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Abstract

Objective.—The Outcome Measures in Rheumatology (OMERACT) Vasculitis Working Group
has been working toward developing a data-driven core set of outcome measures for use in clinical
trials of Behcet’s syndrome [Behcet disease (BD)]. This paper summarizes the group’s work
through OMERACT 2016, discussions during the meeting, and the future research agenda.

Methods.—Qualitative patient interviews were conducted among 20 patients with BD who have
different types of organ involvement. A 3-round Delphi among BD experts and patients was
initiated to identify domains, subdomains, and outcomes to be assessed in clinical trials of BD.
The results of these studies were discussed during OMERACT 2016 and next steps were planned.

Results.—Patients’ perspectives and priorities were identified through qualitative interviews that
identified candidate domains and subdomains for inclusion in the Delphi and characterized some
short-comings of the currently used patient-reported outcomes in BD. The first round of the

Delphi was completed and several domains or subdomains were endorsed by the experts and/or the
patients. Because many more items were endorsed than would be feasible to assess during a
clinical trial, rating and ranking of items by physicians and patients was planned as a next critical
step. The challenges of assessing specific organ system involvement was also discussed.

Conclusion.—The OMERACT Behget Syndrome Working Group research program will
identify core domains for assessment in BD with the goal of developing a core set of outcome
measures for use in all trials of BD with the option to incorporate additional outcomes for specific
organ involvement.

Key Indexing Terms:

BEHCET DISEASE; OUTCOMES; OUTCOME MEASURES; OUTCOME ASSESSMENT;
OMERACT

Several outcomes and outcome measures have been used in clinical trials that address
different types of organ involvement in Behget’s syndrome [Behget disease (BD)]. However,
the diversity and variability in the outcomes and outcome measures across trials has made it
difficult to combine and compare the results of trials! and reducing the cumulative effect of
the trials on development of management and treatment guidelines22. Moreover, patient
engagement has not been optimal in the development and validation of outcomes and
outcome measures in common use in trials of BD. The Outcome Measures in Rheumatology
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(OMERACT) Vasculitis Working Group seeks to develop a core set of outcome measures for
use in trials of BD. A previous systematic review by our group showed that few measures
are either properly validated or widely used, and there is a lack of standardized definitions
for frequently used outcomes such as response, relapse, and remission®. We conducted a
survey among BD experts from different specialties and the majority of the experts agreed
that none of the currently available instruments for assessing disease activity in BD were
reliable and valid®. Input from the Behget research community in an outcome measures
meeting during the 16th International Conference for Behget’s Disease in 2014 helped us
further understand the needs in this area. Our paper summarizes the work we have done
prior to OMERACT 2016, the discussions during the special interest group (SIG) meeting,
and our future research agenda.

The main findings of our work leading to OMERACT 2016 meeting were the following: (1)
qualitative patient interviews revealed several themes that are important to patients that help
us understand the complex perspectives of patients with BD, (2) several domains and
subdomains were endorsed by BD experts during the first round of the Delphi, (3) patients
endorsed all domains and subdomains chosen by experts, but the patients endorsed
additional outcomes such as fatigue, sleep, and sexual functioning. These are all novel
findings that have not been reported in BD before and they will help advance the research
toward developing a core set. Next steps will be completing the second and third rounds of
Delphi and further analysis of patient interviews.

