
The Metoclopramide for Avoiding Pneumonia after 
Stroke (MAPS-2) Trial: 

a single-blind, randomised controlled trial of metoclopramide for the 
prevention of pneumonia in patients with dysphagia after an acute stroke

Sponsor: University of Nottingham (UoN)
Funder: NIHR HTA

----

Protocol Training slides v9.0: 02/09/2024
Protocol v2.0: 02/07/2024

Website: https://stroke.nottingham.ac.uk/maps-2/ 1



✓Contacts

✓Trial objectives

✓Background / rationale

✓Eligibility criteria

✓IMP details and IMP administration

✓Trial design

✓Consent process

✓Randomisation process

✓eCRF overview 

✓SAE reporting 

✓Monitoring

2

Overview
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Primary 

To investigate whether metoclopramide reduces mortality in stroke patients with 
dysphagia

Secondary 

1) To investigate whether metoclopramide reduces pneumonia and improves patients’ 
neurological recovery at day 14

2) To investigate whether metoclopramide improves long-term (6-months) outcomes

3) To assess the cost-effectiveness of metoclopramide

 

Trial Objectives
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Stroke:

• Second most common cause of death worldwide

• Fourth most common cause of death in the UK

• Most common cause of disability in the UK

• Pneumonia causes more deaths after stroke than neurological damage, increases 
the length of hospital stay and significantly increases NHS costs of treatment. 

Background - Stroke



SAP:

1) Most common complication from stroke and responsible for over one-third of 
deaths

2) Occurs in 12% of unselected stroke patients and in approximately 44-69% of 
stroke patients fed via a nasogastric tube

3) Linked with a 2-6x increase in mortality, longer length of hospital stay, increase in 
long-term disability

4) Most common in patients with high NIHSS and dysphagia

5) Patients that require feeding via nasogastric tube are at greatest risk 
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Stroke-associated Pneumonia



• Commonly prescribed anti-sickness treatment

• Increases lower oesophageal sphincter pressure. 

• Decreases pyloric sphincter pressure

• Accelerates gastric emptying process

• Inhibits and prevents vomiting/regurgitation 

• Well established safety profile

• Cheap and widely available
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Metoclopramide



• MAPS-1 pilot trial (2016) found a significant reduction in SAP in 60 patients fed 

metoclopramide via nasogastric tubes, compared to placebo.

• Other findings: metoclopramide use associated with lower mortality rate, fewer 

episodes of food aspiration, faster return to normal oral intake and less hypoxia.

• A larger trial is required to confirm whether metoclopramide can reduce pneumonia and 

mortality in patients with severe strokes & dysphagia.
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Rationale



Inclusion criteria 

1. Adults with a clinical diagnosis of acute stroke; 

2. Within 24 hours of symptom onset 
(or wake up);

3. One of the below:

3a) NIHSS Score ≥ 10)  

3b) NIHSS Score ≥ 6 and dysphagia

* Detailed on next slide.

Exclusion criteria

1. Probable / confirmed pneumonia; 

2. *Contraindications to metoclopramide; 

3. Clinical indication for regular antiemetic 

treatment;

4. Known severe liver disease (cirrhosis); 

5. Known kidney disease (eGFR <30ml/min);

6. Pregnant or breast feeding;

7. Moribund (expected to die within 48 hours);

8. Other co-morbid conditions with a life 

expectancy of <3 months (e.g. cancer);

9. Inability to gain consent;

10. Participating in another trial not sponsored 

by UoN and no co-enrolment agreement.9

Eligibility Criteria



• Hypersensitivity to metoclopramide

• Epilepsy

• Gastrointestinal obstruction, perforation, or haemorrhage

• Gastrointestinal surgery within the last week

• Parkinson’s disease

• Treatment with levodopa or dopaminergic agonists

• Phaeochromocytoma

• Neuroleptic malignant syndrome

• History of neuroleptic or metoclopramide-induced tardive dyskinesia

• Known history of methaemoglobinaemia with metoclopramide or of NADH

Cytochrome –b5 deficiency
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Contraindications to Metoclopramide



• All patients should be screened using the inclusion and exclusion criteria.

