
UNICORNS protocol 15/06/2020 

 1 

 1 

Project Title:   
UNICORNS:  

Uveitis in Childhood Prospective 

National Cohort Study  

UK Integrated Research 
Application System (IRAS) 

Ref: 

258638 

 

Identifiers: [NCT ID not yet assigned]   

Unique Protocol ID: 258638 

Date: June 15, 2020 

  2 



UNICORNS protocol 15/06/2020 

 2 

Study aim:  3 

To describe disease natural history and outcomes amongst a nationally representative group 4 

of children with non-infectious uveitis, describe the impact of disease course on quality of 5 

life for both child and family, and identify determinants of adverse visual, structural and 6 

developmental outcomes. 7 

 8 

BACKGROUND 9 

Uveitis is a collective term for a varied group of rare conditions characterised by intraocular 10 

inflammation, in which uncontrolled disease can lead to irreversible ocular damage and visual 11 

loss.1-3 It is less commonly seen in children than adults, with an estimated incidence of 12 

5/100,000 children per annum.2 4 5  Disease of childhood onset is typically chronic and 13 

relapsing-remitting in nature, and often complicated by the co-occurrence of systemic 14 

inflammatory disease.2 6 7 The primary intraocular location of the inflammation is used to 15 

classify uveitis type into anterior, intermediate, posterior and pan-(global)-uveitis.8 The 16 

majority of affected children (between 40-90% dependent on the studied population) have 17 

chronic anterior disease.2 9 10  Whilst up to half of childhood uveitis occurs as isolated ocular 18 

disease, uveitis can also be classified by the presence of an associated disorder,8 the most 19 

common being juvenile idiopathic arthritis (JIA, a group of diseases with an estimated pooled 20 

prevalence of 30 per 100,000).11 Infectious causes are also well recognised but uncommon.2 21 

Affected children are managed with topical corticosteroids and systemic immunotherapies. 22 

Disease control is achieved in between 30-70% by one year after diagnosis.1-3,6,7,9,12  There are 23 

uncertainties around the long-term outcomes for children with uveitis, and the determinants of 24 

those outcomes. Several relatively large but methodologically heterogenous retrospective 25 

studies have reported conflicting findings on postulated predictors of ocular outcome or 26 

therapeutic response, including gender,12-15 age at onset, disease duration, or serological 27 
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markers such as anti-nuclear antibody (ANA).1 16-20 There are conflicting reports with regards 28 

to the beneficial or harmful role of topical steroids,20 21 and the prognostic significance of low 29 

grade inflammation.22 23 Consequently, there exists significant diversity of practice and absence 30 

of consensus on the management of disease.24  31 

In order to improve outcomes for children with non-infectious uveitis, we need to describe long 32 

term outcomes and their predictors. Existing work on the predictors of arthropathy outcomes 33 

for children with JIA suggests that these predictors may be clinical, demographic, 34 

environmental, psychological and or social.25-29 We shall undertake a multi-centre, prospective 35 

inception cohort study, which aims to (1) describe disease natural history and outcomes 36 

amongst a nationally representative group of children with all-cause non-infectious uveitis, (2) 37 

describe the impact of disease course on quality of life for both child and family, and (3) 38 

identify determinants of therapeutic response, adverse visual, structural and developmental 39 

outcomes, and quality of life outcomes. We present the protocol for this study, the ‘Uveitis in 40 

Childhood Prospective National Cohort Study’, or ‘UNICORNS’.  41 

 42 

METHODS 43 

Study setting  44 

UNICORNS is a multicentre study which includes 26 secondary or tertiary care centres in the 45 

United Kingdom (UK) (supplementary file 1), although it will also be open to any hospital 46 

based paediatric ophthalmology service delivering care to children newly diagnosed with 47 

uveitis. Whilst participant identification and data sharing will occur across all sites, the primary 48 

research centre for the study will be the UCL Great Ormond Street Institute of Child Health. 49 

Study population 50 
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Eligible children will be those aged under 18 years old (at diagnosis) who are newly diagnosed 51 

with uveitis. Exclusion criteria for the study includes (1) uveitis due to malignancy, ocular 52 

trauma (including iatrogenic, ie intraocular surgery), or due to confirmed ocular infection.   53 

