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Protocol AMENDMENT HISTORY
	Amendment No.
	Protocol Version No.
	Date issued
	Author(s) of changes
	Details of Changes made

	1
	4
	6/11/12
	Belinda Lennox
	New start date 1/12/12
Change sponsor

	3
	5
	30/09/2014
	Emma Palmer/ Belinda Lennox
	Widened inclusion criteria, added feasibility study

	4
	6
	22/04/2016
	Emma Palmer-Cooper / Belinda Lennox
	Widened inclusion criteria

	5
	7
	25/07/2016
	Emma Palmer-Cooper / Belinda Lennox
	Removed clinical and cognitive assessments.

	7 Non-substantial 
	8
	25/10/2016
	Ksenija Yeeles/Belinda Lennox
	Amended study objectives and  outcomes,  inclusion criteria, and clinical and cognitive assessments to accurately reflect previously approved Amendments 4 and 5.

	6 Substantial
	9
	22/11/2016
	Ksenija Yeeles/ Belinda Lennox
	Amended time given to potential participant to consider whether to take part and clarification of inclusion criteria

	9 Non-substantial
	9
	10/01/2017
	Ksenija Yeeles/Belinda Lennox
	Corrections of typos such as protocol; version number in the document heading

	7 Substantial
	10
	31/05/2017
	Ksenija Yeeles/Belinda Lennox
	Amendments in the list of neuronal membrane antibodies investigated in the study. Removed VGKC and CASPR2 and added GABA-A and others. Added additional 5ml blood and cheek swab sample for future genetic research and new lab address. 

	8 Substantial
	11
	24/05/2018
	Ksenija Yeeles/Belinda Lennox
	Adding ‘pregnancy’ as an exclusion criteria, deleting ‘cheek swab sample’ from list of obtained samples, expanding use of stored samples future research to studies outside the UK, and correcting errors and typos. Updates according to GDPR.

	9 Substantial
	12
	15/10/2019
	Ksenija Yeeles/ Belinda Lennox
	Deleting the inclusion criteria for PPiP-1, deleting ‘primary drug induced psychosis’ exclusion criteria, expanding the inclusion criteria for age to 16-70, and clarifying role of personal and professional consultees, type of samples taken,  blood sample card and new documents (PIS for participants with recovered capacity (sites in England and Scotland) and study OID). Increase in sample size and addition of secondary objective. Expansion of the study to Scotland and PIS and CF for nearest relative for sites in Scotland pending approval by Scottish REC.

	10 substantial
	12
	15/10/2020
	Ksenija Yeeles/Belinda Lennox
	Leaflet for patient was updated with the amended inclusion criteria for Age (16-70) and new document Consent Form -Regained Capacity was created

	36 Non-substantial
	12.1
	20/05/2020
	Ksenija Yeeles/Belinda Lennox
	Introducing Oral Consenting of participants and consultees and copying the Secondary Objective definition from section 2. SYNOPSIS to section 5. OBJECTIVES 

	37 Non-substantial
	12.1
	15/09/2020
	Ksenija Yeeles/Louise Wright
	Correcting a typo in PIS and change of PI in DHF site

	11 Substantial
	13
	04/11/2020
	Ksenija Yeeles, Belinda Lennox
	Updating information on consent and verbal consent of participants if face-to-face consent is not possible. Clarifying the recruitment of participants with lack of capacity in England and Scotland in preparation for a separate Sottish REC A submission, changed consent route enabled adding academic organisation(s) as study sites and the end of study date (approved in SA 9) was updated in Section 2 Synopsis. Addition of Oxford University as a new non-NHS site consenting participants. Clarifying that samples from the PPiP2 participants for whom all analysis has been completed can be shared with other ethically approved studies before the full PPiP2 study was completed.

