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Standard Operating Procedure (SOP) 007

Guidance for completion of Case Report Forms

Scope

To describe the process for completing the paper Case Report Forms (CRFs).

How to collect data

Guidance on the data points to be collected is provided on some of the CRFs and within this SOP.
The completion of the paper CRFs before entering the data on to Macro is optional (apart from the Serious
Adverse Event Reporting Form, when applicable). The paper CRFs reflect what data is being collected on

Macro, therefore they might be useful to use prior to uploading the data. Section 8: Case Report Forms, of
the ISF lists all CRFs to be used.

Who completes the CRFs?

Site research staff authorised to complete and sign off the paper CRFs as per the PICnIC Delegation Log
(Section 12: Site Staff Information, of the ISF).

Instructions for completion of CRFs

e CRFs should be completed in a timely manner, following the data collection time points.
e Permanent ink (blue or black) should be used to complete the CRF. Pencil should not be used.

e Fields should not be left blank. If the data are not available, please write ‘not recorded’ (NR) or
‘unknown’ (UK). Use the comments section if you wish to provide more information.

e Check that the data entered corresponds with what has been recorded in the source data
(e.g. medical records, lab results).

e If a correction needs to be made, do not use correction fluid. Put a single line through the entry, enter
the correct value and initial and date the correction.
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Ecology Surveillance CRFs

These CRFs should be used for the Ecology Surveillance Periods at all sites on week 1, 10 and 20. They are
for all patients admitted to the PICU during these time periods only, regardless of ventilation status.

Surveillance Number

The Surveillance Number should be taken from the ‘PICnIC Ecology Surveillance Number List’ in Section 6:
Screening and Enrolment, of the ISF and should be written on each CRF page to help ensure the correct
details are being recorded for the correct patient. (See SOP 003: Patient screening and enrolment for

further details).

Surveillance

Please complete for all patients admitted to the PICU, regardless of
wentilation status during any of the three ecology surveillance periods

AL

|: Number /

~
Which Ecology Surveillance Week was the patient admitted in? Week 10 (

oy
week20 (20 |

Lo vzl V]

Date of admission:

Samples

Allocated Surveillance number

Select which week the patient was

admitted to PICU

The question about enteral feed intolerance is referring to feeds reduced in volume or withheld due to

clinical concerns about feed tolerance or gastric motility.

The samples to be taken and data recorded on are:
e Nasopharyngeal
e Stool/rectal swabs
e Urine (if clinically indicated)
e Sputum/secretions from the endotracheal tube
(if clinically indicated)
e Wound swabs, if present (if clinically indicated)

If 2" sample is not required (due to timing in PICU or
refused consent) record N/A on the CRF.

See SOP 012: PICnIC Samples for details of
sampling procedures.

Microbiology results

Was the patient on enteral feeds prior to samples?

Has the patient had enters feed intolerance prior to sample

Nasopharyngeal

Stoalfrectal

=0l

=0 C“I—-i
I—-+

ETT secretions

A: Mot Applicable

Woand Yes (_\ m B: Not taken, missed
C: Not taken,
I: clinical reason for
M o - omission
Wik the patient on enteral feeds prior to samples? ¥ Mo li_/'
Has the patient had entersl feed intolerance prior to samgple? | (_) m
- -
Nasopharyngeal |v=> Q}| N
<
Stoolfrectal | ( |
5 ves (1)
U,
- _
Date of discharge from PICU | | l/| | l/"] 2 | | | |

If any samples gave a positive result they should be recorded on the ‘Outcomes’ page. If there are further
positive microbiology results, these can be recorded on additional pages.
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If yes, please specify all antibiotic/resistance

» ' ) ) — = markers here, which may include the below:
Did any samples taken from admission to PICU to discharge yield a positive culture result?

