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What is Acute Aortic
Syndrome (AAS)?

 AAS s a group of potentially life-threatening diseases involving the aorta,
the largest blood vessel in the body.

* AASincludes:
— Aortic dissection
— Aortic intramural haematoma
— Penetrating aortic ulcer
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Rationale for Trial

AAS affects approximately 4,000 people each year in the UK

Chest pain (80%), back
pain and abdominal
pain are the most
common presenting

symptoms of AAS

These symptoms
account for 2 million ED
attendances per year in

the UK due to other
illnesses and disease

DAShED Training Slides_v1_03082022

This creates a

substantial diagnostic
challenge
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Rationale for Trial coninea

* Prognosis of AAS is best when patients are treated early.

* Mortality increases 2% per hour of delay

* The misdiagnosis rate during patients initial ED attendance is estimated
between 1-3% to 1-7%. This leads to worse outcomes.
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« Computed Tomography Angiography (CTA) has
a high sensitivity for AAS.

* However, CTA over testing leads to diagnostic
yield as low as 2-3%.

* Unrestricted use of CTA's incurs significant
costs, has resource implications and leads to
potentially avoidable exposure to ionising
radiation.

¢ Chest X-ray, D-dimer and SCOfing SYStemS are
some tools clinicians use to help decide
Whether a patient needs a CTA. https://radiopaedia.org/articles/aortic-dissection?lang=gb
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Clinical Decision Making
Scoring System

Canadian clinical
practice guideline
clinical decision aid

AORTAS score Sheffield score
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Trial Design

What? A multi-centre
observational cohort study of
people attending the ED with How? Prospective + retrospective

symptoms of Acute Aortic data collection
syndrome (AAS). It is a waived
consent study

When? 4 weeks recruitment across Who? >5000 patients across 20 UK Where? Recruitment location —
September — October 2022 sites Emergency Department

The study aims to collect data on patients presenting with possible AAS, to begin to evaluate the effectiveness of
different diagnostic strategies, and how they impact the clinicians' decisions to use CTA scans. This will enable us

to informy futureiresearch andguidelines. 7
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Criteria

e People presenting to ED with ANY symptoms of AAS

I n C | u S i O n * Symptoms of AAS defined as: new-onset chest, back or

abdominal pain, syncope or symptoms related to
malperfusion.

C r I te rl a e The clinician does not need to suspect AAS to enroll
patient

Exclusion
criteria

e Patients presenting to ED with no symptoms of AAS
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Trial Objectives

Primary

* To establish data characteristics
of four clinical decision tools
(ADD-RS, Canadian Clinical
Practice Guideline, AORTAs
score and Sheffield score) in
patients presenting to the ED
with any symptoms potentially
attributable to AAS.
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Trial Objectives
Secondary

‘ Patient characteristics

Potential CTA rates with different clinical
decision tools

Patient enrolment rates at participating
sites
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Prospective Screening

We will prospectively identify people attending the ED with symptoms of AAS through a
variety of methods including but not limited to:

Use of medical

Reception staff and Utilization of local students (where
triage teams placing Local clinical staff TERN networks they are part of
a focused paper advertising and Appointment of through the the direct clinical
Case Report Form recruitment local champions adoption of team) identifying
(CRF) in the patient campaigns DAShED as a TERN potential patients
notes Supported Project and alerting the

treating clinician
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Prospective Data Collection

]
The CRF will include:

Demographic data

Information from history taking and examination.

Any relevant imaging

Suspected diagnosis from clinician

This can either be completed directly onto the eCRF or on a paper CRF and then later
transferred to the eCRF by the local study team.
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Retrospective Screening &
Data Collection

* The local research team will perform
daily searches of Radiology-ordering
EPRs to identify all patients
undergoing CTA in the ED.

* The local research team will perform
daily searches on Trak for any patients
who presented to ED that meet the
inclusion criteria who may have been
at presentation.
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Waived consent strategy

 We will be adopting a waived consent strategy.

* No personal information will be collected on the redcap database, so data
will remain fully anonymised.

* All access to data before anonymisation will be undertaken by the direct
care team.

* Patient information sheets (PIS) will be available to participants upon
request.

