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Importance of an International Registry for and Collaborative Research on Esophageal Atresia
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Esophageal atresia (EA) is a rare congenital defect. Data on EA prevalence, management, and long-term outcome are lacking because the available data come from small retrospective series from tertiary referral centers. An international multicenter registry would provide strong epidemiological data from large population-based cohorts on EA prevalence and incidence, treatment, long-term morbidity, and prognosis and would thus provide accurate data for evaluation of the current guidelines for EA management. The future challenge of the new international network on EA, which was created in 2013, is to promote the creation of a collaborative database and further studies.
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CURRENT LEVEL OF EVIDENCE ABOUT ESOPHAGEAL ATRESIA (EA)

Esophageal atresia is a rare congenital anomaly whose origin remains unknown. Most available studies on EA are small retrospective series from tertiary centers, and the quality of the data remains limited because of the low statistical power and selected population. Moreover, the results cannot be extrapolated to the general population of EA patients. At the recent international conference on EA organized by the International Network on Esophageal Atresia (INoEA) in Sydney, Australia,1 only 14 of 76 selected abstracts were multicenter studies. However, the number of patients included in these 14 collaborative studies (n = 2,238) exceeded the total number of patients included in the other 62 single-center studies (n = 1,901).

When preparing a consensus statement on the available evidence about EA, a systematic literature search was performed using the classification system of the Oxford Centre for Evidence-Based Medicine and Grade evidence profile. Although the importance was classified as “critical” for most of the 167 references selected for this consensus, only 29 were classified as providing high-quality evidence, 18 were classified as providing moderate evidence, and 130 were qualified as providing a low or very low quality of evidence (1). As a consequence, all statements and recommendations on EA available today are opinion based (i.e., all of the 40 statements in the consensus mentioned above) (1). Even now, collaborative studies on EA remain rare. At the end of January 2017, only 10 studies on EA were registered in the Clinical Trials registry.

CURRENT REGISTRIES AND DATABASES FOR EA

The prevalence of EA has been established from global birth surveillance programs (network of malformation registers) throughout the world (2). Data from these programs (EUROCAT in Europe and the National Birth Defects Prevention Network in the USA) suggest that the prevalence of EA is similar between countries and stable over time (3). However, because these registers focus on prenatal and neonatal diagnosis of several malformations, they include limited details about neonatal treatment and no information about the early or late outcome of EA patients (4, 5). There are recent initiatives to set up specific population-based EA registers at a country level (e.g., Australian and French registers) (6, 7). The advantages of these registers are that they are population based and can provide precise and detailed information about EA and early outcomes (8). As for other rare diseases, one of the main gaps in understanding and treating EA is the lack of in-depth knowledge about the natural history of the malformation, which is one prerequisite for undertaking clinical trials.

INTERNATIONAL COLLABORATIVE REGISTRIES

There are arguments for and against multicenter studies (Table 1). One argument is that there is a need to set up multicenter studies to include a large number of EA patients to answer the many questions about the impact of prenatal diagnosis on the outcome and live birth prevalence, optimal surgical treatment for long-gap EA, treatment of gastroesophageal reflux disease, and risk for cancer over the long term. The positive aspects of collaborative efforts at the international level include providing strong epidemiologic data, monitoring the birth prevalence of EA, detecting new or continuing trends, identifying new potentially teratogenic exposures, and evaluating the effects of different prenatal policies. Such registers also provide a unique opportunity to set up prospective population-based cohort studies, nested case–control studies, and case–cohort design studies. Furthermore, multicenter studies may provide unique information for health authorities about the prevalence, long-term morbidity, and disabilities of EA, which will help in determining health policy priorities. These rare disease registries are also an opportunity to pool data from many centers to achieve a sufficient sample size for epidemiological and clinical research. They will also be useful for assessing the feasibility of clinical trials, planning appropriate clinical trials, and supporting patient enrollment.

TABLE 1 | Arguments for and against multicenter studies of esophageal atresia (EA).

[image: image1]

One example of such a network is the recently reported successful establishment of a multicenter network for hepatoblastoma. The development of biological markers for this very rare tumor and identification of reliable prognostic risk factors for tailoring treatment remain challenging. The consortium comprises the four multicenter trial groups that have performed prospective controlled studies on hepatoblastoma over the past two decades. A centralized online platform has been created in which data from eight completed hepatoblastoma trials have been merged to identify prognostic factors and to confirm existing established factors (9). There is also a successful initiative for multicenter studies of some forms of neuronal ceroid lipofuscinoses (10). These examples show the value of compiling, in a single database, the natural history data available in different countries, clinics, research institutions, and families.