Recruitment 54 

The families of eligible participants will be approached by their clinical team during the 55 

delivery of their routine care and informed of the study, and given contact details for the 56 

research team. Families will then contact the research team by email or by telephone to confirm 57 

their interest. A study video and study website have been established to support informed 58 

recruitment. Families will also contact researchers in person at sites where the research team 59 

are also members of clinical team. Families may also contact the research team electronically 60 

following notification of study via existing patient support groups which have agreed to support 61 

recruitment for this study (Olivia’s Vision, the largest uveitis patient group internationally).  62 

Following contact of the research team by the family, a study pack will be sent for completion. 63 

The study pack contains a participant information sheet, consent form, assent for young people, 64 

and a family background questionnaire which collects data on self-described ethnic background 65 

and the socioeconomic markers such as home ownership and parental educational attainment 66 

(supplementary file 2). On receipt of a completed consent form, the child’s clinical team and 67 

GP will be notified of the child’s recruitment.  68 

Study procedures 69 

Patient reported outcome measures (PROMs) will be collected from families at study entry 70 

and then annually over the duration of the study. The PROMs to be completed at baseline 71 

comprise: 72 

- Strengths and Difficulties Questionnaire (SDQ): This is to screen the emotional and 73 

behavioural aspects of the participants lives. It comprises of 25 items split across 5 scales 74 

assessing emotional symptoms, conduct problems, hyperactivity-inattention, peer problems 75 
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and prosocial behaviour.30 It takes approximately 5-10 mins to complete, and will be 76 

completed by children aged over 10 years, and by parents for children aged over 2 years.  77 

- Child Health Utility 9D (CHU9D): This is a brief (<5 mins to complete) generic preference 78 

based measure of health related quality of life, specifically developed with and for young 79 

people.31 It is to be completed by children aged over 7 years and parents for those aged over 2 80 

years.  81 

- Children's Sleep Habits Questionnaire (CSHQ): This evaluates the incidence of behaviours 82 

linked with typical paediatric sleep difficulties,32 and takes an estimated 5 to 10 mins to 83 

complete. It will be completed by children aged over 10 years, and by parents for children 84 

aged over 2 years. 85 

- 100-mm general evaluation (GE): This visual analogue score (a horizontal line 100mm 86 

long) will be used to capture overall perception of the burden of the child’s uveitis.  It will be 87 

completed by children aged over 5 years, and by parents for children aged 2-17. 88 

At one year after diagnosis, and annually, children and their families will be invited to 89 

complete and return the following PROMS:  90 

- 100-mm general evaluation (GE) 91 

- Child Health Utility 9D (CHU9D)  92 

- Paediatric Quality of life Score (PedsQL): This is used to evaluate health related quality of 93 

life in children. It is a brief questionnaire (typically 5 mins to complete) to be completed by 94 

children aged over 5 years, and parents of children aged over 2 years.  95 

- Vision related quality of life metric and Functional Vision Questionnaires for Children and 96 

Young People (VQoL_CYP & FVQ_ CYP): This pair of instruments captures the functional 97 

and broader impacts of living with a visual disability.24 33 They are self-completed for children 98 

over 8 years, and take 15 minutes to complete.  99 
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Interim analyses will be undertaken to understand the correlation between these PROMs, and 100 

in the event of strong correlation indicative of instrument redundancy, the use of the PROMS 101 

will be rationalised during the study in order to limit the time spent by the families in 102 

completing them.  103 

At baseline all families will also be asked to complete a family background form (approx. 104 

time for completion 5 minutes). Parents of all children aged under 10 years will be asked 105 