If yes, please complete a box below for each positive sample from this admission:

r Gram positive: vancomycin, penicillin,
Site of positive sample: flucloxacillin, gentamicin, linezolid
Nasophyngeal (_/‘\ Stool/Rectal C ) Urine ( ) ETT Secretions (; ) W,_,.M). ‘
oate/rime of samptecatecion: | 0 | 0 [/ [ |2 [o [ ][] [ [ v ][#]w] teshourcoc Gram negative: o-amoxiclav, piperacillin-
tazobactam, Ceftriaxone, ceftazidime,
N If yes, specify .. . . . .
Sample Result Present? Organism res;:;‘a[:::;?:::m? aulimum/;esislan:e gentamicin, amikacin, ciprofloxacin,
marker
Gram Negative Bacteria “(} (7) C) O ertapenem, meI'Openem
Gram Postive Bacteria | (1) () (__j C_)
Virology N ) C\: CJ . .
o N - Three markers if applicable: ESBL, AmpC and
Fungal f;) C) OJO)
other (‘) /\") C)\ (') carbapenemases

Fungal: fluconazole, amphotericin B,
echinocandin
If the same sample result on a specific date has more than one

organism, this can be noted on the CRF (On Macro, if yes is selected for ‘antimicrobial
resistance present’, you will be able to select
(Further drop options on Macro will allow collection of this) what antibiotic the resistance is to, and the

markers if applicable. Radio button options
will be provided for the above options, as well
as space to write your own if not mentioned).

Usual Care CRFs

These CRFs should be used at all sites during Period One Usual Care (weeks 2-9) and Period Two Usual Care
(weeks 11-19). Period Two Usual Care CRFs will include additional safety monitoring pages (please see
Safety CRFs section below).

Study Number

The Study Number should be taken from the ‘PICnIC Study Number List’ in Section 6: Screening and
Enrolment, of the ISF and should be written on each CRF page to help ensure the correct details are being
recorded for the correct patient. (See SOP 003: Patient screening and enrolment for further details).

Admission

Patient details should be completed at the top of the CRF and then information confirming their eligibility
and enrolment based on the inclusion criteria.

Age should be determined in days (if less than 1 week), in weeks (if less than 1 month)
or months (if between 1 month — 47 months) and then in years (if 4 or over).

_ \
)

Age: Days [ | Weeks[ | Months || Years| |
(if less than 1 week) (if less than 1 month) (if less than 4 years) (if 4 years or over)
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Date confirming eligibility
should be after date

Date & Time of commencing
invasive mechanical ventilation:

commencing invasive

A

VI 2 | 0 ‘ ‘ ‘ ‘ ‘ ‘ | ‘ ‘ (24-hour clock)

ventilation and date of
admission.

Duration of ventilation expected to be >= 48 hrs
(from ventilation start time)

Time of invasive

Expected to still be on ventilation day after tomorrow?

(from the time of screening)

mechanical ventilation
should be actual intubation

ves ()] no (W)
s AN
Van )

time, e.g. time of

Date & Time confirming eligibility:

1

M 2 | 0 ‘ ‘ ‘ ‘ ‘ H ‘ ‘ (24-hour clock)

intubation from local
hospital

Study Number:

Admission samples

HEEN

should be taken as part
of routine care and

\:

Were samples taken on admission to PICU?:

therefore do not
require consent. They
should ideally be taken
within 6 hours of
confirming eligibility.

Weekly Surveillance

The question asking about enteral feed intolerance is referring to feeds reduced in volume or withheld due

to clinical concerns about feed tolerance or gastric motility.

The samples to be taken and data recorded on are:

See SOP 012: PICnIC Samples for
details of sampling procedures.

e Nasopharyngeal

e Stool/rectal swabs

e Urine (if clinically indicated)

e Sputum/secretions from the endotracheal tube (if clinically indicated)
e Wound swabs, if present (if clinically indicated)

Additional pages are available for those that stay over two weeks, with a space to write the week number
beside it, e.g. week 3 sample 1, week 3 sample 2, week 4 sample 1, week 4 sample 2.