The PedNet registry is a multicenter observational research database for hemophilia. All patients with hemophilia born after January 1, 2000, and treated in 1 of the 29 participating hemophilia treatment centers are included (11). All centers prospectively collect data, including treatments and outcomes, for all included patients. By using the data from this database, two major studies compared the effects of the type of factor concentrate and prophylaxis treatment vs. on-demand treatment on inhibitor development in severe hemophilia (11). The observational cohort design does not interfere with the day-to-day clinical management of patients and improves the clinical management over time. The monitoring of centers in this cohort by experienced study coordinators has been shown to be critically important for improving the quality of the data. It is important to note that all patients from the participating centers must be included to prevent selection bias (11).

There is a recent initiative of the European Union to set up a European platform for rare disease registries. The main objectives of this platform are to provide a central access point for information on registries of patients with rare diseases for all stakeholders and to support existing registries in view of their interoperability. However, international registries and databases have constraints and disadvantages when compared with national registries or databases, such as interoperability problems, cost, and regulations. Another possible disadvantage of collaborative registries is the lack of exhaustiveness. The Children’s Cancer Research Network was created to explore the epidemiological landscape of rare childhood cancers in the USA and Canada. In addition to poor registration rates, tissue samples of these cancers were scarce, and tissues for banking were submitted for only 11% of all cases of rare tumors in this registry (12).

The necessary studies would be easier to conduct within the context of a unique homogeneous database or interoperable national databases. Building this kind of structure would encourage every participating state to encourage local and national authorities to create a national rare disease database or specific EA atresia register. For all such databases or registries, it is essential that the data should be sharable. A future international database setting would have many advantages (Table 1), the most important being the homogeneity of data. Having these data in a centralized register could provide greater visibility for future research projects, even for the smallest group of patients (stratification), which would allow comparisons of results and techniques within and between homogenous groups of patients (e.g., type A EA, esophageal replacement techniques) and the wide distribution of findings.

NECESSARY FACTORS FOR CREATING A SUCCESSFUL INTERNATIONAL COLLABORATIVE REGISTRY FOR EA

There is a movement toward increasing research collaboration, greater data sharing, and increasing engagement and active involvement by patients, advocates, and foundations for rare diseases (13). The growth in networks and social networking tools presents opportunities to help reach other patients, to find researchers, and to build collaborations. Engagement of patients’ and parents’ associations with other stakeholders in clinical research may help to ensure that research efforts related to rare diseases address the relevant clinical questions and provide patient-centered health outcomes. Rare disease organizations may provide an effective means of facilitating patient engagement in research (14). The success of such approaches and common challenges inherent in directly engaging patients, patient advocacy groups, and investigators in the creation, growth, and productivity of multicenter research groups involved in clinical research on rare diseases has been reported (15). From this perspective, the INoEA collaboration with the international federation of patient support groups (EAT)2 provides opportunities for collaborative studies on EA through joint lobbying, communication, and fundraising. The recent appointment by the European Commission of a European reference network for rare digestive diseases and malformation3 may also provide an opportunity to structure international collaborations for research on EA.

Another example is Castleman’s disease, a very rare disease whose cause and pathogenesis of the idiopathic form are unknown. Researchers studying the idiopathic form have never received National Institutes of Health funding, and a single disease research organization has been the only source of research funding. The small sample sizes at individual institutions have prevented research from being adequately powered to test for significance. In 2012, the Castleman’s Disease Collaborative Network (CDCN) was created by assembling a group of physicians, researchers, and patients to create and accelerate research through a targeted, collaborative, and patient-centric approach. Their aims are first to build a global community, to leverage the community to prioritize studies and share research samples, and to fund community-prioritized research by seeking proposals and funding strategically directed research grants to experts (16). In the past year, the CDCN has supported more than 6,000 patients and support groups through an online patient forum, patient summit, and website. Engagement of patients in the research process has aligned stakeholders’ incentives to conduct research that will have the greatest impact on patients’ lives (16).

The Consortium for Clinical Investigations of Neurological Channelopathies and the Clinical Research Consortium for Spinocerebellar Ataxias engage patients with rare neurological channelopathies with investigators and with advocacy groups in multicenter networks (17). These two networks have created patient registries, stratified on the basis of genetic characteristics, and included longitudinal clinical data. By using these patient registries, disease-relevant outcome measures have been identified. Moreover, phase I and II trials have been conducted by the networks. Patient advocacy groups provide essential support for networks by providing financial and logistical support for research activities, such as organizing patient registries and investigator meetings (17).

