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Background UPNAT Target Selection Guidelines

Nucleic acid therapeutics (NATs) are a major drug class which utilise The UPNAT pilot ASO target selection guidelines were drafted by a UK-
nucleic acid-based approaches to target gene expression level and induce based multidisciplinary group of experts (Fig 3), which were subsequently
therapeutic effects. NATs are designed to selectively bind and modulate calibrated against publicly available data (Fig 4).
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Figure 3: Pilot ASO target selection guidelines exemplifying an ‘unlikely eligible’ patient

NAT modality: . . . . .
] Small interfering RNA assessment. Although no exclusion criteria were met and the disease, functional model and
[ ] Antisense oligonuclectide (general) variant present ‘likely eligible’ targets, the patient does not meet the hypothetical scoring threshold
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. Preassessment for quick ‘g0’ or ‘no go’ decision

Figure 2: Guidance publications for the development of NATs. e  Streamlined assessment starting with strong exclusion criteria

. Simple initial scoring system to build upon

Challenges Faced within the UK

. Modifiable exclusion criteria to allow future re-assessment of targets
: - . . . Designed for automation and dependence upon open-source data
There is currently a lack of UK specific guidance and infrastructure to . P PO oP
enable patient selection for NATSs. ST

The UK holds expertise in rare disease management and is a world leader Sede
in genetic health care; combined with an established national-level
genomic infrastructure, this presents the UK an opportunity to deliver NAT
therapies to rare disease patients in need. ;e N-lorem - A ClinVar PubliQed®
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To enable UK therapy providers to rapidly prioritise patients for NATs & identify IRy

modifiable barriers to treatment, we aim to:

1. Develop a NAT target selection guideline, piloting with ASO target selection

2. Facilitate implementation of this framework into the NHS Figure 4: Guideline testing and calibration methodology.

A

Medical NIHR | National Institute & S (¥ UNIVERSITY OF
Council for Health Research INATA 2 OXFORD

MNucleic Acid Therapy Accelerator

5 UNIVERSITY OF
4P CAMBRIDGE

1. Great Ormond Street Institute of Child Health, University College London, London, United 6. Developmental Neurosciences, Zayed Centre for Research into Rare Disease in Children, Great 10. Clinical Genetics, Birmingham Women's and Children's Hospital NHS Foundation Trust,
Kingdom Ormond Street Institute of Child Health / Department of Neurology, Great Ormond Street Hospital Birmingham, UK/ Clinical Sciences Department, University of Birmingham, Birmingham, UK
. . for Children, London, UK 11. MRC Nucleic Acid Therapy Accelerator, Research Complex at Harwell, UK
2. Department of Neuromuscular Diseases, Queen Square Institute of Neurology, UCL, London 7. UCL Institute of Ophthalmology 11-43 Bath Street, London EC1V 9EL 12. UK Dementia Research Institute at The University of Cambridge, Cambridge, United Kingdom /
WC1N 1PJ, UK . . - _ . . . . . . . . .
. i ) ) 8. Institute of Developmental and Regenerative Medicine, Department of Paediatrics, University of Department of Medical Genetics, NIHR Cambridge Biomedical Research Centre, University of
3. Department of Clinical Genetics, Great Ormond Street Hospital for Children, London, UK . .
4.  Department of Clinical Genetics, Cambridge University Hospitals NHS Foundation Trust Oxford, Oxford OX3 7TY, UK Cambridge, Cambridge, UK
) epa i ento catsenetics, L.a g8 ersity Hospitais oundation Trust, 9. Centre for Human Genetics and Oxford NIHR Biomedical Research Centre, University of Oxford,
Cambridge, UK Oxford. UK

5. Genomics England, One Canada Square, London E14 5AB



	Default Section
	Slide 1