* Details on withdrawing from the study will be on the PIS

DAShED Training Slides_v1 03082022 14
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Follow up

Patients enrolled will be followed up at 30 days by
the clinical team using routinely collected EPR data
to collect the following:

Is the patient alive Has AAS been What is the

patient's final

_ ? i ?
at 30-days: diagnosed: sl CEEnesiE
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Study Overview flow Chart

Patient presents to the ED

Patient fitsinclusion criteria Patient does not fitinclusion criteria

Clinician fills Patient declines Research team Research team search
in Red Cap taking part in the retrospectively identify radiology EPR for ED
form study suitable patients CTA requests
[ |
| I Patient excluded, no data
All Retrospective All data, except collected
required missing data No data section Efilled in by
data entered collected research team
entered END

I |

Clinician identified

I

30 day outcome entered

by research team

Section B filled in by clinician

END
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Inclusion criteria:

Patients where the
clinician suspect AAS
as a diagnosis

Any patient
presenting to ED
with:

1. Chest pain

2. Abdominal pain

3. Back pain

4. Symptoms relating
to perfusion deficit

Exclusion criteria

Patients who do
not present with
AAS symptoms
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Endpoints (1)

Enrolment rate at each participating site

Proportion of patients in whom the ED clinician thinks AAS is a possible differential who have
confirmed AAS

Proportion of patients in whom ED clinician considers AAS NOT a possible differential who had
confirmed AAS

Number of AAS patients not enrolled due to lack of clinical/research support

CTA ordering and positivity rate
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Endpoints (2)

Test characteristics of clinical acumen, ADD-RS score, AORTA score, Canadian guideline score
and Sheffield AAS decision rule, and D-dimer (separately and in combination)

Median time from hospital presentation to imaging diagnosis and median time from symptom
onset to hospital presentation (hours)

30-day mortality in proven AAS

Proportion of alternative diagnoses found on CTA and final hospital diagnosis

Identification of barriers to enrolment
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Redcap database - Training

* QR code
 Link to website

* No patient-identifiable
data will be inputted in
Redcap, leave the local
NHS Trust, or be viewed
outside the clinical
team.

https://r .cir.ed.ac rveys/ i,


https://redcap.cir.ed.ac.uk/surveys/
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Redcap database - STUDY

* QR code
 Link to website

* No patient-identifiable
data will be inputted in
Redcap, leave the local
NHS Trust, or be viewed
outside the clinical
team.

https://r .usher.ed.a rveys -


https://redcap.usher.ed.ac.uk/surveys/

e accord @ 2= DAS
Redcap database

ED

TCovL

09:53 ! 4G @) SECTION A: Demographics
< Camera
AAE Recruiting ED Clinician name
Case Report Form = * must provide value

Please complete the DAShED Case Report

Date and time of ED attendance
Form, thanks.

* must provide value

Study Site B8 | Now | p-m-yH:M
* must provide value Symptom onset date and time (nearest
hour)
S8 | Now \ D-M-Y H:M

Please confirm the patient meets study —
Inclusion criteria i.e. Attended the ED with Sex
new-onset chest, back or abdominal pain, * must provide value
syncope, symptoms related to
malperfusion or any other symptom of A

ge

Acute Aortic Syndrome?

" : * must provide value
must provide value

( Yes ’
Patient initials only

* must provide value
No

reset
DAShED Training Slides_v1 03082022 21
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SECTION B: ED clinician suspicion of AAS [ g }
Acute aortic syndrome/dissection a possible
diagnosis according to treating clinician? 9
* must provide value
s A
| Yes | [ 10 j
e A
‘ No ‘ { }
L ) unknown
‘ Unknown ‘ reset
e \cute aortic syndrome/dissection the most
ED clinician rating as to likelihood of AAS ikely diagnosis according to treating clinician?
before confirmatory testing (from 0=not likely
to 10=almost definitely; 99 if not available) Yes
* must provide value
\ E e |
0 |
J
1 \‘ [ Unknown j
J
N reset
2 : o o .
y, uspicion for an alternative more likely
| liagnosis?
J must provide value

4 w ( |
) - |

6 |
[ Unknown j
P

g
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SECTION C: History of presenting episode
Chest pain?

* must provide value

Yes ‘

No ‘

Unknown ‘

reset
Back pain?

* must provide value

Yes ‘

No ‘

Unknown ‘

reset
Abdominal pain?