	39 Non-substantial
	13
	12/03/2021
	Ksenija Yeeles

Belinda Lennox
	Corrected typo (year of the document version in footnote) in the PIS_Consultee_v11.1_11.11.2020

	12 substantial
	14
	20/10/2022
	Ksenija Yeeles

Belinda Lennox
	Study extension. New study end date 30/11/2027. New sample size n=9400. Additional new funder NIHR and change of name of the University’s sponsor office from CTRG to RGEA.


1. SYNOPSIS

	Study Title
	Prevalence of Pathogenic antibodies in Psychosis 2

	Internal ref. no.
	

	Study Design
	Observational cohort study

	Study Participants
	Patients with psychosis

	Number of Participants
	9400

	Planned Study Period
	December 2012 – 30 November 2027

	Primary Objective
	To establish the prevalence of neuronal cell surface antibodies including NMDAR, LGI1, GABA-A and others in patients with a psychosis

	Primary Endpoint
	NMDAR, LGI1, GABA-A and other neuronal membrane antibodies

	Secondary Objective
	To investigate level of recruitment necessary to support research involving patients with psychosis who have neuronal surface antibodies.  

	Secondary Endpoints
	Psychosis symptoms (inclusion criteria only)
Participants with antibodies who are willing to be approached about further research. 


	Intervention (s)
	None


2. ABBREVIATIONS
	AWI
	Adult with Incapacity (Scotland) Act 2000

	CI
	Chief Investigator

	GCP
	Good Clinical Practice

	ICF
	Informed Consent Form

	MCA
	Mental Capacity Act 2005 (England and Wales)

	RES
	Research Ethics Service 

	PI
	Principal Investigator

	PIL
	Participant/ Patient Information Leaflet

	R&D
	NHS Trust R&D Department

	REC
	Research Ethics Committee

	SOP
	Standard Operating Procedure

	SPSS
	Statistical Programme for Social Sciences


3. BACKGROUND AND RATIONALE

For many years it has been appreciated that autoantibodies to membrane targets are responsible for acquired forms of neurological disease. The best known example is myasthenia gravis in which antibodies to the acetylcholine receptors or, less commonly, muscle specific kinase, at the neuromuscular junction are responsible for muscle weakness and fatigue. However, only in the last few years has it become clear that patients with unexplained central nervous system neurological syndromes may also have an antibody-mediated disorder.  Importantly, these conditions are being identified in patients of all ages.  The main condition recognized to date is associated with antibodies to N-Methyl-D-Aspartate (NMDA) receptor.  Patients with NMDA receptor antibodies usually present psychiatric features, although seizures and cognitive involvement are also usually present during the early phase of the disease.  These patients usually, but not always, progress to a later more widespread encephalopathy with movement disorders, autonomic disturbance and hypothalamic dysfunction. In vitro and in vivo studies have begun to explore the pathogenicity of the antibodies which lead to reduced NMDAR function respectively (Hughes et al 2010;). The patients are treated usually by a combination of high dose steroids, plasma exchange and/or intravenous immunoglobulins, all of which help to reduce the serum and intrathecal antibodies with considerable and sometimes complete clinical recovery. Since their first descriptions (Dalmau et al 2007, 2008), detection of these antibodies, which are very infrequent in healthy individuals or other neurological disorders, has become widely available with 100s of patients identified worldwide (Irani et al 2010;  Dalmau et al 2011) .  

Several autoimmune encephalitides have been identified associated with autoantibodies to other cell surface antigens, including leucine-rich glioma inactivated 1 (LGI1), contactin associated protein 2 (CASPR2), the α-amino-3

