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ABSTRACT

Objectives (a) To adapt the Standard Protocol ltems:
Recommendations for Interventional Trials (SPIRIT)-patient-
reported outcome (PRO) Extension guidance to a user-
friendly format for patient partners and (b) to codesign a
web-based tool to support the dissemination and uptake of
the SPIRIT-PRO Extension by patient partners.

Design A 1-day patient and public involvement session.
Participants Seven patient partners.

Methods A patient partner produced an initial lay
summary of the SPIRIT-PRO guideline and a glossary.

We held a 1-day PPI session in November 2019 at the
University of Birmingham. Five patient partners discussed
the draft lay summary, agreed on the final wording,
codesigned and agreed the final content for both tools. Two
additional patient partners were involved in writing the
manuscript. The study compiled with INVOLVE guidelines
and was reported according to the Guidance for Reporting
Involvement of Patients and the Public 2 checklist.

Results Two user-friendly tools were developed to

help patients and members of the public be involved in

the codesign of clinical trials collecting PROs. The first

tool presents a lay version of the SPIRIT-PRO Extension
guidance. The second depicts the most relevant points,
identified by the patient partners, of the guidance through
an interactive flow diagram.

Conclusions These tools have the potential to support
the involvement of patient partners in making informed
contributions to the development of PRO aspects of

clinical trial protocols, in accordance with the SPIRIT-PRO
Extension guidelines. The involvement of patient partners
ensured the tools focused on issues most relevant to them.

INTRODUCTION
Patientreported outcomes (PROs) provide
information about the status of a patient’s
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Strengths and limitations of this study

» Two user-friendly tools were codeveloped with pa-
tient and public involvement (PPI) partners for the
use of patient partners involved in the codesign of
clinical trials collecting patient-reported outcomes.

» The research was reported according to Guidance for
Reporting Involvement of Patients and the Public 2
checklist and adhered to INVOLVE recommendations.

» The user-friendly tools were not tested among a
wider patient partner group.

» In addition, the PPI partners included in the codevel-
opment of the tools were mainly oncology patients.

health, directly from the patient, without
interpretation by a clinician.'! PROs are
collected in clinical trials to provide evidence
of the impact of disease treatment on func-
tional health, well-being, severity of symp-
toms or side effects, and psychological impact
of the disease and/or the treatment.

Clinical trials are medical research studies
carried out to determine the activity, safety,
efficacy, effectiveness and adverse effects of
diagnostic and therapeutic interventions.”
Clinical trial protocols describe the objec-
tive(s), design, procedures and statistical
considerations needed to conduct a specific
clinical trial. Recent research suggests
important PRO protocol-items, such as
hypotheses, data collection methods and
statistical plans are often missing from trial
protocols.‘l_7 Furthermore, rates of avoidable
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missing PRO data are often high*®® and PRO data publi-
cations are reported long after other outcomes or not
at all’ ' if reported, the PRO reporting is often inade-
quate.” 114

A recent review of 228 National Institute of Health
Research Cancer portfolio studies identified that PRO
data were left unreported for studies involving nearly
50000 patients, which is unacceptable and unethical.’
Moreover, such failures and omissions compromise the
impact of PROs on future patient care and health policy,
and also waste valuable resources in terms of patient and
researcher time and funding.

In 2018, the SPIRIT (Standard Protocol Items: Recom-
mendations for Interventional Trials)-PRO Extension was
published with the aim to provide recommendations for
researchers on which items should be addressed in clin-
ical trial protocols with primary or key secondary PRO
endpoints. However, there is a lack of training materials
and tools to support the uptake of the SPIRIT-PRO guid-
ance to promote quality and to simplify the approach
for patient partners who are involved in the review and

User-friendly

One PPI partner summary of the

and two £ SPIRIT-PRO
researchers Extension and
glossary

v

One-day PPI session
to discuss the lay
summary and glossary

!

PPI partners
commented on the
wording of each item
and glossary

v

Writing up of the
manuscript, including
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SPIRIT-PRO version
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S —

\

\
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\
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Figure 1 User-friendly SPIRIT-PRO Extension and glossary
methods. PPI, patient and public involvement; PRO,
patient-reported outcome; SPIRIT, Standard Protocol ltems:
Recommendations for Interventional Trials.

codesign of clinical trials with PRO objectives.'” The aim
of this research was to: (a) adapt the SPIRIT-PRO Exten-
sion guidance to a user-friendly format for patient part-
ners and (b) codesign a web-based tool to support the
dissemination and uptake of the SPIRIT-PRO Extension
by patient partners.