* must provide value

Yes ‘
No ‘

Unknown ‘

reset

Malperfusion (i.e. central nervous system,
cardiac, mesenteric, limb)?

* must provide value

‘ Yes

‘ No

reset

Neurology: paraparesis, hemiparesis/acute
confusion (can be transient)?

* must provide value

‘ Yes

‘ No

‘ Unknown

reset

Pain severe intensity or worst ever?

* must provide value

‘ Yes

" No

‘ Unknown

reset

Redcap database

Pain thunderclap/abrupt onset (including

worst when awoke)?

* must provide value

Yes

No

Unknown

Pain tearing or ripping?

* must provide value

No

Unknown

Pain migrating or radiating?

* must provide value

reset

reset

Yes

No

Unknown

DAShED Training Slides_v1_03082022
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Pregnant?
Yes
No
Unknown
reset
Recent significant trauma / high speed
deceleration injury?
* must provide value
Yes
No
Unknown
reset

Recent recreational drugs including cocaine,
crack or other sympathomimetics?

* must provide value

Yes

No

Unknown

reset
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SECTION D: Past Medical History

Known Marfan syndrome/Connective tissue
disease / Ehler Danlos / Giant cell arteritis?

* must provide value

’ N

Recent aortic manipulation / Instrumentation

(within last year)?

* must provide value

( Yes

‘\ Yes ‘ L )
‘ \ Y
‘ No ‘ [ No ‘
N N\
‘ Unknown ‘ ‘ Unknown ‘
N g \
reset reset
Known or family history of aortic Known Thoracic Aortic Aneurysm?
dissection/syndrome, aortic :
disease/Coarcation? * must provide value
* must provide value [ Y ‘
) ) es
‘ Yes ‘ <
p " [ No |
| No |
h ( Unknown ‘
‘ Unknown ‘ g )
: g reset
reset
Known Aortic valve disease (Bicuspid /Dilated Known Abdominal Aortic Aneurysm?
aortic root)? * must provide value
* must provide value
s ~ [ Yes ‘
‘ Yes ‘ )
J s N
h L No ‘
| o | )
‘ Unknown ‘ [ Unknown J
P reset
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Redcap database

SECTION E: Physical Examination findings New Aortic Regurgitation murmur (i.e. not
previously documented)?

Pulse deficit (i.e. absence of one or more

. * must provide value
upper limb or femoral pulse)?

s N
* must provide value ‘ Yes ‘
e N -
e N
Yes
L ) ( o |
P
( No ‘
L /‘ ‘\ Unknown J
( B reset
L Unknown ‘
> Hypotension (SBP < 90mmHg) or shock or
reset pericardial effusion?
Systolic BP differential (>20mHg difference in * must provide value
SBP between arms at anytime during ED stay)? e ~
* must provide value ‘ Yes J
e N\
‘ Yes ‘ ‘ No ‘
S J L Y,
s N N
L No ‘ ‘ Unknown ‘
- J
( Unk ‘\‘ reset
nkKnown
Hypertension (SBP >140 and DBP> 90)
reset documented at any point during ED stay
Focal Neurological deficit? * must provide value
* must provide value ‘” \‘
Yes
- J
L Yes ‘
| No |
o J
( No ‘ - N
- ’ ‘ Unknown ‘
e N \ )
‘ Unknown ‘ reset
- /
reset
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SECTION F: Investigations

D-Dimer performed?

* must provide value

‘ Yes ‘
- J
e \
No
g J
s 3
Unknown
- J
reset
CXR performed in ED?
* must provide value
s 3
‘ Yes ‘
A J
s \
No ‘
. )
s N
Unknown
. /
reset
CT chest performed?
* must provide value
' N
Yes
. J
e N
| No |
A J
e N
Unknown
. J
reset

<4 Camera ull 2 16:39

& redcap.cir.ed.ac.uk

Unknown ]

reset

SECTION G: Follow up to be completed at
30 days

Confirmed Acute Aortic Syndrome?

* must provide value

e
.

‘ Unknown ]

reset

Final hospital discharge diagnosis (99 if
unknown)

Submit ‘

Save & Return Later ‘

DAShED Training Slides_v1_03082022
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Redcap database

< Cameraull ¥ 16:39 9 71% @) © % 46+ 4 B 70%
AA & redcap.cir.ed.ac.uk &
O W B
Your survey responses were Survey partially completed
saved!

