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Trial Objectives

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



Background - Stroke

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.



Stroke-associated Pneumonia

SAP:

1)

2)

3)

4)
5)

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

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

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

Most common in patients with high NIHSS and dysphagia

Patients that require feeding via nasogastric tube are at greatest risk



Metoclopramide

« Commonly prescribed anti-sickness treatment

* Increases lower oesophageal sphincter pressure.

esophagus

* Decreases pyloric sphincter pressure L \0

« Accelerates gastric emptying process

« Inhibits and prevents vomiting/regurgitation stomach

- Well established safety profile e ||

intestine

« Cheap and widely available

© 2006 Encyclopadia Britannica, Inc.



Rationale

« 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.

l

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

mortality in patients with severe strokes & dysphagia.



Eligibility Criteria

Inclusion criteria

1. Adults with a clinical diagnosis of acute stroke;

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

3. One of the below:

3a) NIHSS Score > 10)

3b) NIHSS Score = 6 and dysphagia

* Detailed on next slide.

onset

w
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Exclusion criteria

Probable / confirmed pneumonia;
*Contraindications to metoclopramide;

Clinical indication for regular antiemetic
treatment;

Known severe liver disease (cirrhosis);
Known kidney disease (eGFR <30ml/min);
Pregnant or breast feeding;

Moribund (expected to die within 48 hours);

Other co-morbid conditions with a life
expectancy of <3 months (e.g. cancer);

Inability to gain consent;

Participating in another trial not sponsored
by UoN and no co-enrolment agreement.



Contraindications to Metoclopramide |

» 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



Patient Screening

« 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 TAO11). Example:

I The University of R;t;gr;_izﬂfm
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Title: PARTICIPANT SCREENING AND ENROLMENT LOG

Reference SOP: TAO11 .
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« Screening logs will be collected at the beginning of every month.
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Eligibility Sign-off

»

' The University of

- Eligibility must be signed off by a 2 | Nottingham r'_j,;ﬂ\mps-z

UNITED KINGDOM - CHINA - MALAYSIA

mEd IC. MAPS-2 (IRAS: 290474): Metoclopramide for Avoiding
Pneumonia after Stroke:

Eligibility Checklist v1.0

Inclusion Criteria

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

(1-3 must be 'YES’ and either 4 or 5 must be 'YES’) Yes | No

1 | Adult (18 years and over).

2 | Clinical diagnosis of acute stroke.

. . r . . . . 3 Within 24 hours of symptom qnset _ _

- Any eligibility confirmation or sign-off e a1 defned 25 the tme the
ShOU Id be Clea rI y dOCU mented i n 4 I:Ig)derate to severe neurological impairment (NIHSS Score =
participant’s medical notes. |

5 | NIHSS = 6 AND Dysphagia, e.g. unable to take normal
unmodified oral diet or fluids because: a. Too drowsy to be
assessed formally, or b. failed bedside assessment of
swallowing.

« Eligibility checklist is available, e.g:

Exclusion Criteria

(Patients cannot be enrolled if 'YES' is ticked for any Yes | No
exclusion criteria)

1 | Definite or probable pneumonia:

= abnormal CXR suggestive of pneumonia, or
» focal chest signs with fever =38°C, or
= receiving antibiotic treatment at time of presentation.

2 | Contraindications to metoclopramide:



Trial Flow

Screen

\ 4

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)

\ 4

Treatment Period (days 1-14 / discharge):
Status & current stay; feeding status; vomiting; vital signs; pneumonia
symptoms; lab results (if done); drug administration details.

\ 4

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.

¥

NIHSS score must be as close to
randomisation as possible

To be completed by sites.

_, Not completed by sites.

Six-month Follow-up

Completed by UoN coordinator.



Baseline Assessments (rRandomisation CRF)

v Participant initials

v'Date of birth

v Eligibility criteria met

v'Mode of consent

v Baseline clinical assessments (mRS, CFS, NIHSS & GCS scores)
v Demographic details

v'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.



Clinical Assessments (1) (randomisation CRF)

Pre-Stroke Modified Rankin Scale (mRS)

Current NIHSS

la—Level of consciousness

0= Alert: keenly responsive

1 =Not alert, but arousable by minor stimulation
2 =Not alert: requires repeated stimulation

3 = Unresponsive or responds only with reflex

Modified Rankin Scale (MRS)

I b—Level of consciousness questions:

What is your age?
What is the month?

0= Answers two questions correctly
1 = Answers one question correctly
2 = Answers neither questions correctly

—

No symptoms

No significant disability, despite symptoms; able to perform all
usual duties and activities

Slight disability; unable to perform all previous activities but
able to look after own affairs without assistance

Moderate disability; requires some help, but able to walk with-
out assistance

Moderately severe disability; unable to walk without assistance
and unable to attend to own bodily needs without assistance
Severe disability; bedridden, incontinent, and requires constant
nursing care and attention

Death

I c—Level of consciousness commands:

()=Performs both tasks correctly

Open and close your eyes 1 =Performs one task correctly
Grip and release your hand 2 =Performs neither task correctly
2—Best gaze ()=Normal

1 =Partial gaze palsy

2 =Forced deviation
3—Visual 0 =No visual lost

1 =Partial hemianopia

2 =Complete hemianopia

3 = Bilateral hemianopia
4—~Facial palsy (0 =Normal symmetric movements

I =Minor paralysis

2 =Partial paralysis

3 =Complete paralysis of one or both sides
5—Motor arm 0 =No drift

Left arm
Right arm

= Drifit

=Some effort against gravity
=No effort against gravity

4 =No movement

ad Pd —

6—Motor leg
Left leg
Right leg

0 =No drift

1 =Drift

2 =Some effort against gravity
3 =No effort against gravity

4 =No movement

7—Limb ataxia

(0= Absent
I =Present in one limb
2 =Present in two limbs

8—Sensory

)=Normal: no sensory loss
1 =Mild-to-moderate sensory loss
2 =Severe-to-total sensory loss

9—Best language

()= No aphasia; normal

1 =Mild-to-moderate aphasia
2 =Severe aphasia
3 =Mute: global aphasia
10—Dysarthria (=Normal
1 =Mild-to-moderate dysarthria
2 =Severe dysarthria
I I—Extinction and inattention 0 =No abnormality

1 =Visual, tactile, auditory, spatial, or personal inattention
2 =Profound hemi-inattention or extinction

Score=0-42




Glasgow Coma Scale (GCS)

Behaviour

Response

Clinical Frailty Scale (CFS)

Clinical Frailty Scale®

| Very Fit — People who are robust, active, energetic

7 Severely Frail - Completely dependent for
personal care, from whatever cause (physical or
cognitive). Even so, they seem stable and not at

R Som—— 4. SpontaneOUSIY and motivated. These people commonly exercise high risk of dying (within ~ 6 months).
3. To Speech regularly. They are among the fittest for their age.
20T : o 8 Very Severely Frail - Completely dependent,
@ @ . 10 pain 2 Well - People who have no active dlseasre approaching the end of life. Typically, they could
symptoms but are less fit than category |. Often, they Hot recoverevenrormiaminar Jhess,
1. No response exercise or are very active occasionally, e.g. seasonally.
— —

3 Managing Well - People whose medical problems

9.Terminally lll - Approaching the end of life. This
category applies to people with a life expectancy
<6 months, who are not otherwise evidently frail.

are well controlled, but are not regularly active
beyond routine walking.

Oriented to time, person and place

Confused

Inappropriate words
Incomprehensible sounds
No response

4 Vulnerable - \While not dependent on others for
daily help, often symptoms limit activities. A common
complaint is being “slowed up", and/or being tired
during the day.

-~ — gy e =i -

5 Mildly Frail - These people often have more
evident slowing, and need help in high order |ADLs
(finances, transportation, heavy housework, medica-

Scoring frailty in people with dementia

The degree of fraifty corresponds to the d of dementia.
Common symptoms in mild dementia include
details of

rep

etting the

he event itself,

ent event, though still rememberi

ame question/story and social withdrawal.

