NTCP Polymorphisms Do Not Impact Bulevirtide Antiviral Activity or HDV Treatment Response

Savrina Manhas', Amos Lichtman?!, Thomas Aeschbacher?!, Christopher Richards', David Pan’, Nikita Kolhatkar', Jason Perry', Ross Martin', Dmitry Manuilov', Hongmei Mo', Evguenia Maiorova’

'Gilead Sciences, Inc., Foster City, CA, USA

Results

Copies of this poster obtained
through QR (Quick Response)
and/or text key codes are for
personal use only and may not
be reproduced without written
permission of the authors.

Conclusions

Introduction
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Het: heterozygous, Hom: homozygous, SNP: single nucleotide polymorphism

« BLV retained sub-nanomolar potency against HDV in the presence of NTCP variants identified in BLV clinical studies.

* The most common SNP in MYR301 and MYR204 was rs4646285 synonymous G225A (16%, 46/293).

* No significance was observed between the rs4646285 GT and the NTCP expression, both in the RNAseq and the mlF dataset.
* Virologic response and ALT normalization rates are comparable between synonymous NTCP SNP G225A (rs4646285) status.

Plain Language Summary

 HDV enters liver cells through the NTCP protein, which

s blocked by the antiviral drug Bulevirtide. » Variant selection: Non-synonymous NTCP variants were

selected based on proximity to the PreS1 binding interface in
the published NTCP cryo-EM structures and/or minor allele
prevalence >0.05% in gnomAD v4.1.

* Natural genetic differences in NTCP raised the question Figure 4. PreS1-NTCP Structural Interactions

Table 2. Summary of NTCP Variants

of whether treatment effectiveness could be affected.
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