METHODS

A patient partner (GP) produced an initial lay summary
of the SPIRIT-PRO guideline and drafted a glossary
with support from academic coauthors (MC and SCR).
The patient partner selected to produce the initial lay
summary and glossary was originally involved in the
development of the SPIRIT-PRO Extension guideline. In
addition, the patient partner has experienced completing
PRO questionnaires and has been involved in different
PRO-specific projects to provide his perspective from a
patient’s perspective.

A 1-day PPI (patient and public involvement) session
was held with patient partners in November 2019 at the
University of Birmingham, UK. The aim of the PPI session
was to adapt the SPIRIT-PRO Extension guidance to a
user-friendly format for patient partners, and codesign a
tool to aid patient partners in the codesign of PRO clin-
ical trials. The PPI session was conducted and reported
according to the Guidance for Reporting Involvement
of Patients and the Public (GRIPP) 2 reporting check-
lists. This international provides guidance on the key
reporting items for reporting PPI in health and social
care research.'® In addition, the PPI session complied
with the INVOLVE guideline, a government supported
programme that promotes active public involvement in
National Health Service, public health and social care
research.'”

Patient and public involvement

Seven PPI partners who were already known to the team,
who had relevant experience in clinical trials, were
recruited by the research team to assist at different stages
in the development of the tools. The PPI partners were
six patients and one carer with personal experience of
different health conditions including oncology (four PPI
partners), Parkinson’s (one PPI partner) and chronic
kidney disease (one PPI partner). Six PPI partners iden-
tified themselves as white and one as Sikh British. Only
three of the PPI partners were previously involved as
trial participants. One partner was involved in the devel-
opment of the first version of the patientfriendly SPIR-
IT-PRO guidance. Five were involved in the codesign
of the patientfriendly SPIRIT-PRO tools, and all seven
contributed to writing this manuscript.

During the session, five PPI partners (GP/LR/LG/
RV/PE) and two academics (MC and SCR) discussed the
original SPIRIT-PRO Extension guideline and contrasted
it with the initial lay summary drafted. PPI partners
commented on the comprehension and refined and
agreed the wording and clarity of the lay version of the

Cruz Rivera S, et al. BMJ Open 2021;11:€046450. doi:10.1136/bmjopen-2020-046450

"ybuAdoo Aq paroslold 1sanb Aq 120z ‘2T AInc uo ywod fwg uadolway/:dny wouy papeojumoq "TZ0z dunt O Uo 0SH7970-020z-uadolwg/oeTT 0T Se paysiignd 1say :uado rINg


http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-046450 on 30 June 2021. Downloaded from http://bmjopen.bmj.com/ on July 12, 2021 by guest. Protected by copyright.

panuiRuo)

)
7
[
3]
3]
@
c
[
o

o

SOWO02IN0 pue suolUSAISIUI ‘Sjuedioied :[SpoylaN

£y woddns 0] eney Aey) op 9ouspine 1BUM o

¢(1a1e0 o) usned se aousiiadxs JNOA yorew

SIY} S90(] /,[BM} Y} JO UOIFeINP 8y} 10} Juswiesi}

M3U SA 8180 pJepue)s Jo} uoissaiboid ayl jo Ayujenb
Buimoys ydei6 e melp wes) [eOJUID Y} UBD

‘[eu} [eauo
8y} Buunp uonuaiaiul 8y} Ag pajyoedwi aqg o3 Aja| 4|
iliareo g8yl 4o Ayrenb pue uonouny ‘swoldwiAs syuedioied

Jo)jusiied eyj 0} UO Juswijesly Jo 10848 Ajgyi| 8y} Inoge (jooojold auyy £s04d
slejew jeym uo (syes ul pue) noA 0} paule|dxe Wes) Yyoseasal oyl seH « bBuissesse ul sjeob Jiay) peiyioads wes) ay) eneH
QWO2IN0 8102) SOD

¢leu 8y} ul sOHd Buissesse

*SOIPN}S JUBAS[aI Ul SBuIpul 10 YIom 8Aljeyenb SOIpN}S JUBADal

OYd @SHBWWNS pue ‘JusWSSasse  ‘s[el} snoiaald punose ¢BIEP OHld 8u} Bulos|oo jo ssodind sy} siieuM 4 40} UOSEA. JESIO B SABY WES} 8L} OP ‘SO 4 ul sBuipuly OHd @SHEWWNS PUE JUSWSSOSSE
OHd 40} o[eUONEI pUE UOSaNb  8injesal| 8y} 1B PeXoo)| ‘suonsenb $10U AUm  OHd 40} BeuUONe) pue uopsanb yoseasal ol1oads
yosessal olj1oads OHd oYl 8quOseq Wes} YoIeasal Y} SeH yoseasai asijlioud o} djay ued sieuped |dd < ‘J0U J| £SOHd BUI09||00 Wies} yosessal 8Urs|  -Odd U} 2quosap uoljelodeld OHd-e9-11dIdS

