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—Core Outcome Set (COS) =consensus driven
standardized set of outcomes

—Core outcome measurement set (COMS)
= outcomes + measures + measurement characteristics

—First establish outcomes i.e. WHAT to measure

—Then establish measurement parameters i.e. HOW to
measure




—Promotes consistency in reporting among studies
* evaluating similar interventions in similar populations
e can be used in clinical audit & QI projects
—Improves ability to aggregate data across trials thereby

informing guidelines and clinical decision making to
ultimately improve patient outcomes




Review > Intensive Care Med. 2017 Sep;43(29N1329-1332. doi: 10.1007/500134-017-4860-7. . R
Epub 2017 Jun 13, What are remaining areas of uncertainties/work to be done?

. . - Harmonization of outcomes/development of core outcomes
The intensive care delirium research agenda: a P

multinational, interpmfessiunal perspective — , —
condition, or intervention).[62] The COS should be small enough to minimize participant
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outcomes deemed important to future decisions makers.

» Alzheimers Dement/ 2020 May; TN 5):726-733. doi: 10.1002/alz.120/76. Epub 2020 Apr 14.

2.5 | Application of a core outcomes set for clinical
studies in delirium

A roadmap to advance delirium research:
Recommendations from the NIDUS Scientific Think

Another key measurement issue for delirium investigation is consistent
adoption of a standardized approach to measuring delirium-related Tank
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The Del-COrS Study

AlM: To develop international consensus among key stakeholders for core outcome sets for future
trials of interventions to prevent and/or treat delirium in adults

— 4 patient groups
 Critically ill adults
* Acute hospitalization without ICU admission
 Palliative care
e Older adults in long-term care

ITEM GENERATION PHASE

* Systematic reviews extracting outcomes & measures
e Semi-structured interviews with survivors/family members to identify relevant outcomes
— Palliative & LTC COS also interviewed clinicians

ITEM REDUCTION & CONSENSUS PHASE
 Modified 2 round e-Delphis

— 3 stakeholder groups (patients/family, clinicians, researchers)
* Consensus meetings (in-person 2019; virtual during/post pandemic)




Reporting of Outcomes and Outcome Measures
in Studies of Interventions to Prevent and/or
Treat Delirium in the Critically Ill: A Systematic
Review

Rose, Louise PhD"% Agar, Meera PhD?; Burry, Lisa PharmD*?; Campbell, Noll PharmD®?; Clarke, Mike
PhD’; Lee, Jacques MD®; Marshall, John MD?; Siddigi, Najma PhD'%; Page, Valerie MB BCh'’; for the
Development of Core Outcome Sets for Effectiveness Trials of Interventions to Prevent and/or Treat
Delirium (Del-COrS) Group Author Information ©

Critical Care Medifine: April 2020 -\Volume 48 - Issue 4 - p e316-e324
doi: 10.1097/CCM.0800000000004238

* 95 non-delirium specific
outcomes
— within 19 COMET taxonomy domains
* Mean (SD) of 10 (6.2) outcomes/study
* Most common
* ICU length of stay (70%)
* hospital length of stay (48%)
e mortality (46%)
» ventilation duration (41%)

195 studies;141 completed
recruiting 74,632 participants

Outcomes specific to delirium (N=195)

Delirium incidence

Delirium duration

Use of antipsychotic medications
Delirium prevalence

Additional (rescue) medication for agitation

Delirium severity

Time to delirium onset

Time delirium and coma free (DCFD)
Time delirium free

Delirium type

Time to resolution

Delirium resolution

Delirium other

n (%)
147 (75)
67 (34)
42 (22)
32 (16)
30 (15)

25 (13)
22 (11)
21 (11)
14 (7)
12 (6)
4 (2)
3(2)
11 (7)




» Crit Care Med. 2021 Sep 1;49(9):1535-1546. doi: 10.1097/CCM.0000000000005028.
24 ICU survivor/family member interview participants

A Core Outcome Set for Research Evaluating _ _ e : .
179 first round e-Delphi participants (46 ICU survivors/family)

Interventions to Prevent and/or Treat Delirium in

Critically I11 Adults: An International Consensus
Study (Del-CO1S)

Louise Rose ', Lisa Burry 2 2, Meera Agar ¥, Moll L Campbell , Mike Clarke ¥, Jacques Lee 7,

John C Marshall ®, John W Devlin #, Bronagh Blackwood ', Dale M Needham ',

MNajma Siddigi 2, valerie Page 3: Del-COrS Group

FINAL Del-ICU COS = 7 outcomes

Delirium occurrence
= incidence or prevalence
Emotional distress (mental health)
Delirium severity
= degree of inattention, disorganized
thinking
Time to delirium resolution
Cognition
Mortality
Health-related quality of life

Outcome item generation (N=103)
Systematic review = 97
Interviews only = 6

}

Item reduction (n=71)
Redundant/overlapping outcomes = 27
Specific complication/side effect = 19
Reported in <5% of studies = 18
Aggregate population outcome =5
Monitoring outcome = 2

!