hydroxy-5-methyl-4-isoxazole-propionic acid receptor (AMPAR), and the γ-aminobutyric-acid receptor (GABA AR). Psychiatric or behavioural manifestations are commonly described, and occasional cases of patients with purely psychiatric presentations with these antibodies have been reported (Pettingill et al 2015, Graus et al 2010). In autoimmune encephalitis associated with voltage gated potassium channel (VGKC)-complex antibodies, the antibodies are usually directed against the neuronal surface antigens LGI1 and CASPR2, which are components of the VGKC-complex; these antibodies are thought to be pathogenic (Irani et al 2010).
In order to see whether these antibodies were present in any patients with first episode psychosis, we performed a pilot study.  We tested serum collected from a cohort of all consenting patients presenting to one psychiatric service with first episode psychosis, without other neurological symptoms (Zandi et al. 2011).  We identified two patients with NMDAR antibodies and one with VGKC-complex antibodies out of a total of 47 sampled, a proportion of 6.5%(1.9-18.9% with 95% confidence intervals).  The patients that tested positive were followed up and thoroughly assessed by a neurologist and psychiatrist. Even in retrospect these cases were not distinct from other cases of psychosis. They had all received diagnoses of schizophrenia, according to DSM-IV criteria. None had other features associated with other cases of antibody mediated limbic encephalitis, such as fits, autonomic disturbance or coma. (Zandi et al 2011). 

We have further extended this prevalence study, to include all currently known neuronal cell surface antibodies that are considered pathogenic in patients with encephalitis (Lennox et al 2017). We found an increased rate of NMDAR, LGI1 and GABA-1 receptor antibodies in patients with first episode of psychosis, compared with controls. We found no cases of AMPAR antibodies, a greater rate of CASPR2 antibodies in controls than patients, and no difference in VGKC antibodies between groups.   
It is therefore proposed that some cases of schizophrenia, particularly those presenting with prominent cognitive impairment, rapid onset, catatonia or autonomic disturbance will have an antibody mediated disorder that is amenable to treatment with immunotherapy. Current evidence indicates that there is a time sensitive response to immunotherapy in antibody-mediated cases of encephalitis (Irani et al 2010). If the antibodies are identified and removed early there is an excellent response to treatment. If the disorder is associated with ovarian or testicular teratoma, then the treatment response with removal of the teratoma is even better.  If patients with schizophrenia caused by antibodies can be identified and treated early there is therefore the potential to significantly improve patient outcomes and costs associated with the disorder.

Cases when identified require a medical response, with the use of inpatient neurology wards, neuroimaging and plasma exchange facilities. Future work in characterizing the clinical and biological phenotype associated with this disorder, and undertaking trials of treatment are also critically depend on the more accurate estimation of the prevalence of the disorder. 

If antibodies to neuronal membrane targets are present in less than 5% of those with first episode psychosis this would equate to a population prevalence of psychosis with antibodies in less than 1 in 2,000 people, and would be defined as  a rare disorder by the European Commission on Public Health, and others. This would therefore require a coordinated and separate public health response compared with a more common disorder. The objective of PPiP-II, is to look at its prevalence in patients with a more general diagnosis of psychosis that is not limited to less than 6 weeks on anti-psychotic medication.
A study will then be carried out on both acute and non-acute cohorts to investigate the feasibility of screening all patients admitted to clinical services presenting with psychosis in the UK for antibodies. 
4. OBJECTIVES

4.1 Primary Objective

To estimate the prevalence of antibodies against neuronal cell surface targets in patients with psychosis symptoms.
4.2 Secondary objective

To investigate the level of recruitment necessary to support research involving patients with psychosis who have neuronal surface antibodies.  
5. STUDY DESIGN
5.1 Summary of Study Design

Observational cohort study. 
Collection of demographic and clinical data and blood collection, taken from patients as soon as possible after diagnosis of psychosis symptoms. 

The study will be conducted in accordance with the principles of the Declaration of Helsinki.
5.2 Primary Endpoints/Outcome Measures

Primary Outcome Measures:

Presence of neuronal cell surface antibodies (NMDA, LGI1, GABA-A and other). 
5.3 Study Participants
5.3.1 Overall Description of Study Participants

Participants with a diagnosis of Psychotic Illness or current psychosis symptoms
5.3.2 Inclusion Criteria 2 
· Male or Female
· Age 16-70.