In moderate dementia, recent memory is very impaired, even

6. Obeys command tions). Typically, mild frailty progressively impairs %J’C ”“ ﬂf‘mﬂ‘ ﬂf’ﬂbﬂ: P‘qr past life events wel
: - shopping and walking outside alone, meal preparation Shhs L
5' Moves tO locahsed paln and housework. In severe dementia, they cannot do personal care without help.
= 4. Flex to withdraw from pain ‘
. 6 Moderately Frail - People need help with all "
3. Abnormal flexion outside activities and with keeping house. Inside, they i
7 3 often have problems with stairs and need help with DALHOUSIE
=7 2: Abnormal extension bathing and might need minimal assistance (cuing, iversit Halfx Canaca Permision gant UNIV‘E‘RSITY
Motor Response 1. No response standby) with dressing RS R
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Trial Treatment

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.



Drug History | MAPS-2 TRIAL DRUG: Duration: 14 days/42 Pharmacy:
] Metoclopramide 10mg/2mL solution for injection doses .W
Indication for *NOT FOR DISCHARGE* '
starting Dose: Date: Clinical trial: DO NOT UNBLIND PATIENT/CARER Dispensing:
10mg/5mg Lower dose if weight < 60kg (cross off as appropriate) T
Frequency: | Route: Prescriber’s signature: PRINT name and GMC No.: e
TDS IV/NGT
Drug History | MAPS-2 TRIAL DRUG: Duration: 14 days/42 Pharmacy:
[] Sodium Chloride 0.9% injection doses .w
Indication for *NOT FOR DISCHARGE* -
starting Dose: Date: Clinical trial: DO NOT UNBLIND PATIENT/CARER Dispensing: v
2mL/1mL Lower dose if weight < 60kg (cross off as appropriate)
Frequency: | Route: Prescriber’s signature: PRINT name and GMC No.: e
TDS IV/NGT




Treatment Administration

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).



Unblinded

Participants Nottingham Clinical Trial Managers

Participants’ families Chief Investigator

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

Do not email MAPS-2@nottingham.ac.uk with details of participants’

treatment allocations.

20



Administration Videos

« A video showing the metoclopramide administration via NG tube is available on
our website:

[htt s://stroke.nottingham.ac.uk/maps-2/docs/public.ph J

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



Daily Clinical Monitoring Log

« To be completed on days 1 to 14 (or discharge):
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Day 3
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Day 4
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monitoring

0E

Day 5
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Day &
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Day 7
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Day 8

Diaily
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Day 9

Diaily
clinica
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Day 10

Ciaily
linica
monitoring

Day 11

Ciaily
clinica
monitoring

Day 12

Diaily
Clinica
monitoring

Day 13

Diaily
clinica
monitoring

Ciaily
linica
monitoring

Day 14

Microbiology Antibiotic

= T
Ld

14

results day treatment fiollow-

L/

* must provide value

« Day 1 = day of randomisation v’ Status & current stay
v Feeding status
- Mark fields as ‘not done’ using v'Vomiting
M symbol next to field, e.qg.: v'Vital signs
v' Pneumonia symptoms
B12. Highest heart rate (bpm)

v'Lab results (if done)
v'Drug administration details

I_,F|



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.

[ TR ISR T Ay F] (R

Metoclopramide for Avoiding Pneumonia after

[ l_"IMng;_p Stroke Trial
ISRCTN 40512746 Day 14 or Discharge Day assessment v2.3
C5a. Orofacial dyskinesia es Mo
IF e mplete S
C5b. If yes, please specify the date the orofacial
dyskinesia iny
Cha. Tardive dyskinesia Yes Mo
IF e mipiete SAl

Céb. If yes, please specify the date of the tardive
dyskinesia

C0. Please list any non-serious adverse event that happen from
day participant randomised until day 14.

For each non-serious adverse event, please at least give informadon
about when event began and event diaggnosis.



Safety OUtcomes (Day 14 /discharge CRF)

Section C: Adverse events

Cla. A further stroke ez No

() Safety endPOints . (1b If].re:s, please specify the date of the stroke - 2 [Toos

Events of special interest (known side effects of T plsssa sy the ek e s
metoclopramide) and stroke recurrence will be e e o
recorded on the Day14/discharge assessment CRF and
reported as an SAE and include: 2 tfyen. lassespcity the dteof hecolpse

° Stro ke R eC urren Ce C3a. Severe bradycardia requiring atropine or pacemaker

insertion Yes No
f'yes' please complete a Serious Adverse Events form.

» Cardiorespiratory arrest requiring resuscitation

C3b. If yes, please specify the date of the bradycardia

® Severe bradycardia requiring atropine Or pacemaker (-43. [;Ef._ll'.l.ite E;Jilepticseizure{localorgenerali&ed) . ‘El No
insertion R

C4b. If yes, please specify the date of the seizure

’ Defin ite epi/eptic Seizure (foca/ Or genera l) C.Sa. I;Ir\c;fa-cial ;iyskinesia - ‘51; Ne
: OCU logyric Crises C5b. If yes, please specify the date the orofacial -

dyskinesia

O Tardive dySkineSia Céa. 'I-'an-!ivedyskinesia Yes No
A new diagnosis of Parkinson’s disease R

C6b. If yes, please specify the date of the tardive
dyskinesia

« Discontinuations due to adverse events -

C7h. If yes, please specify the date of diagnosis

CE. Any serious adverse event that is MOT a known
complication of stroke.



&' Oculogyric Crises and Tardive Dyskinesia |

* 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.

« Involuntary repetitive movements of the
mouth, tongue, eyes, face, trunk, and
extremities (e.q. 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.

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



Site Repatriations (1)

« 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.



Handover Example

MAPS-2 Patient Transfer Form

Cl: Prof Christine Roffe
MAPS-2 Trial Office: 0115 823 1665 /0115 823 1664
Email: maps-2@nottingham.ac.uk

Website: https://stroke.nottingham.ac.uk/imaps-2/docs/public.php Guidance for MAPS-2 trial for transferring sites:
Participant trial 10:

Current centre name: This patient is currently enrclled in & stroke clinical trial. Please read the below information
carefully:

Date & time of transfer:

Reason for transfer: 1. The patient being transferred is currently receiving the “MAPS-2 Trial Drug"{Placebo
vs Metoclopramide).

Name of researcher:
2. As per the discharge letter, please prescribe the trial drug:

Trial role: a. I\ preparafion to be given through NG if patient has one, or
b. IV via cannula

Date:

3. The MAPS-2 Trial drug should be given for 14 days or up until discharge (if before
Signature: day-14)

_ 4. Please complete daily logs for each day the patient is taking the medication up until

Receiving centre day-14 [ the day the patient is discharged from hospital if before day-14.

name:

5. Please complete the day-14 follow up assessments on day-14 of the patient’s
treatment regimen, or on the day of discharge if this is before day-14.

Name of staff receiving:

Role:

6. Collect all information on the respective data forms. Once complete, scan and email
these forms to the research team at the site where the patient was recruited, All data
will be entered into the electronic database on your behalf.

