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Dopo la chiusura della fase di arruolamento, terminata in data 30/11/2014 al
raggiungimento della numerosita campionaria prevista dal protocollo (440 pazienti totali)
nel corso dell’ultimo anno il lavoro si € concentrato sul follow up dei pazienti attivi e sulla
progressiva chiusura formale dei Centri che hanno terminato lo studio.

Gli ultimi pazienti arruolati hanno di fronte un potenziale periodo di osservazione di 18 mesi,
portando quindi a stimare il completamento definitivo dello studio entro il mese di maggio
2016 (data che potra essere anticipata in caso di interruzione precoce del follow up per uno
dei motivi di interruzione previsto da protocollo).

In data 20 ottobre 2014, inoltre, gli Statistici del CINECA hanno provveduto a estrapolare i
dati fino a quel momento inseriti nella banca dati elettronica, per svolgere I'interim analysis,
come previsto da protocollo. Parte dei dati, relativi in particolare all’'outcome primario, alla
gestione dello scompenso ascitico e alle principali complicanze della cirrosi, sono stati
sottomessi come abstract e presentati come comunicazione orale in occasione dell’Annual
Meeting AISF 2015 (allegato).
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LONG-TERM USE OF HUMAN ALBUMIN FOR THE TREATMENT OF ASCITES IN PATIENTS
WITH HEPATIC CIRRHOSIS: THE INTERIM ANALYSIS OF THE ANSWER STUDY.

Introduction. Despite long-term human albumin (HA) administration for treating cirrhosis
with ascites is commonly used in Italy, the scientific evidence of its efficacy is still lacking.
Aim. To assess the efficacy of long-term HA administration in patients with cirrhosis and
ascites.

Methods. In this multicentre, prospective, randomized clinical trial, 420 patients with
cirrhosis and uncomplicated ascites treated with anti-mineralocorticoids (=200 mg/day) and
furosemide (=225 mg/day) are planned to be randomized 1:1 to either standard medical
treatment (SMT) or SMT+HA (40g twice weekly for 2 weeks, and then 40g weekly). Death,
liver transplantation, TIPS, refractory ascites requiring =3 paracentesis/month or 18 months
follow-up terminate the study. The primary end-point is mortality. Among the secondary end-
points, those related to the management of ascites and the incidence of complications of
cirrhosis were assessed in this analysis.

Results. 386 (SMT: 188; SMT+HA: 198) patients were included. Their respective median
follow-up duration was 183 (129-233) and 301 (238-355) days (p=0.021). Baseline
demographics and clinical and laboratory parameters were well balanced between the two
arms. Kaplan-Meier intention-to-treat analysis showed that mortality was significantly
reduced in patients receiving HA (at 18 months: SMT+HA: 22%, SMT: 34%; p=0.045).
Statistically significant benefits were found in the SMT+HA arm in the incidence rate of
paracentesis (-55%, p<0.001), incidence of refractory ascites (-42%, p<0.001), and need of =3
paracentesis/month (-62%; p<0.001). HA arm also presented an advantage in the incidence
rates of SBP (-57%; p=0.004), hepatic encephalopathy grade III-IV (-37%; p=0.005) and renal
impairment (serum creatinine>1.5mg/dl) (-28%; p=0.011). HA administration did not
increase the risk of variceal bleeding, and the incidence of severe adverse effects was similar
in the two arms.

Conclusions. Long-term HA administration prolongs survival in patients with cirrhosis and
ascites, improves greatly the management of ascites and reduces the incidence of severe
complications of the disease.



