presentato una IVU dopo la rimozione 
dello stent. La durata in sede dello stent correla con 
la positività dell’urocoltura (p=0,04); quest’ultima e 
l’esecuzione di una profilassi antibiotica sensibile al 
batterio isolato non correlano con l’insorgenza di IVU, 
diversamente dalla positività della coltura dello stent 
ureterale (p=0,04).
Conclusioni Abbiamo confermato la necessità di es-
eguire un’urocoltura prima della rimozione dello stent 
ureterale per avviare una terapia mirata prima della 
manovra, anche in caso di isolamento di Candida. La 
profilassi peri-operatoria andrebbe adeguato alla nos-
tra realtà microbiologica sostituendo la cefalosporina 
di I generazione raccomandata dalle linee guida con 
una penicillina protetta e un aminoglicoside.

Studio pilota esplorativo: valutazione della 
correlazione tra microorganismi isolati 
dall’urocoltura e dalla coltura dello stent 
ureterale rimosso

Evelyn Van Hauwermeiren
Brescia 

Background: The high flow of migrants arriving from 
high tuberculosis (TB) incidence countries to lower 
TB incidence European ones raises concerns of TB 
transmission among migrants/asylum seekers. We re-
port one-year data of active TB-screening of migrants 
(hereafter intended as asylum seekers) performed in 
an Italian reception centre located in Bologna, Emilia 
Romagna Region, Northern Italy.
Material and methods: Active TB screening to all mi-
grants arriving to the regional hub is being implement-

ed since July 2014. All the individuals undergo chest 
X-ray (CXR), regardless the presence of TB symp-
toms. An individual questionnaire collecting travel 
history and presence of TB suggestive symptoms is 
filled with the aid of cultural mediators.
Results: From August 2014 to July 2015, 3366 individ-
uals were screened for active TB with CXR. Overall, 
18 individuals were diagnosed with TB: all were males, 
mean age was 25 year (range 18-38); 84% (n=15) were 
from West Africa. Overall, 94% (n=17/18) of patients 
were affected by pulmonary TB. Six patients (33%) 
were completely asymptomatic at diagnosis.
Conclusion: These preliminary findings reveal a post-
entry screening prevalence rate of 535/100,000 indi-
viduals screened (95% CI 317-844). To our knowledge 
this is the first report of results of active TB screening 
using CXR as first line test implemented in Italy.

Systematic tuberculosis screening in asylum 
seekers in Italy

Elisa Vanino
Bologna 
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Background: To date, no data are available regarding 
the effects of probiotics on the pathway of tryptophan/
serotonin metabolism among human immunodefi-
ciency virus (HIV) 1–infected individuals. Because 
a condition of dysbiosis might be responsible for the 
altered use of tryptophan described in this population, 
the aim of this study was to investigate the link be-
tween probiotic supplementation and serotonin levels 
in combined antiretroviral therapy–treated patients 
and the subsistence of an interplay with inflammation.
Methods: We conducted a pilot study that included 8 
HIV-positive subjects. We collected blood and fecal 

samples before and after 6 months of probiotic supple-
mentation, to measure the level of serotonin in serum 
and tryptophan in stool, the expression of CD38 and 
HLA-DR on peripheral CD4+ T lymphocytes (as im-
mune activation markers), the expression of indole-
amine 2,3-dioxygenase 1 messenger RNA (mRNA) 
and IFN-γ mRNA (as markers of tryptophan metabo-
lism and systemic inflammation).
Results: After probiotic supplementation, we observed 
a significant increase in concentration of serum sero-
tonin (P = .008) and a decreased level of tryptophan 
in plasma. Moreover, a significant reduction in CD38 
and HLA-DR expression on the surface of peripheral 
CD4+ T cells (P = .008) and a reduced expression of 
indoleamine 2,3-dioxygenase 1 mRNA on peripheral 
blood mononuclear cells (P = .04) were observed.
Conclusions: Considering that this probiotic (Vivom-
ixx® in EU; Visbiome® in USA) has an influence on 
tryptophan metabolism, larger studies on this topic are 
needed.