Date & time of arrival:

Date:

Signature:

CHECKLIST

[ Prescription

Drug chart- treatment compliance

Daily clinical logs (CRFs on website)

Day 14/Discharge assessment form
SAE reporting form 27




Site Repatriations (2)

Section A: Participant details

» Ensure Transfer / Repatriation CRFis ——
completed when participants are Az participant D
re patrlated ) A3 Participant initials

Ad. Date of data collection | Today |
i)
* must provide value dd-mm-yyyy
Section B: Transfer details
B1. Hospital and ward transferred to
Other events )
(ﬁ * must provide value
Transfer . -
= B2. Trial contact at new hospital:
from the
first B2a. Name
"'CIEFI".E * must provide value
admitted to Vital status )
o . o T B2b. Email
to another | Discharge check/notification Serious
Pneumonig hospital / to the of Adverse Protocol Withdrawa ~IEEErRT el
zonnsi< o i ime - r ity = farisim Al -t a il atiorn n T2t nen
diagnosis | repatriation| community | deathf/withdrawal Event | violatio otificatio B2c. Phone number
B3. Transfer date B4 [Today )
RS
* must provide value dd-mm-yyyy [day )

« Repatriation site staff should Bda. Admitted to intensive care

download data-collection CRFs from ~ wooees
MAPS-2 website, complete and eea. Admitted to acute stroke unit
Scan/email them back to the B6a. Admitted to stroke rehabilitation unit. Oves ONo ’EEEE
research team at the recruiting site -

for input.

Flease review clinical and lab logs and ensure all are complete. Ensure all queries have been resolved.



Day-14 Assessments (1) (pay 14 /discharge crRF) 4}

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

v Stroke details
v'Reperfusion therapies;
v Safety reporting (AEs & SAES);

v'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);

v'mRS;

v'Dysphagia Severity Rating Scale (DSRS); Day 14
v EQ-5D-5L & EQ-VAS;
v'Co-enrolment; PR
v'Pneumonia diagnoses. e\ | mcrobiomogy| anciionc| 2 [
L= L LS R ! g AliL (ELA L
monitoring  results day | treatment | follow-
log 1-14 day 1-14 up
@ @) -+ ® - | @




Dysphagia Severity Rating Scale (DSRS) .|

O Normal fluids

O Syrup consistency

O Custard consistency
O Pudding consistency
O No oral fluids

F1. Ability to drink fluids

* must provide value

reset
O Normal food
O Selected textures
O Soft, moist diet
O Puree
O No oral feeding

F2. Ability to eat foods

* must provide value

reset
O | am eating independently
O I need supervision when | eat
O I need to be fed by another person
O Only a swallowing therapist can feed me
O | cannot take any foods by mouth

F3. Supervision and help needed during meals

* must provide value

reset

Does not need to be completed by a Speech & Language Therapist!

30



G1. MOBILITY
Please click the ONE box that best describes your health TODAY,

ust provide valus

G2. SELF-CARE
Please click the ONE box that best describes your health TODAY,

* must provide value

G3. USUAL ACTIVITIES (e.g. work, study, housework, family er
leisure activities)
Please click the ONE box that best describes your health TODAY.

* must provide valus

G4. PAIN / DISCOMFORT
Please click the ONE box that best describes your health TODAY.

G5. ANXIETY / DEPRESSION
Please click the ONE box that best describes your health TODAY.

* must provide valus

G6. Tell us about your health

* We would like to know how good or bad your health is
TODAY.

* This scale is numbered from 0 to 100.

* 100 means the best health you can imagine.

0 means the worst health you can imagine.
* Please click on the scale to indicate how your health is
TODAY.

\J | have no problems in walking about

J | have slight preblems in walking about
J'| have moderate problems in walking about
J'1 have severe problems in walking about
/| am unable to walk about

reset

/| have no problems washing or dressing myself

J | have slight preblems washing or dressing mysel

J'| have moderate preblems washing or dr

J | have severe problems washing or dressing

myself

myself

J | am unable to wash or dress myself

J| have no problems doing my usual activities

J | have moderate problemns doing my usua

actviues

J| am unable to do my usual activities

J | have no pain er discomfort

J| have slight pain or discomfort

J| have moderate pain or discomfort

J | have severe pain or discomfort

J | have extreme pain or discomfort

J'| am not anxicus or depressed

21 am slightly anxious or depressed

J 1 am moderately anxious or depressed

/| am severely anxious or depressed

J | am extremely anxious or depressed

100 - The best health you can imagine

0 - The worst health you can imagine

Change the siider aoove o 38t 3 responss

ing

J1 have slight problems doing my usual activities

J | have severe problems doing my usual activities

[
reset
reset

[ ]
rezet

[
rezet

reset

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:

Microhinlonav resiilts:

B1. Date of sample |

Today |

* must provide value dd-mm-yyyy (day____ )

B2a. Type of sample

* must praovide value

reset

If other, please provide details
Day 14
B3. Result

If positive please specify organism | Positive

O Negative
reset
If positive, please provide details

[ staphylococcus aureus
[ streptococcus pneumoniae
[ Haemophilus
D E. coli
Microbiclogy O Enterobacter
results day =
1-14 |:| Klebsiella
|| Bacteroides
i [J methicillin-resistant staphylococcus aureus
- B4a. Type of organism grown (MRSA)
(check as many as appropriate) [J Extended Spectrum Beta-Lactamases (ESBL)
[ vancomycin-resistant Enterecocci (VRE)
[J Klebsiella pneumoniae carbapenemase (KPC)
[ Clostridium difficile (Culture only positive)
[ Clostridium difficile (Toxin only positive)
[ Clostridium difficile (Culture and toxin positive)
[ covid-19 (PCR)
O influenza
[ candida
[ other

|_I Pseudomonas aeruginosa

If other, please provide details
B5. Any other culture Ov ON
- - S R (Lyes (LMo
If yes, please fill another Microbiology results form N—
* must If yes, please fill ancther Results of cultures form

ust praovide value

Antihiotic treatments:

B1. Date of data collection | Today |
day
* must provide value dd-mm-yyyy (day )

[ amoxicillin

[ Aztreonam

[ cefuroxime

[ clarythromycin
O clindamycin
[ co-amoxiclav
O Doxicyclin

[ Meropenem

= must provide valus [J Metronidazole

B2a. Antibiotic name

[ Nystatin (topical)

[ Tazocin

O Trimethoprim

[ wancomicin oral/NG/PEG
[ wancomycin v

i e O other

ANTIDIOTIC

treatment
le'_',-' -l O Lower respiratory tract infection
— [ urinary tract infection

If other, please provide details

[J Pneumonia

| | B3a. Indication [ phiebitis
B * must provide value O cellulitis
[ sepsis
O other

If other, please provide details

B4. Start date

Today |

de value

reatment ongoing
() Course of treatment completed

B5a. Antibiotic status

Ongoing, no End date specified

B5b. End date
=n Today

vide value

B6. Any other antibiotic
If yes, please fill ancther Antibiotic treatment form

o If yes, pleasa fill another "Antibiotic treatment day 1-14" CRF

Oves OnNo

reset

reset



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

1)
2)
3)

4)
5)
6)
7)

Enter “date of data collection” as the date of death;
Complete section B and C with information from their medical records;

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

Section E (mRS) can be marked as 6 - died; Other events
Section F (DSRS) marked as 'No’;

Section G (EQ5D-5L) marked as 'No' Section G8 mark as 0;
Sections H, I, J complete as per medical records.

Vital status
check/notification

« Ensure the “notification of death” CRF is completed -:Ea:’.-'-jrdrem*;ﬁl



B1. Clinical diagnosis of pneumonia or lower respiratory tract
infection made by treating physician

Diggnosed time(s) on daily logs. O Yes
On Day 14/ Discharge assessment:

* must provide value

CDC and PISCES diagnosis

General signs (c-f)

(must be = 0 for CDC and PISCES) Calculated

2. Respiratory symptoms or signs within 2 days before or after the diagnosis
Respiratory symptoms and signs {a-d)

(must be = 1 for CDC and PISCES) Calculated
3. Abnormal chest radiograph {(within 2 days before to 5 days after diagnosis)
Abnormal chest radiograph (a-c)

(must be = 0 for CDC) Calculated

Section C: Calculated pneumonia diagnosis

O No

View equation

View equation

View equation

reset

Pneumonia

Calculated diagnosis

Clinician diagnosis

Section D: Pneumonia diagnosis changed

O Yes
Da. Pneumonia diagnosis changed O Ne

If ves, please provide details

reset

« Complete CRF for any diagnoses
made during treatment period.

