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Nuffield Department of Surgical Sciences

	Job title
	Postdoctoral Researcher in RNA Translation and Anti-Cancer Immunity

	Division
	Medical Sciences 

	Department 
	Nuffield Department of Surgical Sciences

	Location
	Radiation Research Institute (RRI)

	Grade and salary
	Grade 7RS: £38,674 - £46,913 per annum (including the Oxford University Weighting of £1,500 per annum)

	Hours
	Full time 

	Contract type
	Fixed-term (24 months/ 2 year with possibility of extension)

	Reporting to
	Professor Ian Mills 

	Vacancy reference
	NDSA951

	Additional information
	If you have caring responsibilities (childcare or medical/elder care) and need to hire professional services to enable you to attend your interview with NDS, we will be happy to reimburse you for these costs in full*. 

*Any amount must have prior agreement.


	Research topic
	Pre-clinical prostate cancer research/CDK9 inhibition to enhance treatment responses

	Principal Investigator / supervisor 
	Ian Mills and Harri Itkonen (co-PI – Helsinki/Oslo)

	Project team 
	Harveer Dev (Cambridge)

	Project web site 
	https://www.helsinki.fi/en/researchgroups/transcriptional-rewiring-in-cancer and https://www.nds.ox.ac.uk/team/ian-mills

	Funding partner 
	The funds supporting this research project are provided by the Rosetrees Trust and the John Black Charitable Foundation



	Recent publications 
	1.
Yalala S, Gondane A, Poulose N, Liang J, Mills IG, Itkonen HM. CDK9 inhibition activates innate immune response through viral mimicry. FASEB J. 2024;38(8):e23628.

2.
Gondane A, Poulose N, Walker S, Mills IG, Itkonen HM. O-GlcNAc transferase maintains metabolic homeostasis in response to CDK9 inhibition. Glycobiology. 2022;32(9):751-9.

3.
Hu Q, Poulose N, Girmay S, Heleva A, Doultsinos D, Gondane A, Steele RE, Liu X, Loda M, Liu S, Tang DG, Mills IG, Itkonen HM. Inhibition of CDK9 activity compromises global splicing in prostate cancer cells. RNA Biol. 2021;18(sup2):722-9.

4.
Itkonen HM, Poulose N, Steele RE, Martin SES, Levine ZG, Duveau DY, Carelli R, Singh R, Urbanucci A, Loda M, Thomas CJ, Mills IG, Walker S. Inhibition of O-GlcNAc Transferase Renders Prostate Cancer Cells Dependent on CDK9. Mol Cancer Res. 2020;18(10):1512-21.

5.
Itkonen HM, Poulose N, Walker S, Mills IG. CDK9 Inhibition Induces a Metabolic Switch that Renders Prostate Cancer Cells Dependent on Fatty Acid Oxidation. Neoplasia. 2019;21(7):713-20.





The role 
Prostate cancer (PC) is the most common male cancer in the United Kingdom and more effective treatments are needed to control the late-stage disease. In the lethal disease, termed castration-resistant PC (CRPC), cancer cells sustain the pro-proliferative gene expression program despite of the presence of anti-androgens by activating other oncogenes, particularly the MYC transcription factor. This gene expression program is ultimately dependent on cyclin-dependent kinase 9 (CDK9), and CDK9 inhibitors are currently in clinical trials for solid tumors. All cells depend on CDK9 to sustain gene expression, and it has not been comprehensively established why cancer cells are sensitive against the CDK9 targeting drugs.

Our preliminary data show that CDK9 inhibition activates innate immune response through viral mimicry in PC cells. In MYC over-expressing prostate cancer cells, CDK9 inhibition leads to gross accumulation of mis-spliced RNA. Double-stranded RNA (dsRNA)-activated kinase can recognize these mis-spliced RNAs, and we show that the activity of this kinase is required for the CDK9 inhibitor-induced anti-proliferative effects. CDK9 inhibition stimulates translation of specific proteins, and we show that depletion of CDK9 activity leads to excessive secretion of immunogenic cytokines. However, we do not yet know the extent to which protein biosynthetic machinery is remodeled and if the increased secretion of the cytokines can potentiate the cytotoxic effects of the immune cells.

