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» Extent of research waste due to outcome choice inconsistencies in dermatology?

- Systematic review of 10 Cochrane Skin SRs and trials included in these SRs

Identification

Cochrane Skin Group (CSG) Reviews
Published up to 1 July 2015
n=64

h 4

n =10 randomly selected CSG - Reviews

Random sample of CSG-Reviews
n= 10

4% Excluded CSG — Reviews (n = 54)

Screening

Studies included in 10 CSG — Reviews
n = 236 full texts reporting results of n = 242 trials

Eligibility

Full texts excluded (n = 20)
* Full text not available (n=7)
* Language (n = 8)
* No relevant information (n = 4)

Studies included for further consideration
n = 216 full texts and n = 220 trials

k.

Outcomes reported in 220 eligible trials
n= 1734
n =557 outcomes included in CSG Review authors
n = 1177 additionally outcomes to be included

Included

A 4

Efficacy outcomes for further considerations
n= 1.086
n = 395 outcomes extracted by CSG Review authors
n = 691 additionally extracted outcomes

Outcomes excluded (n = 710)
« Safety / tolerability (n=648)
* outcomes extracted by CSG
Review authors (n = 162)
+ additionally extracted
outcomes (n = 486)
« Biomarkers (n = 62)
* outcomes extracted by CSG
Review authors (n =1)
+ additionally extracted
outcomes (n = 62)

WWWw.cs-cousin.org/



The need for COS in dermatology (%) Cpcirane @

21 primary efficacy outcomes in 10 Cochrane reviews

For 5 of these efficacy outcomes (24%) not assessed in a single trial.

Another 6 review outcomes were assessed in less then 50% of trials.

Only 1/21 primary review outcome was reported in all corresponding trials.

Core Qutcome Set Initiative

For 11/21 primary review outcomes (52%) meta-analysis could not be performed because
outcomes were not reported at all, imprecisely defined, or measured inappropriately in review trials.

f

.

Very low overlap between primary review outcomes and trial outcomes.

\

.

-

10/ 10 Cochrane review teams (100%) identified outcome assessment and
reporting in trials as major barrier for evidence synthesis
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The need for COS in dermatology
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Legend The number above each pie chart is the number of trials assessed in each review. The y-axis
represents the total number of review efficacy outcomes.

The circles represent the maximal total number of trial outcomes relevant for the Cochrane review. The
maximal total number of trial outcomes is the product of "the total number of review outcomes" times the
"number of trials included in this review".

(eg Chi: 4 review outcomes x 7 trials = 28 potential trial outcomes relevant for review)

The blue area in the inner circle of the pie chart represents the proportion of all actually reported trial
outcomes from the maximal total number of trial outcomes relevant for the Cochrane review.
(e.g. Chi: 10 / 28 potential trial outcomes reported = 36%)

The blue area in the outer circle of the pie chart represents the proportion of all actually reported trial
outcomes from the maximal total number of trial outcomes relevant for the Cochrane review WITH
RESPECT TO THE OUTCOME CATEGORY CONCORDANCE (primary/secondary outcome).
(e.g. Chi: 0/ 28 potential trial outcomes reported = 0%)
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Bamford
atopic eczema

Bath-Hexall
atopic eczema

Chen
psoriasis

Chi Eekhof Sasse Kastarinen Martin Kwok Ersser
lichen sclerosus  ingrowing toenails metastatic malignant seborrhoeic pemphigus common warts atopic eczema
(genital) melnoma dermatitis (vulgaris & foliaceus)  (non-gential)
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Stage 1 — | Stage 2— | Stage 3 Stage 4 —» | Stage 5 O e

Establish the Determine which instruments are good enough quality and meet Carry out Finalze of core
axtent and the requirements of the OMERACT fiter and b shortisted validation outcome
quality of for further consideration. studies on instrument for
testing of the shortisted domain.
dentified scales.
instruments.
Systomatic Apply OMERACT filter; truth, discrimination, and feasibility: Consensus Reapply the
roview of t ion and OMERACT filter
vahdaton Truth Discrimination Foasibiity voting to with the results
studies of the “Is the measure “Doosthe measure | “Canthe measure | determinewhat | of the completed
long-list of truthtul, doos & scnminate bo appliod casily | Validation validation
entified measure what it between situation inifsintonded | Studies will b studies.
instruments. intends to that are of interest?” sefting, given | COnducted on Consensus
Highlight any measure? Is the constraintsof | Short-listed discussion and
gapsin result unbiased timeo, money, and | instruments. voting on core
vabdaton. and relovant?” intorpretabiity>” | GaPsintesting | outcome to be
discussion and and voting on discussionand | (systomatic
voting on truth: discrimination: wvoting on feasiility: | review).
1. Face validity 1. Roliability 1.Ti
3 Gonstnuc 2 Sy b 2o Brogwen
validty hene S blapmubiny
4. Criterion validity
Long list of Summary of Short-list of potential instruments that meet the Short list of Recommended
all which requirements of the OMERACT filter. fully tested core outcome
have been the domain.
used to tested and
measurethe | the qually,
domain. extent, and
results of any
testing.