Tryptophan metabolism in HIV-1 infected 
patients: the role of probiotics on gut-brain 
axis

Giuseppe Corano Scheri
Roma

Background: Tuberculosis (TB) remains a major glob-
al health issue, ranking in the top ten causes of death 
worldwide. Aims of the study were: i) to evaluate the 
treatment outcome among TB subjects followed in an 
outpatient setting and ii) to analyze factors associated 
with treatment failure in newly diagnosed patients 
with pulmonary TB in Beira, the second largest city 
of Mozambique.
Methods: All cases of pulmonary TB diagnosed be-
tween January and August 2016 were recruited in 
this observational study from three urban outpatient 
health-care centers of Beira district. Inclusion criteria 
were to be a subject aged ≥18 years with a confirmed 

TB diagnosis Treatment outcomes were defined ac-
cording to WHO criteria. Logistic regression was used 
to calculate crude and adjusted odds ratios, 95% confi-
dence intervals and P-value
Results: A total of 301 TB adult patients (32.6% fe-
males) were enrolled. Among them, 62 (20.6%) ex-
perienced a treatment failure over a 6 months follow-
up. On multivariate model, being males (O.R.=1.73; 
95%CI: 1.28-2.15), absence of education (O.R.=1.85; 
95%CI: 1.02-2.95), monthly income under 50 dol-
lars (O.R.=1.74; 95%CI: 1.24-2.21) and being em-
ployed (O.R.=1.57; 95%CI: 1.21-1.70), low BMI val-
ues (O.R.=1.42; 95%CI: 1.18-1.72) and HIV status 
(O.R.=1.42; 95%CI: 1.10-1.78) increased the likeli-
hood of therapy failure over 6 months of follow-up.
Conclusions: In this study, patients who needed more 
medical attention were young males, malnourished, 
HIV positive, with low income and low educational 
degree. These subjects were more likely to fail therapy. 
Only pharmacological approach is no longer sufficient 
to guarantee a reduction of TB burden.

Predictors of therapy failure in newly 
diagnosed pulmonary tuberculosis cases in 
Beira, Mozambique

Francesco Di Gennaro
Bari
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Background: Pediatric tuberculous meningitis is a 
highly morbid, often fatal disease. Its prompt diag-
nosis and treatment saves lives, in fact delays in the 
initiation of therapy have been associated with high 
mortality rates.
Case presentation: This is a case of an Italian child who 
was diagnosed with tuberculous meningitis after a his-
tory of a month of headache, fatigue and weight loss. 

Cerebrospinal fluid analysis revealed a lymphocytic 
pleocytosis with predominance and decreased glucose 
concentration. Microscopy and conventional diagnos-
tic tests to identify Mycobacterium tuberculosis were 
negative, while a non classical method based on in-
tracellular cytokine flow cytometry response of CD4 
cells in cerebral spinal fluid helped us to address the 
diagnosis, that was subsequently confirmed by a nested 
Polymerase Chain Reaction amplifying a 123 base pair 
fragment of the M. tuberculosis DNA.
Conclusions: We diagnosed tuberculous meningitis 
at an early stage through an innovative immunologi-
cal approach, supported by a nested Polymerase Chain 
Reaction for detection of M. tuberculosis DNA. An 
early diagnosis is required in order to promptly initiate 
a therapy and to increase the patient’s survival.

Intracellular staining of Cerebral Spinal 
Fluid as an adjunctive tool for an early 
diagnosis of tuberculous meningitis

Serena Vita
Roma 

HIV establishes a latent infection at different de-
grees within naive (TN) or central (TCM) and effec-
tor memory (TEM) CD4+ T cell. Our main aim was 
to find which factors can influence intracellular viral 
reservoir in different CD4+ T-cell subsets, in HIV+ 
patients. We enrolled 32 HIV+ patients successfully 
treated, with a CD4+ T-cell count more than 500 cells/
ml and plasma viremia undetectable. Proviral HIV-
DNA, the amount of cells expressing signal-joint T-
cell receptor rearrangement excision circles (sjTREC) 
and telomere length were quantified by droplet digital 

PCR in highly purified, sorted CD4+ T-cell subsets; 
plasma IL-7 and IL-15 were measured by ELISA. We 
identified TN, TCM, TEM and TEMRA CD4+ T 
cells on the basis of the expression of CD45RA and 
CCR7. HIV-DNA was significantly lower in TN cells 
compared with TCM or to TEM. Conversely, TN 
cells contained more sjTREC compared with TCM 
or to TEM; no appreciable changes were observed in 
telomere length. HIV-DNA content was significantly 
higher in TN and TCM cells, but not in TEM, from 
patients with shorter time of treatment, or in those 
with lower CD4+ : CD8+ ratio. In conclusion, length 
of treatment or recovery of CD4+ : CD8+ ratio signifi-
cantly influences viral reservoir in both TN and TCM. 
Measuring HIV-DNA in purified lymphocyte popu-
lations allows a better monitoring of HIV reservoir 
and could be useful for designing future eradication 
strategies.