(over the phone, or in person, approx. time for completion 5 – 10 minutes) for information 106 

available in pages of their child’s personal child health record (PCHR, or red book, current 107 

version in use since 2009). This information comprises perinatal adverse events, birth weight, 108 

vaccination history and any developmental concerns.   Consent will also be sought from 109 

participating families and young people for future linkage of cohort data to routine health, 110 

social care and education databases for collection of long term broad developmental and 111 

health outcomes.  112 

 113 

All participating centres have agreed in principle to collect, for all children presenting with 114 

uveitis, and then at every clinic appointment, a standardised clinical dataset comprising the 115 

core clinical and outcome variables (CCOV, supplementary file 3). These comprise ocular and 116 

systemic clinical findings at presentation, serological and imaging investigations undertaken, 117 

treatments prescribed to the children and degree of therapeutic response, and clinical outcomes 118 

such as visual acuity of the development of a sight threatening complication. This will enable 119 

exploration of confounders of disease outcome such as severity of disease at onset, age at onset, 120 

disease duration, and use of immunosuppression. Harmonisation work has been undertaken 121 

across sites ahead of study, to reach consensus on CCOV and the clinical definitions in use. 122 

The CCOV will be incorporated into routine clinical notes in either paper or electronic format, 123 

thus avoiding additional administrative burden to the collaborating clinician. Data are to be 124 



UNICORNS protocol 15/06/2020 

 7 

returned via postal and/or electronic transfer, or direct from clinical records by the research 125 

team. Data will be pseudonymised (through use of an alphanumeric link code) prior to return. 126 

Acquired images of the affected eyes will also, where possible, be returned to the research team 127 

via secure NHS to NHS DICOM® (Digital Imaging and Communications in Medicine) image 128 

sharing networks. Annual case note review by researchers at large volume centres (>5 children 129 

recruited per year) will occur to ensure completeness of data capture.  130 

  131 
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Table 1. Timeline showing collection of patient reported outcome measures on 132 

recruitment to UNICORNS 133 

Procedure Study Period 
 

Baseline Year 1 Annually 
Family background questionnaire x   

General health questionnaire x   

SDQ x   

CHU9D x x (x) 

CHSQ x   

GE x x x 

VQoL_CYP / FVQ_CYP  x (x) 

PedsQL  x (x) 
SDQ: strength and difficulties questionnaire; CHU9D: Child Health Utility 9D; CSHQ: Children's Sleep Habits 134 

Questionnaire; GE: 100-mm General Evaluation; PedsQL: Paediatric Quality of life Score; VQoL_CYP: Vision 135 

related quality of life metric – Children and Young People.  136 

(x): in the event of strong correlation indicative of instrument redundancy, the use of these PROMS will be 137 

rationalised during the study in order to limit the time spent by the families in completing them.  138 

 139 

Sample size 140 

Our aim is to study all eligible children diagnosed across this multicentre network, over a 141 

period of 3 years, with an expectant consent rate of 60% and expectant attrition rate of 20%. 142 

This should result in a minimum of 250 children recruited over a three year period. This 143 

anticipated sample will allow us to reliably detect clinically important associations: at α=0.05, 144 

this sample size should >80% power to compare differences in proportions of at least 20% 145 

between groups. This assumes that the smaller group has at least 100 subjects. 146 

Outcome measures:  147 

These endpoints will be used, as measured every year following diagnosis:  148 

Primary endpoints:  149 
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- New incidence of sight threatening ocular complications, including glaucoma, 150 

cataract, and macular oedema 151 

- Quality of life 152 

Secondary endpoints:  153 

- Total prescribed topical and systemic corticosteroid burden  154 

- Attainment of disease control (absolute control defined as absence of inflammation, 155 

relative control defined as the absence of inflammation greater than 0.5, the lowest 156 

grade of inflammation, with the use of less than one drop of topical corticosteroid)  157 

 158 

Statistical analysis  159 

Patient demographic, socioeconomic and clinic characteristics, and outcomes, will be 160 

described, as will the use of and timing of the different topical and systemic agents. 161 