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

Pneumonia [Calculated diagnosD
Clinician diagnosis Yes
* CDC diagnosis: definite pneumonia Yes
** P|SCES diagonsis: probable pneumonia Yes
*** MAPS-2 diagnosis \ Yes
J

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

1. Diagnosis of pneumonia made at any time during day 1-14
J g P y g cay L) Mo pneumaonia

- Diagnosed x0 time on daily logs. O Pneumaonia diagnosed

- Diagnosed on the pneumonia CRF: on (day ) Pneumonia mis-diagnosed




_'E":“'E'/ﬁ
From
Fe Eirse
Hospitall Discharge
Pneumaonia | Admitted Ta The
Diagnosis | To To An| Community
—

Other events

Vital Sraous
Checknotification
E
['eatmwithdraws

Serious

Adverzs

Evant

Protoco

Violation

Withdrawa

Motification

LR L T e AT T

0 Metoclopramide for Avoiding Pneumonia after
(AAMAPS-2 Stroke Trial

ISRCTN 40512746 Discharge to the community v1.1

« 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.



Consent Flowchart

Patient able to NO Personal Legal NO Personal Legal Representative NO Professional Legal Representative
give consent ? Representative available »| available via telephone to give —p| (independent doctor) able to give
in-person to give consent within recruitment consent within recruitment
written consent within window window?
recruitment window
YES YES
YES YES
Telephone consent form NO
(signed by independent witness) Written consent should still
written consent to be obtained as be sought from personal legal
so0n as representative attends the representative, out of the
hospital recruiting window
(long/ short PIS)
and Legal Representative
Participant written consent form
consent form.
If patient regained
capacity
YES
Participant Reassess:
re-consent form. If patient has regained capacity, use re-consent
form.




Informed Consent

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

* Re _ist)ered 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



Participant Information Sheet (Long'r1s) /|

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.



Participant Consent Form

.l.-...i.II-J:...I.I. ‘E'T‘]'I |
Ls I NOLLICa J‘IMJ&\FJS_E University of
I [ Mottingham
10. | consent 1o 1ake par in the above study
{Fovmn o be prnred on [ooa' headed paper) m
PARTICIPANT CONSENT FORM John Smith 06/12/2022
[Final vershon 1.0; CBH12021) Hame of Participant Date Signature
Title of Study: Metoclopramide for Avoiding Pneumonia after Stroke (MAPS-2) Trial (—\
IRAS Project ID: 290474 |ISRCTN:40542756 CTA ref : 0305T/00TS001-0001 :ﬂax Fpi“art _ Ef"'r 12/2022 . g
ame of Person taking consent & ignature
Mame of Researcher
Hame of Participant: Please initial box
1.1, the above-named parcipant, confirm thal | have read and understand the Patient g Hame of Independent ¥Yitness Diale Signature
Information Form version numiber 1.0 dated 081172021 for the above study and have had (it necessary)
the oppartunity 10 ask questions
2. | understand that | can withdraw from the study al any time, withoul giving any reason, and
without my medical care or legal rights being affected. | undersiand thal should | withdraw Role of Independent Witness

[
(%5

from the study then the information collected so far cannol be erased and thal this
information may still be used in the project analysis

3. | understand that relevant sections of my medscal reconds and data collecied in the study
may be looked at by authorised individuals from the University of Noltingham, the research
group and regulatory authorities whers i i3 relevant 1o me taking part in this study. | give
permission for these individuals to have access lo these records and fo collect, slore,
analyse and publish information obtained from my participation in this study. | understand
that my personal detads will be kepd confidential

3 copes: 1 for parsopant, 1 fior the progect notes and 1 for the =edical notes

—
LA

4.1 understand that the information held and maintained by NHS Digital, EDRIS and other
central UK MHS bodies may be used to help contact me or my named contact fo provide
information about my health status

—
(%3]

% | agres 1o the information collected aboul me in this study being used o support other
ressarch in the future, and be shared anonymously with other researchers

"
;

6. | agres to my GP being informed of my participaBion in this study and will be asked to
provide information on my status before | am contacied for the & month Tollow up.

—
LA

7. | agresa fo you sending me 3 kEeramal with 3 summary of ihe rasulls @Nb

8. | understand thal pregnancy would exclude parficipation and agree that 3 pregaancy test
can be performed if appropriale

9. i | lose the capacity io make decisions for mysaif during the course of the study, I'd be
happy o continue in the study unless my legal representative (relative, Triend or
independant physician acfing on my behalf) raises an objection o this.

==
@ &

39



Combined PIS and Consent Form cshort p1s) 4}

« 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.

. ,fAny participant may alternatively sign this combined consent form instead of the longer
orm.

« 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.



Combined PIS and Consent Form (short pis)

| Local header |

{Form ro be printed on local headed paper) SI:}

(AAMAPS-2

Metoclopramide for Avoiding Pneumonia after Stroke (MAPS-2) study
Participant Information and Consent Form
{Final wersion 1.0: date: 08/11/2021)
What is this about?
» This study will test whether metoclopramide (an anti-

Metoclopramide for Avoiding Pneumonia after Stroke (MAPS-2) study

IRAS Project 1D 290474 ISHCTN: 40512746 CTA ref ; 03057 /0075/001-0001

Name of Researcher FlOrence Schmidt

sickness medicine) can prevent pneumonia and death in John Smith
patients who have had a siroke. Hame of Participant:
Whilst you are in hospital: 1 confirm Bhat | have been given a copy of the Patient Information Form (Vemsson 7.0) and | agres

» The doctor or nurse will ask you a few questions and will
test your speech, swallowing, eyesight, head, arms and
legs to find out how the stroke has affected you.

« You may have a scan of your head and blood tests. To be followed up for 7 weeks and at § months

= You will be given treatment for your stroke. For my GP 1o be infoermed of my participation and to provice informaion on mry status before the

« Research staff will discuss the study with you and can :f:m"‘:;"dm“ 5 50 clluctod 8 e 1 ot poooe of B skadly
i ¥ peoie
answer any questions you may have. s My information hedd by NHS digital and ofher UK NHS bodses may be used 1o help contact me o
provede nformabon aboud my health

| vl takos part in the MAPS-2 study
| wall have a pregnancy test if deemed necessary because | am of a childbearing age
For my madical records o be accessed

If you agree to take part in the study:

+ If you are a woman of childbearing age and may be pregnant, 1 understand that | am free 1o withdraw rmysell irom the study 8 any point withoul giving a reason
with your permission we would do a pregnancy test.

« You will then be assigned at random to take either the

trial treatment or a dummy treatment. Participant consent
+ You will be given the treatment 3 times a day for 2 weeks
or unfil you are discharged. E E
2 weeks and 6 months after your stroke: John Smith DﬂflE,‘rZDEE L
+ For the first 2 weeks research staff will record details of Hame of Famcpant Date Signature
your condition, your test results and what medication you
are taking. .
A researcher will call you after & months to see how you Florence Schmidt U'ﬁ',"rlzf'rZDEZ I'-_/l/ﬂﬂ:'
are, whether you have had any problems and how well Hame of Person takang consent Date Sagrature
you have recovered.
2 Risks
+ The side-effects are generally mild but include Hame of Independan Witness Duate Seyriature
' drowsiness, abnormal movements of the face and limbs, (i necessary)
diarrhoea, low blood pressure and a feeling of weakness,
all of which can be treated.
During the study: Role of Independent Witness
« [|fyou have any questions, then please ask.
» You may decide you do not want to take part anymore. Jocpan 1o parsopant, 1 tr Tae project notes and 1 for the medcal ctes

This will not affect any of your care now or in the future.
All the information we hold about you will be kept in the 41
strictest confidence. " k 4




Independent Withesses

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 withess 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.