HIV-DNA content in different CD4+ T cell 
subsets correlates with CD4+ cell: CD8+ cell 
ratio or lenght of efficient treatment

Lara Gibellini
Modena e Reggio Emilia
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Objectives: To evaluate the prevalence of vitamin D 
deficiency and its impact on HCV-related liver cirrho-
sis.
Methods: We enrolled 291 patients affected by HCV-
related liver cirrhosis. Serum vitamin D levels were 
dosed at enrolment. The presence of infection was as-
sessed at baseline and during follow-up based on phys-
ical examination and laboratory analyses.
Results: Vitamin D deficiency (<20ng/mL) was diag-
nosed in 68.3% of patients, and a total of 102 infec-

tions were detected. Urinary tract infections were the 
most common infections diagnosed (41.2%). Vitamin 
D deficiency rates were higher in patients with de-
compensated cirrhosis (Child-Pugh B vs A p=0.008, 
and Child-Pugh C vs A p=0.024). Infection was sig-
nificantly associated with vitamin D deficiency (p15 
(p=0.003), Child-Pugh class B/C vs A (p<0.001), and 
active hepatocellular carcinoma (HCC) (p<0.001). At 
multivariate analysis, vitamin D deficiency (p<0.01), 
HCC (p<0.05), hospitalization (p<0.001) and expo-
sure to immunosuppressant agents (p<0.05) were in-
dependent risk factors for infection at baseline.
Conclusions: Vitamin D may play a role in the de-
velopment of infections in patients affected by liver 
cirrhosis and preventive strategies with vitamin D 
supplementation are to be evaluated in randomized 
controlled trials.

Vitamin D Deficiency Is a Risk Factor for 
Infections in Patients Affected by HCV-
Related Liver Cirrhosis

Antonio Riccardo Buonomo 
Napoli

Objectives. Infection with hepatitis B virus (HBV) 
genotype G has been associated with increased liver fi-
brosis levels compared to other genotypes in cross-sec-
tional studies, yet its role in fibrosis evolution remains 
to be established. The aim of this study was to deter-
mine the effect of HBV genotype G on long-term liver 
fibrosis evolution in patients coinfected with human 
immunodeficiency virus (HIV) and HBV.
Methods. In this prospective cohort study, 158 HIV-
HBV coinfected patients had available HBV genotyp-
ing at baseline. Liver fibrosis was assessed at baseline 
and every six to twelve months by the FibroTest®. 
Risk factors for fibrosis regression (F3-F4 to F0-F1-
F2) and progression (F0-F1-F2 to F3-F4) between 
baseline and end of follow up were evaluated.

Results. Most patients were male (88.6%) with 39 
years median age. HBV-genotype A was more preva-
lent compared to other HBV-genotypes (66.4% versus 
D, 4.9%; E, 10.5%, and G, 17.5%). Patients were fol-
lowed a median 84 months (IQR=37-96). In the 43 
(27.2%) patients with F3-F4 baseline liver fibrosis, 
7/43(16.2%) regressed to F0-F1-F2 fibrosis at the last 
follow up visit. No association between HBV geno-
types and fibrosis regression was observed. In the 115 
(72.8%) with F0-F1-F2 fibrosis at baseline, 16 (16.5%) 
progressed to F3-F4 fibrosis at last visit. In multivari-
able analysis, liver fibrosis progression was indepen-
dently associated with older age (p350/mm3 (p<0.01), 
longer duration of ART (p<0.03), and HBV-genotype 
G infection (versus non-G, p<0.01). When examin-
ing averages over time (Figure), rate of FibroTest® 
increase was consistently faster in genotype G versus 
non-G infected patients with baseline F0-F1-F2 fi-
brosis (p for interaction=0.002).
Conclusion. In HIV-HBV coinfected patients, HBV-
genotype G is an independent risk factor for liver fibro-
sis progression as determined by non-invasive markers. 
HBV genotype G infected patients with low initial liv-
er fibrosis levels may require more careful monitoring.