The HOME roadmap; J Invest Dermatol 2014;135:24-30 www.cs-cousin.org/



COS development and implementation .... (ﬁ[) gai‘-;-]h"a“e ‘Cousm
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... requires the involvement of all relevant stakeholders in the field

I ... is not a straight forward process, but a lot of work

I ... Is currently en vogue

I ... the quality of a COS may differ

I ... inappropriate COS will not resolve, but enforce the situation

... quality assurance in COS development is key

6 WWwWw.cs-cousin.org/



The Cochrane Skin Core Outcome Set Initiative (CS-COUSIN)

Established in 2016, structurally integrated in Cochrane Skin

Basic idea: To integrate clinical expertise, methodological expertise and stakeholder impact
In dermatology

in order to develop and implement high quality COS in dermatology
In order to improve and standardize outcome measurement in clinical trials to make trial evidence

more useful for clinical decision making

Necessary to help Cochrane to meet its goals

Cochrane AW
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The Cochrane Skin Core Outcome Set Initiative (CS-COUSIN)

1§ Cochrane  Usin
(‘%) Skin @

Core OQutcome Set Initiative

Methods Group
Provides methodological advice
Ensures unifomity of standards
Undertakes methodolocial research
Linked with COMET and COSMIN

Management
Group

Project Groups
Develop topic-specific COS
Researchers, clinicians,
patients, other stakeholders

Management Group
— Facilitates progress of Project
Groups

— Assists administratively

— Delivers information & database
managment, holds library of key
articles

Project
Groups

Methods
Group

WWWw.cs-cousin.org/



The Cochrane Skin Core Outcome Set Initiative (CS-COUSIN)

CSG-COUSIN COS Domain Development Process

C A group wants to develop a COS )

¥
Complete the proposal form and submit it to Ste p 1
CSG-COUSIN CEG-COUSIN
proposal form l g
‘ Review by CSG-COUSIN within 4 weeks T;i
P
- _
Preparation o
(=}
o
[44]
Register at COMET
Prepare a full protocol for domain
Protocol development Ste p 2
'
Review by CSG-COUSIN within & weeks dﬁ E
Revise ©
Protocol e &
Approval o
=1
Yes t‘%

‘ Protocol publication (e.g. in journal) |

Identify outcome domains

Develop the core set of outcome domains
Domains published at CSG-COUSIN
homepage and in journal
Gemloprnent of Core Qutcome domains ﬁnisheD

Step 3

Domains

-, ¥
re Development of Outcome Measurement 5
S Instruments o

-\ Cochrane

E Skin Cousin

Core Outcome Set Initiative

CSG-COUSIN COS Outcome Measurement () & (-
Instrument Selection/Development Process o st i

A CSG-COUSIN group wishes to progress to
selecting instruments for its core domains

Select domain(s)

Prepare a protocol (if not already done)
Feview by GSE-COUSIN _

Approval
Publish and register (if not already done)
Identify all existing instruments

Look for Do any instruments to
measurement measure this domain
properties exist?

Step 4

- Application of quality
assurance and peer review
principles

adapt a new one
Investigate
nt
Measurements i
Is there convincing

evidence supporting
instruments?
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Select one instrument per domain using
formal consensus methods

Instrument published at CSG-COUSIN
homepage and in journal

¥
@elopmem of outcome measurement instrument ﬂnis@
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l:‘ Dissemination and implementation b
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Project groups

Acne Core Qutcomes Research Network (ACORN)

Acne iz one of the most prevalent diseases worldwide, being one of three
A c 0 R N dermatoses in the global top ten (Hay R et al. J Invest Dermatol 2014; 134:

1527-34). Despite this, the guality of the evidence base for the comparative
e —— efficacy of acne treatments is poor. Mumerous .

% Mehr..

Core Outcome Measures in Chronic Spontaneous Urticaria

Chronic spontanecus urticaria (CSU) is a frequent, distressing, embarrassing
and often disabling skin condition which can last for years. Its estimated point
prevalence is 0.5-1% of the total population.[1]

> Mehr...

Bazed on “The German national consensus on wound documentation and
outcomes: Rationale, working program and current status™ an international
consensus and data base should be developed.

> Mehr...