‘uononpoidod Jo dnoib Juswabeuew
leu ‘ueolddeod :sjou Jeuped |dd Ajioeds o

o, 'PeBpPajmouoe (¢, SUOITBISPISUOD JUBISHIP BIBY] SJE (SIaIeD j0o0304d [BlI} By}
aq p[noys |090104d [El} 8Y} O} UOINGLIUOD J0 sjuaned Ay} aly) SOHd BUINOAUI S[BLY JO  JO JUSIUOD OHd 9U} 40} 8|qisuodsai (S)enpiaipul
jueoubis e epew aAey oym sieuped |dd o ubisepoo ay) ul paajoaul Buieq sieuped |dd a1y ay} Ay1oads :uonesogel3 OHd-eS-1I14IdS

w0} frewuwns Aej ayy (s)4ouried |dd 10} suoljelapisuod Aoy 19pIsuod o0} (s)sauried |dd 10} suonsand uonduosap pue Jaquinu wall OHd-LIHIdS
JU3SUOD pUE }93YS UOBWLIOJUI 10} SUOIBIdPISU0D
juedioied o) suonesapisuo)

Cruz Rivera S, et al. BMJ Open 2021;11:e046450. doi:10.1136/bmjopen-2020-046450



http://bmjopen.bmj.com/

)
7
o
3]
3]
®©
c
o

©)

BMJ Open: first published as 10.1136/bmjopen-2020-046450 on 30 June 2021. Downloaded from http://bmjopen.bmj.com/ on July 12, 2021 by guest. Protected by copyright.

panuiluo)

¢Ino-doup Aew Jo ajedioiued jou Aew sidoad
Aym suoseal snieis Buiyiom/uonpuod abenbue|
/Ayreay/Aydelboab/palelal ebe/jeinyno aisyl aiy

*Apn}s J18yy 4o) siequinu

ybnous b1q arey Aayj jayiaym 108e Aew }i se wes}
e} 8y} yum siy} asres aseajd uayj a8yl jou Jybiw sisied ¢(e1doad Auew ooy Buipnjoxs ase
J0 sjuanzed jeyy 1000j0.4d 8y ul buiyawos 88s noA j|  Aay} ‘al) 9AIOL1S 00) BLISIIO UOISN|OXS 8y} aly

sasAleue OYd [ediouud
8y} jo Jamod 8y} ssnosip uay} ‘yuiod pus OHd dui
uo paseq paysi|gelss jou s| dzis sjdwes j| *(dn

‘[eL ey} Jo spoadse OHd 8y ul -MOJ|0} 0} SSO| pajoadxa Joj Bupunoooe) 1obiey
bunedionued ul pajsalsiul 8q o3 Ajey| aJe sjdoad Jayaym ¢ passasse JUSW}INIOBI PUE (PBUILLISISP SBM }I MOY PUE)
uo smain eney Aew noA inq ‘eyenbape s azis sjdwies Buiaq uonendod 8y} uo paseq }nJioal 0} azis ajdwes paiinbal ay} aiels ‘uiod pus Arewnd

By} Jayym ssasse 0} pajoadxa jou aJe sieuped |dd  o|qises) sjuedioiped jo Jequunu palinbai 8Ur S| U} S| OHd B Usym :uolyeloqe|3 Odd-v L-LIdIdS

1saJa}ul Jo pouad Jo juiod swiy [ediound
Y} pUe (JUSAS 0} BWI} ‘N[eA [eul} ‘Bul|aSE] WO}

‘passasse a( ||Im 8say} aBueyo ‘Bs) ouldW SIsA[eue 8y} ‘@UO Yoes Joy}

us)o Moy pue uo Jodai pjnoys sJaJed Jo sjusijed '0}0 “TOYH Jo/pue  ‘pue (wojdwAs opyoads ‘urewop opoads ‘ayl Jo

‘leuy (yyesy [eyusw Jo BuluonouNy Jo S}0adse ‘S}0aYs dpIsS ured ‘uonouny [eoisAyd ‘sjdwexs 404 ¢Syl op Ajrenb pajejai-yiesy |[esano ‘6a) uonuariaiul

oy} Buunp pajs|dwoo aq 0} Buioh ‘swoydwAs ‘B8) sQHJ Yoym aujwsep digy o} weay o} ue(d Asy} Oop usym pue MOH ¢painseaw aq 8y} 81enfend 0} pasn sufewop/sydeouod OHd
aJe (s)alreuuonsanb yeym apnjou| yoJeasal Japeoiq 8y} UUM Yiom ueod sisuped |[dd <« 01 BuloB si jeym Ajjoexs pailoads wes) sy} seH oy} Ayloads :uoneliode|3 O"d-2 L-LIHIdS
w.ioy Krewwns Ae| ayy (s)4ouried |dd 10} suoljesapisuod Aay) 19pISu0d 0} (s)saupied |dd 10} suonsanp uonduosap pue Jaquinu wal OHd-LIHIdS