Continuous variables will be reported as means with standard deviations or medians with 162 

interquartile range. Categorical variables will be reported as proportions, with 95% 163 

confidence intervals. Outcomes will also be stratified by uveitis type (anterior versus other 164 

uveitis, and JIA associated versus other uveitis), by age of onset, and by use of systemic 165 

therapy within the first six months following diagnosis.  166 

The association of patient (child- and treatment- dependent) characteristics with outcome for 167 

the largest population (those with chronic anterior uveitis, expected to be 80% of the total 168 

group), will be investigated using logistic and ordinal regression models (STATA / R software) 169 

which incorporate adjustment for time since disease onset. Multi-level modelling will be used 170 

for adjustment for within child correspondence between eyes for those with bilateral disease, 171 

and the clustered nature of repeated measures for this chronic disease.  172 

Functional principal component analysis (FPCA) for sparse longitudinal data will be 173 

undertaken to investigate the different trajectories of ocular inflammation amongst children 174 
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with chronic anterior uveitis. The covariates used in this investigation will be those identified 175 

as potential mediators through the regression analyses. Where children have bilateral disease, 176 

the most severely affected eye will be selected for use in modelling. For those children with 177 

symmetrical bilateral disease, one eye will be chosen at random for inclusion.   178 

We shall also investigate the clustering of clinical findings within subtypes of all forms of 179 

uveitis disease using latent cluster analysis of demographic variables and clinical variables. 180 

 181 

Ethics and Dissemination  182 

The study has been approved by the Health Research Authority Research Ethics Committee 183 

(IRAS 258638, REC 20/LO/0661).  184 

The results from this study will be published on the institutional website and published in peer 185 

reviewed journals. Study reports will be in accordance with the Strengthening the 186 

Reporting of Observational Studies in Epidemiology Statement Guidelines (STROBE). Study 187 

newsletters will be made available online for participants and distributed through patient 188 

support groups. A study ‘Open Day’ will be held at the end of year 3 to inform participants on 189 

study progress and invite input on planned dissemination processes, with an online link to 190 

videos created during the day to involve those unable to attend on the day.  191 

 192 

Patient and Public Involvement (PPI) 193 

The study aims were informed by the priorities identified by stakeholders (patients and 194 

professional groups) who participated in the 2013 James Lind Alliance Priority Setting 195 

Partnership (JLA PSP).34 Amongst the top research topic priorities for those affected with 196 

inflammatory eye disease were the effectiveness of treatments, the ability to predict disease 197 

severity, the development of early detection methods, and the safety of current monitoring for 198 

ongoing chronic uveitis.  199 
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This study is supported by the Childhood Uveitis Studies Steering group (SSG), which was 200 

formed in April 2019 in order to provide ‘stakeholder’ guidance for study aims, methodology, 201 

and dissemination plans. The group consists of three young people directly affected by 202 

childhood uveitis, and three parents of affected children. This group have been supported and 203 

trained in research methods through written materials / presentations. At least two SSG 204 

meetings have been held each year since group formation with email communications between 205 

meetings. This group has co-developed the cohort study methods – e.g. selection of patient 206 

reported outcomes and study participant literature. This study has also benefitted from regular 207 

communication with the UK based patient led support groups for childhood uveitis (Olivia’s 208 

Vision) and childhood arthritis (‘JIA matters / Versus Arthritis’). 209 

 210 

Data storage and management.  211 

Data are to be entered into study specific databases and manage by the research team (SK and 212 

ALS). All information collected during the course of the study will be kept strictly confidential. 213 

Forms will be anonymised and coded using a unique patient identifier assigned at the 214 

notification stage. Stored patient information will be kept on NHS and University computers, 215 

so as to be able to track the patient in the study. All patient information will be managed 216 

according to Data Protection Act 2018 requirements.  217 

 218 

Data availability  219 

The datasets generated and/or analysed during the current study will be made available 220 

(following anonymization) by the corresponding author on reasonable request. Authorised 221 

collaborators will be granted access to anonymised data from participants who have consented 222 

to this level of sharing, following review of their research protocol study. Requests will be 223 

reviewed by the research team and a patient representative. Data and material transfer 224 
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agreements will be required to be completed, in order to ensure regulatory compliance and that 225 

the interests of the participants are upheld and respected throughout.  226 

Resources created through study processes will be shared upon reasonable request.  227 