• Both recruited participants and screen failures should be recorded and signed off on the 
UoN Participant Screening and Enrolment Log (RF1 TA011). Example:

• Screening logs will be collected at the beginning of every month.
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Patient Screening

Must be signed off by a 
delegated investigator.



• Eligibility must be signed off by a 
medic.

• The medic does not need to be on the 
delegation log.

• Any eligibility confirmation or sign-off 
should be clearly documented in 
participant’s medical notes.  

• Eligibility checklist is available, e.g:
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Eligibility Sign-off
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Trial Flow
Screen

Consent

Baseline Assessments:
Participant details and demographics; pre-stroke mRS; clinical frailty 

scale (CFS) score; NIHSS; Glasgow coma scale (GCS) score.

Randomise (Metoclopramide vs Placebo)

Treatment Period (days 1-14 / discharge):
Status & current stay; feeding status; vomiting; vital signs; pneumonia 

symptoms; lab results (if done); drug administration details.

Day-14 / Discharge Assessments:
Stroke details; reperfusion therapies; safety reporting (AEs & SAEs); 

NIHSS; mRS; dysphagia severity rating scale (DSRS); EQ-5D-5L & EQ-
VAS; co-enrolment; pneumonia diagnoses.

Six-month Follow-up

To be completed by sites.

Not completed by sites. 
Completed by UoN coordinator.

NIHSS score must be as close to 
randomisation as possible



✓Participant initials

✓Date of birth

✓Eligibility criteria met

✓Mode of consent

✓Baseline clinical assessments (mRS, CFS, NIHSS &  GCS scores)

✓Demographic details

✓Associate PI involvement?

• Record contact details, including an alternative telephone number and address (if 
possible), from patient and legal representative. Upload to secure vault database 
through 'supporting site' on REDCap. 

• Send GP letter to participant’s GP once consent has been gained: keep a copy in ISF, no 
need to upload.
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Baseline Assessments (Randomisation CRF)



Pre-Stroke Modified Rankin Scale (mRS)  
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Current NIHSS

Clinical Assessments (1) (Randomisation CRF)



Glasgow Coma Scale (GCS)
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Clinical Frailty Scale (CFS)

Clinical Assessments (2) (Randomisation CRF)



• Metoclopramide 2ml/10 mg and 0.9% saline 2 ml prep are clear, colourless liquids. 

• Trial treatment is the IV preparation of metoclopramide and saline. These can be given iv 
or via nasogastric tube. 

• Dispensed from on-site pharmacy/ward stock.

• Minimal pharmacy involvement (no trial-specific labelling, no IWRS, no pharmacy 
monitoring visits, no protocol-specific storage requirements).

• Should be prescribed as “MAPS-2 trial drug (metoclopramide)” or “MAPS-2 trial drug 
(sodium chloride 0.9%)” on the drug chart, and should be referred to as “MAPS-2 trial 
drug” at all times, especially in communication with participants and their families.

17

Trial Treatment



Drug History



Indication for 
starting

MAPS-2 TRIAL DRUG:
Metoclopramide 10mg/2mL solution for injection

Duration: 14 days/42 
doses
*NOT FOR DISCHARGE*

Pharmacy:

Morning

Dose:
10mg/5mg

Date: Clinical trial: DO NOT UNBLIND PATIENT/CARER
Lower dose if weight < 60kg (cross off as appropriate)

Dispensing: Midday

Teatime

Frequency:
TDS

Route:
IV/NGT

Prescriber’s signature: PRINT name and GMC No.: Bedtime

Drug History



Indication for 
starting

MAPS-2 TRIAL DRUG:
Sodium Chloride 0.9% injection

Duration: 14 days/42 
doses
*NOT FOR DISCHARGE*

Pharmacy:

Morning

Dose:
2mL/1mL

Date: Clinical trial: DO NOT UNBLIND PATIENT/CARER
Lower dose if weight < 60kg (cross off as appropriate)

Dispensing: Midday

Teatime

Frequency:
TDS

Route:
IV/NGT

Prescriber’s signature: PRINT name and GMC No.: Bedtime

Prescription Template Example



• IV prep should be administered via nasogastric tube (NG) or intravenous injection (IV): 

- 10mg/2ml metoclopramide 3x per day for 14 days, or 

- 2ml normal saline 3x per day for 14 days

• Metoclopramide / 0.9% saline oral prep should not be used. Only IV prep is permitted.