The informed consent process is a challenge to sharing data among research consortia and adds a layer of complexity that requires coordination between research centers worldwide. Rare disease consortia face specific challenges because the available data and samples may be very limited. Therefore, it is especially relevant to ensure the best use of available resources but at the same time to protect patients’ right to integrity. Achieving this aim requires the ethical duty to plan in advance the best possible consent procedure to address the potential ethical and legal hurdles that could hamper research in the future. It is especially important to identify the key core elements to be addressed in informed consent documents for international collaborative research in two different situations: (i) new research collections (biobanks and registries) for which information documents can be created according to current guidelines and (ii) established collections obtained without informed consent or with previous consent that does not cover all key core elements (18).

Another challenge is the standardization of definitions and data collection (19). Uniform approaches are necessary for robust collaborative research, particularly involving rare diseases. Collaborative research involving multiple centers and groups requires critical procedures to be coordinated to facilitate accurate comparisons of data. The use of standard operating procedures for the collection and handling of samples and data is a critical first step in ensuring high-quality translational research (19). Disseminating such information among researchers requires a flexible and secure data-sharing infrastructure (19).

The specific goals of an international registry of EA should include epidemiological surveillance of the malformation, first-year outcome, prospective population-based cohort studies, and nested case–cohort studies. The resources needed would include coordinators to define the minimal data set and interoperability, to standardize and monitor the quality of the data, and to develop a centralized database platform. Recent international or government initiatives on rare diseases (e.g., the recently launched European networks of reference for rare diseases) may represent a unique opportunity to achieve these goals within a realistic time frame.

CONCLUSION

To face these challenges, the international network on EA, INoEA, was created in 2013. The INoEA is an informal multidisciplinary group of clinicians, researchers, allied health professionals, and family support group representatives who have joined efforts to improve research and care for EA patients. The goals of INoEA are to favor collaboration and to share information between centers throughout the world. Initiating a collaborative database and further studies are challenges for the future.

AUTHOR CONTRIBUTIONS

All authors contributed to the drafting and critical revision of the work. All authors have approved the final version of this manuscript.

FUNDING

This manuscript was not supported by any funding.

REFERENCES

1. Krishnan U, Mousa H, Dall’Oglio L, Homaira N, Rosen R, Faure C, et al. ESPGHAN-NASPGHAN Guidelines for the evaluation and treatment of gastrointestinal and nutritional complications in children with esophageal atresia-tracheoesophageal fistula. JPGN (2016) 63:550–70. doi:10.1097/MPG.0000000000001401

2. Sfeir R, Michaud L, Sharma D, Richard F, Gottrand F. National esophageal atresia register. Eur J Pediatr Surg (2015) 25:497–9. doi:10.1055/s-0035-1569466

3. Pedersen RN, Calzolari E, Husby S, Garne E; EUROCAT Working Group. Oesophageal atresia: prevalence, prenatal diagnosis and associated anomalies in 23 European regions. Arch Dis Child (2012) 97:227–32. doi:10.1136/archdischild-2011-300597

4. Cassina M, Ruol M, Pertile R, Midrio P, Piffer S, Vicenzi V, et al. Prevalence, characteristics, and survival of children with esophageal atresia: a 32-year population-based study including 1,417,724 consecutive newborns. Birth Defects Res A Clin Mol Teratol (2016) 106:542–8. doi:10.1002/bdra.23493

5. Demikova NS, Vydrych YV, Podolnaya MA, Lapina AS, Asanov AY. Prevalence and descriptive epidemiology of esophageal atresia in the Russian Federation. Birth Defects Res A Clin Mol Teratol (2016) 106:854–9. doi:10.1002/bdra.23553

6. Leoncini E, Bower C, Nassar N. Oesophageal atresia and tracheo-oesophageal fistula in Western Australia: prevalence and trends. J Paediatr Child Health (2015) 51:1023–9. doi:10.1111/jpc.12909

7. Sfeir R, Bonnard A, Khen-Dunlop N, Auber F, Gelas T, Michaud L, et al. Esophageal atresia: data from a national cohort. J Pediatr Surg (2013) 48:1664–9. doi:10.1016/j.jpedsurg.2013.03.075