JUBSUOD pUE }93YS UOBWLIOJUI IO} SUOIBIdPISU0D
juedioied 1o} suoieiapisuo)

046450

Cruz Rivera S, et al. BMJ Open 2021;11:e046450. doi:10.1136/bmjopen-2020-


http://bmjopen.bmj.com/

BMJ Open: first published as 10.1136/bmjopen-2020-046450 on 30 June 2021. Downloaded from http://bmjopen.bmj.com/ on July 12, 2021 by guest. Protected by copyright.

panuiuo)

‘Aunisnjoul
Buiuspim jo shem jsabbns o} sjqe aq Aew sseuped
Idd INq weay [eL 8y} Jo saijiqisuodsa. ay} a.Je asay |

¢saulepinb uone|sues) Buimolo) Aeyy a1y o

¢ 10) pe1soo Asyl eneH o
spoylew
papuswwodal Ajjualino Buisn padojansp usaq
SABY SUOISISA palB|SUB] J8Ylaym a1e1s pue
'sabenbue| Jayjo Ul sainseaw O4d Jo AMjiqe|iene ;9lqe|iene pash aq [IM uoisien abenbue| | Ueyl aiow
8y} JO aieme Siouped |dd OXew O} sieyosesssy o (S)asreuuonsenb ussoyo ayy ase sebenbuel leUM  Jsyiaym Apoads :uoneloqe|3 OHd-(1)eg L-LIHIdS

¢ UOISIaA paje|suel} ¢uoneindod
e annbal jeyy uonendod ey jo sdnoub aleyr aly <  [el] 4o} o|ge|ieA. saireuuolisenb 106 Aeyy eneH

¢Aem senoiped e ul QY ay} 939|dwod Jouued
oym asouyy Joy sueld dn yoeq 106 wes) sy} oneH <«
¢S1U} Op 0} 8|qe 8q sjuediolped (e [IM <«
¢4ioq Jo
Ajlealuoaosis/ieded uo a19|dwod syuedionied ue) o
*(49y30 ‘awoy ‘oulo
‘Ba) Bummes pue (Jaylo ‘0luoI1o9|e
‘auoydayel Jeded ‘Bs) uoliessiuILPE

£awoy Je oluijo

ul ‘s|dwexe o} pa1os||0d 8q 0} BuioB 1 s aIByM < teliafetiol IR bojioNHosiotICet o

‘ojuoJio9e ‘euoydaiey Yaded ‘Bs) uonesisiuiwpe

10 (s)epow papiwiad ay} Buulino ‘Blep OHd 199|102 0} poyiew [eoljoe.d/3usiusAuod ¢ pa19|dwoo aq aireuuonsanb  jo (s)epow pajywiad sy} Buluino uejd uoos||0d
ue|d uoI}098||00 Blep e apn|ou| 1sow sy} suiwlep djay ued sisuped |dd <« OHYd @Y} [[IM MOY pUB UdYM ‘@Iayp Blep e apnjoul :uoneioged Odd-(1)egL-LI41dS
;osues

ayew Aayl op pue pauie|dxs Aadoud Asyy auy
¢ seuobaied Buloos syl pueisiapun noA ue)

¢(luswissasse jusnbaiy aiow alinbai Aew yoiym)
Alrep Bunenionyy Jo awil JaAo0 a|gels swoldwAs ae