10. | consent to take part in the above study

John Smith 06/12/2022 P
Name of Participant Date Signature

Henry Clive 06/12/2022 LQ:Q@
Name of Person taking consent Date Signature

Jane Thompson

06/12/2022 Y\@L}

Name of independent Witness
(if necessary)

Ward Nurse

Role of Independent Witness

Date

Signature

3 copies: 1 for participant, 1 for the peoject notes and 1 for the medical notes

J

B




Adults Lacking Capacity

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.



Legal Representative Consent Form

:_\_l 'll||> e

JForm 0 be printed on local headed paper)

LEGAL REPRESENTATIVE CONSENT FORM
(Final version 1.0: 08/11/2021)

Title of Study: Metoclopramide for Avoiding Pneumonia after Stroke (MAPS-2) Trial

IRAS Project 10: 290474 ISRCTN:40512746

Name of Researcher

Name of Legal Representative:
Name of Participant:

1. |, the above-named legal representative, have been consulted about the above-named
participant s participation in this research project. | confirm that | have read and understand
the Legal Representative Information Sheet version number 1.0 dated 08/11/2021 for the
above study and have had the opportunity 10 ask quessions

2. |understand that | can request they are withdrawn from the study at any ime, without giving
any reason, and without their medical care or legal rights being afected. | understand that
should | withdraw them from the study then the information collected so far cannot be
erased and that this information may stll be used in the project analysis

w

| understand that relevant sections of their medical records and data collected in the study
may be locked at by authorised indrviduals from the University of Nottingham, the research
group and regulatory authonties where it is relevant 10 them taking part in this study. | give
permission for these indniduals 10 have access fo these records and 1o collect, sfore
analyse and publish information obfained from their participation in this study. | understand
that his/her personal details will be kept confidential

4. | understand that the informasion held and maintained by NHS Digal, EDRIS and other
central UK NHS bodies may be used %o help contact my relativeffriend to provide
information about his/her health status

S. 1 agree 1o the information collected about the above-named participant in this study being
used 1o support other research in the future and be shared anonymously with other
researchers

6. | agree 1o the above-named paricipant's GP being informed of his/er participation in this
study and will e asked to provide information on their status before they are contacted for
the 6 month follow up

(EAMAPS-2

CTA ref : 03057/0075001-0001

Please initial box

tz

[

b [
w

J

5

7. 1 agree fo you sending the parscipant a letter/email with 3 summary of the study @/ NO

F-.'r-ili'.. 1am
|l .

8. | understand that pregnancy would exclude participaion and agres that a pregnancy best
can be performed if apgropriale

9. Im my opindon they would have no objection to taking part in the above study

John Smith

Hame of Pamcipant

Jane Smith e 06/12/2022 Wife

Hame of Legal Representalive Segnabare Date

Aelakonship to Partcipant

Sarah White Pl 06/12/2022 k_ﬂj
EM?“*—"“/

Hame of Person laking consent Rloke Date Signatur

3 copai: 1 for peeicpanl 1 for P prosect otil 553 1 for the madical notel



Adults Lacking Capacity (cont.)

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.



ined LRIS and Consent FOrm (short' Lris)

Local hesder |

(e

(@AMAPS-2

!
{Form to be printed on local headed paper]
Metoclopramide for Avoiding Pneumonia after Stoke (MAPS-2) study

Legal Representative Information and Consent Form
(Final wversion 1.0: 08/11/2021)

What is this about?
« This study will test whether metoclopramide (an anti-
sickness medicing) can prevent pneumonia and death in
paftients who have had a siroke

Whilst your friend / relative is in hospital:
+ The doctor or nurse will ask them a few questions, and
will test their swallowing, speech, evesight, head, arms
A and legs to find out how the stroke has affected them.
« They may then have a scan of their head and blood tests.
» They will be given treatment for their stroke.
s Research staff will discuss the study with you and can
answer any guestions you may have.

If you agree for them to take part in the study:

= [ your relafive is a woman of childbearing age and may be
pregnant, with permission we would do a pregnancy test.

« They will then be assigned at random to take either the
trial treatment or a dummy treatment. They will not know
which treatment they are receiving.

« They will be given the treatment 3 times a day for 2
weeks or until they are discharged.

2 weeks and 6 months after their stroke:

« For the first 2 weeks research staff will record details of
their condition, their test results and what medication they
are taking.

« A researcher will call them after 6 months to see how they
are, whether they have had any problems and how well
they have recovered.

Risks
» The side-effects are generally mild but include
drowsiness, diarrhoea, low blood pressure and feeling of
weakness, all of which can be treated.

During the study:

« [fyou have any guestions, then please ask.

* You may decide you do not want them to take part
anymore. This will not affect any of their care now or in
the future.

« All the information we hold about them will be kept in the
strictest confidence.

Final Version 1.0_20211108

Meteclopramide Tor Aveldding Preumaonia after Stoke (MAPS-2) study

IRAS Project ID); 200474 ISRCTNA 0512746
Name of Researcher. _JORNNY Palmer

CTA ref : 03057/0075/001-0001

MHame of Participant: John Smith

I confarn that | have boen given a copy of the Legal Represenative Information Sheet (version 7.0 and |

agree

* My friend / relative bo take part in the MAPS-2 shedy

» Nty friend [ relative will have 3 pregnancy test i deemed necessany becauss they ane of a

childbearing age
s Formy feend's / relative’s medical reconds to ba accesssd

#  For my friend | redative fo be Tolloveed up for 2 weeks and at 6 months
= For my friend's / relative’'s GP to be informeed of their participation and o provide information on their

siatus bafons he lelephons follow up

=  For my friend’s / relative’s contact details fo be collecied and used for the purpose of the stady
& For my friend’s [ relative's infformation Beld by NHS digital and otber UK NHS bodies may e used 1o

help contact them or provide information aboat Eheir health

| understand that | am free fo withdravw my friend § relative from the study at any point withoul giving a

reason

Legal Representative Consent

John Smith

Hame of Participant

Jane Smith

s

06/12/2022
Hame of Legal Regrasentalve Crabe
Wife

RelaSonship to Participant

Johnny Palmer 06/12/2022

Signature

Hame of Persen Laking comsent Duate Sgnalure

3 eopas 1 for parscpantralative, 1 for th propect fotes and 1| for tha macheal nots.
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Telephone Consent

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 Frovide 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 Fersonal 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.



1 1 li '_1

r Nottingham ((AMAPS-2

{Form o be prvied on locll headed paper)

LEGAL REPRESENTATIVE TELEPHONE CONSENT FORM
(Fimal wershon 1.0: 08M12021)

Tithe of Study: Metoclopramide for Avoiding Pneumonia after Stroke (MAPS.2) Trial
IRAS Project ID: 200474 ISRCTM:40512746 CTA ref : 03057/0075001-0001

Name of Researcher;

Name of Legal Representative: Please tick box once
o werbally agresd:
Hame of Participant:

1. |, the above-named legal represantative, have been consulted about the above-named
participant’s participation in this research project. | confirm that | have read and understand
the Legal Representative Information Sheel version number 1.0 dated 08112021 for the
above study and have had the apporiunity lo ask questions

2. lunderstand that | can request they are withdrawn from the study at any ime, withowt giving
arry reason, and without thew medical care of legal nghls being affecled. | understand that
should | withdraw them from the study then the information coBecied so far cannol be
erased and that this information may stll be used in the project analysis

N

3. | understand that relevant sections of their medical records and data collected in the shudy
may be lpoked M by authorsed individuals from the Unhversity of Noltingham, the reseanch
group and régulatory authorfies whene il is relevant 1o them taking par in this study. | give
permission for these individuals to have access fo these reconds and fo collect, sfore,
analyse and publish infoemation obtained from their parficipation iin this study. | understand
thal their personal details will be kepl confidential

4. | understand that the information held and maintained by NHS Digital, EDRIS and cther
central UK MHS bodies may be used o help contact you 1o provide information aboul nmy
relative’s | friend's / the patieni’s | have been asked to provide independent physician
consent lor health status