Hepatitis B virus genotype G and liver 
fibrosis progression during chronic hepatitis 
B and human immunodeficiency virus 
coinfection

Vincenzo Malagnino
Roma
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Macrophages are present in all tissues and organs and 
represent primary targets of HIV-1 infection togeth-
er with CD4+ T lymphocytes. Unlike CD4+ T cells, 
however, human macrophages are resistant to the cy-
topathic effects induced by virus infection both in vitro 
and in vivo. This observation, together with the capac-
ity of macrophages of accumulating virions in virus-
containing compartments partially resistant to anti-
retroviral agents, supports the hypothesis of their role 
as long-lasting viral reservoirs. Our Laboratory has 
previously demonstrated that M1 polarization of pri-

mary human monocyte-derived macrophage (MDM) 
with pro-inflammatory cytokines (IFN-g and TNF-
a) leads to a restriction of HIV-1 replication in com-
parison to unpolarized MDM. With the aim of better 
understand the role of M1 polarization in containing 
virus replication, I have restimulate M1-MDM 7 days 
after infection with the same M1 cytokines (M12 pro-
tocol). M12-MDM showed a strengthened capacity 
to contain virus replication, together with a signifi-
cant reduction of HIV DNA and a virtual lack of vi-
ral RNA in comparison to unpolarized-MDM and to 
M1-MDM that were not restimulated. Latently in-
fected M12-MDM harbored replication-competent 
proviruses that was reactivated by coculture with al-
logeneic PHA-stimulated PBMC or by incubation 
with their culture supernatant. These findings support 
the hypothesis that M12 polarization may represent a 
potential model of in vitro reversible HIV-1 latency in 
primary MDM.

Reversible HIV-1 Latency driven by M1 
Polarization of Primary Human Monocyte-
Derived Macrophages

Giulia Aimola
Milano

DUAL è uno studio pilota di fase III, randomizzato, 
controllato, open-label, condotto in pazienti HIV po-
sitivi trattati con PI/r e viremia soppressa. Lo scopo 
dello studio è comparare l’efficacia di una terapia an-
tiretrovirale (TARV) duplice con darunavir/ritonavir 
(DRV/r) e rilpivirina (RPV) come strategia di switch. 
Descriviamo l’analisi preliminare 48 settimane di os-
servazione. Abbiamo arruolato pazienti in terapia trip-
lice contenente PI/r da almeno 6 mesi, con viremia<50 

cp/mL da almeno 3 mesi, in assenza di mutazioni di 
resistenza associate a DRV o RPV. I pazienti sono stati 
randomizzati (1:1) in due bracci (A: semplificazione a 
RPV+DRV/r QD; B: terapia triplice di provenienza). 
Endpoint primario era la risposta virologica (percen-
tuale di pazienti con HIV-RNA <50 cp/mL alla wk 
48) (ITT). VACS index, FRS e retinol-binding pro-
tein urinaria sono stati esaminati nei due bracci. Sono 
stati arruolati 42 pazienti (23 nel braccio A e 14 nel 
B, più 5 screening failures). Alla wk 48, tutti i pazienti 
presentavano HIV-RNA<50 cp/mL nel braccio A 
contro 9/10 nel braccio B. Un paziente nel braccio A 
ha presentato viremia rilevabile al BL e ha interrotto la 
TARV alla wk 4. Riguardo alla variazione dei parame-
tri di tollerabilità non abbiamo riscontrato differenze. 
Si sono verificati 51 eventi avversi in 19 pazienti, più 
un evento serio (braccio A, non correlato alla TARV). 
Tra le 6 sospensioni (3 nel braccio A e 3 nel B), soltan-
to una è stata correlata ad AE correlato alla TARV.

Semplificazione terapeutica a un regime 
antiretrovirale duplice con Darunavir/r e 
Rilpivirina in pazienti HIV-positivi con 
viremia soppressa (studio DUAL): risultati a 
48 settimane 

Valentina Di Cristo 
Milano
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Background: Retreatment of HCV-patients who fail 
to achieve a sustained viral response (SVR) is currently 
a major challenge. Whereas international guidelines 
recommend drug-class switch or “unconventional” 
drug-associations, we analyzed the real-life efficacy of 
HCV-retreatment, and the usefulness of baseline (BL) 
genotypic resistance testing (GRT).
Main Results: Within the collaborative network VI-
RONET-C, 100 patients were retreated after NS5A-
inhibitors (NS5Ai)±ribavirin (RBV, N=14); simeprevir 
(SIM)+sofosbuvir (SOF)±RBV (N=23); or SOF+RBV 