· Acute psychosis symptoms: lasting for at least the past two weeks but no longer than two years 
5.3.3 Exclusion Criteria 
The participant may not enter the study if ANY of the following apply:
· Any other neurological disorders including multiple sclerosis, epilepsy, cerebrovascular disease, hydrocephalus, traumatic brain injury, meningo-encephalitis, systemic lupus erythematosus, CNS vasculitis. 
· pregnancy
5.4 Study Procedures

5.4.1 Eligibility:

The eligibility of patients is established in consultation with or by clinicians. No PANSS interview is required.  The standardised definitions of psychosis symptoms in PANNS are used to determine whether patients’ current symptoms correspond to the study definition of psychotic symptoms1 and remission2.

1Psychotic symptoms are defined as PANSS (Kay, 1989) rating 4 (Moderate) or more for at least one of the following PANSS items over the past two or more weeks:

 (i) Positive Scale items: Delusions (P1), Conceptual Disorganisation (P2), Hallucinatory Behaviour (P3), or 

(ii) Negative Scale items Blunted affect (N1), Passive/Apathetic Social Withdrawal (N4), Lack of Spontaneity & Flow of Conversation (N6), or

(ii) General Scale items Mannerisms & posturing (G5), Unusual Thought Content (G9). 

2 Patients can have a total history of psychosis longer than 2 years, as long as there has been a period of at least six months of remission prior to the current episode. The current episode should be less than 2 years long. Remission is defined using a standardised definition of PANSS rating 3 (Mild) or less on items P1, P2, P3, N1, N4, N6,G5, and G9 for a period of at least 6 months prior to relapse.  Remission is assessed by a clinician through their knowledge of the patient’s history, and supported by retrospective information from clinical record. No PANSS interview is required.
5.4.2 Informed Consent

Patients will be approached in inpatient and community mental health services at, or as soon as possible after initial assessment. They will be given a PIS and presented with information about the study and will be recruited and consented by NHS sites. Participants, their families or their doctors who have heard about the study and directly approach the research team at the University of Oxford will be given a study Invitation Letter and the PIS for their consideration. If these patients fulfil the eligibility criteria they can be consented by the University of Oxford. Written and verbal versions of the Participant Information and Informed Consent will be presented to the participants detailing no less than: the exact nature of the study; what it will involve for the participant; the implications and constraints of the protocol; the known side effects and any risks involved in taking part. It will be clearly stated that the participant is free to withdraw from the study at any time for any reason without prejudice to future care, without affecting their legal rights, and with no obligation to give the reason for withdrawal.

The informed signed consent will be obtained where the patient has capacity to do so. If face-to-face contact with potential participants is not possible, a verbal consent will be obtained using the Verbal Consent Form. When possible, the participants will be provided with the Patient Information Sheet before verbally consenting. If it is not possible to provide the Patient Information Sheet in advance, the Verbal Consent Script will be used. The participants will be given a copy of the Verbal Consent Form as soon as possible after consenting  or via their clinical team, either before or at discharge from hospital or by email as a password protected attachment using an nhs.net email account. A copy of the Informed Consent will be retained at the study site and the original will be kept in the medical notes of the participant. 
Patient will be given the opportunity to ask questions about the study and consent will be obtained when they make the decision to take part. This can be at the first meeting/approach when the study is explained to them and PIS provided. If more time is requested by potential participant they will be given more time before they are contacted again regarding the study. The person who obtained the consent must be suitably qualified and experienced and have been authorised to do so by the Chief/Principal Investigator.
5.3.2.1 Adults lacking capacity (MCA in England/Wales) or Adults with Incapacity (AWI in Scotland)
Where the patient lacks capacity to consent a consultee (England/Wales) or welfare guardian/welfare attorney/nearest relative (Scotland) will be identified when possible. This is in line with the 2005, Mental Capacity Act (MCA) for England/Wales and under the research provisions of the 2000, Adults with Incapacity (Scotland) Act.
5.3.2.1.1 England/Wales:
In order to identify a consultee the wishes of the person who lacks capacity will be assessed about whom to consult (e.g. nearest relative, their partner, or a particular friend or carer, named person) and the researcher will act in accordance with any relevant previous statement or wishes, however made, including non-verbal forms of communication. The consultee/should be close to the incapacitated patient, aware of his/her wishes and independent of the research. 