N K

5. | agree o the information collected aboul my refatve / friend § patient | have been asked o
provide ndependent physician consenl for in ihis study being used 10 supporl cther
research i ihe fulure and be shared anoaymously with other researchers

N

6.1 agree to my relative’'s / fiend's [ the patient’s | have been asked o provide independent
physician consent for GP being informed of their participation in this study and will be asked
fo provide information on their status before they are contacted for the & month follow wp

N

7. | agies 1o you sending my relative | iend / the patent | have been asked 1@@
provide independent physician consent for a letterienail with 2 summary of the study

5. 1 understand thal pregnancy would exclude participation and agree thal a pregnancy lest
can be performed if appropriate

9.1 agree to signing a consend form on behall of my relative / friend / the pabenl | have been
asked lo provide indapendent physacian consant for when | nexd atend the hospaal

NN

10, In myy epinicn they would have no obgeclion o laking par in the above study

g

lohn Smith
Name of Pasticipani
Jane Smith Wife
Hame of Legal Reprassnialve Relationship 1o Parbcipant
Joanna Hutchinson  06/06/2022
Hame of Person Laking consent Date Signature
Ben Jones 06/06/2022 YOS ="
Name of independent Withess Date Signature
Ward Nurse

Fiole of Independen Witness

3 copaes: 1 for pariiopant, 1 for the prosect nobes and 1 for the medical noiss
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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 Sheetl.

The independent physician cannot be connected to the research and must not be on the
delegation log.




Independent Physician Consent Example

I
((AMAPS-2

(Form to be printed on local headed paper]

LEGAL REPRESENTATIVE CONSENT FORM
(Final version 1.0: 08/11/2021)

Title of Study: Metoclopramide for Avoiding Pneumonia after Stroke (MAPS-2) Trial

IRAS Project ID: 290474 ISRCTN:405612746

Name of Researcher:

Name of Legal Representative:

Name of Participant:

1. 1, the above-named legal representative, have been consulied about the above-named
participant's parficipation in this research project. | confirm that | have read and understand
the Legal Representative Information Sheet version number 1.0 dated 08/11/2021 for the
above study and have had the opportunity to ask guesfions.

2. lunderstand that | can request they are withdrawn from the study at any time, without giving
any reason, and without their medical care or legal nghis being affected. | understand that
should | withdraw them from the study then the information collected so far cannot be
erased and that this informaticn may still be used in the project analysis.

3. | understand that relevant sections of their medical records and data collected in the study
may be looked at by authorised individuals from the University of Mottingham, the research
group and regulatory autherities where it is relevant to them taking part in this study_ | give
permizsion for these individuals te have access to these records and to collect, store,
analyse and publizh infermation obtained from their pariicipation in this sfudy. | understand
that hisfher personal details will be kept confidential.

4. | understand that the information held and maintained by NHS Digital, EDRIS and other
central UK MHS bodies may be used fo help contact my relative/friend to provide
infermation about his/her health status.

5. | agree to the information collected about the above-named participant in this study being
used to support other research in the future and be shared anonymously with other
researchers.

6. | agree to the above-named participant's GP being informed of histher participation in this
study and will be asked fo provide information on their status before they are contacted for
the & month follow up.

CTA ref: 03057/0075/001-0001

Please initial box

7. | agree to you sending the parficipant a letter/email with a summary of the study. @ND

&. | understand that pregnancy would exclude pardicipation and agree that a pregnancy test
can be performed if appropriate.

9. Im my epinion they would have no objection to taking part in the above study.

John Smith

Mame of Paricipant

Frank James () 06122022 ARE Consultant
Mame of Legal Representative  Signature Date Relationzhip to Participant
Stephen Thomas PI 06/12/2022 @9
Mame of Person taking consent Raole Date Signature

3 copies: 1 for participant, 1 for the project notes and 1 for the medical notes
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Participant Re-consent (1)

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.



Participant Re-consent (2)

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.



Participant Re-consent Example

. - ft
J N (AMMAPS-2

o on ol & If | lnse the capacity to make decisions for myself dunipg_the. coursa of the study, I'd be
PARTICIPANT RE-CONSENT FORM hz&p‘y 1dn c:acllmn[ue |n[_ the stud{' En:esﬁ frq.r Iegat:_ rlalpreierg-la_uve (relative, friend or
{Final version 1.0 08M1/2024) independent doctor acting on my behalf) raises an objection to this.
Title of Study: Metoclopramide for Avalding Preumonia after Stroke (MAPS-2) Trial .
2. | consent to take part in the above study.
IRAS Project ID: 250474 ISRCTM: 40512748  CTA pad_: 02057007 51001 -0001
Name of Researcher  Hugh Baxter © lohn Smith 06/12/2022 WW
Wame of Participant Date Signature
Name of Participant: John Smith P e
e fa]
Recently, your legal representative (relative, frend or an independent doctor where 3 relative or I\(__/‘L_I\JJ(I_/
friend could not be contacted, acting on your behalf) consented you to take part in the MAPS-2 Hugh Baxter 06/12/2022
chimcal trial. Your doctor o nurse has now deemed you 1o have regained the mental SBpasity %o A = -
consent yoursel inbo thia clnical trial. If you wish 1o consinue being in the MAPS-2 cinical tria Name of Person taking consent Dat= Signaturs
please read and sagn the consent form below:
Please initial box
1. L the above-named particpant, confinm that | have read and understand the participant - - -
information sheet version numbar 1.0 dased 081 12021 for the above study and have had EI Name of Independent Witness Date Signature

tha opporunity 1o ask questions (if nec=ssary)

[ 5]

I understand that | can withdraw from the study at any time, without gaing any reason, and
without mmy medical care or legal rights being aflected. | understand that should | withdraw
from the study then the information collected so far cannot be erased and that this
informaton may stll be used in the project analyss

Ruole of Independent Witness

(=

. | understand that relevant secons of my medical records and data collected in the study
may behave been ooked at by suthorsed indniduals from the Universsty of Nottingham,
the research group and regulatony authorities where it is relevant 1o me taling part in this
study. | give parmissicn for thas4 individuals 1o have acoess 10 thase records and to collect,
store, analyie and publsh information obtained from my participation in this study. |
understand that my personal details wil be kept confidentia

3 capias: 1 for paricipant, 1 for the projest notes and 1 Tor the madical rates

ceniral UK MHE bodies may be used 1o help contact me or my named contact to provide
inforrnatan about my health status

(L]

. | agree 1o the information collected about me in this study will be used 1o suppont other
reseanch in the future and may be shaned anonymously with other reseanrchers.

8. | agres 1o my GF being nformed of my participatson in this 3tudy and will be asked o
prowide information on my status before | am contacted for the 8 month follcw up

| understand that the information held and maintained by NHS Digital. EDRIS and cther

| agred so you sending me 3 leneremal with 3 summary of the results D



REDCap:

Basic data entry, e.qg:

- Baseline;

- Daily clinical monitoring log;

- Day-14/discharge follow-up;

- Pneumonia diagnoses;

- Vital status;

- Microbiology / Antibiotics.

fREDCa

Research Electronic Data Capture

P

Databases

/ Supporting site: \

- Randomisation;

- Electronic delegation log;

(Uploading of documents via secure vau/t/

Project Bookmarks

4 Add new participant
4 Randomise

= Supporting site

(= Trial documents

=+ Printable CRFs

Reports Q Search S Organize JSEdit |—



Randomisation

ﬂEDCap”

- mgziok | Log oul
[E My Projects

& Contact REDCap administrator
Project Home and Design

# Project Home - B Codebook
B Production

Data Collection

&2 Survey Distribution Tools
B8 Record Status Dashboard
B 2dd / £dit Records

Applications

& Calendar

[B: Data Exports, Reports, and Stats

B Logging and &b Email Logging

® Ficld Comment Log

& File Repository

2 User Rights anc 282 DAGs

& Customize & Wanage Locking/E-signatures

B Data Quality

Project Bookmarks

[* Add new participant (step 1 of 2)
[* Randomise (s2ep 2 of 2)

[* Supporting site

[+ Delegation log

[ Trial documents

[# Printable CRFs

Reports QiSearch @Organice  #Cdit
Recruitment
Call GP for & months follow-up
Miszing CRF or Data
Maonth & follow-up
Follow ups
& month follow up monthly totals

Help & Information

O Help & FaQ

EE Video Tutcrials

[®* Suggest a Mew Feature

B8 Contact REDCap administrator
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In REDCap, select ‘Add participant’ on left toolbar
Add a new record
Add initials and then 'Save and Stay'

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

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

£ Survey Distribution Tool * Randomisation
B Recor €001-0082
B Add Event: Randomisation
- Participant ID C001-0082
= Metoclopramide for Avoiding Pneumonia after
(BMAPS-2 Stroke Trial

ISRCTN 40512746

New participant form v1.5

Section A: Participant identifiers

Al.Centre name

A2, Participant ID C001-0082
A3. Participant Initials

Enter the participant’s initials.