‘@oue)sul 104 ¢,uonpuod ay} Jo} a1edoidde (shep 2 ¢Jesjo aireuuonsanb

Jo yuow | ‘Be) pouad Jequuiawal/|[edal 8u S| 8y} Jo uoe|dwod o) SUOIONJISUl By} iy
pauueld I suoneinap Ayisnl pue
‘uoieindod ay} elreuuonsenb Ay0ads pue [enuew Jesn AUB YlM 82UBPIODOE Ul
Jo} Juswssesse Jo Ay|iqises) ssnosip BU} Ul pessalppe 9say} 81y ([el] 84} JO 1X8juod pasn aq aInseaw 8y} JaYloym 91els '1saisiul
puE ‘JUBWISSaSSE Yoes 839|dwod By} Ul JUBASJJ BJE Y)Bay [ejusw Jo Bujuonouny jo Jo uoneindod ayy Ui Ajlespl ‘s|qe|ieAe i palo Jo
0} s} pajewse ey} Aj1oads s10adse/s)oa)je-apis/swoldwAhs/senssl/usping FeUMm < ¢senoud juaiied Jonoo i seoq pepinoid 8q pjnoys usping pue Ayjiqerdeooe
2Evep BuissIL jusned pue ‘sauljepinb uonelaidisiul ‘seiuedoid
Ul }nsaJ Aew pue Jamsue 0} YSIM Jou ‘a)ew|}se ue anib . EmeSmeE EmEmbmm_ Odd 40 8ouspIng
Aew sjuaijed yolym ‘uoipouny [enxas 0} Jl 819|dwoo 03 sisuped |dd YSE p|noYs Wes} (el ¢Buisn (6wod1no Joo Lm uood € mczmo_uc_ wwmoom J0
Se yons ‘suolisanb Aue aiayy aiy ¢alieuuonsenb ayy a19|dwod 0} aye} | [IIm Buo| MoH o Bunepisuod Asy aJe (s)asreuuorisanb Yoiypm cﬂ_“ooﬂ_ﬁmﬂw .woﬁ_h‘_w q __Mwww__\_wnwwﬁ_uwom\_mm__rmmm
alreuuonsanb ay} 819|dwod ¢ selleuuolisenb ¢(uoisses |dd ‘@inyeusy| ‘SUleWIOP 8QqIOSap pue Pasn ag 0} Juswniisul
0} &ye} 01 Bulob sI Buo| moy apnjou| oy} aJe o|qerdesoe pue ejeudoidde moH ‘B9) aureuuonsanb ayy josjes sy} pIp MOH  OYHd @y} Ayisnp :uonesogel3 OHd-()eg L-L141dS
w0} KAewwns Ae| ayy (s)4ouraed |dd 10} suonjelapisuod Aoy JapIsuod o} (s)souped |dd 10} suonsand uonduosap pue Jaquinu way OHd-LIHIdS

JU9SUOD pUE }93Ys UOIJEWLIOJUl 1O} SUOIIBI9PISU0D
juedioied 10} suolelapisuo)

panuiuo) | ||qeL

Cruz Rivera S, et al. BMJ Open 2021;11:¢046450. doi:10.1136/bmjopen-2020-046450



http://bmjopen.bmj.com/

Open access

BMJ Open: first published as 10.1136/bmjopen-2020-046450 on 30 June 2021. Downloaded from http://bmjopen.bmj.com/ on July 12, 2021 by guest. Protected by copyright.

panuniuon

(sesAfeue

Aynsuss pue uonyeindwi oy yoeoisdde ‘69)
‘eyep Buissiw s|puey o} pasn aq ||IM ey} spoyiaw SJUBLUSSSSSE a13Ud IO Sway Buissiw Buljpuey 4oy

|y} INoge Wea} [el} 8y} uolsenb ued jng ‘pashjeue aq (BIep OHd  SPOYIdW 8y} duljino pue pagLosep ad [|Im eyep
1m eyep moy uejd o3 pajoadxa jou aJe sieuped |44 9yl esAleue o} Bulob wes) yosessal ayy S| MOH  Buissiw moy aje)s :uofjeiogeld OHd-202-LI141dS

£BIEp BUISSILU Y1 [€9P WES] BU} [IIM MOH

‘[ea1y1e sI uoie|dwod
Odd Jayeym pue sjuaiyed 0} usping JOPISUCD

‘uonsenb yoJeasal [el} 8y} 0} %0eq payul| 8q p|noys ¢(uoneinap) pasuueld ueyy Jayio Aem J0o030.1d UoUBAIBIUI
sIy] "pauueld 0} JuaJlIp ABM B Ul JUSLLIEaI} SAI908I B Ul JUsw}eal} 8y} 9A199a1 Jo ‘(anuipuoosip) Apnis paubisse ay} WOl 9}BIASP IO SNUIIUOISIP OYm
10 uswieal; Buiaieoal dois jeyy sjuaied oy ssaooid Japun juswieal} ayl Buinieoas dois oym sjuaized suedioiped Joj Juswssasse OHd Jo ssao0.ud

e Buidojensp ojul indul spiroid ued sieuped |[dd <« Aq papinoud erep 6ujos||09o 4oy ueld e aiay} S| ay} equosep :uoneloge|3 Odd-(1)agL-1Id1dS

pajnpayos aie Aoy} se
¢uons|dwod sjowold  salieuuonsanb 819|dwod syuedioiped Jeyy ainsus
‘uone|dwod QYd uo aouepinb epinoid o) Juepodw| «  djay Aew jey) seapl Jayjo Aue Jo yuiyl noA ued o} eoeld ul sue|d aAeY pinoys sieyoseasal Ajesp|

w0} KAewuwns Ae| ayy (s)4ouried |dd 10} suoljelapisuod Aoy 19pIsuod o0} (s)1auried |dd 10} suonsand uonduosap pue Jaquinu wayl OHd-LIHIdS
JU9SUOD pUE }93Ys UOIJEWL.IOJUl 1O} SUOIIEIdPISU0D
juedioed o) suoljesapisuod

046450

Cruz Rivera S, et al. BMJ Open 2021;11:e046450. doi:10.1136/bmjopen-2020-


http://bmjopen.bmj.com/

If data will not be clinically reviewed,
how concerns are going to be dealt
with by the clinical research team.

communicated to patient and dealt
For instance, mobile phone to

with it?
what resources are there to support

Considerations for participant
information sheet and consent
to ensure patient distress or
support (emergency number) and
participants.