The date of the first sample in PICU should be at
admission. This is expected for all patients

‘/%& Date first samples in PICU taken: | | I ) 2 | ] | |
"~ ndi
s the gaiest o enteral feeds prioe 1 sampies?
Haz the patient hiad entera| feed intolerance prior to sample? ves( o)
Completing the o N ryo ‘k N“\‘
study number il — e — | = f..'"| = S
help ensure the (1] - = —

Urine

correct details
are being
recorded for the
correct patient

ETT sacrations

)
wounds ves )
i

A: Mot Applicable
B: Nt taken, missed
€ Mot taken,

chinical reason for
amiszian

Update week number if using additional pages

!

Stool/rects

Urine

ETT sacrations

Wounds

Further samples which are not part of routine care should only be taken if consent has
been provided. If consent has been refused, N/A should be selected.
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Outcomes

Any healthcare associated infections should be recorded at the top of this page during the patient’s stay,
detailing whether it was presumed or confirmed (they would only be presumed if clinically suspected
without microbiology). They should be for cultures taken after 48 hours from PICU admission.

If any samples taken on admission or twice weekly gave a positive result they should be recorded under
‘Microbiology Results’. If there are further microbiology positive results to document, please complete
them on the ‘Outcomes (additional pages)’.

If yes, please specify all antibiotic/resistance
markers here, which may include the below:

- ~
Did gny samples taken from admission to PICU to discharge yield a positive culture result?
o .

N o Gram positive: vancomycin, penicillin,
If yes, please complete a box below for each positive sample from this admission: _— .. . .
_ flucloxacillin, gentamicin, linezolid

Site of positive sample:
Nasaghyngeal () stoolfrectal () urine (0) £T7 Secretions Gram negative: o-amoxiclav, piperacillin-
tazobactam, Ceftriaxone, ceftazidime,
Date/Time of sample collection ‘ | [/I | M 2 ‘ 0 ‘ | | ‘ ‘ | ‘ .. . . . .
gentamicin, amikacin, ciprofloxacin,
Sample Result: resen? | Orgorism | | Anmirobisl antbigd  restance ertapenem, meropenem
B marker
Gram Negative Bacteria :::\ CJ C} O . .
Gram positva Bacteria | (1) (1) OJ0) Three markers if applicable: ESBL, AmpC and
Virology 010 OO carbapenemases
Fungal OwW OO
Other D D D ..
e O ) Fungal: fluconazole, amphotericin B,

echinocandin

If the same sample result on a specific date has more than

(On Macro, if yes is selected for ‘antimicrobial
one organism, this can be noted on the CRF.

resistance present’, you will be able to select
what antibiotic the resistance is to, and the
markers if applicable. Radio button options
will be provided for the above options, as well
as space to write your own if not mentioned).

(Further drop options on Macro will allow collection of this).

Antibiotic Use
Antibiotic use should be recorded from index admission up to 30 days. If patients started antibiotics prior to
admission and continue to be on them, these can also be recorded. Patients should have noted the generic

drug name, dosage, start and end dates. If further antibiotics need to be recorded, additional antibiotic use
pages can be used.

Antibiotic Name™* **Use generic drug name written in BLOCK CAPITALS

Each new antibiotic administered
> during PICU admission should be
recorded in a new box, including if the
route changes (e.g. if IV to oral they
Rasson for end Facose AdverseOrg ot (D pamses would count as separate courses).

Negative Blood
Cultures

nitial prescribed
Dose: mg

Date/time start of

0 5 24-hour clock
course: . |

Date of end of course: 2.0 Still on antibiotics at PICU discharge / 30 days pgstenroiment

If the patient is still on antibiotics at PICU discharge or 30 days post enrolment, you do not need to complete
the course end date or the reason for end of course.
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Discharge

The date of the first successful extubation should be recorded. This is defined as the patient being
extubated for at least 48 hours without having to be reintubated.