 228 

DISCUSSION 229 

Uveitis carries the risk of blindness and can result in life long burden of avoidable disability 230 

and the attendant high financial and social costs of medical care, education, rehabilitation and 231 

support needed for visually impaired children and the adults they become. Improved 232 

understanding of the factors associated with favourable and adverse outcomes for affected 233 

children are necessary for planning care and service provision. This multicentre study will 234 

result in a nationally representative cohort of children with non-infectious uveitis, providing 235 

externally valid findings on the determinants of outcome. The prospective collection of patient 236 

reported outcome alongside an agreed minimal core clinical dataset will enable robust 237 

evaluation of the role of postulated risk factors with adjustment for identified confounding. It 238 

will also provide valuable information on the lived experience of these children, through the 239 

use of a range of patient reported measures. This allows UNICORNS to capture a more 240 

complete spectrum of patient centred outcomes than have been reported by previous studies. 241 

This study also offers a timely opportunity to investigate the outcomes of childhood uveitis in 242 

the United Kingdom at a time when more targeted, biologic agents such as adalimumab and 243 

tocilizumab have either been commissioned, or recommended for use in children with 244 

refractory disease.35 36 Within trial populations, up to a quarter of children continue to have 245 

uncontrolled disease despite the use of these agents.35 UNICORNS will provide information 246 

on the feasibility of undertaking future ‘Trial within cohorts’ or other pragmatic interventional 247 

trial designs, and provide a data sharing infrastructure to support ‘classic’ randomised 248 

controlled trials of emerging novel interventions.  Greater understanding of this population of 249 
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children affected by a rare, chronic, inflammatory, idiopathic disease will also allow 250 

investigators to develop future nested trials of complex interventions which are targeted at 251 

patient (eg, packages of support around the time of transition and transfer to adult care),  252 

clinician (eg, decision support models for rare disease) or organisation level (eg, information 253 

sharing platform across primary and secondary care for rare disease). Thus, the findings of this 254 

cohort study will be of direct importance to clinical practice and future research within this 255 

disease area and beyond.  256 

 257 

Limitations 258 

This study design involves additional burden on the participants and their family through the 259 

completion of multiple carefully chosen and validated patient report metrics. These metrics 260 

characterise the family experience, global and vision related quality of life and health related 261 

utility. This allows for data collection on outcomes that our PPI work has shown to be of crucial 262 

importance to the affected families.  263 

Observational studies such as UNICORNS are open to confounding, preventing causal 264 

inference when associations are reported. Our prospective design and use of a core minimal 265 

dataset should enable careful consideration of identified potential confounders. In order to 266 

strengthen study findings, all study reports will be reported in accordance with STROBE 267 

guidelines. 268 

Attrition is always a concern with regards to longitudinal studies. This study is supported by a 269 

national clinical network, the Paediatric Ocular Inflammation Group,24 37 which will support 270 

follow up should children transfer from one clinical unit to another. The involvement of the 271 

child’s primary care giver, and the support of patient groups and their continued publication of 272 

study newsletters, is also expected to reduce attrition rates.  273 

 274 
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Summary  275 

Childhood onset uveitis confers particular burden due to chronicity, the association with 276 

systemic inflammatory disease, and the frequent requirement for systemic immunosuppression.  277 

There remain unanswered questions around disease phenotypes, long-term eye and wider 278 

developmental outcomes, and the determinants of those outcomes, with resultant limitations in 279 

the evidence base used to counsel affected families, balance treatment decisions, or plan further 280 

research. We propose a population based, prospective longitudinal study of childhood uveitis, 281 

in order to describe the characteristics of childhood onset disease. We will describe outcome 282 

and investigate socio-demographic, clinical, biological and treatment related determinants of 283 

outcome. Early (1-2 years following diagnosis) outcomes will be described in the first instance, 284 

and through the creation of a national inception cohort, we shall enable longer term studies of 285 

outcome for affected children and families.   286 



UNICORNS protocol 15/06/2020 

 15 

References 287 

1. Gregory AC, 2nd, Kempen JH, Daniel E, et al. Risk factors for loss of visual acuity among patients 288 

with uveitis associated with juvenile idiopathic arthritis: the Systemic Immunosuppressive 289 

