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Substance:EtranacogeneDezapa

rvovec 

 

Brand Name:Hemgenix® 

 

Originator/licensee:CSL Behring 

GmbH 

 

Classification:NCE 

 

ATC code: B06 

 

OrphanStatus: 

Eu: Yes 

Us: Yes 

 

Mechanism of action:  

HEMGENIX® is an AAV5 based 

gene therapy designed to deliver 

a highly functional copy of the 

gene,calledFIX Padua variant of 

human coagulation Factor IX 

(hFIX Padua). Single intravenous 

infusion of HEMGENIX® results 

in cell transduction and increase 

in circulating Factor IX activity in 

patients with Hemophilia B [1]. 

 

Authorized Indication:  

EMA: EtranacogeneDezaparvovec is 

indicated for the treatment of severe and 

moderately severe Haemophilia B 

(congenital Factor IX deficiency) in adults 

without a history of Factor IX inhibitors 

[2]. 

 

FDA: EtranacogeneDezaparvovec is an 

AAV vector-based gene therapy indicated 

for the treatment of adults with 

Hemophilia B (congenital Factor IX 

deficiency) who currently use Factor IX 

prophylaxis therapy, or have current or 

historical life-threatening hemorrhage, 

orhave repeated, serious spontaneous 

bleeding episodes [1]. 

 

Route of administration: IV 

 

Licensing status 

EU CHMP P.O. date: 15.12.2022 

 

FDA BLA APPROVAL date:22.11.2022 

 

EU Speed Approval Pathway:Yes 

FDA Speed Approval Pathway: Yes 

 
 

 

 

 

 

 

ABBREVIATIONS: 

AAV5= Adeno-associated virus serotype 5 

ABR= Annualized Bleeding Rate  

AE= Adverse Event  

CI= Confidence Interval 

EP= End-point 

Pt= Patient 

Summary of clinical EFFICACY: 

HOPE B (NCT03569891) is an ongoingphase III,non-inferiority, open-label, single-dose, single-arm,multi-national trial, with a screening 

period, a lead-in phase, a treatment plus a post-treatment follow-up phase, and a longterm follow-up phase aimed to assess the efficacy 

and safety of EtranacogeneDezaparvovec for the treatment of Haemophilia B. 

Eligibility criteria included male pts ≥18 aged with congenital Hemophilia B, with known severe or moderately severe factor IX 

deficienty(≤2% of normal circulating factor IX) and were on continuous routine with factor IX prophylaxis for at least two months prior to 

screening. However,they had been exposed to previous treatment with factor IX protein at least 150 days before recruitment. 

A total of 54 pts were enrolled and received a single infusion of EtranacogeneDezaparvovec.Pts were followed for52 weeks in the post-

treatment follow-up phase. 

The primary efficacy EP was the ABR comparison between EtranacogeneDezaparvovecand prophylaxis for non-inferiority between the lead-

in phase andthe 52 weeks following stable factor IX expression (months 6-18 post-treatment). 

Single treatment with EtranacogeneDezaparvovecwill be claimed to be non-inferior to factor IX prophylaxis treatment when the upper limit 

of the one-sided 97.5% CI of the rate ratio in ABR between EtranacogeneDezaparvovec(post-treatment) and factor IX prophylaxis (lead-in) is 

less than 1.8 [3]. 

The estimated mean ABR during months 6 to 18 after EtranacogeneDezaparvovec treatment was 1.9 bleeds/year with a [95% CI: 1.0, 3.4], 

compared with an estimated mean ABR of 4.1 [95% CI: 3.2, 5.4] during the lead-in period. The ABR ratio (months 6 to 18 post-treatment / 

lead-in) was 0.46 [95% CI: 0.26, 0.81], demonstrating non-inferiority of ABR during months 6 to 18 compared to the lead-in period [1]. 

 

Summary of clinical  SAFETY: 

All the 54 pts enrolled were included in the safety analysis. The safety data refer to 18 months results from NCT03569891 trial. 