Harmonising Outcome Measures for Eczema (HOME)

The Harmonising Outcome Measures for Eczerna (HOME) project is an
international group working together to agree a core cutcome set (COS) for
atopic eczema clinical trials.

> Mehr...

COMET VII Meeting 2018

Core Outcome Set for the Appearance of Facial Aging

“While aging is not a disease, it is treated as a condition in the comtext of
efforts to treat aging by imerventions like cosmetics, cosmeceuticals,
minimally invasive cosmetic procedures, laser and energy procedures, and
invasive cosmetic surgery, among cthers. There is hence ...

> Mehr..

IMPROVED

HECOS: Development of a Hand Eczema Core Outcome Set

Hand eczema (HE) is a common skin disease in the general population.
Certain occupations are at increased risk to develop chronic, severe forms
which may result in negative consequences in terms of long-term quality of
life impairment, psychological co-morbidity and cost ...

>Mehr..

Development of a Core Outcome Set in Hidradenitis Suppurativa (HS)

- m

One of the key rate limiting steps in the design and funding of robust clinical
trials to improve the care of people with hidradenitis suppurativa (HS) is
heterogeneity of outcome measures used to determine treatment SUCCESS oF
failure. This izzue has been highlightad in the ...

> Mehr...

CONSIDER - Core Qutcome Set in IAD Research project: development of
a core set of outcomes and measurement instruments for Incontinence-
Associated Dermatitis (IAD) research

Thig project aims to develop a core =et of outcomes and a core set of

measurements to be assessed in clinical incontinence-associated dermatitis
,_.;II lSI er [IAD rEﬁE\Ell:h

Developing a Core Outcome Set for Melanoma trials

In melanoma research there is no uniformity in outcome reporting. Further, it

is unknown which outcomes, for example ‘survival’ and ‘health-related guality
of life’, are maost important to patients and healthcare providers. This causes

inconsistencies in outcome reporting, ...

>Mehr...



P r OJ eCt g ro u p S Eﬂzvﬁéggipﬂgest(_‘;{f::?iglﬁggome Set for future clinical trials for the

Development of a Core Outcome Set in Nail Psoriasis

Prof. Or. Phyllis Spuls (a senior lecturer and consultant dermatologist with
psoriasis and eczema expertise in Amsterdamn, The Metherlands) and Dr.
Marcel Pasch (a senior lecturer and consuhiant dermatelogist with nail
disease expertise, Mijmegen, The Metherlands), both authors .

Core Outcome Set for Rosacea
"The purpose of this COS is to better detect difference in degree/type of

IMPROVED

Vitiligo is the most commaon depigmentation disorder, which affects around
1% of the population worldwide. Currently, no cure or firm clinical
recommendations exist for the treatment of this disorder. One of the main
issues identified by the Cochrane systematic review [1] was the .

> Mehr..

> Mehr.. Core outcome set for clinical trials in Basal Cell Carcinoma

Basal cell carcinoma is the most common skin cancer worldwide. Treatrnent
options include both surgical and topical modalities. Although risk of
metastasis is low, basal cell carcinoma can be invasive and infiltrate
impaortant underlying structures such as bone or cartilage. While ...

presentation and track response to medical and procedural therapies.” n > Mehr..
Mehr...
IMPROVED ’
European Laser TrEAtment Dermatology registry (LEAD)
During the past decades, advancements and modifications in laser technology
The Outcomes for Pressure Ulcer Trials (OUTPUTS) project has further widened its scope and greatly expanded the cutaneous laser
surgeon’s armamentarium to the point that is now considered the treatment of
The Outcomes for Pressure Ulcer Trials (OUTPUTs) project: Development of a L E A/g_' choice for numerous cutaneous disorders. Different
core outcome set for trials evaluating the clinical efficacy or effectiveness of > Mehr..
o U T p U Ts pressure ulcer prevention interventions
Dutcomes for Pressure Licer Trals > Mehr...

.

Development of a Core Qutcome Set for Vascular Malformations (OVAMA
pro'ect)

The OVAMA project aims to develop a core cutcome set (COS) for adult and

O ‘ 7 ﬁ M ﬂ pediatric patients with congenital vascular malformations.
>Mehr..

Ouscerme maasuses for Viscular MAorasens

.l
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Priorities for the future 0, gﬁﬁ'hra"e G

« To finish high quality COS in dermatology.

* To implement these COS in trials and reviews.

* To iImplement the standards and methods developed by COMET and COSMIN into
our field and thus to validate these standards.

» To serve as a model for other clinical disciplines to bridge clinical and
methodological expertise in COS development and implementation.

 To receive structural support / funding from Cochrane.

WWWw.cs-cousin.org/
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