• IMP dose can be reduced to 1 ml/5mg if body weight <60 kg

• First IMP dose should be given via slow IV injection over 3 minutes, with all other doses 
being administered via NG (preferred, if in place). If no NG tube is in place then all other 
doses should be administered via slow IV injection over 3 minutes.

• Method of administration may be changed during treatment window, if clinically indicated 
(e.g. NG → IV and IV → NG). 
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Treatment Administration



Blinded Unblinded

Participants Nottingham Clinical Trial Managers

Participants’ families Chief Investigator

Central Follow-up Coordinator Site staff (Principal Investigator, Research 
Team, Pharmacy)
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Blinding 

Do not email MAPS-2@nottingham.ac.uk with details of participants’ 
treatment allocations.
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• A video showing the metoclopramide administration via NG tube is available on 
our website:

https://stroke.nottingham.ac.uk/maps-2/docs/public.php

• A second video of an alternative administration method is also shown, however 
this is not the preferred option of administration!

Administration Videos
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Daily Clinical Monitoring Log

• To be completed on days 1 to 14 (or discharge):

✓Status & current stay

✓Feeding status

✓Vomiting

✓Vital signs

✓Pneumonia symptoms

✓Lab results (if done)

✓Drug administration details

• Day 1 = day of randomisation

• Mark fields as ‘not done’ using 
M symbol next to field, e.g.:



• Adverse events should be recorded until day-
14 (or discharge, if earlier).

• Metoclopramide can induce acute dystonic 
reactions involving facial and skeletal muscle 
spasms, and oculogyric crises.

• Symptoms and complications of the stroke 
that are expected (see Appendix 3) will not 
be reported as adverse events but will be 
recorded in the medical notes.

• Non-SAEs should be reported in the free text 
box.
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Safety Outcomes (Day 14/discharge CRF) 



• Safety endpoints

Events of special interest (known side effects of 
metoclopramide) and stroke recurrence will be 
recorded on the Day14/discharge assessment CRF and 
reported as an SAE and include:

• Stroke Recurrence

• Cardiorespiratory arrest requiring resuscitation

• Severe bradycardia requiring atropine or pacemaker 
insertion

• Definite epileptic seizure (focal or general)

• Oculogyric crises

• Tardive dyskinesia 
A new diagnosis of Parkinson’s disease

• Discontinuations due to adverse events
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Safety Outcomes (Day 14/discharge CRF) 



• Prolonged involuntary upward deviation 
of the eyes.

• The eyes may converge, deviate upward 
and laterally, or deviate downward.

• Commonly coincides with backwards and 
lateral flexion of the neck, widely opened 
mouth, tongue protrusion, and ocular 
pain.

25

These adverse events can be halted by injections of antiparkinsonian agents (e.g. 
procyclidine), or subside spontaneously within 24 hours after discontinuation.

Oculogyric Crises and Tardive Dyskinesia 

• Involuntary repetitive movements of the 
mouth, tongue, eyes, face, trunk, and 
extremities (e.g. lip-smacking, 
limb/torso twitching, rapid eye blinking).

• Commonly coincides with a difficulty in 
breathing, difficulty in swallowing and 
difficulty speaking.

• Triggered by long-term use of dopamine-
receptor-blocking medications, including 
metoclopramide.



• Some MAPS-2 patients may need to be transferred (as part of a standard of care) to a 
registered repatriation site within the first 14 days.

• To ensure continuity and completion of trial treatment, patients should only be recruited 
if going to be transferred [with the treatment period] to: 

1) other recruiting sites already set up in MAPS-2;

2) sites specifically set up as local repatriation sites.

• Repatriation sites will be trained on the study but will not recruit patients.