Serious AEs affected 13 pts of the 54 (24.07%) and the most common were: atrial fibrillation, cardiogenic shock, lower gastrointestinal 

haemorrhage, upper gastrointestinal haemorrage, COVID-19, jaw fracture, haemarthrosis, musculoskeletal chest pain, hepatocellular 

carcinoma, epilepsy, transient ischaemic attack and nephrolithiasis (each of them occurred in the 1.85% of pts).The cardiogenic shock 

together with urosepsis caused the only case of death(1.85%) in a 77 years old pt.However it was unrelated to treatment by investigators. 

The hepatocellular carcinoma was unrelated to study treatment as well[4,5]. 

Other AEs affected 53 pts of the 54 (98.15%)and the most common were: nausea, diarrhoea, pain in extremity, cough (each occurred in the 

11.11% of pts); illness, aspartate aminotransferase increasing, back pain, oropharyngeal pain (each occurred in the 12.96% of pts); blood 

creatine phosphokinase increasing which occurred in the 14.81% of pts; alanine aminotransferase increasing which occurred in the 20.37% 

of pts; fatigue (25.93% of pts); nasopharyngitis (27.78% of pts); headache ( 29.63% of pts); arthralgia (33.33% of pts) [5]. 

 

Ongoing studies: 

● For the same indication:No 

● For other indications:No 

Discontinued studies (for the same indication):No 

References: 

[1]https://www.fda.gov/media/163467/download 

[2]https://www.ema.europa.eu/en/documents/smop-initial/chmp-summary-positive-opinion-hemgenix_en.pdf 

[3]https://clinicaltrials.gov/ProvidedDocs/91/NCT03569891/Prot_000.pdf 

[4]https://adisinsight.springer.com/drugs/800050573 

[5]https://clinicaltrials.gov/ct2/show/results/NCT03569891?recrs=abdefm&type=Intr&cond=Hemophilia+B&intr=Etranacogene&titles=hope-

b&draw=2&rank=1 

[6]https://www.drugs.com/news/gene-therapy-hemophilia-hemgenix-costs-3-5-million-gets-fda-approval-109171.html 

[7]https://www.orpha.net/consor/cgi-bin/index.php 

[8]https://www.osservatoriomalattierare.it/malattie-rare/emofilie 

[9]https://www.io.nihr.ac.uk/wp-content/uploads/2022/01/7279-AMT-061-for-Haemophilia-B-V1.0-MAY2020.-NON-CONF.pdf 

Cost of therapy: 

The cost of EtranacogeneDezaparvovec IV 

suspension is estimated to be$3.5 million 

for aone-time treatment [6]. 

 

Epidemiology: 

Haemophilia B is a rare disease and its 

prevalence in Europe is 1-9/100,000 people 

[7]. In Italy, a prevalence of 1/30,000 is 

estimated [8].  

 

POSSIBLE PLACE IN THERAPY 

The recommended treatment plan for 

Haemophilia B depends on how severe the 

condition is. There are two main types of 

treatment: preventative treatment and on-

demand treatment. Preventative treatment 

is given regularly as an IV injection and it 

consists in the administration of an 

engineered version of factor IX. Due to the 

short half-life of the clotting factors, 

replacement is required every 2 to 3 days. 

On-demand treatment is given following an 

injury or as part of planning surgery to 

boost factor IX. 

NonacogAlfa is the treatment used in both 

conditions. 

EtranacogeneDezaparvovec is given as a 

single IV infusion thus reducing the typical 

AEs associated with clotting factors 

infusions (infections, thrombosis, 

generation of anti-clotting factors 

antibodies). EtranacogeneDezaparvovec 

will offer the first gene therapy treatment 

and an additional option for adult male 

with moderately severe or severe 

Haemophilia B [9]. 

 

OTHER INDICATIONS IN DEVELOPMENT: -  

 

SAME INDICATION IN EARLIER LINE(S) OF 

TREATMENT: - 

 

OTHER DRUGS IN DEVELOPMENT for the 

SAME INDICATION: 

Phase 3, FidanacogeneElaparvovec 

 

*Service reorganization No 

*Possible off label use Yes 

 