Therapy for Eye Diseases Study. Ophthalmology 2013;120(1):186-92. doi: 290 

10.1016/j.ophtha.2012.07.052 [published Online First: 2012/10/16] 291 

2. Edelsten C, Reddy MA, Stanford MR, et al. Visual loss associated with pediatric uveitis in english 292 

primary and referral centers. American journal of ophthalmology 2003;135(5):676-80. 293 

[published Online First: 2003/04/30] 294 

3. de Boer J, Wulffraat N, Rothova A. Visual loss in uveitis of childhood. The British journal of 295 

ophthalmology 2003;87(7):879-84. [published Online First: 2003/06/19] 296 

4. Acharya NR, Tham VM, Esterberg E, et al. Incidence and prevalence of uveitis: results from the 297 

Pacific Ocular Inflammation Study. JAMA ophthalmology 2013;131(11):1405-12. doi: 298 

10.1001/jamaophthalmol.2013.4237 [published Online First: 2013/09/07] 299 

5. Gritz DC, Wong IG. Incidence and prevalence of uveitis in Northern California; the Northern 300 

California Epidemiology of Uveitis Study. Ophthalmology 2004;111(3):491-500; discussion 301 

00. doi: 10.1016/j.ophtha.2003.06.014 [published Online First: 2004/03/17] 302 

6. Morelle G, Gueudry J, Uettwiller F, et al. Chronic and recurrent non-infectious paediatric-onset 303 

uveitis: a French cohort. RMD open 2019;5(2):e000933. doi: 10.1136/rmdopen-2019-000933 304 

[published Online First: 2019/08/28] 305 

7. Ferrara M, Eggenschwiler L, Stephenson A, et al. The Challenge of Pediatric Uveitis: Tertiary 306 

Referral Center Experience in the United States. Ocular immunology and inflammation 307 

2019;27(3):410-17. doi: 10.1080/09273948.2017.1420202 [published Online First: 308 

2018/01/16] 309 

8. Jabs DA, Nussenblatt RB, Rosenbaum JT. Standardization of uveitis nomenclature for reporting 310 

clinical data. Results of the First International Workshop. American journal of ophthalmology 311 

2005;140(3):509-16. [published Online First: 2005/10/01] 312 



UNICORNS protocol 15/06/2020 

 16 

9. Paivonsalo-Hietanen T, Tuominen J, Saari KM. Uveitis in children: population-based study in 313 

Finland. Acta ophthalmologica Scandinavica 2000;78(1):84-8. [published Online First: 314 

2000/03/22] 315 

10. Clarke LA, Guex-Crosier Y, Hofer M. Epidemiology of uveitis in children over a 10-year period. 316 

Clinical and experimental rheumatology 2013;31(4):633-7. [published Online First: 317 

2013/02/26] 318 

11. Thierry S, Fautrel B, Lemelle I, et al. Prevalence and incidence of juvenile idiopathic arthritis: a 319 

systematic review. Joint, bone, spine : revue du rhumatisme 2014;81(2):112-7. doi: 320 

10.1016/j.jbspin.2013.09.003 [published Online First: 2013/11/12] 321 

12. Kalinina Ayuso V, ten Cate HA, van den Does P, et al. Young age as a risk factor for complicated 322 

course and visual outcome in intermediate uveitis in children. The British journal of 323 

ophthalmology 2011;95(5):646-51. doi: 10.1136/bjo.2010.184267 [published Online First: 324 

2010/10/06] 325 

13. Kalinina Ayuso V, Ten Cate HA, van der Does P, et al. Male gender as a risk factor for 326 

complications in uveitis associated with juvenile idiopathic arthritis. American journal of 327 

ophthalmology 2010;149(6):994-99.e5. doi: 10.1016/j.ajo.2010.01.016 [published Online 328 

First: 2010/06/01] 329 

14. Couto C, Frick MM, LaMattina K, et al. Chronic Anterior Uveitis in Children. Ocular 330 

immunology and inflammation 2016;24(4):392-6. doi: 10.3109/09273948.2016.1167223 331 