• Recruiting sites should deliver a comprehensive handover to their designated repatriation 
site when transferring the participant.
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Site Repatriations (1)
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Handover Example
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Site Repatriations (2)

• Ensure Transfer / Repatriation CRF is 
completed when participants are 
repatriated.

• Repatriation site staff should 
download data-collection CRFs from 
MAPS-2 website, complete and 
scan/email them back to the 
research team at the recruiting site 
for input.



• To be completed on day-14 or day of discharge (if before day-14):

✓Stroke details

✓Reperfusion therapies;

✓Safety reporting (AEs & SAEs);

✓NIHSS (can be performed +/-3 days if day-14 falls on non-working day. If NIHSS not 
performed +/-3 days, any NIHSS score performed during treatment period can be used);

✓mRS;

✓Dysphagia Severity Rating Scale (DSRS);

✓EQ-5D-5L & EQ-VAS;

✓Co-enrolment;

✓Pneumonia diagnoses.
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Day-14 Assessments (1) (Day 14 /discharge CRF)
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Does not need to be completed by a Speech & Language Therapist!

Dysphagia Severity Rating Scale (DSRS)
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EQ-5D 5L & EQ-VAS

• If participant is unable to answer 
for themselves (i.e. unconscious), 
complete fields and scales from an 
observer’s point of view.

• Select the worst possible outcomes 
for fields G4, G5.

• Mark G6 as ‘0’.



• Other data to be collected up until day-14 (multiple forms can be added) but only require 
1 form/course of antibiotics:

                  

                Microbiology results:                                       Antibiotic treatments:

32

Day-14 Assessments (2)(Day 14/discharge CRF)



• Day-14/Discharge assessment should still be completed if the participant passes away 
before day-14: 

1) Enter “date of data collection” as the date of death;

2) Complete section B and C with information from their medical records; 

3) Section D (NIHSS score) can be marked as 'No'. No reason is required as they are 
deceased;

4) Section E (mRS) can be marked as 6 – died;

5) Section F (DSRS) marked as 'No’;

6) Section G (EQ5D-5L) marked as 'No' Section G8 mark as 0;

7) Sections H, I, J complete as per medical records.

• Ensure the “notification of death” CRF is completed 
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Mortality Before Day-14 (Day 14/discharge CRF)



• Complete CRF for any diagnoses 
made during treatment period.

• Pneumonia diagnosis will 
automatically be calculated by 
database by using input data, e.g:

• Correct day-14 CRF if pneumonia 
mis-diagnosed:

Pneumonia Diagnoses (Pneumonia CRF)



• Discharge to Community CRF is to be completed when the participant is discharged 
home from care at a clinical site.

• This may not be for weeks/months and may not be directly from your unit; they may 
be transferred to rehab facilities first.

• We need this information to analyse days spent in hospital for health economic 
evaluation.

Discharge to Community CRF



Consent Flowchart



• Participants must be consented by the Principal Investigator or delegated registered 
nurse (including ACPs with nursing background). 

 

• Registered nurses may take the initial consent in MAPS-2 (if allowed by local NHS Trust 
policy). 

• Consenting investigators must discuss the trial with patients in-depth beforehand and 
should answer any questions.

• Patients should be excluded from the study if informed consent, or proxy consent, cannot 
be obtained.

• Two separate consent forms / PIS are available, both are valid:

❖‘Long’ Patient Information Sheet (PIS) / ICF

❖‘Short’ (combined) Patient Information Sheet & Consent 
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Informed Consent



• Patients should review the 1. Participant Information Sheet, understand the 
purpose/design of the trial and have enough time to ask questions to the consenting 
investigator. 

• Written informed consent should follow.

• Remind patients they have the right to withdraw from the trial at any point, but data 
collected up until the point of withdrawal may still be used for analysis. 

• For patients that are deemed as having capacity to consent themselves, they are 
required to initial all boxes, sign and date the 2. Participant Consent Form. The 
consulting investigator must also sign this form. 

• The participant’s unique trial ID should be handwritten on the consent form. 
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Participant Information Sheet (‘Long’ PIS)
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Participant Consent Form



• Time pressures or emotional distractions may prevent patients from reading and 
processing the longer PIS and consent form. 