Include detailed plans for regular
feedback to participants via letter/
newsletter on PRO aspect of study.

What measures are in place
deterioration is identified,

form

Considerations for
the lay summary

data will be monitored during the study to inform the

clinical care of individual trial participants.
distress or physical symptoms that might require an

information sheet and consent form and any other
process used to inform patients about how PRO
plan to manage concerning levels of psychological
immediate response.

» PPI partners can help develop the participant
» PPl partners can question the team about their

Key considerations for PPI partner(s)

Questions for PPI partner(s) to consider

the research or clinical team? If so, when?
What happens if the PRO indicates patient
process? (ie, in the participant information sheet
and consent form).

participants and, if so, how this will be managed deterioration or distress? Have the research

Will questionnaire data be reviewed by
in a standardised way. Describe how this process team explained what sorts of scores would

How will participants be informed of this

indicate distress or deterioration?
HRQL, Health-related quality of life; PPI, patient and public involvement; PRO, patient-reported outcome; SPIRIT, Standard Protocol ltems: Recommendations for Interventional Trials.

will be explained to participants; for example, in
the participant information sheet and consent

study to inform the clinical care of individual trial
form

SPIRIT-PRO item number and description
or not PRO data will be monitored during the

SPIRIT-22-PRO Elaboration: state whether

Table 1 Continued

SPIRIT-PRO guideline and glossary (figure 1). Following
the PPI session, attendees commented on the wording
and agreed on the penultimate version of the user-
friendly SPIRIT-PRO Extension content. Broader feed-
back on final guidance was sought from two additional
patient partners (RW/RS).

During the PPI session, patient partners discussed the
design and content of a previously published diagram
(PRO learn resource for patient advocates involved in
coproduction of research or review, online supplemental
appendix 1) on the PRO considerations for PPI partners
in the design and review of trials collecting PROs.'® PPI
partners highlighted key SPIRIT-PRO items and addi-
tional information that should be incorporated in the
published diagram. These changes led to the develop-
ment of the web-tool.

RESULTS

Seven PPI partners were involved in the codesign of two
tools to promote the uptake and dissemination of the
SPIRIT-PRO Extension guidance by patient partners
involved in the codevelopment of clinical trials. PPI part-
ners highlighted specific priorities and preferred formats.
In addition, PPI partners contributed to the writing up of
the discussion section and in particular around the bene-
fits of the development of these tools.

User-friendly version of the SPIRIT-PRO Extension guidance
This tool was developed to adapt the SPIRIT-PRO Exten-
sion guidance to a user-friendly format for patient part-
ners. The user-friendly tool (table 1) presents five different
key items for PPI partners to consider while involved in
the codesign and/or review of trials collecting PROs: (a)
SPIRIT-PRO item number and description; (b) questions
for PPI partner(s) to consider; (c) key considerations for
PPI partner(s); (d) considerations for the lay summary
and (e) considerations for the participant information
sheet and consent form. A glossary (online supplemental
appendix 2) was also codeveloped to aid PPI partners in
the implementation of the userfriendly tool.

Web-based tool

The web-based tool, presented in concertina style, illus-
trates the main key items PPI partners considered most
relevant from the userfriendly SPIRIT-PRO Extension
version. The web-tool aimed at supporting the dissemina-
tion and uptake of the SPIRIT-PRO Extension by patient
partners, provides PPI partners with six general PRO-
specific questions to facilitate their role as codesigners
and interaction with the trial team. PPI partners are not
expected to answer these questions but to raise these
questions with the research team while codeveloping the
clinical trial.

The main six SPIRIT-PRO items included were: (a)
does the team have a clear reason for assessing PROs in
the trial? And has the team clearly stated the purpose
of the research? (b) which questionnaire(s) are they

Cruz Rivera S, et al. BMJ Open 2021;11:¢046450. doi:10.1136/bmjopen-2020-046450
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Research Areas Institutes

Research Spotlights

stated the purpose of the research?

Does the team have a clear reason for assessing PROs in the trial? Has the team clearly

« It is essential that the team has a clear rationale for assessment

«» Has the team specified what exactly going to be measured by the PRO questionnaire? For instance;

quality of life, physical function, pain and/or fatigue, etc.