[published Online First: 2016/05/19] 332 

15. Dana MR, Merayo-Lloves J, Schaumberg DA, et al. Visual outcomes prognosticators in juvenile 333 

rheumatoid arthritis-associated uveitis. Ophthalmology 1997;104(2):236-44. [published 334 

Online First: 1997/02/01] 335 

16. Kalinina Ayuso V, Ten Cate HA, van der Does P, et al. Male gender and poor visual outcome in 336 

uveitis associated with juvenile idiopathic arthritis. American journal of ophthalmology 337 

2010;149(6):987-93. doi: 10.1016/j.ajo.2010.01.014 [published Online First: 2010/04/27] 338 

17. Saboo US, Metzinger JL, Radwan A, et al. Risk factors associated with the relapse of uveitis in 339 

patients with juvenile idiopathic arthritis: a preliminary report. Journal of AAPOS : the 340 



UNICORNS protocol 15/06/2020 

 17 

official publication of the American Association for Pediatric Ophthalmology and Strabismus 341 

2013;17(5):460-4. doi: 10.1016/j.jaapos.2013.06.004 [published Online First: 2013/10/29] 342 

18. Paroli MP, Speranza S, Marino M, et al. Prognosis of juvenile rheumatoid arthritis-associated 343 

uveitis. European journal of ophthalmology 2003;13(7):616-21. [published Online First: 344 

2003/10/14] 345 

19. Sabri K, Saurenmann RK, Silverman ED, et al. Course, complications, and outcome of juvenile 346 

arthritis-related uveitis. Journal of AAPOS : the official publication of the American 347 

Association for Pediatric Ophthalmology and Strabismus 2008;12(6):539-45. doi: 348 

10.1016/j.jaapos.2008.03.007 [published Online First: 2008/09/16] 349 

20. Blum-Hareuveni T, Seguin-Greenstein S, Kramer M, et al. Risk Factors for the Development of 350 

Cataract in Children with Uveitis. American journal of ophthalmology 2017;177:139-43. doi: 351 

10.1016/j.ajo.2017.02.023 [published Online First: 2017/03/05] 352 

21. Thorne JE, Woreta FA, Dunn JP, et al. Risk of cataract development among children with juvenile 353 

idiopathic arthritis-related uveitis treated with topical corticosteroids. Ophthalmology 354 

2010;117(7):1436-41. doi: 10.1016/j.ophtha.2009.12.003 [published Online First: 355 

2010/04/07] 356 

22. Angeles-Han ST, Ringold S, Beukelman T, et al. 2019 American College of 357 

Rheumatology/Arthritis Foundation Guideline for the Screening, Monitoring, and Treatment 358 

of Juvenile Idiopathic Arthritis-Associated Uveitis. Arthritis & rheumatology (Hoboken, NJ) 359 

2019;71(6):864-77. doi: 10.1002/art.40885 [published Online First: 2019/04/26] 360 

23. Constantin T, Foeldvari I, Anton J, et al. Consensus-based recommendations for the management 361 

of uveitis associated with juvenile idiopathic arthritis: the SHARE initiative. Annals of the 362 

rheumatic diseases 2018;77(8):1107-17. doi: 10.1136/annrheumdis-2018-213131 [published 363 

Online First: 2018/03/30] 364 

24. Solebo AL, Rahi JS, Dick AD, et al. Areas of agreement in the management of childhood non-365 

infectious chronic anterior uveitis in the UK. The British journal of ophthalmology 2019 doi: 366 

10.1136/bjophthalmol-2018-313789 [published Online First: 2019/05/03] 367 



UNICORNS protocol 15/06/2020 

 18 

25. Hanns L, Cordingley L, Galloway J, et al. Depressive symptoms, pain and disability for 368 

adolescent patients with juvenile idiopathic arthritis: results from the Childhood Arthritis 369 

Prospective Study. Rheumatology (Oxford, England) 2018;57(8):1381-89. doi: 370 

10.1093/rheumatology/key088 [published Online First: 2018/04/27] 371 

26. McErlane F, Carrasco R, Kearsley-Fleet L, et al. Growth patterns in early juvenile idiopathic 372 

arthritis: Results from the Childhood Arthritis Prospective Study (CAPS). Seminars in 373 

arthritis and rheumatism 2017 doi: 10.1016/j.semarthrit.2017.11.002 [published Online First: 374 