Qualitative Patient Interviews

We conducted in-depth, semistructured interviews to better understand the perspective and
priorities of patients with BD to determine patient-important candidate domains and
subdomains for the Delphi questionnaire and help improve and modify already existing
patient-reported outcomes (PRO) or develop a new PRO for BD. The interview included 7
different conceptual frameworks (disease onset, diagnostic experience, treatment history,
disease remission, disease flare, quality of life, mental health effect) and 41 open-ended
questions. Twenty patients with BD with different types of organ involvement were included
(Table 1). Interviews were transcribed and entered into an NVivo 10 database to support
qualitative analyses. A preliminary qualitative analysis was performed using a constant
comparative method of careful line-by-line review of interview narratives®6. Seven broad
themes were identified, 3 of which (lack of knowledge, genetic factors, healthcare needs)
were considered not related to disease assessment and were not included in further analysis.
The remaining themes were symptoms, effect on functions and activities, psychological
effect, and social effect. Each theme included several domains and subdomains (Table 2).
We compared the domains/subdomains that were retrieved through these interviews with
items of the currently available BD-specific quality-of-life scale. Several domains/concepts,
including work disability, difficulty in eating and drinking, difficulty in concentrating,
suicidal ideation, anxiety, feeling judged or pitied by others, and sleep problems, were
missing from currently used PRO.
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Our next step for identifying domains, subdomains, and outcomes to be assessed in trials of
BD was a 3-round Delphi exercise among experts in and patients with BD (approved by
Ethics Committee of Cerrahpasa Medical Faculty: 83045809/604.01). The Delphi
questionnaire included a list of possible domains, subdomains, and outcomes that were
derived from the results of the systematic literature review on outcomes assessed in previous
Behget studies?, patient priorities identified through our qualitative interviews, and expert
opinion. ltem selection was also influenced by the framework of the OMERACT Filter 2.07.
It included 7 sections asking “what needs to be measured in...” (1) all trials, and then trials
of (2) mucocutaneous disease, (3) ocular disease, (4) vascular disease, (5) central nervous
system disease, (6) gastrointestinal disease, and (7) arthritis.

The patient survey was the same as the expert survey with medical terms explained. An
invitation was e-mailed to 123 physicians and 130 patients. Items that were agreed on by =
70% of either experts or patients were accepted.

A total of 74 physicians and 59 patients participated in Round 1. The physicians were
experts in BD from 21 countries and from a wide range of specialties, including
rheumatology (50%), dermatology (16%), ophthalmology (12%), internal medicine (12%),
gastroenterology (3%), and neurology (1%). Table 3 shows the domains and subdomains to
be measured in trials of BD that received = 70% endorsement by expert physicians and/or
the patients. Domains that were endorsed for assessment in all trials of BD and the
additional subdomains endorsed for trials on each type of involvement are listed separately.
In addition to all of the domains identified by physicians, = 70% of patients endorsed the
assessment of other domains such as fatigue, sleep, sexual functioning, psychological
functioning, and acute-phase reactants in all trials of BD (Table 3).

When we attempted to map the outcomes and outcome measures that were endorsed during
the Delphi on the areas defined by the OMERACT Filter 2.07, we observed that all the core
areas were covered. Several domains were endorsed, such as activity, damage, and quality of
life covering “life effect,” work productivity covering “resource use/economic effect,”
function and imaging covering “pathophysiological manifestations,” and finally, “death.”

Discussion at the OMERACT 2016 SIG Meeting

One of the main discussions was whether the aim should be to develop a core set of
outcomes for all trials of BD or different core sets for each type of involvement. Although
skin and mucosal lesions are seen in almost all patients, it is not common to have more than
1 active major organ system involved at a time. Moreover, differences in response to certain
drugs have been observed between types of organ involvement. Thus, most trials conducted
to date in BD have each focused on 1 type of involvement such as eye, mucocutaneous, or
joint involvement, using outcomes and outcome measures specific to that organ or organ
system. Instruments for overall disease assessment have been developed, but these have not
been widely used. There is also a lot of hetero-geneity in the outcomes and outcome
measures used for specific types of involvement. Assessment of all organ systems in detail
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even if they are not involved during drug trials would be time consuming and inefficient.
However, there was consensus that a basic evaluation of all organ systems is necessary to not
miss any new manifestations during a trial. This approach would enable detection of
potential effects of the study drug for protecting from new organ involvement. The
conclusion of this part of the discussion was that we should strive for a main core set for all
trials in addition to organ-specific outcomes and outcome measures for trials that focus on a
specific type of involvement.