Once a consultee has been identified the treating clinician will be requested to make initial contact with them, in order that confidentiality regarding the patient’s medical condition is maintained. The consultee will then be given the consultee information sheet, explained the details of the study and allowed time to discuss the study and ask questions. The research staff will review the consultee declaration form with the consultee and ask them to sign it. A form will be signed with the consultee’s dated signature and dated signature of the person to sought advice from consultee. The person who obtained the declaration must be suitably qualified and experienced, and have been authorised to do so by the Chief/Principal Investigator. A copy of the signed declaration will be given to the consultee, the original will be retained in the medical notes of the participant and another copy retained at the study site.

If there is no one sufficiently close person to the potential participant who is willing or able to take on the consultee role, then an independent clinician will be nominated to act as professional consultee to fulfil this role. The professional consultee should NOT be the Sponsor of the trial, a person employed or engaged by acting under the arrangements with the Sponsor, an investigator of the trial and health care professional who is a member of the investigators’ team for the purposes of the trial.
If face-to-face contact with a consultee is not possible a verbal declaration will be obtained using the Verbal Declaration Form for a consultee.  When possible, a consultee will be provided with the study Information Sheet before verbal agreement. If it is not possible to provide the study Information Sheet in advance, the Verbal Declaration Script will be used. The consultee will be emailed the Form as a password protected attachment using an nhs.net email address account. If the consultee does not feel the patient would wish to take part in the research the patient’s data will not be used.
In the absence of the participant’s capacity to consent or if a consultee cannot be identified, the data and serum will be collected, as for routine clinical care but not used. The patient participant will be approached when they regain capacity to seek retrospective consent to use their clinical data and serum for research purposes. If consent is not given at this point or the patient participant does not regain capacity then their data and serum will not be used.
5.3.2.1.2 Scotland:
 A Personal Legal Representative will be asked to give consent on behalf of an adult with incapacity (AWI). An appointed Personal Legal Representative (Welfare Guardian or Welfare Attorney) will be approached first. If a Welfare Guardian or Welfare Attorney is not appointed a Nearest Relative will be approached. 
The Personal Legal Representative (Welfare Guardian/Attorney/Nearest Relative) will be given a PIS for Welfare Guardian/Welfare Attorney/Nearest Relative, explained the details of the study and allowed time to discuss the study and ask questions. They will then be asked to give consent on behalf of the potential participant, AWI, using the Consent form for Welfare Guardian/Welfare Attorney/Nearest Relative. The person who obtained consent must be suitably qualified and experienced, and have been authorised to do so by the Chief/Principal Investigator. A copy of the signed Consent Form will be given to the Welfare Guardian/Welfare Attorney/Nearest Relative. The original signed Form will be retained in the medical notes of the participant and another copy retained at the study site. 

The Welfare Guardian/Welfare Attorney/Nearest Relative will be informed that they are free to decide whether they wish to make this decision or not. They should consider what the potential participant would want, and they should set aside their own personal views when making this decision.  
If face-to-face contact with a Welfare Guardian/Welfare Attorney /Nearest Relative is not possible a consent will be obtained using the Welfare Guardian/Welfare Attorney/Nearest Relative Verbal Consent Form. When possible, a Welfare Guardian/Welfare Attorney/Nearest Relative will be provided with the study PIS for Welfare Guardian/Welfare Attorney/Nearest Relative before verbal consenting. If it is not possible to provide the study Information Sheet in advance, the Verbal Consent Script for Welfare Guardian/Welfare Attorney/Nearest Relative will be used. The Welfare Guardian/Welfare Attorney/Nearest Relative will be emailed a copy of the Verbal Consent Form for the Welfare Guardian/Welfare Attorney/Nearest Relative as soon as possible after consenting, as a password protected attachment using a nhs.net email account. 
5.3.2.2 Patient participant regaining capacity or having fluctuating capacity (England/Wales and Scotland):