XTI to save the partidipant 0

Then, enter the participant details for randomisation.

Click o

Form Status

Complete? Incomplete +

0y

e e

- Cancel -

i

call GP for & months follow-up

External Modules Blinage =



Randomisation

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

* Randomisation

(D Record Home Page

t 1D C001-0041

Record "C001-0041" is a new Participanf ID. To create the reco oo

Participant ID C001-0041

The grid below displays the form-by-form pfogress of data Metoclopramide for Avoiding

entered for the currently selected record. You may click on Baas Pneumonia after Stroke Trial
the colored status icons to access that forgh/event. ' Room S/D2105, Sroke Trials Unic

ISRCTN 40512746

e, University of Nottingham
Centre, Derby Road Nomingham NG7 2UH, United Kingdom

APS-2 trial office (maos-2@nottingham ac.uk
APS-2 trial office (ma 2 0g 3 )

Baseline and randomisation form DRAFT 0.5
Section A: Participant identifiers

A1l. Centre name
NEW Participant ID C

A2. Participant ID C001-0041
A2. Participant Initials

A3. Date of birth
Data o
Collection Day Day D
RO ndomishtion 1 2 Section B: Inclusion/exclusion criteria and consent
Instrument
'\ar. a A%y @ Inclusion criteria
- omisation
) < B1. Adults (18 years and over) ® Ve

Daily clinical %
monitor Ag [GS B2. Clinical diagnosis of acute stroke ® Yes %

Raciilre Af Fiilnrac B3. Within 9 hours of symptom onset (in wake-up stroke the
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Randomisation

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

Complete? Complete v
e Project Bookmarks
Localising q. . r e : | £ 7y
£3. BEST Motor response “esicuipmir . (= Add new participant (step 1 of 2)
2- pxension [+ Randomise (step 2 of 2)

1 - None NCUTINg anaesthetized and venuiated . .
pafents - ‘ [+ Supporting site

(= Delegation log

Section F: Randomisation
F1. Weight (kg)
0 [= Trial documents

[=+ Printable CRFs

Form Status

Complete?
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Randomisation

7. Check the information in the randomisation summary, and click the link to the
the ‘success page’

Room SOI103, Stroke Trisks Unk
Schand of Medone. Uneverary of Nottmgham
Quwws's Machcal Carere. Dertry Road
Motringham NG7 2UM. Urited Kingdom
MAFS-2 trial ofce <mash@noinghar. oc. k>

TEST Royal Stoke University Hospital, Stoke-on-Trent Investigator: Athfi Mufied Log out Room /02105, Soreke Trishs Unik
Schonl of Medicing, Usversity of Nettingham

hant list Queen’s Mackeal Contre, Derby Road
Nottiaghasn NGT 2UH, Unand Kngden
R24C MAPS-7 wria office <medhiromingham acuk>

MAPS-2 randomisation Redirect page

TEST Royal Stoke University Hospital, Stoke-on-Trent Investigator: Athfi Mufied Log out
— Participant details — « Back to participant list
Participant ID: C001-0041 « Beturn to REDCap site

Initials: NJY

Age: 99 years old Please click the following link to continue.

Sex: Female
Weight: 185.00 kg

& SUCCESS pade

Centre name: Stoke-on-Trent, TEST Royal Stoke University Hospital
Repatriates: %
NIHSS: 17
mRS: 2

Date/time of onset: 2 Nov 2021 10:48 GMT
(3 minutes ago)

Date/time randomised: -
Time to randomisation: -

Treatment group: Not randomised
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MAPS-2 trial — DEVELOPMENT SITE
Metoclopramide for Avoiding Pneumonia after Stroke 2

10. The left page should be displayed, which shows a

== summary of all of the participant’s randomisation
25;;iiz—f:o;f_q91-oo41 Initials: NJY Sex: Female InfOrmatIOn, e.g o
i ca oo e s e Mokt aade Tt e The name of the randomising investigator

Plesse re

Pleas

Metoclopramide hydrochloride (5 mg per 1 ml solution for injection)
2 ml (10 mg) to be given via IV or via nasogastric tube three times a
cay for 14 days.

\ Participant’s trial ID number

Participant’s their allocated treatment arm.

You may wish to print this page. [Print

* To view the data you have enterad, please click harg,

* Please enter the participant’s contact details into the

Plea

secure vault. These will be encrypted and stored separately,
not in the pseudonymised databasze that you are currently
ogged into for MAPS-2,

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

se don't forget to provide us with copies of the following.

* Consent form(s)

e Drug chart _s".:r;.i-; treatment prescribed and time given)
* Chest X-ray report

* Daily log (once complete)

Participant details
Participant ID: C001-0041
Initials: NJY
Sex: Female

Identifiable data will be kept separately in the secure

Date of birth: 15 Sep 1922

vault, whereas all other data will be kept in the

Centre name: TEST Royzl Stoke University Hoszpita
REDCap database.
NIHSS: 17
mRS: 2
Date/time of onset: 2 Nov 2021 10:48
Date/time of randomisation: 2 Nov 2021 10:52 GMT 60

Time from onset to randomisation: 4 minutes (0.1 hours)



Manual Randomisation Instructions

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.

The CI will inform the site of the participant’s allocated treatment.
If still unable to access REDCap, sites should use the randomisation paper CRF.

Nottingham STU will attempt to resolve the REDCap login issue. Sites should continue to
use paper CRFs in the meantime.

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!).

UoN will manually update the system with the participant’s randomisation result.



REDCap

- mgzlok | Log oul
[E) My Projects
& Contact REDCap administrator

Froject Home and Design

& Project Home - B Codebock
= Production

Data Callection
£2 Survey Distribution Tools

B8 Record Status Dashboard

E'l Add f Edit Records

Applications

¥ Calendar
B- Dsta Exports, Reports, and Stats

=] Logging anc S Emai Logging

q @y Field Comment Log

= File Repasitory
. .
: User Rights and =@ DAG=
@ Customize & Manage Locking/E-signatures

B Data Quality

Project Bookmarks

[+ Add new participant (step 1 of 2)
[* Randomise (step.2.of 2]

[* Supparting site

[+ Delegation log

Accessing the Secure Vault

You have successfully logged in.

Please ncte that you will be automatically logged cut if you stop using this site for cver 1 hour.

Log into REDCap;

[[All hospitals] v| | Go
| Find centre | Trial number(s): | ]

Participant list

Select “supporting site”;

Data reports

Site delegation log

Select “participant list”; l

Select relevant participant; C001-0001 |23 Nov 2022 23 Nov 2022¢| Enter

Choose data type and click “access secure vault”; l

Please choose a data type
to access the secure vault

Choose file to upload; )

[ Consent form(s v |

Upload file.

Switch to the secure vault site

l Please only upload a file relating to
this MAPS-2 participant and the
document type indicated below.