Round 1 (n=32 outcomes)

Outcomes suggested in Round 1
(n=3)
Satisfaction
Workload
Return to previous level of

h 4

Round 2 (n=35 outcomes)

Outcomes with <70% rating as
critical for inclusion by all 3
stakeholder groups (n=18)

v

Consensus meeting (n=17 outcomes)

_| Outcomes ranked as excluded from
COS (n=10)

v

Core outcome set (n=7 outcomes)




» Crit Care Explor. 2023 Apr 3;5(4):e0884. doi: 10.1097/CCE.0000000000000884.

eCollection 2023 Apr.

Measures for the Core Outcome Set for Research
Evaluating Interventions to Prevent and/or Treat
Delirium in Critically Ill Adults: An International

Consensus Study (Del-COxS)
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Consensus reached on measurement
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> BMC Med. 2021 Jun 18;19(1):143. doi: 10.1186/512216-021-02015-3.

A core outcome set for studies evaluating
interventions to prevent and/or treat delirium for
adults requiring an acute care hospital admission: an
international key stakeholder informed consensus
study
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Mike Clarke 7, John W Devlin #, Jacques Lee 2, John C Marshall %, Dale M Needham ™,
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Identification ]

[

)

Screening

Included

studies recruiting

Database search
(n=17,884)

h 4

Records screened

participants

Grey literature search
(n=1049)

(n =18,933)

Full-text articles assessed
for eligibility

EXCLUDED (n = 18,613)

Not applicable n = 18,424

Relevant but conference abstract only n = 88
Relevant protocol before 2014: n= 101

(n=320)

Y

Records included in
qualitative synthesis
(n=199)

EXCLUDED (n = 121)

Pediatric emergence agitation =67
Protocol of published study =9

No intervention = 8

Not reporting patient outcomes =7
ICU only=7

Adult emergence agitation =5

No control group =4

Not English =4

Not an original research paper = 3
Not measuring delirium =2
Pre-hospital agitation = 2

Delirium as baseline characteristic = 2
Paper withdrawn by the author=1

y

Number of studies
included in qualitative
synthesis
(n=183)

EXCLUDED i.e. counted as 1 study (n = 16)
7 studies with 2 publications

3 study with 3 publications

1 study with 4 publications




ltem generation

» BMC Med. 2027 Jun 18;19(1):143. doi: 10.1186/512916-021-02015-3. 183 publl%hcd studies & 18
qualitative interviews
A core outcome set for studies Evaluatmg Potential core outcomes =79
interventions to prevent and/or treat delirium for
. . . . Item Reduction

adults requiring an acute care hospital admission: an Outcomes removed = 48
international key stakeholder informed consensus
Stlldy Consensus building

Round 1 Delphi
Louise Rose ', Lisa Burry 2 2, Meera Agar #, Bronagh Blackwood 3, Noll L Campbell &, Potential core outcomes = 31
Mike Clarke 7, John W Devlin 8, Jacques Lee 2, John C Marshall '@, Dale M Needham ™, Outcomes added = 8
Najma Siddigi ', Valerie Page 13 Round 2 Delphi

Potential core outcomes = 39
Outcomes not reaching consensus = 22

FINAL Del-ACUTE HOSP COS = 6 outcomes

Consensus building

Deliri um occurrence Round | nominal group technique

. . Potential core outcomes = 17
= incidence or prevalence Outcomes not reaching consensus = 6
Emotional distress (mental health) —

. . . . . Consensus building

Delirium severity (degree of Inattention, Round 2 nominal group technique

. . . . Potential core outcomes = 11
d ISOrga nized thinki ng) Outcomes not reaching consensus = 5

Delirium duration

FINAL COS: 6 core outcomes
1. Delirium occurrence and reoccurrence
2. Delirium severity
3. Delirium duration
4. Cognition
5. Emotional distress
6. Health-related quality of life

Cognition
Health-related quality of life




» Palliat Med. 2021 Dec;35(10):1761-1775. doi: 10.1177/02692163211040186. Epub 2021 Aug 27.