If possible, participants who regain capacity during the study will be informed of the study and consent to continue will be sought at the time using the PIS Recovered Capacity and Consent Form Recovered Capacity as per the usual consenting process. If required the Verbal Consent Form Recovered Capacity will be used to re-consent participant who regain capacity. 
5.4.3 Study Assessments

Demographics: Age, gender, ethnicity, previous history of psychotic illness, and length of current episode of psychosis symptoms. 
Samples:
Samples will be taken in three provided tubes (overall up to 23 ml) labelled with patient study participant ID: 

1. Serum - up to two 8.5ml gold top vacutainer serum collection tubes for (i) antibody testing and (ii) future research 
2. Whole blood - 6 ml EDTA tube of whole blood (iii) for future genetic research.

In cases were samples were already collected from patients by their clinical team, excess samples will be transferred to Oxford with participants’ consent to be used in the study. Where required they will be provided under a Material Transfer Agreement or an appropriate agreement. Samples will be sent in prepaid Royal Mail samples container, compliant with UN3373 to Department of Clinical Biochemistry, Level 4, John Radcliffe Hospital, Headley Way, Oxford OX3 9DU for delivery to the Nuffield Department of Clinical Neurosciences or to Department of Immunology, Churchill Hospital, Old Road, Headington, Oxford OX3 7LJ. 
5.4.4 Expenses and Remuneration:

Patients will receive £10 to compensate for time and inconvenience of taking part in the study.
5.4.5 Sample Handling
The following procedure should be followed when handling of samples: 

Labelling

Samples will be labelled in an anonymised manner and only identified using the study participant ID. Suggested labelling should include study number and site code only.

Blood sample card

Each blood sample will be accompanied by the PPIP2 Sample Card containing participant trial ID, date and time of the blood sample and whether participant consented to store their serum and whole blood samples for future research and future genetic research. The card will contain no patient identifiable data. 

Sample Processing and Storage

1.  Blood samples for antibody testing and future research processing (serum sample)
a. Two 8.5 ml blood samples should be centrifuged to separate the serum. The serum samples will be placed into a tube slot bucket adaptor in the swinging bucket rotator in the centrifuge. Samples will then be centrifuged at 3000 rpm for 10 minutes at 4 degrees. 
b. Single wrapped and sterile pipettes should be used to aliquot the serum into 2ml and 200 micro litres micro tubes. 
c. Aloquotion date and time should be recorded.
Storage
a. One 200 microliter tube of serum should be kept at about 4 degrees C to be tested for antibodies of interest.
b. Other micro tubes will then be placed into cryo-boxes and frozen at about -80 degrees of Celsius at the Nuffield Department of Clinical Neurosciences, John Radcliffe Hospital, Oxford and periodically transported to the NIHR National Biosample Centre to be stored indefinitely for use in future ethically approved research studies where consent is in place for future use. 
2. Whole blood sample will not be processed and it will be frozen at the Nuffield Department of Clinical Neurosciences, John Radcliffe Hospital, Oxford at about -80 degrees of Celsius and periodically transported to the NIHR National Biosample Centre to be stored indefinitely for use in future genetic research.
Authorised staff at the Nuffield Department of Clinical Neurosciences and the NIHR National Biosample Centre will be responsible for storage and access to the anonymised samples.
5.5 Definition of End of Study 

Completion of CRF – demographics, clinical information and blood sample of last study participant.
6. INTERVENTIONS 

