Summaries of Procedures Project Licences approved by AWERB across 2024 

PPL.1Jan24  
Aims: Obesity is a major contributing factor to a wide range of health issues including heart disease, strokes and cancer. To advance understanding of the neural mechanisms regulating food and water intake throughout the day and how these alter in response to diet with the aim of identifying strategies that could be used to modulate dietary intake to healthy levels   
 Benefits: In the long term the work is expected to contribute to the development and implementation of policies and health care advice to tackle the obesity crisis. 
 Harms:  Mice, food and water restriction, food modification, surgery. Largely moderate (75%) 

PPL.1Feb24  
Aims: To understand how adaptations occur to the neuronal networks that underlie flexible behaviour and how these processes are perturbed in neurological and psychiatric conditions. 
Benefits: Contribution of new knowledge to fundamental biology, publications and contribution to databases 
Harms: Mice (mainly) and rats used in mild (mainly) and moderate procedures 

PPL.1Mar24 
Aims: To improve methods for assessing animal welfare by investigating how individual ('personality') differences affect welfare measures, and by using new data analysis approaches to better understand and enhance the reliability of welfare measures 
Benefits: A key determinant of animal welfare is whether they are in a positive or negative emotional (affective) state. New 'cognitive bias' markers of animal welfare have been developed which use how animals make decisions as an indicator of their emotional states. Recent analyses show that they have validity but also that there is variation in findings. The project will provide new information about the variability and reliability of cognitive bias measures of animal welfare allowing these methods to be improved by taking into account the effects of individual ('personality') differences, and by using new methods of data analysis. To this end, code will be produced for computational modelling methods that can be used to analyse cognitive bias data.  
Harms: Rats (including juvenile), mild.  Behavioural tests with positive/negative transient outcomes such as food reward, no food reward, air puff. 

PPL.1Apr24 
Aims: For humans, the loss of function and disfiguring scar tissue that forms following injury or disease is a major cause of suffering and disability e.g. heat and chemical burns and loss of function after a heart attack due to scar tissue. The aim is to advance understanding of the cellular and genetic processes involved in tissue healing with the ultimate goal of facilitating the development of interventions that could be used clinically to restore the normal appearance and function of tissues following injury such as skin and heart. 
 Benefits: Unlike mammals, many fish, including Zebrafish, are able to restore full function to tissues following injury. In advancing the understanding of the cellular and genetic processes involved in the healing of skin and cardiac tissues in Zebrafish the work will help understanding of how the processes involved in healing and tissue repair differ between fish and mammals in order to identify interventions that could be applied to improve healing outcomes in humans. 
 Harms: Fish 75% mild, 25% moderate. 95% genetically altered (majority killed for tissue) assays. 25% will undergo tissue injury experiments.  Injury will be induced under general anaesthesia by dermatological laser or small cryogenic injury to muscle of the heart. Treatments given through the tank water. 

 PPL.2Apr24 
Aims: To evaluate gene therapies targeting the choroid plexus for the treatment of diseases associated with disruption to Central Spinal Fluid homeostasis and physiology, such as Hydrocephalus.   
Benefits: The choroid plexus is an important structure for brain health and development. Located within the lining wall of the ventricles of the brain, it produces and secretes the cerebral spinal fluid, protecting the central nervous system, from impact with the bony structures that surround it during movement, as well as producing growth factors essential for brain development. Modulating the function of the choroid plexus has potential benefits in the treatment of a number of clinically important conditions such as hydrocephalus, impaired developmental disorders, and neurodegenerative diseases.  The purpose of the programme of work is to assess the feasibility of targeting specific cell subsets within the choroid plexus with gene therapies with the long-term aim of providing improved treatment for a range of clinically important conditions. There are no therapeutic treatments for hydrocephalus, it is often fatal. 
Harms: Mice, Pigs, Sheep, 100% Moderate, stereotactic surgery, administration of substances into CSF and sampling 