In this project, we have two independent aims:

1) Remodeling of the translation landscape in response to CDK9 inhibition

2) Organoid tissue culture with the patient’s own immune cells

We will rely on nascent profiling of ribosome and patient-derived models to establish how CDK9 inhibition remodels the proteome and the transcriptional activity in cancer and immune cells. Using nascent Ribo-seq, nascent chain proteomics and total proteomics, we will describe how CDK9 inhibition changes PC cells ability to maintain homeostasis of the proteome. We will treat patient-derived organoids cultured in the presence of the matched peripheral blood mononuclear cells with CDK9 inhibitors and perform scSLAM-seq to establish how depletion of the major transcriptional kinase alters tumor and immune cells transcriptomes. These experiments are innovative but rely on the core expertise of our laboratories.

We are looking for an enthusiastic postdoctoral researcher who will be involved in every aspect of the project taking on responsibility for setting up and applying the necessary molecular biology tools. The expertise in the wet lab execution of Ribo-seq and proteomics is a significant asset for the position. The experiments will be performed in cell line models and organoids. The appointee will be expected to work closely with a number of collaborating groups in UK (Harveer Dev, Cambridge University and Mills, Oxford University) and in Finland/Norway (Itkonen, University of Oslo and University of Helsinki). The appointee will be based principally in Oxford.

Responsibilities 

You will:

• Manage academic research activities and administrative activities, and co-ordinate multiple aspects of the project to meet deadlines.

• Undertake translational research using human tissue samples.

• Lead on writing scientific reports and manuscripts; and present research data clearly and succinctly at internal laboratory and scientific meetings and externally in meetings with collaborators and at conferences.

• Adapt existing and develop new scientific techniques, protocols (necessary), and computational approaches (the last one: desirable but not necessary).

• Test hypotheses and analyse scientific data from a variety of sources, reviewing and refining working hypotheses as appropriate.

• Keep detailed, accurate, and comprehensible records of experimental work and communicate progress to Prof. Mills and Dr Itkonen, and the wider collaborative network.

• Undertake mandatory training as required by the University, Division, and Department.

Pre-employment screening

Standard checks

If you are offered the post, the offer will be subject to standard pre-employment checks. You will be asked to provide: proof of your right-to-work in the UK; proof of your identity; and (if we haven’t done so already) we will contact the referees you have nominated. You will also be asked to complete a health declaration so that you can tell us about any health conditions or disabilities for which you may need us to make appropriate adjustments.
Please read the candidate notes on the University’s pre-employment screening procedures at: https://www.jobs.ox.ac.uk/pre-employment-checks  

Hazard-specific / Safety-critical duties 
This job includes hazards or safety-critical activities.  If you are offered the post, you will be asked to complete a health questionnaire which will be assessed by our Occupational Health Service (OHS), and the offer of employment will be subject a successful outcome of this assessment. 

The hazards or safety-critical duties involved are as follows:

· Lone Working

· Regular manual handling

· Working with blood, human products and human tissues

· Work with any substance which has any of the following pictograms on their MSDS: [image: image1.png]
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Additional security pre-employment checks 
This job includes duties that will not require additional security pre-employment checks.
Selection criteria 
Essential selection criteria
· Hold a PhD/DPhil in oncology, molecular biology, immunology, or a related biomedical science field.

· Demonstratable expertise in complex cellular and molecular biology techniques with mammalian cell culture (publication(s)).
· Excellent verbal and written communication skills, and ability to communicate results clearly in presentations, manuscripts, and grant reports.

· Ability to organise and prioritise own work with guidance from supervisors.
Desirable selection criteria

· Metabolic labelling-based high throughput experiments (SLAM-seq, nascent chain Ribo-seq).