Patient interviews revealed several important themes and clues to the life effect of BD.
Although patients with a variety of organ involvement were included, all of them were from
Turkey. The possibility of conducting interviews among patients with BD from other
countries was discussed. This would reveal any cultural differences regarding outcomes
important to patients. The need for a reliable and validated PRO was emphasized.

We also discussed the results of the Delphi, where too many items were endorsed by the
physicians and/or the patients to be feasibly addressed in any one study or a reasonable set
of instruments. We decided to rate and rank the endorsed items during the second round of
Delphi, and some items could be gathered under a single domain such as activity or
function. This approach would advance development of the main core set of domains under
the OMERACT Filter 2.0 guidelines.

Future Steps

Qualitative patient interviews will be further analyzed, more interviews will be conducted in
other countries, and these data will be used for developing a PRO for BD or accumulating a
set of currently available PRO for use in trials.

The second round of the Delphi will be conducted among experts and patients with ranking
of the endorsed domains/subdomains. The third round will be a combined patient and
physician Delphi to determine the main core set of domains to be measured in all trials and
additional ones specific to each type of organ involvement.

DISCUSSION

The qualitative patient interviews revealed several themes including difficulty in work and
home participation, impaired quality of life, and impaired personal independence. The first
round of the Delphi showed that the majority of domains and subdomains were endorsed by
experts including activity, function, damage, and remission, and additional domains were
endorsed by patients. At the end of the 3-round Delphi process, we aim to determine the
domains that need to be assessed in all trials of BD and then develop a core set of data-
driven outcome measures to assess these domains in clinical trials for BD.
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Demographic and disease characteristics of the patients with Behget syndrome who underwent qualitative

interviews. Values are n

Table 1.

unless otherwise specified.

Characteristic Values
No. patients 20
Age, yrs, median (range) 36 (29-46)

Sex 5 female, 15 male
Disease duration, yrs, median (range) 11 (9-18)
Education

Middle or high school
Some college or higher
Marital status
Single
Married
Employment status
Employed
Unemployed due to disease
Homemaker
Type of organ involvement
Eye
Vascular
Joint
Neurologic
Gastrointestinal

Isolated mucocutaneous

16

13

10

N W ol o

J Rheumatol. Author manuscript; available in PMC 2020 May 12.

Page 7



Page 8

Hatemi et al.

uonedionJed pue saiiAIIoe [RID0S Padnpay
Jauped yum diysuolielas ur swajqo.d
1ioddns Joj pasN
swoydwAs 1183 J0 A111aA3S 3y a1ewISaIapun s1aylo yeyy buijas4
pajoLsal Bulfes
s1ayro Aq panid Jo pabpnl Buijas

alenbapeul Buljesy

uonesp! [eproins
y1Buans paonpay
ssaS
30UBPIFU0I-J|3S O YoeT]
lead
uoissaidaQg
Apixuy
196Uy

3J1] Jo Aijenb paonpal iom 01 Aljiqeul ‘uoisiA palreduw|
8ouapuadapui jeuostad uo 19843
Ajiwey uo 198443
$ysel ployasnoy ynm Aynoyia
Buniem ur Aynaiya
Bupyres ur Aynoiia
uaJp|1Yo 4o aJed Buixel ut Anouiq
Buruip pue Bunes ur Aynoia

Bunesuaouod ur Aynoia

Juawiredwi fensip
UITENTS

ured

SI99IN [BIO
ABreyra]
ayoepesH

SI92IN [eHURD)
anbie

Buidaa|s Ao

1943 [eos

109443 [eoBojoyossd

S3IIAIOY PUE LOIIdUNL UO 19913

swoldwis

Author Manuscript

"SMBIAIRIUI 3AITRII[END BU) W) PAASIIISI SUIRLLOPQNS/SUTRLLIOP pUe SaWay L

‘¢ slqeL

Author Manuscript

Author Manuscript

Author Manuscript

J Rheumatol. Author manuscript; available in PMC 2020 May 12.