(N=63) failure. Ad interim SVR12 rate was 80.4% 
(74/92), but it was reduced to 50.0% (7/14) in pa-
tients retreated not according guidelines nor BL-GRT, 
vs. 87.5% (49/56) achieved by following guidelines 
(46/56 with also BL NS5A-GRT), and 81.8% (18/22) 
by following viral resistance profile (p<0.01). In the 85 
patients retreated with NS5Ai, SVR12 was reduced by 
short RBV-free regimens (25.0% [2/8] 12wk noRBV 
vs 85.7% [6/7] of 12wk+RBV, 100% [11/11] of 24wk 
noRBV, and 83.1% [49/59] of 24wk+RBV; p<0.01), 
by prior NS5Ai-experience (40.0% [2/5] vs 82.5% 
[66/80] in NS5A-naïve; p=0.05), and by BL NS5A-
RASs (50% [8/16] vs 85.5% [47/55] in patients with-
out; p=0.01). After 2nd line failure, 8/12 patients test-
ed showed multiple and/or multiclass RASs.
Conclusions: Integration of BL-GRT in retreatment 
personalization may help to optimize efficacy and to 
identify patients with complex resistance that are natu-
ral candidates for future generation regimens.

HCV retreatment efficacy after 1st line 
failure is decreased by NS5A resistance, 
short regimens and lack of ribavirin: how 
“easy” can we go in real-life? 

Valeria Cento
Roma

Invasive fungal infections treatment is afforded by 
triazoles, whose pharmacokinetic properties are still 
partially unclear. In particular, isavuconazole (ISC) is 
a new broad-spectrum antifungal triazole approved in 
2015 as first-line treatment for intravenous and oral 
use against invasive aspergillosis and for mucormyco-
sis. Optimal management of triazoles requires the use 
of Therapeutic Drug Monitoring (TDM), in order to 
prevent sub-therapeutic or toxic concentrations. The 
aim of this work was the development and full valida-

tion of a HPLC-mass spectrometry assay for simul-
taneous quantification of fluconazole, itraconazole, 
isavuconazole, posaconazole and voriconazole in hu-
man plasma samples, following FDA (Food and Drug 
Administration) and EMA (European Medicines 
Agency) guidelines. Simple protein precipitation with 
acetonitrile and dilution with water were performed. 
Chromatographic separation was performed on At-
lantis® T3 5μm 4.6 x 150mm column, with a gradi-
ent of water and acetonitrile, both added with 0.05% 
formic acid. All tested parameters (accuracy, intra-day 
and inter-day precision, matrix effects and recoveries) 
resulted in accordance to guidelines. Finally, we tested 
this method by monitoring plasma concentrations in 
real patients and using external quality controls with 
excellent results. This method resulted very simple, 
fast, cheap and very useful for TDM application, to 
improve clinical management of antifungal therapy in 
critically ill patients.

A simple high performance liquid 
chromatography-mass spectrometry 
method for Therapeutic Drug Monitoring 
of isavuconazole and four other antifungal 
drugs in human plasma samples

Giovanna Fatiguso
Torino
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Background: There is little evidence for effective strat-
egies to contain the spread of carbapenemase produc-
ing Klebsiella pneumoniae (CPKP) in hospital settings 
with a high endemicity. Our aim was to define the ef-
fectiveness of sequential infection control measures to 
reduce the spread of CPKP.
Methods: A quasi-experimental (not randomly as-
signed), before- and after-interrupted time series 
analysis was performed from 2009 to 2014. Between 
2009 and 2011, infection control procedures consisted 

of contact precautions and room isolations of CPKP-
infected patients (phase I); from 2012 through 2013, 
targeted screening in high risk patients and audit of 
hand hygiene (HH) compliance were added (phase 
II); in 2014, universal screening in high risk wards and 
antibiotic stewardship (ABS) controlling carbapenem 
use were introduced (phase III). Primary outcome was 
the incidence rate (IR) of nosocomial acquisition of 
CPKP (cases/ 1,000 patient-days). The efficacy of the 
consecutive interventional phases (I-III) was evaluated 
using other multiple monthly quantifiable outcomes.
Results: The stepwise introduction and extension of in-
fection control measures led to a progressive hospital-
wide decrease in the incidence of CPKP colonizations 
and BSI. After the third interventional period, CPKP 
IR decreased significantly by 39.7% for colonizations 
and by 83.3% for BSI (p< 0.001).
Conclusion: Universal screening and ABS in high-risk 
areas of the hospital are the cornerstones to reduce the 
spread of CPKP in endemic settings.

Antimicrobial stewardship and universal 
screening are essential components of a 
stepwise approach to contain the spread 
of carbapenemase producing Klebsiella 
pneumoniae (CPKP) 

Marianna Meschiari
Modena
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