· Ribo-seq and scRNA-seq.
· Previous research experience and specialist knowledge in immunology and / or prostate cancer biology and its tumour immune microenvironment as well as in the study of CDK9.
· Experience in RNA sequencing sample preparation and data analysis.

· Experience with R and Python, and use of bioinformatic tools for analysis of high-dimensional data.

· Experience in working with human tissue samples.
· Previous experience of contributing to peer-reviewed publications.
About the University of Oxford 
Welcome to the University of Oxford. We aim to lead the world in research and education for the benefit of society both in the UK and globally. Oxford’s researchers engage with academic, commercial and cultural partners across the world to stimulate high-quality research and enable innovation through a broad range of social, policy and economic impacts.
We believe our strengths lie both in empowering individuals and teams to address fundamental questions of global significance, while providing all our staff with a welcoming and inclusive workplace that enables everyone to develop and do their best work. Recognising that diversity is our strength, vital for innovation and creativity, we aspire to build a truly diverse community which values and respects every individual’s unique contribution.

While we have long traditions of scholarship, we are also forward-looking, creative and cutting-edge. Oxford is one of Europe's most entrepreneurial universities and we rank first in the UK for university spin-outs, and in recent years we have spun out 15-20 new companies every year. We are also recognised as leaders in support for social enterprise.

Join us and you will find a unique, democratic and international community, a great range of staff benefits and access to a vibrant array of cultural activities in the beautiful city of Oxford.  

For more information, please visit www.ox.ac.uk/about/organisation. 
Medical Sciences Division

The Medical Sciences Division is an internationally recognized centre of excellence for biomedical and clinical research and teaching. We are the largest academic division in the University of Oxford.

World-leading programmes, housed in state-of-the-art facilities, cover the full range of scientific endeavour from the molecule to the population. With our NHS partners we also foster the highest possible standards in patient care.

For more information please visit: www.medsci.ox.ac.uk  
Nuffield Department of Surgical Sciences

At the Nuffield Department of Surgical Sciences (NDS), we don’t just talk about valuing our staff: we back it up with action. From flexible working to our generous family policies, we prove on a daily basis our commitment to supporting our staff and allowing them to decide how they work best. 

NDS is one of the few remaining academic surgical departments in the UK, currently hosting academics from every surgical discipline who undertake both basic and translational research, reflecting our true multidisciplinary dimension and integrating surgical practice with cutting-edge science. The research environment in NDS includes a long-established immunology, tolerance and transplantation group, alongside well-established groups in bone cancer biology, islet-cell isolation and transplantation, cardiovascular, functional neurosurgery, high intensity focused ultrasound and urological oncology. In recent years, the department has expanded in areas of basic cancer research, pathology, bioinformatics and artificial intelligence. In addition, NDS is home to multiple biobanks, a clinical trials centre and a group of research nurses underpinning the research we do in the department. 
We also host two taught master’s courses and offer opportunities for research training for clinical and non-clinical graduates. In addition, we are responsible for delivering the surgical training to the University of Oxford Medical School undergraduates.
For more information please visit: www.nds.ox.ac.uk 
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Equality, Diversity and Inclusion

NDS is proud to have an Athena Swan Silver award, recognising the work we have undertaken to establish a culture of inclusivity and flexibility. 
The EDI Committee oversees the department’s equality, diversity and inclusion strategy. This includes all activity relating to NDS’ Athena Swan submission, and making the department fair accessible to all. We understand the systemic barriers that exist for those from marginalised communities and are constantly working to identify and remove those barriers to ensure everyone in our department has access to the same opportunities. We are committed to:
· establishing an open, supportive and family-friendly working culture
· supporting career progression through departmentally funded training opportunities, career conversations and mentoring.
· proactive communication of flexible working options, support for carers and wellbeing resources available within the department.

NDS actively promotes family-friendly policies to help foster a family-friendly working environment, including provision of family leave (including shared parental, carers and adoption leave), flexible/part-time working and scheduling meetings within core hours that are compatible with personal/family commitments.