& External
You have chosen to stop the survey for now and return at a

later time to complete it. To return to this survey, you will need
the survey link to this survey.

@ REDCap HelpDesk 16:32
Survey link for returning Freeman, Nicola E
You may bookmark this page to return to the survey, OR you

can have the survey link emailed to you by providing your

email address below. If you do not receive the email soon D Edinburgh University charitable status -

afterward, please check your Junk Email folder. NONE - 489 B ¢

' Send Survey Link

* Your email address will not be associated with or stored with your survey [ThIS message was aUtomatlca”y generated']

responses.
Thank you for partially completing the survey '‘Case Report
Form'. You may continue your progress on this survey by
Or if you wish, you may continue with this survey again clicking the link below.
now.

Case Report Form

‘ Continue Survey Now J

If the link above does not work, try copying the link below into

your web browser:
https://redcap.cir.ed.ac.uk/surveys/?
s=BAfQFitRENgwVz2U& return=1

< : i [1]  DABHED Training Slides_v1_03082022 27
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edcap database

‘REDCap

& Logged in as nicola.freeman

@ Logout

My Projects

B REDCap Messengere

& Contact REDCap administrator

Project Home and Design =)

4 Project Home - 7= Project Setup
[#' Designer - @3 Dictionary - B Codebook

Proj

Development
Data Collection =)

&2 Survey Distribution Tools
- Get a public survey link or build a participant list for
inviting respondents

Record Status Dashboard
- View data collection status of all records
B Add/Edit Records

- Create new records or edit/view existing ones

Show data collection instruments

Applications =)

3 Project Dashboards

A Alerts & Notifications

@& Multi-Language Management

[ Calendar

[Bs Data Exports, Reports, and Stats
& Data Import Tool

# Data Comparison Tool

B Logging and &®Email Logging
®, Field Comment Log

& File Repository

& User Rights and & DAGs

& Customize & Manage Locking/E-signatures
Data Quality

B APl and & API Playground

(D) REDCap Mobile App

External Modules i=Viewlogs |-

Help & Information (=)

© Help & FAQ
B Video Tutorials
[ Suggest a New Feature

B Contact REDCap administrator

sher Insttute

DAShED - Diagnosis of Acute Aortic Syndrome inthe ED ¢ =5

£i2 Record Status Dashboard (all records)

Displayed below is a table listing all existing records/responses and their status for every data
collection instrument (and if longitudinal, for every event). You may click any of the colored buttons in
the table to open a new tab/window in your browser to view that record on that particular data
collection instrument. Please note that if your form-level user privileges are restricted for certain data
collection instruments, you will only be able to view those instruments, and if you belong to a Data
Access Group, you will only be able to view records that belong to your group.

Dashboard displayed: | [Default dashboard] v

Displaying Data Access Group | -- ALL -- v

Displaying record | 0 v | of 0 records 100 v

+ Add new record

Displaying: Instrumentstatus only | Lock status only | All status types
Case
Report
Record ID  form

No records exist yet

DAShED Training Slides_v1_03082022
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Legend for status icons:
@ Incomplete () Incomplete (no data saved) [2]

() Unverified (@) Partial Survey Response
@ Complete (@) Completed Survey Response

# Create custom dashboard

records per page
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DAShED Study

Sponsor SOP Training

[Based on sponsor template slides V5.0 02Dec2020]
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Researcher Access

Important Documents
for Researchers

DASHED
ACCORD Training Resources

All ACCORD training material (SOPs, Forms, Policies, Guidance etc) can be
found on http://www.accord.scot

SOPs/Policies/Guid
/Training

ance

accord

Academic and Clinical Central Office for Research and Development

Please update your recruitment figures now

) (CSeac

. .