+ How do they plan to use the PRO data that they collect in the trial?

Which questionnaire(s) are they considering using? —|—
Are there any reasons why a patient might not be able to complete the PRO _|_
questionnaire?

How often, when and where will patients be asked to complete the questionnaire(s)? —|—

What languages are the chosen questionnaire(s) available in? —l—

How will the team ensure that they collect high quality data that can meaningfully _|_

inform future patient care?

Figure 2 Web-tool for patient advocates involved in coproduction of PRO research or review. PRO, patient-reported outcome.

considering using? (c) are there any reasons why a patient
might not be able to complete the PRO questionnaire?
(d) how often, when and where will patients be asked
to complete the questionnaire(s)? (e) what languages
are the chosen questionnaire(s) available in? and (f)
how will the team ensure that they collect high quality
data that can meaningfully inform future patient care?
The diagram provides further detail to each question to
help PPI partners ask more in depth questions and better
understand the importance of capturing PROs in trials.
In addition, the web-tool includes ‘other considerations’
and ‘other resources’ for PPI partners to facilitate their
understanding and participation in the design of the trial.
Forinstance, ‘other considerations’ includes key elements
that should be covered in the participant information
sheet for potential trial participants. ‘Other resources’
include web resources such as ePROVIDE and GRIPP 2
checklist."” The webtool is available from the Centre for
Patient Reported Outcomes Research website.” Figure 2
presents an overview of the codeveloped web-tool.

DISCUSSION

Two user-friendly tools were codesigned with the assis-
tance of seven patient partners to assist PPI partners
involved in the design or review of clinical trials and
provide informed, patientcentred input into develop-
ment of PRO aspects of clinical trial protocols. PPI in
this research was essential to ensure that the tools were
comprehensive and user friendly for PPI partners. In
addition, it was essential to enhance the dissemination
and uptake of the SPIRIT-PRO Extension guidance.

The involvement of PPI partners helped ensure that
the tools focused on issues that matter most to them. PPI
should go beyond involvement; it should be a platform
for patients to influence, design processes, identify rele-
vant content and to make decisions significant for and
acceptable to end users.”' ** PPI partners raised important
concerns related to the completion of PRO question-
naires such as: time needed to complete the PRO ques-
tionnaire(s) and frequency patients need to complete
the questionnaire(s). Although these are covered by the
SPIRIT-PRO Extension guidance, they were included in
the patient information sheet section under the ‘other
resources’ section.

Patients have recently advocated against regula-
tory agencies for approving oncology drugs based on
surrogate endpoints rather than the value they add to
patients’ lives.” ** In addition, patients frequently do
not completely understand their diagnostics and are not
aware of the side effects of the interventions, as they are
occasionally not effectively communicated by healthcare
professionals.”* Therefore, patient and public awareness
and their involvement can help tackle these issues.” **
Currently, PRO stakeholders are making concerted efforts
to incorporate the patients’ experience into the drug
development process, which has the potential to better
inform shared decision-making.25 For instance, the
Food and Drug Administration is patient-focused drug
development guidance to address how stakeholders can
collect and include PROs from patients and caregivers in
the development and regulation of medical products.”
In 2016, the European Medicine Agency published
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Appendix 2 to the guideline on the evaluation of anti-
cancer medicinal products in man. Appendix 2 describes
the use of PRO endpoints in oncology studies and the
value of PRO data from the regulatory perspective.”’

PROs carry the ‘voice’ of the patients; hence, trials
collecting PROs should include patients and carers as
codesigners to inform PRO measure development, selec-
tion, and implementation and ensure that PRO data are
analysed and published.” *® Thus, maximising the impact
on future patient benefit and reducing research waste.
The design of trials collecting PROs without patient input
can be considered unreasonable and unacceptable.” *!
PPI partners should be empowered to be involved in the
design of trials collecting PROs and their content, and
make decisions by using the two different tools developed,
while following the SPIRIT-PRO Extension guidance.
The strengths of the research include the participation
of seven PPI partners, who were selected with a range of
levels of experience and exposure to trial development
to ensure the outputs were well-informed, but also acces-
sible for new patients and public. Adherence to GRIPP
2 guidance to report PPI involvement in research was a
further strength of the study.'® The tools presented in
this manuscript were developed to aid patient partners in
the codevelopment or review of clinical trials collecting
PROs. Nonetheless, these tools have the potential to be
used in other types of clinical studies in which the partic-
ipation of patients and carers is essential.