The University’s childcare services support staff with Tax Free Childcare to help staff save tax and national insurance on childcare costs, and we offer information on nursery providers and a nursery fee Salary Sacrifice Scheme. Our partnership with playscheme providers helps to support families during school holidays and signpost staff to parenting, local authority and other organisations that help support families and parents.
The Department is committed to ensuring that staff undertaking part-time or flexible working receive the same access to benefits and entitlements as full-time staff, including the same opportunities for training and promotion, a pro-rata entitlement to leave including bank holidays and careful consideration of requests to work part-time (particularly for those by staff returning from maternity leave).

For more information please visit:

http://www.admin.ox.ac.uk/personnel/staffinfo/benefits/family/ and

http://www.admin.ox.ac.uk/personnel/during/flexible/
The best indication of how we value our people comes directly from our staff’s comments in the 2022 NDS staff experience survey:

“The department is so supportive to the staff, very kind and generous. Trusting to work flexibly while work still gets done.”

 “I like the inclusivity of our department, forward thinking and progressive, it makes me feel comfortable where I work.”

“[NDS] is a great place to work at in terms of the overall support, relationships with peers, departmental management and senior leadership.  Thank you all for putting all the effort and hard work in trying to make the department a better place of work.”

“The interest towards employee's wellbeing is real. There is a will to implement changes aimed at improving inclusiveness and equality.”
We encourage applications from candidates regardless of gender identity, race, disability, age, neurodivergence, sexual orientation, religion or belief, marital status, or pregnancy and maternity. To learn more about EDI in our department, visit our website.
Potential applicants may contact recruitment@nds.ox.ac.uk to discuss any aspect of EDI in the Department. 
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How to apply

Applications are made through our online recruitment portal. Information about how to apply is available on our Jobs website https://www.jobs.ox.ac.uk/how-to-apply.

Your application will be judged solely on the basis of how you demonstrate that you meet the selection criteria stated in the job description.

As part of your application you will be asked to provide details of two referees and indicate whether we can contact them now.

You will be asked to upload a CV and a supporting statement. The supporting statement must explain how you meet each of the selection criteria for the post using examples of your skills and experience. This may include experience gained in employment, education, or during career breaks (such as time out to care for dependants).
Please upload all documents as PDF files with your name and the document type in the filename. 

All applications must be received by midday UK time on the closing date stated in the online advertisement.
If you currently work for the University please note that:
· as part of the referencing process, we will contact your current department to confirm basic employment details including reason for leaving

· although employees may hold multiple part-time posts, they may not hold more than the equivalent of a full time post. If you are offered this post, and accepting it would take you over the equivalent of full-time hours, you will be expected to resign from, or reduce hours in, your other posts(s) before starting work in the new post.

Information for priority candidates

A priority candidate is a University employee who is seeking redeployment because they have been advised that they are at risk of redundancy, or on grounds of ill-health/disability. Priority candidates are issued with a redeployment letter by their employing department(s).
If you are a priority candidate, please ensure that you attach your redeployment letter to your application (or email it to the contact address on the advert if the application form used for the vacancy does not allow attachments). 
If you need help
Application FAQs, including technical troubleshooting advice is available at: https://staff.web.ox.ac.uk/recruitment-support-faqs
Non-technical questions about this job should be addressed to the recruiting department directly at: recruitment@nds.ox.ac.uk  

To return to the online application at any stage, please go to: www.recruit.ox.ac.uk.
Please note that you will receive an automated email from our online recruitment portal to confirm receipt of your application. Please check your spam/junk mail if you do not receive this email. 

Important information for candidates
Data Privacy

Please note that any personal data submitted to the University as part of the job application process will be processed in accordance with the GDPR and related UK data protection legislation. For further information, please see the University’s Privacy Notice for Job Applicants at: https://compliance.admin.ox.ac.uk/job-applicant-privacy-policy. The University’s Policy on Data Protection is available at: https://compliance.admin.ox.ac.uk/data-protection-policy. 