• A shorter, combined and pictorial, consent and information form is available for all 
patients to sign: 3. Participant Information and Consent Form.

• Any participant may alternatively sign this combined consent form instead of the longer 
form.

• However, participants that use this form to consent must also be provided with a copy of 
the 1. Participant Information Sheet.

• Participants may sign the longer 2. Participant Consent Form after consent has 
already been obtained on the combined form, but this is not needed, the combined form 
is valid in it's own right. 
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Combined PIS and Consent Form (‘Short’ PIS)
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Combined PIS and Consent Form (‘Short’ PIS)



• Verbal consent is acceptable for patients who are capable of consenting themselves but 
physically unable to sign the consent form. 

• Additionally, patients with physical impairments may ‘mark’ the consent form.

• In these two scenarios, the consent form must be signed off by an independent witness.

• The independent witness must be a family member or clinical member of staff who is 
not affiliated with the MAPS-2 study, and is not on the electronic delegation log (e.g. a 
staff nurse in the ward).

• Independent witnesses are not required for patients who are physically and mentally 
capable of providing consent unless the patient cannot write. They will witness the 
signature, and not the consent. 
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Independent Witnesses
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Independent Witnesses Example



• If patients cannot consent themselves then every opportunity should be explored to gain 
written consent from a personal representative.

• Personal representatives must know, and can represent, the participant’s wishes with 
regards to entering the trial. This should be someone who the patient would trust with 
important decisions about their welfare:

• For English/Welsh/N. Irish sites → cannot be a paid, professional carer for the patient. 

• For Scottish sites → a welfare attorney/guardian, followed by the participant’s nearest 
relative.

• These personal representatives should initial all boxes, sign and date the 5. Legal 
Representative Consent Form, after being provided with the 4. Legal 
Representative Information Sheet.
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Adults Lacking Capacity
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Legal Representative Consent Form



• Personal representatives may also be provided with a shorter, pictorial version of the 
information sheet and consent form.

• It is recommended to use this form if faced with significant time pressures.

• Personal representatives are required to sign and date the 6. Legal Representative 
Information and Consent Form. The consenting investigator must also sign this form. 

• Representatives who use this form must also be provided with a copy of the 4. Legal 
Representative Information Sheet.

• Representatives may sign the longer 5. Legal Representative Consent Form after consent 
has already been obtained on the combined form. 

• The participant’s unique trial ID should be handwritten on the consent form. 
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Adults Lacking Capacity (cont.)
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Combined LRIS and Consent Form (‘Short’ LRIS)



• Telephone consent may be used if a personal representative is identified but cannot 
attend the hospital to provide written consent.

• If telephone consent is used, the consenting investigator and an independent witness 
must sign the 7. Legal Representative Telephone Consent Form.

• The personal representative must provide written consent on behalf of the participant 
when they next attend the hospital. 

• All attempts at getting the personal representative to sign, at an appropriate opportunity, 
must be thoroughly documented in the participant’s medical notes.  

• Written consent must still be sought from the personal representative even if the 
participant is repatriated to a different hospital – this instruction should be clearly 
written in the handover documentation between centres, if written consent is 
still outstanding.
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Telephone Consent
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Telephone Consent Example



• Written consent from a professional representative (independent physician) must only be 
sought as a last resort. 

• Must be registrar or above.

• All attempts and opportunities to gain written / verbal consent from a personal 
representative must be explored before independent physician consent can be gained. 
These attempts must all be documented in the patient’s medical notes.

• The independent physician should initial all boxes, sign and date the 5. Legal 
Representative Consent Form after reviewing the 4. Legal Representative 
Information Sheet. 

• The independent physician cannot be connected to the research and must not be on the 
delegation log. 
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Independent Physician Consent
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Independent Physician Consent Example



• Patients may be deemed to have regained capacity within the first fourteen days 
after a personal or professional legal representative has already provided 
consent on their behalf.