T3 |
« / ~

Collaborate with us

Find out about ACCORD Gatinvolved in research

Advice and resources

be to Accord News

t <
Hs = @ NS
" S n—— ey ST
AT o othian R Lo

accord

Academic and Clinical Central Office for Research and Development

EEEETII reserchrsccss

Home -
» About ACCORD

+ Public Access

Researcher Access

+ Important Documents for
Resoarcher

» Sponsorship

Funding Applications

Contracts & Legal Support

R4S
+ R&D Approvals ACCORD supports researchers with cinical research involving humans, theirtissue, data of NHS resources such

support

Caldicott Guardian 25 cinical

Research Passports Atof clinical

To help researchers navigate tfough the settng up and managem

Safe Havens avaiable in this area of the websile
Quality Assurance

Monitoring

Pharmacovigilance

Recruitment Figures

Registration
Local Research Facilities
Hurman Tissue

» Industry Access
» Contact Us

accord

Academic and Clinical Central Office for Research and Development

Ty e e ey
Researcher Access Important Documents for Researchers

vides a range of

Researchers

efer 1o this website workin

Guidance tyou experience documen
Other Documents Heather Charles, Q
» Sponsorship
Funding A ns
Contracts & Legal Support
IRAS

» RED Approvals
Caldicott Guardian
Research Passports
Safe Havens
Quality Assurance
Monitoring
Pharmacovigilance
Recrultment Figures
Registration
Local Research Facilities

Human Tissue

< Twitter

g to the current versions.

1S or have any comments

NHS & @ NHS

sl sie bbb tehieforee To
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* Pl—isresponsible for the conduct of the study at a
specific site. The Pl is responsible for the team at the
site and must provide appropriate medical oversight.

* Please advise us if you wish to change Pl at any point
in the study.

Some PI tasks may be delegated to
appropriately trained staff using the
delegation log.

DAShED Training Slides_v1 03082022 31
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Delegation log - SOP CR007

Site Signature & Delegation Log

Tasks must be delegated appropriately for , ,
Study Title Sponsor/EudraGl, Number Site location
StUdy r0|e _ StUdy r0|e ShOUId be noted R 20XX-XXXXXX-XX Royal Infirmary of Edinburgh
rather than clinical role Pl Name Pl Signature Pl Initials Date From Date To
Staff members must be signed off by the PI . JOHN SMITH e S 'S 12AUG 2020
befo reu nderta kl ng taSkS. PI must on Iy Print name Study role* Signature Initials | **Tasks Delegated From To PI Signature Pl Date
complete sign off and date boxes once staff
. GORDON ADAMS REl\?UE:SR: M1 Gordon Adan e | " 2'1‘;' 716813 123 " 12 au6 2020 Cor Sité 2‘; (’)"‘ZL;G
member added to log — cannot pre-fill 617
STUDY . ol 1,2,3,4,56,14, 14 p 20 SEP
wnifereazel | g | MRS 1414 ke Stk
boxes JENNIFER PATEL DOCTOR _evanifer Patel Jp 2 20 SEP 2020 vk I 2020
Pl is responsible for the overall conduct of
ANGELA BELL PHA;E'::CIST Angela. Bell AB 19,20 30 0CT 2020 ik St 32;?
ALL study tasks so only need complete the
Pl section at the top.
Start date entered must be before staff
. *Study roles can include but not limited to: Principal Investigator, Co-Investigator, Trial manager, Research Nurse, Lead Pharmacist, trial coordinator
member sta rted CondUCtlng taSkS PI Signature: (Sign once site closed): Date:
PI on the |Og must have curre nt CV and ** Tasks delegated (change to study specific as necessary — tasks in Bold should not be removed unless otherwise agreed with Senior Clinical Trial Monitor or designee)
1. Obtain informed consent 10. Completion of final CRF signature 19. IMP dispensing
1fi 1 1 2. Obt: dical hist 11. Data QC check 20. IMP tabilit:
GCP Certlflcate flled n eISF 3 Pe)ﬂzlr';]wn;?}scaa\ elitsa(;::]at\on (clinician only) 12. D:tz queryecomplelion 21. IMP ?‘«Ztcx?l:ir;l?at:;ny
4. Perform inclusion and exclusion assessments 13. Assessment of AEs 22. Set up and maintenance of ISF
EnSU re end dateS are addEd fOI’ Staff 5. Confirm eligibility 14. Assessment of SAEs 23. Other (please list)
6. Medical oversight of participant care (clinician only) | 15. Pharmacovigilance reporting to Sponsor 24
1 7. Collection of study specific samples 16. R dd t Iviolat 25
members Who Ieave durlng StUdy 8 Proocessowtwgoof ;;tmf;a!ﬂa i;g;\es 17. RE;C)?); (;:\:/ilaatng?sswxlci:ns?ssto Sponsor 26
. . . 9. Completion of CRFs 18. IMP prescribing (clinician only) 27
Pl to sign off once site is closed Page__of

CR007-T12v3.0

DAShED Training Slides_v1_03082022
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All study specific training should
be documented on the training
log.

