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Substance: 

Odevixibat 

 

Brand 

Name:Bylvay® 

 

Originator/license

e:AlberioPharma 

 

Classification: NCE 

 

ATC 

code:A05AX05 

 

Orphan Status: 

Eu:Yes 

Us:Yes 

 

Mechanism of 
action: devixibat 
is areversible, 
potent, selective 
inhibitor of the 
ileal bile acid 
transporter (IBAT) 
that acts locally in 
the distal ileum, 
reducing the 
reuptake of bile 
acids and 
increasing the 
clearance of bile 
acids through the 
colon[1]. 

Authorized Indication: 

EMA: Treatment of PFIC in 
patients aged 6 months or 
older[1]. 
 
FDA:treatment of pruritus in 
patients 3 months of age and 
older with PFIC[2]. 
 

Route of administration: os 

 

Licensing status 
EU M.A. date: 16.07.2021[3] 

FDA M.A. date: 20.07.2021[4] 

 

EU Speed Approval Pathway: Yes 
FDA Speed Approval Pathway: 
Yes 
 
EU Authorization under 
exceptional circumstances: 
Yes[1]. 
----- 

ABBREVIATIONS: 

AE: adverse event; 

PFIC: progressive familial 

intrahepatic cholestasis;  

pbo: placebo 

pts: patients; 

SBAs: serum bile acids; 

SAE:serious adverse event; 

UDCA:ursodeoxycholic acid 

 

Summary of clinical EFFICACY: 
PEDFIC 1 (A4250 – 005)- NCT03566238(pivotal):is adouble blind, randomized, pbo controlled, 
phase 3 study that investigated the efficacy and safety of odevixibat in pts with PFIC1 or2. The trial 
enrolled 62 pts, aged 6 months to 18 years, with a clinical diagnosis of PFIC 1 (n=17) or 2 (n=45) 
and with a body weight above 5 kg.Pts were randomised to odevixibat 40 µg/kg/day (n=23), 120 
µg/kg/day (n=19) or pbo (n=20) for 24 weeks. 
The primary endpoints were: 
- US: change in pruritus as indexed by caregiver-reported (AlbireoObsRO instrument) observed 
scratching compared to pbo (from baseline over the last 5 months of the treatment period); 
- EU and rest of the world: proportion of pts experiencing at least a 70% reduction in fasting SBAs 
concentration from baseline to the end of treatment or reaching a level≤70 μmol/L (28.6 μg/mL) 
after 24 weeks of treatment. 
The study met the EU regulatory primary endpoint with 33.3% of subjects in the odevixibat arms 
(43.5% and 21.1% in the odevixibat 40 μg/kg/day and odevixibat 120 μg/kg/day groups, 
respectively) experiencing either a 70% reduction in sBAs or reaching a level of 70 µmol/L 
compared to no pts in the pbo arm (p=0.003). 
The trial also met the US regulatory primary endpoint with the proportion of positive pruritus 
assessments being 53.5% in the odevixibat arms compared to 28.7% in the pbo arm 
(p=0.004)[5][6][7]. 
 

PEDFIC 2(A4250 – 008) - NCT03659916(supportive-ongoing):a phase 3, open-label extension 
study of PEDFIC 1 that evaluated long-term efficacy and safety of odevixibat in ptswith all types 
ofPFIC. The trial enrolled 120 pts of any age. Subjects received odevixibat 120 µg/kg/day for 72 
weeks.The inclusion criteria were: 
- Cohort 1: pts who completed the 24-week treatment period of PEDFIC 1 trial or withdrew due 

to patient/caregiver judgment of intolerable symptoms after completing at least 12 weeks of 
treatment; 

- Cohort 2: naïve pts of any age and a body weight ≥5 kg with a genetically confirmed diagnosis 
of PFIC who did not meet the eligibility criteria for PEDFIC 1trial or were eligible for enrolment 
after recruitment in the same study was completed. 

The primary endpoints were change in pruritus as indexed by caregiver-reported (AlbireoObsRO 
instrument), observed scratching (from baseline over 72 weeks) and change in SBAs (from 
baseline up to week 72). 
At week 48, mean reduction in SBAs was reported to be 251.8 μmol/L to 85.1 μmol//L (p<0.0001) 
and a mean monthly improvement in the pruritus score from 3.0 to 1.4 (p<0.0001)[7][8][9].  
 

Summary of clinical SAFETY: 
PEDFIC 1 (A4250 – 005) - NCT03566238 and PEDFIC 2 (A4250 – 008) - NCT03659916:  pooled 
safety data from the PEDFIC 1 and PEDFIC 2 trials, reported consistent safety andtolerability 
profile of odevixibat in pts with intrahepatic cholestasis. No drug-related SAEs were reported in 
either PEDFIC 1 or PEDFIC 2 trial.  One pt in PEDFIC 1 and threepts in PEDFIC 2 withdrew due to an 
AE. Low numbers of gastrointestinal AEs, treatment-related diarrhoea or frequent bowel 
movements were reported in 10% of pts inPEDFIC 1 trial and 5% of placebo-treated pts[10]. 
 

Ongoing studies: 
•For the same indication: Yes 
•For other indications: Yes 
[Phase III, but if it is an O/OE drug, also Phase II] 
 

Discontinued studies (for the same indication): No 
 

Economic impact:price not yet available. 
 

Epidemiology:The exact prevalence of PFIC remains unknown, but the 
estimated prevalence at birth varies between 1/50,000 and 1/100,000[11]. 
 

----- 
POSSIBLE PLACE IN THERAPY: 
There is currently no pharmaceutical treatment approved for use in PFIC1 
and PFIC2[7]. 
UDCA therapy should be initiated in all pts to prevent liver damage. In 
some PFIC1 or PFIC2 pts, biliary diversion can also relieve pruritus and slow 
disease progression. However, most PFIC pts are ultimately candidates for 
liver transplantation[11]. 
 

 

OTHER INDICATIONS IN DEVELOPMENT:Alagille Syndrome; Biliary 
Atresia[12]. 
 

SAME INDICATION IN EARLIER LINE(S) OF TREATMENT:/ 
 

OTHER DRUGS IN DEVELOPMENT for the SAME 
INDICATION:Maralixibat[13]. 
 

*Service reorganization: No 

*Possible off label use: Yes 
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