• If this occurs, patients must be provided with a copy of the following documents:

- 1. MAPS-2 Participant Information Sheet

- 8. MAPS-2 Participant Re-consent Form

• Participants must have enough time to review the information sheet and be provided 
with the opportunity to ask questions to the appropriate investigator. 

• If re-consent is agreed, the participant and consenting investigator must sign the 
consent form. 
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Participant Re-consent (1)



• If participants regain capacity and are no longer happy to participate in MAPS-2, then 
they have the right to withdraw from the study without having to provide a reason for 
their decision.

• The data already collected from the participant up until the date of voluntary withdrawal 
cannot be erased, as consent was already in place at the time of data collection. 

• This whole process should be documented in the participant’s medical notes. 

• If participants lose mental capacity during the research after they have consented 
themselves, then their consent will still be valid from their initial consent form unless 
their legal representative raises an objection to this. 
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Participant Re-consent (2)
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Participant Re-consent Example



Supporting site:

- Randomisation;

- Electronic delegation log;

- Uploading of documents via secure vault.
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Databases

REDCap:

Basic data entry, e.g: 

- Baseline;

- Daily clinical monitoring log;

- Day-14/discharge follow-up;

- Pneumonia diagnoses;

- Vital status;

- Microbiology / Antibiotics.



1. In REDCap, select ‘Add participant’ on left toolbar       

2. Add a new record

3. Add initials and then 'Save and Stay' 

4. Complete baseline randomisation details and ensure form is marked as 'complete' 
before saving.

5. Go to Randomise (step 2 of 2) and you will see the green 'randomise' button
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Randomisation



3. In the new data entry, select ‘Randomisation’    4. Complete the Randomisation CRF
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Randomisation



5. ‘Complete’ the form, click ‘save and exit form’.            6. Click the ‘Randomise’       
        link on the left toolbar
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Randomisation



7. Check the information in the randomisation summary, and click the link to the                        
the ‘success page’.
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Randomisation
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10. The left page should be displayed, which shows a 
summary of all of the participant’s randomisation 
information, e.g.:

 

The name of the randomising investigator

Participant’s trial ID number 

Participant’s their allocated treatment arm.

11. Click into the secure vault site to enter the 
participant’s contact details, which will be required 
for follow-up. 

Identifiable data will be kept separately in the secure 
vault, whereas all other data will be kept in the 
REDCap database. 



1. In cases where sites are unable to randomise a patient and require a manual 

randomisation, contact the trial office  or if out of hours, the CI (or delegate)on the 24hr 

emergency contact number.

2. The CI will inform the site of the participant’s allocated treatment.

3. If still unable to access REDCap, sites should use the randomisation paper CRF.

4. Nottingham STU will attempt to resolve the REDCap login issue. Sites should continue to 

use paper CRFs in the meantime.

5. When able to, the randomisation details should be entered into REDCap retrospectively by 

the site investigator as soon as possible (remember to ‘complete’ the form, and do not 

randomise the participant again!).

6. UoN will manually update the system with the participant’s randomisation result.
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Manual Randomisation Instructions



1. Log into REDCap;

2. Select “supporting site”;

3. Select “participant list”;

4. Select relevant participant;

5. Choose data type and click “access secure vault”;

6. Choose file to upload;

7. Upload file.
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Accessing the Secure Vault



• The following documents are to required to be uploaded for each participant:

✓Consent form (within one working day of obtaining consent);

✓[PSEUDONYMISED] drug chart showing correctly allocated treatment for all days the 
participant received treatment → upload at end of treatment period;

✓[PSEUDONYMISED] completed daily clinical monitoring log CRFs → upload at end of 
treatment period;

✓[PSEUDONYMISED] any chest x-ray reports (not images).
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Documents Upload



• Same delegation log system as the PhEAST, TICH-3, LACI-2 and DASH studies.

• REDCap accounts will link through to the bespoke system. Nottingham clinical trial 
managers will create and update the details of all site staff within the supporting site.

• Pharmacy staff are not required to be on the delegation log. 

• Activation email will be sent to all users from the supporting site:
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Electronic Delegation Log



• When accounts are activated, they will appear on their electronic delegation log as ‘not 
authorised’:

• The local PI will prompted with an email to authorise each user in the bespoke system 
(i.e. they should click the link in the email)
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PIs should double check that 
the correct boxes are ticked 
before authorising their staff!