What was the patient status
when they were discharged from
your PICU? —>

What was the patient status
when they were discharged
from your hospital? This
date/time should be after

PICU discharge. /

If alive, they would be
discharged from your acute
hospital (potentially to their
usual residence) or
transferred to another
hospital. (If transferred to
another hospital the
‘ultimate hospital discharge’
box should be completed).

TN N
Status: Alive |( | Dead | )
N AN
Date/time: ‘ ‘ \1/1 | \4 2 ‘ 0 | 2 ‘ | ‘ ‘ ‘ ‘ ‘ ‘ (24-hour clock)
Y (_/ Discharged from acute hospital
Status: Alive ( ) —
~
p— ( ) Transferred to another hospital (complete the ultimate hospital discharge box)
/
Dead ( \‘|
_
Date/time: ‘ ‘ L/‘ | \/‘ 2 ‘ 0 | 2 ‘ | ‘ ‘ H ‘ ‘ (24-hour clock)

To he completed if transferred to another hospital

N N
Status: Alive \/ ) Dead | |

AN N/
o[z le]=]]

|

The ultimate hospital discharge details are following the transfer of
the patient to another hospital. If required, these can be obtained
using NHS Spine or by contacting the receiving hospital.

For example, when the patient returns to their usual residence,
after they have been transferred to another hospital (this will be
later than the PICU discharge and hospital discharge date).

What is the patients survival status as of 30 days post enrolment? (Please only answer if patient was discharged prior to this time).

Status: N

)

confirmed via:

Alive —_——

‘( | Hospital records linked to NHS Spine
=
A

Y
S
~
S/
™~

| Contact with GP on or after 30 days post enrolment
\'\’ ) Contact with local hospital on or after 30 days post enrolment

Data on survival status should only be provided if the patient was discharged prior to 30 days post

enrolment into PICnIC.
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Intervention (SDD) CRFs

These CRFs should be used at sites randomised to receive SDD intervention during Period Two (weeks 11-
19).

Trial Number

The Study Number should be taken from the ‘PICnIC Study Number List’ in Section 6: Screening and
Enrolment, of the ISF and should be written on each CRF page to help ensure the correct details are being
recorded for the correct patient. (See SOP 003: Patient screening and enrolment for further details).

Admission
Same as above

Weekly Surveillance
Same as above

Outcomes
Same as above

SDD Administration

SDD treatment should start within six hours of being identified as eligible and continue for a maximum of
30 days (treatment period) or until the patient is extubated / no longer mechanically ventilated. If a patient
is subsequently re-intubated (either during this PICU admission or readmission from another inpatient
area) during the treatment period, SDD should be restarted and administration data recorded. All
treatments provided should be recorded on the ‘SDD administration’ page and additional pages can be
used.

SDD suspension dosing

0-4 years 5-12 years | 213 years

25ml Smi 10ml
5 me dose given echanica Oral paste given* LS
{8 por day, quolmlunlfuulnimuhaud} o ;a r.u}gl M\l’e:tilale;ly :m‘m} zi:f‘"i::"'
The patient should receive 4 doses
per day of SDD treatment, every six Dose U_||__L| ves[¥] wo[W] [ves[ 7] wo[W]
hours while intubated. I
no'on
Record the time each dose was given Doy =t e | el e el
fc?r that date or indicate if it was not i
given. s T ) i) i
orgiven [7]
Dose 4 | ves[ ¥ ] we[r r’esD VGD
Hatguent [ 1 | * Please complete
deviation form if
dose not gi\h’.‘ﬂ
Dosing Time dose given Mechanically | Oral paste given* wf;::‘:':on AND melilrhanll:lall
For each expected dose you should indicate if the SDD Oral
Paste was given and write the amount of Gastric Suspension
given (please use the SDD Suspension dosing table for guidance
on the correct dose)
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If one or both SDD treatments were not given AND the patient was mechanically ventilated, then please
complete the ‘SDD Administration Deviation’ CRF.

SDD Administration Deviation
This page should only be completed if one or both SDD treatments were not given AND the patient was
mechanically ventilated on the ‘SDD Administration’ page.