PPL.1May24 
 Aims:  Service licence. This project aims to evaluate and further develop novel surgical devices and to identify those which have the potential for use in human surgery. Then to progress these devices, from the bench testing phase. Offered as a service.  Focussed on the next generation of a device or new ideas for novel energy delivery.  'Energy delivery' includes the use of microwave-, radio- and ultrasound-frequencies, all of which can be used in patient diagnosis and/or treatment. For example, ultrasound is currently commonly used as a safe, standard method of monitoring a baby's health in the womb however, it is also possible to use ultrasound to treat patients with conditions such as uterine fibroids or gall stones. 
 Benefits:  Safe additional, or replacement, devices (or combinations) for patients with varying conditions.  These benefits may improve surgical outcome thereby improving quality of life for patients together with a reduction in surgical procedure duration, and the related anaesthetic requirements, as well as recovery time and therefore length of hospital stay, which would also decrease NHS costs and free up much-needed bed space. In some cases, these new devices may allow surgical intervention where currently it is not possible, thus increasing the options open to patients with several different medical conditions.  For example, previous advances in endoscopic tool and technique development have changed patient treatment from open bowel surgery to endoscopic surgery. 
Harms:  Pigs, non-recovery surgery (approx. 30%), moderate surgery (approx. 70%) 
 
PPL.1Jun24  
 Aims: To identify the biological mechanisms regulating epithelial stem cell fate during normal and pathological organ development and regeneration in hormone regulated tissues. While predominantly focused on the mammary gland may include other organs such as the prostate  
Benefits: To contribute to addressing this need by advancing understanding of the mechanisms determining epithelial stem and progenitor cell fate and their early role in cancer.   
 Harms: Mice undergoing radiation, surgery, dosing. Breeding 10% mild 90% subthreshold. Experimental 75% mild, 25% moderate 
 
PPL.1Jul24   
Aims:  To develop treatments which may help damaged hearts to heal and protect them from further damage. The project is  targeting two causes of damage - heart attacks, and low oxygen levels in a subset of children with congenital heart diseases. 
 Benefits: The data will be published in peer reviewed scientific papers. If successful, the studies will generate the data needed to support the progression of the interventions into human clinical trials. 
 Harms: Rats model of a heart attack will be induced in rats by surgically obstructing a coronary artery (under anaesthesia), treatments (including direct administration into the heart), echocardiography, pregnant rats housed in chambers where oxygen concentration is controlled, largely moderate severity, 2% severe.  

 PPL.1Sep24 
 Aims: To facilitate the acquisition of the surgical skills needed to optimise patient outcomes during the introduction of novel devices into mainstream medical practice 
 Benefits: The safe and effective introduction of the device into the clinical setting.  Advancing the treatment options available to patients. This involves For those undergoing the training - a theoretical understanding of the device, developing the skills set necessary to safely and effectively utilise the device, including where relevant, the surgical approach to its removal and/or replacement and confidence to assume a lead role in the roll-out of the device into mainstream clinical use. 
 Harms: Juvenile pigs, or adult mini-pigs, sheep, largely non recovery (80%), 20 % moderate. Under anaesthesia surgery to implant device, non-invasive imaging. 20% may recover (e.g. need to train surgeon to remove or replace device)

PPL.1Oct24 
 Aims: Immune-mediated inflammatory diseases of the eye (known as uveitis or iritis) are a growing medical problem (5th leading cause of preventable blindness). The disease is more common in young adults, so has a relatively greater impact on patients than blinding diseases of old age. The aim of this project is to identify and evaluate mechanisms that regulate ocular autoimmunity and to assess the potential to modulate them using therapeutic interventions. 
 Benefits: The outlined work will generate new information on the mechanisms involved in initiating and sustaining uveitis. In addition, the work will generate data on the effect of interventions aimed at modulating these mechanisms with the aim of identifying improved treatment options for patients. 
 Harms: largely mild, Mice, induction of eye disease by SC or IP routes, imaging of eye with specialised microscope, small volume blood sampling, interventions (direct to eye under anaesthesia or orally), surgery slow release devices 

PPL.1Dec24 
 Aims: Recently it has become clear that in life-threatening cases of malaria, the patient’s own immune system is responsible for causing much of the tissue injury that occurs. This project aims to advance understanding of the molecular and cellular mechanisms involved in initiating the hyperinflammatory response to malaria parasites, which is responsible for organ failure in severe cases, and thereby identify therapeutic interventions that could be used to prevent it.  
 Harms: Mice, GA modifications to immune system, infection with mouse malaria parasite (injection infected red blood cells). Largely mild infection, no overt signs. 90% mild, 10 % moderate 
Benefits: Malaria is a devastating global disease, caused by infection with the Plasmodium parasite. The disease is estimated to affects over 200 million people and to causes 600,000 deaths per year. Parasite resistance to anti-malarial drugs is now widespread, as is resistance of the mosquito vector to the available insecticides. Basic research – publications in short term, in long term possible new therapeutics