Electronic Delegation Log



• New research staff at sites need to send the MAPS-2 team:
o signed and dated training log;

o Email address to which the links for the REDCap account will be sent.

• They will receive two automated emails from Daniel.Simpkins@nottingham.ac.uk, which will 
contain their REDCap username and instructions on how to activate their account. 
Please also follow the instructions on how to set a recovery question, just in case you forget your 
REDCap password.

• MAPS-2 team will also send a link from our bespoke system in an automated email from the 
system (MAPS-2@nottingham.ac.uk) to take you to the electronic delegation log. Click this link and 
select your role/responsibilities on the log, that allows users to activate their accounts.

• Once accounts are activated in the bespoke system, they will appear on the site’s electronic 
delegation log. PI must authorise all users, and will be prompted via email to do this.
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New Trial Personnel



Collected up until day-14 / discharge.
Reported on the day-14 / discharge CRF.

1) Exacerbation of a pre-existing illness.

2) Increase in frequency or intensity of a pre-existing episodic event or condition.

3) Condition detected or diagnosed after medicinal product administration even though it 
may have been present prior to the start of the study.

4) Continuous persistent disease or symptoms present at baseline that worsen following 
the start of the study.
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Adverse Events 



1) Medical / surgical procedures (e.g., endoscopy, tooth extraction, transfusion), but the 
condition that led to the procedure is an AE.

2) Pre-existing disease or conditions present or detected at the start of the study that did 
not worsen (i.e medical history).

3) Situations where an untoward medical occurrence has not occurred 
(e.g. hospitalisations for cosmetic elective surgery).

4) Overdose of concurrent medication without any signs or symptoms.

5) Disease or disorder being studied (stroke) or sign or symptom associated with the 
disease or disorder unless more severe than expected for the participant’s condition. 
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Adverse Events (not to report)



• Outlined in Appendix 3. in protocol → do not report these in the CRF.
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Adverse Events (not to report)



• Collected until day-14 (but hospital readmissions collected at six month follow-up).

• Any AE occurring following study mandated procedures, having received the treatment, 
that results in any of the following outcomes:

1. Death

2. A life-threatening adverse event

3. Inpatient hospitalisation or prolongation of existing hospitalisation

4. A disability / incapacity

5. A congenital anomaly in the offspring of a participant

• CI will conclude event as not related, possibly related, probably related or definitely 
related to treatment.
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Serious Adverse Events (SAE)



• Sites should collate the SAE information using the University of Nottingham ‘RF1 TA014 
(v2.5)’ (SAE Reporting Form) and enter in the database. 

• Data must be entered in REDCap within 24 hours of knowledge of the event.

• Any SAE entered in REDCap will trigger an email sent directly to the CI, who will review 
the event for causality and seriousness. 

• Sites should record and monitor all unexpected AEs/SAEs until resolution, stabilisation or 
until found to not be caused by study treatment. 
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Serious Adverse Events (SAE)



• A Suspected Unexpected Serious Adverse Reaction (SUSAR) is an SAE that is:

a) Sudden in its onset (e.g., anaphylaxis); and

b) Unexpected in its severity and seriousness; and

c) Not a known side effect of the IMP and related or suspected to be related to the IMP

• All SAEs that fall, or are suspected to fall, within this criteria shall be treated as a SUSAR 
until deemed otherwise.
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SUSARs



• Participants who experience an AE or SAE may be withdrawn temporarily or permanently 
from the trial at the discretion of the Investigator. 

• Wherever possible and acceptable, withdrawal should relate to the treatment only, with 
follow-up continued as per protocol. 

• Patients who withdraw overall consent will not be followed up at six-months and their 
time in the trial will be finished. 

• Participants should be made aware that all data up until the point of withdrawal cannot 
be erased, but no further data will be collected from them.
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Participant Withdrawal

Complete for participants who withdraw



• Any protocol violation should be reported to MAPS-2@nottingham.ac.uk and be 
accompanied by a signed file note.