Oral Paste Syringe Gastric Suspension

X D Not in PICU Dmu by mouth D Notin PICU Dwn mouth
Ensure the study date and time N N
match up with what has been Study date Pabie 0 admiister ia [ ] pese missed nable oadminter ia [ ] ogemisses

D:H:I:I Omitted on clinican’s l:lgmnmm.\,mﬂ Omitted on clinican’s |:| D not available
H ™ ‘ instruction instruction

specified on the ‘SDD

>
Administration’ page where s [ L] 22 o g
the deviation occurred. v /

\

Please specify the reason the SDD treatment was not given. Ensure to
select NA if the deviation did not occur for that particular route.

Antibiotic Use
Same as above

Discharge
Same as above.

Safety CRFs

These CRFs should be completed for patients enrolled during Period Two until PICU discharge. Please

ensure safety data is recorded for all readmitted intervention patients on SDD. Please see ‘SOP 009: Safety

Monitoring’ for further details on safety reporting processes.

Safety Monitoring
This page should be completed for all patients indicating if they have had the event or not. For those on
Usual Care, only NG tube blockage will be required to be completed.

Study Number ny(’;J fp)
T el
|f the Speciﬂed a ncl “Choking on paste’, ‘Allergic reaction to SDD' and "Adverse Events (other)’ is N/A if the patient is not receiving SDD intervention
treatment, L.e. on Usual Care.
expected Adverse
Event occurred multiple
. Severity*:  Start date: Start time: (24-hour clock) Related":
times,youcanmakea  ——— | cwiee [ CLYCTYERED]CIICT] [
note of this on the CRF. Choking onpaste ] CLE T | T [
wessoee K] [TYEEEEL COEE [

(Macro will allow you
to put multiple dates

and times of the event If the specified and expected Adverse Event did not occur, record

if required) severity as ‘0’
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Any Adverse Events that occurred but are not specified should be recorded under ‘Adverse events (other)’,

completing the severity dates/times and relatedness.

Adverse event: Severity:  Start date:

Start time: | 24-hour clock)

[ 1 [ EEWY

T

Serious Adverse Event Reporting Form

Related:

0

A separate Serious Adverse Event Reporting Form should be completed for each event that meets the
criteria of severity: 3 = Severe, 4 = Life-threatening or 5 = Fatal. It is important to complete all sections of
the Serious Adverse Event Reporting Form, especially the below essential criteria in the first instance:

Why was the

Hequired rew or I
event serious: |

prokanged hospitalization

/ ancmalyibirt defect

ey Flesuling in persistent or

Yy - x
 signiFcant dsabiitycapaciyy ) e (SPecvl

Resulted in congenital

o [ ]

Id N e _
([ ) Resoied () Rescbeed wih sequeiae Persisting
J \

~
-
‘Worsansd i Fats ) Mt assaszabio

- R
L - —

SAE Assessment

Treatment | Date 8 Time | Dose Given | Causal Relabionship | Expectedness | Action Taken
af most to event
wcent 0 =Neona
ademiminiration 0= Nors 1 =Espected | ! = Treatment Deayea
=ity 2= Unexpecied| 12 Do rded
(ommmyy) 2 Possitly | 3= Trestment reduced

4= Troatmant stoppesd

Reasonds] for
aetion taken

SDO gastnz| Dae

sssss on (il
panzon | 4

soDom | 9%
paste = {syrings] |

e Causal relationship of the event to the study

e  Expected (specified) or Unexpected (other)

Event name

Date and time of onset

Severity

SAE assessment to only be completed if patient received SDD intervention. The details of the ‘dose given’ for
the SDD treatment should correspond to the single dose given to the patient before the event occurred.

Please update all follow up details as soon as possible.

Where to store completed CRFs

Any completed paper CRFs should be filed securely with a File Note in ISF Section 8: Case Report Forms,

detailing the exact location of storage.
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