None
7. STATISTICS AND ANALYSIS
7.1 Number of Participants

The PPiP1 screening study revealed 8% of first episode patients with either NMDAR, GABAA or LGI1 antibodies in a sample size of 228 (0.8-7.395% CI) (Lennox at al 2016). These antibodies have now been detected in over 1000 healthy and disease controls (Irani et al 2010), including young adults matched for this patient group. 
Given the  actual prevalence of 4.4% patients with psychosis with antibodies in the current screening (PPiP2) study, and a sample size for the ongoing SINAPPS2 RCT of immunotherapy versus antipsychotics of 70 antibody positive patients, we will need to screen a total of 9,400 patients with psychosis to identify 414 antibody positive potential participants (allowing for a 82% dropout between screening and randomisation). PPiP2 l has to, therefore, screen more patients with psychosis than initially estimated according to the PPIP1 study findings. 
8. ETHICS

8.1 Participant Confidentiality
The study staff will ensure that the participants’ anonymity is maintained.  The participants will be identified only by a study participants ID on the CRF and any electronic database.  All documents will be stored securely and only accessible by study staff and authorised personnel. The study will comply with the General Data Protection Regulation (GDPR) and associated Data Protection Act 2018, which requires data to be de-identified as soon as it is practical to do so.  
8.2 Samples for future research

Collected serum samples will be tested for antibodies of interest in this study as soon as they are received. The whole blood samples will not be tested in this study and they will be stored for future genetic research without processing. After testing of serum in this study and completing the required PPiP2 study analysis, both remaining serum and the whole blood samples can be released for use in other ethically approved studies in line with appropriate contractual agreements and participants’ consent for use of their samples in ethically approved future research studies.
8.3 Genetic Testing in Future Research

Full blood samples (6 ml) will be stored in the NIHR National Biosample Centre for future genetic research. The NIHR National Biosample Centre holds a licence from the Human Tissue Authority to store relevant material for possible further research. Samples will be anonymised (although identification of samples will still be linked to study participant ID).The anonymised samples will be used for future genetic research in the UK and internationally in ethically approved research projects. Genetic testing will be conducted only for research purposes and it will have no implications for its donors. 

8.4 Other Ethical Considerations

Clinical Treatment

Our current understanding is that these antibodies are pathogenic, and that the earlier cases are treated with immunotherapy, the better the outcome. We will therefore feedback and liaise with clinical teams for all positive results. This will include recommendation that patients are referred to local neurology centres with expertise in treatment of autoimmune disorders, investigation for possible paraneoplastic syndrome, and treatment with early removal of the antibody through immunotherapy. The additional cost of treating these patients will be an excess treatment cost, although it is also likely to result in treatment savings for the psychiatric service as patients are effectively treated. 

9. DATA HANDLING AND RECORD KEEPING

All study data will be entered on a SPSS database. The participants will be identified by a study specific participants’ ID and/or code in any database.  The name and any other identifying detail will NOT be included in any study data electronic file. 

10. FINANCING AND INSURANCE

10.1 Funding

The study is funded through a research grant from the Medical Research Council and the National Institute for Health and Care Research. This provides the cost for the blood taking equipment, and postage of samples to Oxford, the cost of the antibody assays to be undertaken in Oxford, and the patient expenses.
NHS service support costs are required: The time for clinical teams to identify, consent and collect demographic and clinical history data.
10.2 Insurance
The University has a specialist insurance policy in place which would operate in the event of any participant suffering harm as a result of their involvement in the research (Newline Underwriting Management Ltd, at Lloyd’s of London).  NHS indemnity operates in respect of the clinical treatment that is provided. 
11. Publication policy

The Investigators will be involved in reviewing drafts of the manuscripts, abstracts, press releases and any other publications arising from the study.  Authors will acknowledge that the study was funded by Medical Research Council and National Institute for Health and Care Research. Authorship will be determined in accordance with the ICMJE guidelines and other contributors will be acknowledged.
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