Outcomes and measures of delirium interventional
studies in palliative care to inform a core outcome
set: A systematic review
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studies recruiting

Records identified through

database searching

participants

Agdditonal records Identifiad

throwph hand searching
{n = 3244]) n = 1]

Domain Cwerall (al
included

ctudies)

arirmia Y CUtoome
of the study in
dentified delirium-
specific domain

Dealiriurm saverity
Delirium incidence
Delirium symptoms

Duration of first delirium episode
Duration of terminal delirium
from ococurrence to death
Delirium resclution

Propartion of patient-days with
delirium symptams

Delirium free survival
Hyperactive delirium sewveriby

L L

Aecords identfied as potentially relevant
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J

L

Titlz and abstract revicw
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¥

Full Taxt rewviaw
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Studies imcluded
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[m = 255&]

Excluded, not relewant
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warth reasocns
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Abstract anlky [n=12}
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Moot deliriam
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Intesrvention (n=5;

Mot palliative care {n=3]

Mt delirium (r=2|




ain Symptom Manage. 2023 Oct;66(4):293-300.e8. doi: 10.1016/).painsy 202305013, . TR . . s
» J Pain Symptom Manage. 2023 Oct:66(4):293-300.8. doi; 10.016/).jpainsymman.2023.05.013 18 family member/clinician interview participants
Pl 223 92 first round e-Delphi participants (8 family members)

A Core Qutcome Set for Interventions to Prevent
and/or Treat Delirium in Palliative Care [ 13 bt s ET e mtcrviews |

Potential core outcomes = 71

: !

Anna Bryans *, Najma Siddigi #, Lisa Burry #, Mike Clarke *, Jonathan Koffman ¥ Ttem Reduction
- . Dutcomes remaved = 31
i ey [ Amymr M sinen Dacn !
Vieera R Agar ®, Louise Rose |
Cansensws beilding
Round 1 Dhelpba
Potential core outcomes — 40
Outcomes added = 5
Round 2 Dhelphii
Potential core outcomes 45
Dutcomes excluded 158

F I NAL DEI'PALL COS = 4 Outcomes Consensous Swilfaing 2700020 . _r_ r.--.--._.:a,-..;.-.. ..'-J|-IIIII.:JIII-J.': r;__'-‘-.-:.l.' _':‘.,f ]

Giroup 1 poaninal eroup techmigue
Potential corge outcomes 27T Paotential core outcames

1 . De | i ri U m OCC u rre n Ce Cheteormes inclheded = 3 Crutcomees ineluded | ’

Outcomes excluded = 8 Outcomes combined into three proposed amended omcomes

27

Chitcomes not reaching consensus 16 Outcomes excluded 1&

= incidence or prevalence ome e icomes excluded — 16
2. Delirium duration until resolution | | 3

(no further delirium or death) il Comscoud Vot

3. Overall delirium symptom profile Outcommes not reaching consensus = 0

4. Distress due to delirium (patient, | $

family member} Carer) ]: Dration of delirium until resolution

defined as either no further delirium in this episode of care or death

FINAL Core popiteonte 5y 4 corg Guicomeses

3. Owverall delimum symptom profile
4. Inmstress duc to delinum {(patient, family member, carer)




» Age Ageing. 2022 Nov 2:51(17):afac267. doi: 10.1093/ageing/afac267.

18 studies recruiting 5,639 participants
Reporting of outcomes and measures in studies of

interventions to prevent and/or treat delirium in

older adults resident in long-term care: a systematic i tobaa cearening A rovgh othor sources
I'EViEW (n =5527) {n = 405)

Gregor Russell ', Namrata Rana 2, Rahul Watts !, Sefat Roshny 1, Najma Siddigi ?, Louise Rose * l

Records after duplicates removed
[n=3933+405)

Outeome Musmber of l

studies (%)
Records screened Records excluded

. . in=4338) {n=4285)
Dielirium incidence

Deelirium sever iy

k4

Cognitive lunctioning

Full-text articles assessed Full-text articles excluded
for eligibility in=27)

[elifium EHI."l-'i]I.'L'rI'LL' 3017 i(n =53

Deelirium duration

Murse |-1|:|.-L'-l.'|-'|-'_'-:.1|:';-:.' of delirium

.|"'.|:'Ii LARdcs (12 ¥

Drelirium motoric subrype 1 (&) Articles included in
gualitative synthesis

Lse -:rl'u|11i]:l.'.:r'-:.||-:rli-:. fedicarion )
in=26)

Mumber of delirium uEri:-.-i:-d-'.'.'.

Murse confidence 1n managing delirium v
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gualitative synthegis
im=18)




» Age Ageing. 2022 Nov 2:51(11):afac267. doi: 10.1093/ageing/afac267.