2017/12/09] 375 

27. Shoop-Worrall SJW, Verstappen SMM, Baildam E, et al. How common is clinically inactive 376 

disease in a prospective cohort of patients with juvenile idiopathic arthritis? The importance 377 

of definition. Annals of the rheumatic diseases 2017;76(8):1381-88. doi: 378 

10.1136/annrheumdis-2016-210511 [published Online First: 2017/04/09] 379 

28. Hyrich KL, Baildam E, Pickford H, et al. Influence of past breast feeding on pattern and severity 380 

of presentation of juvenile idiopathic arthritis. Archives of disease in childhood 381 

2016;101(4):348-51. doi: 10.1136/archdischild-2014-308117 [published Online First: 382 

2015/09/16] 383 

29. McErlane F, Foster HE, Carrasco R, et al. Trends in paediatric rheumatology referral times and 384 

disease activity indices over a ten-year period among children and young people with Juvenile 385 

Idiopathic Arthritis: results from the childhood arthritis prospective Study. Rheumatology 386 

(Oxford, England) 2016;55(7):1225-34. doi: 10.1093/rheumatology/kew021 [published 387 

Online First: 2016/03/27] 388 

30. Stone LL, Janssens JM, Vermulst AA, et al. The Strengths and Difficulties Questionnaire: 389 

psychometric properties of the parent and teacher version in children aged 4-7. BMC 390 

psychology 2015;3(1):4. doi: 10.1186/s40359-015-0061-8 [published Online First: 391 

2015/03/31] 392 

31. Ratcliffe J, Couzner L, Flynn T, et al. Valuing Child Health Utility 9D health states with a young 393 

adolescent sample: a feasibility study to compare best-worst scaling discrete-choice 394 

experiment, standard gamble and time trade-off methods. Applied health economics and 395 



UNICORNS protocol 15/06/2020 

 19 

health policy 2011;9(1):15-27. doi: 10.2165/11536960-000000000-00000 [published Online 396 

First: 2010/11/03] 397 

32. Owens JA, Spirito A, McGuinn M. The Children's Sleep Habits Questionnaire (CSHQ): 398 

psychometric properties of a survey instrument for school-aged children. Sleep 399 

2000;23(8):1043-51. [published Online First: 2001/01/06] 400 

33. Robertson AO, Tadić V, Cortina-Borja M, et al. A patient-reported outcome measure of functional 401 

vision for children and young people aged 8 to 18 years with visual impairment. American 402 

journal of ophthalmology 2020 doi: 10.1016/j.ajo.2020.04.021 [published Online First: 403 

2020/05/04] 404 

34. Rowe F, Wormald R, Cable R, et al. The Sight Loss and Vision Priority Setting Partnership (SLV-405 

PSP): overview and results of the research prioritisation survey process. BMJ open 406 

2014;4(7):e004905. doi: 10.1136/bmjopen-2014-004905 [published Online First: 2014/07/25] 407 

35. Ramanan AV, Dick AD, Jones AP, et al. Adalimumab plus Methotrexate for Uveitis in Juvenile 408 

Idiopathic Arthritis. The New England journal of medicine 2017;376(17):1637-46. doi: 409 

10.1056/NEJMoa1614160 [published Online First: 2017/04/27] 410 

36. Tappeiner C, Mesquida M, Adan A, et al. Evidence for Tocilizumab as a Treatment Option in 411 

Refractory Uveitis Associated with Juvenile Idiopathic Arthritis. The Journal of 412 

rheumatology 2016;43(12):2183-88. doi: 10.3899/jrheum.160231 [published Online First: 413 

2016/09/17] 414 

37. Solebo AL, Rahi JS, Edelsten C, et al. Management of paediatric ocular inflammatory disease in 415 

the UK: national survey of practice. Eye (London, England) 2020;34(3):591-92. doi: 416 

10.1038/s41433-019-0518-8 [published Online First: 2019/07/11] 417 

 418 
 419 