All study team members listed on
delegation log must have
evidence of protocol and SOP
training.

The Pl is responsible for ensuring
that the research team are fully
informed of the protocol and
study specific procedures

A new protocol training log
should be completed following
implementation of a protocol

amendment

DASQKED
Training Log - SOP CR007

istudy Specific Training Record

Study Title Site Location Study Ref # Principal Investigator
STUDY1 Royal Infirmary of Edinburgh 2OOOUXXXX JOHN SMITH
Training title Training provider Date Name of attendee Signature
SIV: Protocol v1.0 01AUG2020 John Smith (PI) and Lisa ; i
and Sponsor SOPs Jones (Monitor) 12 Aug 2020 John Smith okw Swith
SIV: Protocol v1.0 01AUG2020 f‘,hn Smith (PI) and Lisa
and Sponsor SOPs N — Jones (Monitor) 12 Aug 2020 Gordon Adams Gordon Adams
|
Y
Study Specific Training Record
Study Title Site Location Study Ref # Principal Investigator
STUDY1 Royal Infirmary of Edinburgh KOOOUXXXX JOHN SMITH
Training title Training provider Date Name of attendee Signature
SIV Training Slides: Protocol . " . . s 7 Lo Torisl
v1.0 01AUG2020 Slides sent via email 20 Sep 2020 Jennifer Patel _évwniter Patel
SIV Training Slides: Protocol " . .
V1.0 01AUG2020 Slides sent via email 30 Oct 2020 Angela Bell Angela Bell
|
DAShED Training Slides_v1 03082022 33
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Recruitment Reporting

* It’simportant to report your recruits on the CPMS database each month

* Contact your R&D team or emailed DAShED study team if you are unsure how to do
this

* Support funding to your R&D relies on recruitment records and project performance
therefore it is important accurate recruitment figures are reported monthly

* The Cl or delegate is responsible for checking the recruitment figures uploaded onto
CPMS are correct and up to date.

DAShED Training Slides_v1 03082022 34
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Trial Data - SOP CR004

e Study data will be recorded on source documents and eCRF by Pl or delegate

e Source data - all information necessary for the reconstruction and evaluation
of the trial, in their original record or certified copy of original record.

e Source document - the original record where source data are recorded for
the first time

e Study data should be recorded directly into the eCRF where possible

DAShED Training Slides_v1 03082022 35



Waived Consent Process

We will be adopting a waived consent strategy.

No personal information will be collected, and
data will remain fully anonymised.

All access to data before anonymisation will be
undertaken by the direct care team.

Patient information sheets (PIS) will be available
to participants upon request.

Details on withdrawing from the study will be on
the PIS
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Suspected Research Misconduct —
SOP CR014

Unacceptable conduct including fabrication, falsification,
plagiarism, misrepresentation, breach of duty of care and
improper dealing with allegations of misconduct*

e |If you suspect a case of misconduct contact ACCORD in
person, via telephone or email QA@accord.scot

o Do not inform the individual suspected of misconduct

* ACCORD QA will investigate and escalate as required

o Minor instances of misconduct may be resolved informally

DAShED Training Slides_v1 03082022 37
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Study Closure — SOP CR009

* End of Study: last patient last visit

* Closeout visits will be carried out remotely
 Plto ensure local R&D are informed of end of study

e Duration of archiving — All study documentation will be kept for a

minimum of 3 years from the protocol defined end of study point

* All close out actions must be completed before archiving can start
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o
- NHS
JWRGE accord @ T2
Academic and Clinical Central Office for Research and Development

More information & Contacts
 EMERGE/DASHED study team

— Email: dashedstudy@gmail.com

e ACCORD website www.accord.scot

— All ACCORD SOPs listed in presentation available:
* CROO3 Suspected Serious Breaches
* CRO0O04 Recording and Reporting Study Data
 CROO7 Study documents
* CRO014 Suspected Research Misconduct

e ACCORD QA address:

— Qga@accord.scot

Thank you!

DAShED Training Slides_v1 03082022 39