• Violations/deviations should also be entered into the REDCap database:
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Protocol Deviations/Violations



✓Contacts sheet

✓Trial development documentation

✓MAPS-2 protocol (final & 

superseded)

✓Regulatory approvals

✓Training log, CVs & GCPs of trial 

personnel 

✓Amendments
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Investigator Site File (ISF)

✓Signed file notes

✓Approved and localised patient-

facing documents (consent forms, 

PIS, GP letter)

✓Signed clinical trial agreement (CTA)

✓Signed consent forms

✓Signed SAE forms

✓Site monitoring plan

• May be physical or electronic (e.g. shared drive or other system):

• We are not sending physical binders to sites. 



• On-site monitoring visits will not routinely be performed → remote only. 

• However… if issues are highlighted from remote monitoring, an on-site monitoring visit 
may be required. 

• All sites will be remotely monitored continuously throughout the duration of the trial, 
including:

✓Confirmation of informed consent (via secure vault);

✓Monitoring missing data and verifying existing data via CRFs uploaded to secure vault.

✓ISF monitoring;

✓Patient file monitoring. 76

Trial Monitoring



• An Investigator Site File checklist will be sent to sites in advance of a monitoring visit. 
This will include, but not limited to:

1. Training logs

2. Correct versions of patient-facing documents (PIS, RIS, GP letter, etc)

3. Ethical approval letters

4. Printed CRFs

5. SAE forms

6. Signed consent forms

7. CVs / GCPs
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Monitoring the ISF



• A patient file checklist will be sent to sites in advance of a monitoring visit. This will 
include, but not limited to:

1. Randomisation result and eligibility

2. Consent form and GP letter

3. IMP chart / prescription

4. Baseline / follow-up scan reports

5. Adverse event log

6. Protocol violations affecting participant
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Monitoring the Patient Files



• Ethical approval letters missing from ISF or difficult to locate.

• Incorrect ICF/PIS versions being provided to patients.

• SAE email print-outs not signed off by local PI.

• Screening log not kept up to date / not signed off.

• File notes missing which identify where documents are stored outside of the ISF (e.g., 

CVs and GCP certificates).

• Consent forms should be initialled, not ticked.

• Drug charts should show the participants’ full course of treatment.

• Daily logs should be uploaded for all days during the treatment period.
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Commonly Found Issues 



• Participants cannot co-enroll into trials not sponsored by the University of Nottingham 

unless an agreement is in place:
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Co-enrolment



81

Awareness Poster

• Poster is available to raise awareness of trial 
amongst hospital staff.

• Should not be displayed in areas accessible by 
patients.

• Should only be displayed in areas restricted to 
hospital staff (e.g. staff rooms).

• Downloadable from MAPS-2 documents websites.
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NIHR Associate PI Scheme

• MAPS-2 is registered on the NIHR API scheme

• www.NIHR.ac.uk/AssociatePIScheme

• To register to be an Associate PI, submit an Application Form on 

NIHR Learn 

For further information, 

visit the website at

www.NIHR.ac.uk/AssociatePIScheme

or scan the QR code 



What is the Associate Principal Investigator Scheme? 

• Six month in-work training/mentorship opportunity.

• Provides practical experience for health and care professionals starting their research career

• For people who would not normally have the opportunity to take part in clinical research in 
their day-to-day role 

• The chance to experience what it means to work on, and deliver, an NIHR portfolio study 
under the mentorship of an enthusiastic Local PI

• Receive formal recognition of engagement in NIHR Portfolio research studies through the 
certification of Associate PI status, endorsed by the NIHR and Royal Colleges



✓Signed training log for all staff.

✓CV & GCP for PI (and deputy-PI, if applicable).

✓Signed contract.

✓Confirmation of C&C from R&D.

✓Staff to be authorised by PI on electronic delegation log.
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Green Light Checklist



Clinical/emergency queries: 07740 372 852

Email: MAPS-2@nottingham.ac.uk

Website: https://stroke.nottingham.ac.uk/maps-2/docs/public.php
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Questions?

Thank you for listening. 