Reporting of outcomes and measures in studies of
interventions to prevent and/or treat delirium in

older adults resident in long-term care: a systematic
review

Gregor Russell ', Namrata Rana 2, Rahul Watts 7, Sefat Roshny ', Naima Siddigi 2, Louise Rose

i

18 studies recruiting 5,639 participants

Ourcome

Admission to ||-:r.'.Eur.u.|

f'.-‘[ull:-ihl.:r' and falls

Performance of activities of daily living
Mot |.i]|l.|.:|-'

CEliny ol tife

[nfections

Healeh and social care resource use
Hydrarion

Polypharmacy

Medication appropriateness

Mumber of contaces with primary care
Malnurrition

Drepressive sympoms

'|'.:-_'u..t|1r.1-' of i|1r.-'.'|Erluf-'.'.'.uur.ul communicarion

Acceprabiliny/satisfaction with intervention

Mumber of

spudies (%)

B (53]
b (53]
Sy
3 (17)
3 (17)
3 (17)
3 (17)
3 (17)
211}
2011}
2011}
211}

2011}




Accepted by Age & Aging Aug 2024

18 family member/clinician interview
participants
* 169 first round e-Delphi participants
* 34 patients or family members)

FINAL Del-LTC COS = 6 outcomes
1. Delirium occurrence
= incidence or prevalence
2. Delirium related distress
3. Delirium severity
4. Cognition including memory
5. Admission to hospital
6. Mortality

ffem generation

18 published studies & 18 gualitative

InteTrvEews

FPotential core outcomes = 54

ftem Reduction
Outcomes removed =11

Consensws building
Bound 1 Drelphi
Potential core outcomes = 43
Chutcomes added =0
Round 2 Drelphi
Potential core outcomes = 43

Cutcomes excluded = 18

L.

Consensus building

Consensus mcciimnge

Potential core outcomes = 25

Cutcomes where consensus reached to include = 3
Outcomes where consensos reached to exclude =17

Crutcomes where consensus not reached = 5

Consensus -building
Final vote by email
Potential core outcomes = 5

Outcomes where consensus reached to melude =3

FINAL COS: & core outcomes

o Delirmume-occcurrence

o Delirmume-related distress

- Mortality

o Cognition including memory
5. v Admission to hospital

o Drgliriumeseverity




Delirium
Occurrence

Delirium
Occurrence

Delirium
Occurrence

Delirium
Occurrence

Emotional
distress

Emotional
distress

Distress due
to delirium

Delirium
related
distress

Delirium Time to
severity delirium
resolution

Delirium Delirium
severity duration

Overall Delirium
delirium duration
symptom until
profile resolution

Delirium
severity

Cognition

Cognition

Cognition
including
memory

Admission
to hospital

Mortality

Mortality




* The Del-COrS project addressed call from delirium research
community to produce COS for delirium research

* The four COS developed have similar elements despite substantial
differences in the patient populations
* Delirium occurrence
e Delirium related distress/emotional distress
 Delirium severity/symptom profile

* The ICU COMS provides some guidance on measurement

* Further work needed on other COMS and promoting adoption of the
COS into future research



AMERICAN
DELIRIUM
SOCIETY

August-22,-2024
Dear-Prof-Louise-Rose,

On-behalf-of-the-American-Delirium Society:(ADS), I-am-delighted-to-offer-this-letter-of -endorsement-for
the-Delirium-Core-Outcome:-sets-for-acute:care, critical-care,-palliative-care,-and-long-term-care-as-part-of
the-broader-project,-“Development -of Core-Outcome-Set for-Effectiveness-Trials-of Interventions-to
Prevent-and/or-Treat -Delirium-(Del-COrS).”

Based-on-this-endorsement,-the-ADS-agrees-to-serve -as-a-dissemination -partner for-these-Core-Outcome
Sets-and-materials-derived-from-them,-using-its-networksto-share-this-information-to-the-ADS
community-and-society-at-large.-This-includes-dissemination-via-its-website, social-media-accounts,-and
email to-its‘members.

The ADS includes-a-multidisciplinary-membership,-including:-physicians, scientists,-nurses, physical
therapists,-occupational-therapists, pharmacists, -patients,-and -care-advocates, - who-are-invested-in-the
field-of-delirium-science-and-clinical -practice. Its-annual-conference -draws-presenters-and-attendees
from-around the:world,-including-leading-delirium-experts within-the -United-States-and-abroad.

The-ADS-is-positioned-as the:leading-medical-society-in-the-United-States-for-advancing -professional,
consumer,-governmental-and-health-industry -knowledge-concerning-delirium-and-the-most: promising
strategies for-minimizing-its-human-and capital-costs.-As-such, the-ADS regards-this-work-as-asignificant
advance-in-standardizing thescientific-approaches-of-delirium-research.

Mark-Oldham, MD
President,-American-Delirium-Society
Associate-Professor-of-Psychiatry
University-of -Rochester-Medical Center




louise.rose@kcl.ac.uk
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