The University’s policy on retirement
The University operates an Employer Justified Retirement Age (EJRA) for very senior research posts at grade RSIV/D35 and clinical equivalents E62 and E82 of 30 September before the 70th birthday. The justification for this is explained at: https://hr.admin.ox.ac.uk/the-ejra. 

For existing employees on these grades, any employment beyond the retirement age is subject to approval through the procedures: https://hr.admin.ox.ac.uk/the-ejra. 

There is no normal or fixed age at which staff in posts at other grades have to retire. Staff at these grades may elect to retire in accordance with the rules of the applicable pension scheme, as may be amended from time to time. 

Equality of opportunity

Entry into employment with the University and progression within employment will be determined only by personal merit and the application of criteria which are related to the duties of each particular post and the relevant salary structure. In all cases, ability to perform the job will be the primary consideration. No applicant or member of staff shall be discriminated against because of age, disability, gender reassignment, marriage or civil partnership, pregnancy or maternity, race, religion or belief, sex, or sexual orientation.
Benefits of working at the University
Employee benefits

University employees enjoy 38 days’ paid holiday, generous pension schemes, flexible working options, travel discounts including salary sacrifice schemes for bicycles and electric cars and other discounts. Staff can access a huge range of personal and professional development opportunities. See https://hr.admin.ox.ac.uk/staff-benefits
Employee Assistance Programme

As part of our wellbeing offering staff get free access to Health Assured, a confidential employee assistance programme, available 24/7 for 365 days a year. Find out more https://staff.admin.ox.ac.uk/health-assured-eap 

University Club and sports facilities

Membership of the University Club is free for University staff. It offers social, sporting, and hospitality facilities. Staff can also use the University Sports Centre on Iffley Road at discounted rates, including a fitness centre, powerlifting room, and swimming pool. See www.club.ox.ac.uk and https://www.sport.ox.ac.uk/.
Information for staff new to Oxford 

If you are relocating to Oxfordshire from overseas or elsewhere in the UK, the University's Welcome Service includes practical information about settling in the area, including advice on relocation, accommodation, and local schools. See https://welcome.ox.ac.uk/
There is also a visa loan scheme to cover the costs of UK visa applications for staff and their dependants. See https://staffimmigration.admin.ox.ac.uk/visa-loan-scheme
Family-friendly benefits

We are a family-friendly employer with one of the most generous family leave schemes in the Higher Education sector (see https://hr.web.ox.ac.uk/family-leave).  Our Childcare Services team provides guidance and support on childcare provision, and offers a range of high-quality childcare options at affordable prices for staff. In addition to 5 University nurseries, we partner with a number of local providers to offer in excess of 450 full time nursery places to our staff. Eligible parents are able to pay for childcare through salary sacrifice, further reducing costs. See https://childcare.admin.ox.ac.uk/.
Supporting disability and health-related issues (inc menopause)
We are committed to supporting members of staff with disabilities or long-term health conditions, including those experiencing negative effects of menopause. Information about the University’s Staff Disability Advisor, is at https://edu.admin.ox.ac.uk/disability-support.  For information about how we support those going through menopause see https://hr.admin.ox.ac.uk/menopause-guidance
Staff networks

The University has a number of staff networks including for research staff, BME staff, LGBT+ staff, disabled staff network and those going through menopause. Find out more at https://edu.admin.ox.ac.uk/networks
The University of Oxford Newcomers' Club 

The University of Oxford Newcomers' Club is an organisation run by volunteers that aims to assist the partners of new staff settle into Oxford, and provides them with an opportunity to meet people and make connections in the local area. See www.newcomers.ox.ac.uk. 

Research Staff
The Researcher Hub supports all researchers on fixed-term contracts. They aim to help you settle in comfortably, make connections, grow as a person, extend your research expertise and approach your next career step with confidence. Find out more https://www.ox.ac.uk/research/support-researchers/researcher-hub
Oxford’s Research Staff Society is a collective voice for our researchers. They also organise social and professional networking activities for researchers. Find out more https://www.ox.ac.uk/research/support-researchers/connecting-other-researchers/oxford-research-staff-society
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