Page 9

Hatemi et al.

‘suelo1sAyd 7, pue siuaired 9g Ag sasuodsal uo paseq s)nsey
¥

1uno2 jutol Japua} ‘unod jutol uajjoms ‘uonouny feaisAyd ‘saposida siyLe ou ‘saposida siIyue Jo uonelnp :sueidisAyd pue siuaired yioq Aq pasiopul
sso| 1yBiam ‘afewrep pajejal-aseasip ‘easneu :Ajuo syuaied Aq pasiopul

uoissiwal 91dodsopua ‘eaylJelp ‘uoissiwal [ealul|d ‘ured jeuiwopge :sueldisAyd pue syuaned ylog Aq pasiopug

Ayredoinau ‘ured o1yredolnau ‘ssauizzip ‘abewep pajejai-aseasip :Ajuo syusned Aq pasiopul

BuiBewi aouruosal dnsubew uo uoissaibold ‘ayoepesy ‘Buiuonouny sAIubod :sueldisAyd pue syusied yloq Aq pasiopul

yrealq Jo ssaupoys :Ajuo suaned Aq pasiopu3

aWoJpuAs onoquioly)
-150d ‘sngui0Jy] SNOUBA MaU ‘SNCLUOJY) [eLId1e Mau ‘wsAInaue mau ‘sisAidoway ‘snquiolyl SNOUSA papusixa ‘abewep pajejal-asessip :sueldisAyd pue syusijed yioq Aq pasiopusl

Buriades p1021110209n|6 yoeNe JeINd0 40 uonelnp :Ajuo suaied Aq pasiopu3
A1IN2e [eNnsIA ‘SIIINJSEA [eullal ‘Yoene Jejndo ‘ewapa enaew pioisAd ‘uoisiA Aunq :sueldisAyd pue syuaiied yioq Aq pasiopul
suoIsa| Jejnpou Jo ured ‘suoisa| sejnmsndojnded ‘ou :Ajuo sjuaired Aq pasiopul

$139]N [e10 40 ured ‘sis9|n [e)uaB Jo uted ‘s19IN
[enuab "ou ‘S180|N [BI0 *0U JUSLUBA[OAUI UBBIO MBU ‘SUOISS] Je[npou JO UoHEINp ‘sIad|n [elush Jo uoneinp ‘s1soin [elo Jo uomelnp :sueidisAyd pue syusiied yioq Aq pasiopul

suoIsa| Jejnpou Jo ured ‘suoisa| sejmsndojnded ‘ou :Ajuo sjuaired Aq pasiopul

Aianonpoud
SJom ‘uoissiwal ‘81| Jo Alifenb ‘yuawissasse 1eqo|b s, ueldisAyd ‘Juswssasse [eqo)b s,juaired ‘uonouny ‘yieap ‘sbewep ‘Auande :suerdisAyd pue syusired yloq Aq pasiopul

8seasip Julor

9SBaSIp [eUNS3UI0IISeD

aseasip 9160j0inaN

3seasIp JejnaseA

8seasIp JeINo0

9SeasIp sN0aueINd0IN|A

S|ell I

Pes Jopu surewopgns pue surewod

[elil josnooH

"S[el} [ealul]d ul ainsesw o0} Aessadau se sjuailed Joj/pue suadxe ueldisAyd Jo 940/, < AQ pasiopus swoIpuAs 18dyag Jo Surewopgns pue surewoq

‘€ 9lqeL

Author Manuscript Author Manuscript Author Manuscript

Author Manuscript

available in PMC 2020 May 12.

J Rheumatol. Author manuscript



	Abstract
	Qualitative Patient Interviews
	Delphi
	Discussion at the OMERACT 2016 SIG Meeting
	Future Steps
	DISCUSSION
	References
	Table 1.
	Table 2.
	Table 3.