8. Schneider A, Blanc S, Bonnard A, Khen-Dunlop N, Auber F, Breton A, et al. Results from the French National Esophageal Atresia register: one-year outcome. Orphanet J Rare Dis (2014) 9:206. doi:10.1186/s13023-014-0206-5

9. Czauderna P, Haeberle B, Hiyama E, Rangaswami A, Krailo M, Maibach R, et al. The Children’s Hepatic tumors International Collaboration (CHIC): novel global rare tumor database yields new prognostic factors in hepatoblastoma and becomes a research model. Eur J Cancer (2016) 52:92–101. doi:10.1016/j.ejca.2015.09.023

10. Stehr F, van der Putten H. Bridging NCL research gaps. Biochim Biophys Acta (2015) 1852:2324–8. doi:10.1016/j.bbadis.2015.06.003

11. Fischer K, Ljung R, Platokouki H, Liesner R, Claeyssens S, Smink E, et al. Prospective observational cohort studies for studying rare diseases: the European PedNet Haemophilia Registry. Haemophilia (2014) 20:280–6. doi:10.1111/hae.12448

12. Pappo AS, Furman WL, Schultz KA, Ferrari A, Helman L, Krailo MD. Rare tumors in children: progress through collaboration. J Clin Oncol (2015) 33:3047–54. doi:10.1200/JCO.2014.59.3632

13. Litterman NK, Rhee M, Swinney DC, Ekins S. Collaboration for rare disease drug discovery research. F1000Res (2014) 3:261. doi:10.12688/f1000research.5564.1

14. Forsythe LP, Szydlowski V, Murad MH, Ip S, Wang Z, Elraiyah TA, et al. A systematic review of approaches for engaging patients for research on rare diseases. J Gen Intern Med (2014) 29:788–800. doi:10.1007/s11606-014-2895-9

15. Merkel PA, Manion M, Gopal-Srivastava R, Groft S, Jinnah HA, Robertson D, et al. The partnership of patient advocacy groups and clinical investigators in the rare diseases clinical research network. Orphanet J Rare Dis (2016) 11:66. doi:10.1186/s13023-016-0445-8

16. Fajgenbaum DC, Ruth JR, Kelleher D, Rubenstein AH. The collaborative network approach: a new framework to accelerate Castleman’s disease and other rare disease research. Lancet Haematol (2016) 3:150–2. doi:10.1016/S2352-3026(16)00007-7

17. Jen JC, Ashizawa T, Griggs RC, Waters MF. Rare neurological channelopathies – networks to study patients, pathogenesis and treatment. Nat Rev Neurol (2016) 12:195–203. doi:10.1038/nrneurol.2016.18

18. Gainotti S, Turner C, Woods S, Kole A, McCormack P, Lochmuller H, et al. Improving the informed consent process in international collaborative rare disease research: effective consent for effective research. Eur J Hum Genet (2016) 24:1248–54. doi:10.1038/ejhg.2016.2

19. Yeung RS, Albani S, Feldman BM, Mellins E, Prakken B, Wedderburn LR. Enhancing translational research in paediatric rheumatology through standardization. Nat Rev Rheumatol (2016) 12:684–90. doi:10.1038/nrrheum.2016.156

Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

The handling editor declared a past co-authorship with one of the authors, FG, and states that the process nevertheless met the standards of a fair and objective review.

Copyright © 2017 Gottrand, Ley, Michaud and Sfeir. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) or licensor are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



1http://www.oa2016.com.au.

2www.we-are-eat.org/.

3http://ec.europa.eu/health/rare_diseases/european_reference_networks/erf_en.

OPS/images/cover.jpg
frontiers
in Pediatrics

Importance of an International
Registry for and Collaborative
Research on Esophageal Atresia





OPS/images/fped-05-00081-t001.jpg
Opportunities

Limitations

High power of studies (stratification/
subgroup analysis)

Population-based studies vs. highly
selected population

No other option for some rare forms of
EA (Le. long gap)

Sharing knowledge, harmonization of
care

Collaborations between centers/countries
Evaluation of the recommendations
Better acknowledgment (health
authorties, scientific societies, journals)
Special funding for rare diseases

Long process

« Differences in ethicalfreguiatory
rules between countries

« Need to harmonize care

Need to harmonize data to be

collected (questionnaire)

« Difficuty in achieving and
maintaining quality control of
data

« Need for support (research
personnel, database manager)

« Authorship

« Higher cost/lack of funding





OPS/images/logo.jpg
Ghesk for

i@