MAPS-2 participant ID: C001-0015

Document type: Consent form(s)

Choose file | No file chosen

Accepted file formats are PDF, JPEG, PNG and GIF.

Upload file Return to MAPS-2 site



Documents Upload

« The following documents are to required to be uploaded for each participant:
v Consent form (within one working day of obtaining consent);

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

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

v [PSEUDONYMISED] any chest x-ray reports (not images).



Electronic Delegation Log

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:

Dear XXX,

Roles and

We invite you to participate in the MAPS-2 trial, which recruits acute stroke responsibilities*

patients in hospital with dysphagia and aims to improve functional outcomes

with metoclopramide. » | Site investigator v

I
Please It_:lick here|to respond. This is a necessary first step before you can be m (J)
authorised using the online delegation log relating to the following hospital. Biological samples (T)

» COOX: XXX Hospital

You have been assigned as the )E)E){| 64



Electronic Delegation Log

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

Certificate/ Roles and
date trained responsibilities*

Log

1D Investigator name/ID

Delegation log status

- XXX Pending) Site Investigator (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) 1

Roles and

responsibilities* Delegation log status Action

PIs should double check that A ok et s
- Ite investgalor v ot autnorise uthorise

the correct boxes are tlckled — 0 [EEr——

before authorising their staff! Biological samples (T)




New Trial Personnel

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.



Adverse Events

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.



2)

3)

4)

5)

Adverse Events (not to report)

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

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

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

Overdose of concurrent medication without any signs or symptoms.

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.



Adverse Events (not to report)

« Outlined in Appendix 3. in protocol — do not report these in the CRF.

APPENDIX 3: Expected Stroke Symptoms and Complications

These events are not subject to expedited reporting.
*  Pneumonia. complete the Pneumonia Diagnosis form
= Death due to the presenting stroke or its complications: complete a Motification of
Death form.

All other expected ztroke symptoms and complications to be recorded in patient potos..
These events are aspects of the original gqualifying disease and do not constitufe
adverse events.

* Sftroke sympioms (reduced level of consciousness, confusion, hemianopia, double
vision, facial paresis, other cranial nerve palsies, hemiparesis, hemi sensory loss,
ataxia, incoordination, speech problems, dysarthria, hemi inattention, dysphagia
Extension of the initial stroke

Haemorrhagic transformation of the stroke

Malignant cerebral cedema

Venous thromboembolism

Afrial fibrillation

Carotid artery stenosis

Decubitus ulcer

Shoulder pain

Other musculoskeletal paing

Urinary incontinence

Urinary retention

Dehydration

Renal impairment

Hyperiension (unless it is very severe and has only started after randomization)
Dyzlipidaemia

Headaches

Cenfusion

Dredirium

Falls

Fractures

Elective and diagnostic procedures (carofid endarerectomy, PEG insertion,
endoscopy)
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Serious Adverse Events (sag

« 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.



Serious Adverse Events (sag

« Sites should collate the SAE information using the University of Nottingham ‘RF1 TAO014
(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.



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

a) Sudden in its onset (e.qg., 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.



Participants who experience an AE or SAE may be withdrawn temporarily or permanently

Participant Withdrawal

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.

Other events

u
ication Serious
/erse  Protocol Withdrawal
\ ent violation notification

niwithdrawal

Adv
Ev

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:

Transfar

From

hee First

Hospital  Discharge

EB

‘neumonia Admitted To The

Diagnosis

To To An | Community

Other events

Checknotification
Of

Deathwithdrawa

Serious
Adwverse Protocol Withdrawa
Event Viplstion Motification

B2. Type of protocol violation

Patient randomised under 18 years old
Randomisation > 25 hours symptom onset
Patient randomised with NIHS5 < 6

Patient randomised with NIHS5 »6, but no
dysphagia

Patient randomised with probableldefinite
pneumonia at screening

Patient randomised with contraindication for
metocloprarmide

Patient randomised with clinical indication for
regular anti-sickness medication

Patient randomised with known renal failure
Patient randomised with known liver cirrhosis
Pregnant [ Ia
Patient randomised with life expectancy of <3
months

Patient randomised whilst co-enralled in CTIMP
without sponsor agreement

ing patient randomised

Patient randomised without consent obtained
fram themselves or legal representative
Consent taken by investigator not on delegation
0g

Missed more than 8 doses over 14 days or given
ess than 80% of reguired doses in the treatment
period

Incorrect treatment given {patient given
metoclopramide when prescribed placebo, and

vice wersa)

10mg/2mil dose given to pa
Failure to report SAE / SUSAR wi
knowledge of event

Incorrect route of trisl treatment administration
Any other deviation/
above (please specif

ent weighing < 60kg
thin 24hrs of

tion not men

reset



Investigator Site File (ISF)

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

/ v'Contacts sheet v'Signed file notes \

v'Trial development documentation v Approved and localised patient-
v' MAPS-2 protocol (final & facing documents (consent forms,
superseded) PIS, GP letter)
v'Regulatory approvals v’ Signed clinical trial agreement (CTA)
v'Training log, CVs & GCPs of trial v'Signed consent forms
personnel v’ Signed SAE forms

v Amendments
K v'Site monitoring plan /

« We are not sending physical binders to sites.




Trial Monitoring

« 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:

v Confirmation of informed consent (via secure vault);

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

v ISF monitoring;

v’ Patient file monitoring.



Monitoring the ISF

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

Training logs

Correct versions of patient-facing documents (PIS, RIS, GP letter, etc)
Ethical approval letters

Printed CRFs

SAE forms

Signed consent forms

CVs / GCPs

B W N o=



Monitoring the Patient Files

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

Randomisation result and eligibility
Consent form and GP letter

IMP chart / prescription

Baseline / follow-up scan reports
Adverse event log

B ) Do

Protocol violations affecting participant



Commonly Found Issues

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.qg.,
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.



Co-enrolment A

 Participants cannot co-enroll into trials not sponsored by the University of Nottingham
unless an agreement is in place:

% ®

TjcH-3 AT TEST?2

|

PhEAST

RECAST I OPTIMAS




Awareness Poster

(f The Metoclopramide for Avoiding
MAPS-2 Pneumonia after Stroke trial

Purpose:
Is to assess whether metoclopramide (antiemetic) reduces aspiration pneumonia
and mortality in patients with moderate to severe strokes swallowing difficulties

Whao will have been recruited?
Adults with acute stroke
Within 24 hours of symptom onset
NIHSS 10 or more Or NIHSS between 6-9 with a failed swallow screen
Consent by patient (or relative) to take part

Why is this ward involved?

« Patients eligible to take part in MAPS-2 may be on this ward.

«  Their trial treatment and clinical observations need to continue up to day 14
or day of discharge if earlier.

Treatment allocation and blinding:

« Participants will have been randomly allocated to receive metoclopramide or
normal saline for a maximum of 42 doses/14 days.

= They have an equal chance of receiving either treatment, it is important that
participant and their families do not know which intervention they have been
allocated.

« Metoclopramide (IV preparation ) or normal saline will be administered by
NG or IV, 3 times per day as per drug chart. No other
preparation is approved.

« Scan the QR code to watch video guidance on how to give
Maps-2 trial drug:

+ Ifthe participant becomes unwell in any way, please inform the
research team as soon as possible.

+  Please make the research team aware of any issues with the administration
or unblinding of the trial treatment.

Plis :
Research nurses:
Contact tel

MAPS-D awarensss nnstar recrilbmeant sifec Wi FNFANARA

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.



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?

e Six month in-work training/mentorship opportunity.
e Provides practical experience for health and care professionals starting their research career

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

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

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




Green Light Checklist

v Signed training log for all staff.

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

v Signed contract.

v Confirmation of C&C from R&D.

v’ Staff to be authorised by PI on electronic delegation log.



Questions?

Thank you for listening.

Clinical /emergency queries: 07740 372 852

Email: MAPS-2@nottingham.ac.uk

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