However, the tools developed were not tested among
patient partners with less trial experience or less expe-
rience with research, which could have helped in the
refinement of the tools. A further limitation is that two
PPI partners involved in the codevelopment of the user-
friendly version of the SPIRIT-PRO Extension guidance
were involved in the development of the original guid-
ance. This previous knowledge and understanding of the
SPIRIT-PRO items might have influenced the selection of
lay vocabulary. However, to tackle these four additional
PPI partners were included to agree on the best wording
of the guidance. Patient partners were involved in the
same way in both research projects. However, patient
partners drove the agenda more during the codevelop-
ment of the tools for patients as the aim of the research
was to develop tools for them to use. An additional limita-
tion is that PPI partners’ perspectives may not be reflec-
tive of a larger patient population as the majority of the
participants were oncology partners and only one carer
was included.

In conclusion, the tools developed, if used appropri-
ately, have the potential to facilitate the involvement of
patient partners in providing informed input into the
development of PRO aspects of clinical trial protocols, in
accordance with the SPIRIT-PRO Extension guidelines.

Next steps

Feedback can be provided on the resource using an
anonymised  survey  https://www.smartsurvey.co.uk/
s/SPIRIT-PRO_Tools_for_patients/, which will help

inform future developments. We encourage PPI part-
ners and researchers involved in the design or review of
trials collecting PROs to provide further feedback to the
research team.
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Patient-reported outcomes (PROs), such as health-
related quality of life (HRQOL), symptoms or health
status, are reported directly by the patient and
provide a systematic way of measuring patients’
views about the impact of disease and treatment
on their health and well-being. For more
information for those new to PROs:

www.birmingham.ac.uk/
research/activity/applied-
health/research/prolearn

Are the research team
considering PROs in the study? [

Il Do the team have a clear reason
for assessing PROs in the trial?

Which questionnaire(s) are they

considering using?

What information will patients
receive regarding the PRO
assessment?

How will the team ensure that the
collect high quality data that can
meaningfully inform future patient
care?

What happens if the PRO

Discuss whether the assessment
of symptoms or quality of life
— el would be appropriate. If yes,
please see above.

WS indicates patient deterioration or
distress?

It is essential that the team has a
clear rationale for assessment.

What do the questionnaires
include? Are they relevant for the e}
patient group?

Are the questionnaires validated /

available in more than one
language?

Do the questionnaires seem
acceptable - how long will they [—
take to complete?

In home or in clinic?
Electronic/paper based or both?
What are the practicalities of this

for patients?

It is important that patients
understand why the PRO is being
assessed and what is involved.
For examples please click.

What plans do the team have to
train staff and minimise missing
data e.g. reminders for patients.

he team should have a clear plan
for the management of PRO-
Alerts
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Appendix 2 - Glossary

. . How the PRO concepts/domains used to evaluate the intervention is going to be analysed (e.g. change
Analysis metric from baseline, final value, time to event)

Refers to the minimum recommendations of what should be measured and reported in clinical trials of a
Core Outcome Set (COS)  gpecific healthcare area.

Multidimensional concept that describes or characterises the effect of a disease or treatment on a
number of domains that capture a patients’ physical functioning, psychological impact and social
functioning.

Health-related quality of
life

Mathematical approach used to 'fill in' missing data with plausible values to analyse incomplete data.
This method has the potential to solve missing data.

Imputation analysis

Instrument scoring A number derived from a patient’s response to items in a questionnaire.

Refers to the drugs, medical devices, procedures, vaccines, and other products that can be the focus of
the study of the clinical trial.

Intervention
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. Criteria by which you can assess how good the questionnaire is. Some properties include ‘reliability,
Measurement properties  validity and responsiveness’ (see below).

Mode(s) of PRO Refers to the different ways a PRO questionnaire can be answered by a patient such as on paper or
administration electronic.

The more comparisons or multiple tests (e.g. analysis of multiple outcomes and comparisons across
multiple treatment arms) are made, there is more chance of thinking that some real effects is present in
the data when, in fact, none exists.

Multiplicity or multiple
testing

. . . Document that provides potential participants information on the reason for the trial, any procedures that
Participant information  hey might have to do (such as blood tests, PROs) and detailed information of the study to allow them to
sheet decide whether to take part and give informed consent.

PPI (patient and public involvement) refers to the research carried out ‘with’ or ‘by’ members of the

A public.?
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The PRO concept is a specific measurement goal (i.e., the thing that is to be measured by a PRO

PRO concepts instrument).*

PRO data “concerning levels of psychological distress or physical symptoms that may require an
immediate response".’

PRO-alerts

Refers to those individuals (carer or family member) who answer a PRO questionnaire on behalf of the

Proxy-reported outcome patient or trial participant.

The number of patients or trial participants that need to be enrolled in the clinical trial to meet protocol

Recruitment target requirements.

Time windows Specific period of time in which PRO data will be collected.

It is the degree to which an assessment measures what it is supposed to measure.®

Validity
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