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Background and aims: The treatment landscape for hepatitis B virus (HBV) is changing as clinical guidelines for the use of nucleos(t)ide analogue (NA) agents move towards simplified assessment and broader treatment eligibility. Dual treatment may be prescribed for people living with HBV who are HIV co-infected, who are accessing Pre-Exposure Prophylaxis (PrEP) to protect against HIV acquisition, and in individuals in whom HBV viraemia is not suppressed on monotherapy. In many global settings, dual therapy is also more widely available and affordable than monotherapy. It is therefore important to explore outcomes of dual therapy and to consider its impact on outcomes, cost, and accessibility.
Method: We analysed routinely-collected longitudinal clinical records from over 14,000 adults with chronic HBV infection across six secondary care centres in the UK, as part of the National Institute for Health and Care Research (NIHR) Health Informatics Collaborative (HIC) programme, to characterise those receiving dual therapy.
Results: In this cohort, 2,688/14,587 (18%) individuals had a record of NA treatment, among whom 230/2,688 (9%) were on dual therapy for at least a year. The most common dual regimens were Entecavir-Tenofovir (93/230) and Lamivudine-Tenofovir (82/230). Males accounted for the majority of individuals on both dual therapy (158/230, 69%) and monotherapy (1,546/2,458, 63%) (p = 0.086). There were no significant differences in median HBV viral load during mono- or dual therapy, after excluding the first six months of therapy (p = 0.74). There were also no significant differences between the proportion of patients with abnormal ALT levels (>40 IU/ml) or APRI scores for patients undergoing mono versus dual therapy both at baseline and at the last recorded timepoint during therapy (ALT: p = 1, p = 0.65; APRI: p = 0.4, p = 0.25). However, patients on dual therapy had significantly higher FIB-4 scores than those on monotherapy, both at baseline (p = 0.0043) and at the last timepoint (p = 0.0082).
Conclusion: Our finding that 9% of adults receiving HBV therapy in the UK are on dual agents highlights a need for more data collection to characterise this group. In particular, more data are needed to focus on those with HIV co-infection who may be under the care of sexual health services rather than hepatology clinics. Most outcome markers for dual and monotherapy are comparable; however, FIB-4 scores may point to a disadvantage in the dual therapy group, with advanced disease potentially being the indication for adding a second agent.

