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Thyroid eye disease (TED), also known as
Graves’ orbitopathy, represents a paradigmatic
clinical challenge within the spectrum of rare
autoimmune diseases. Its relatively low incidence
in moderate-to-severe forms, marked clinical
heterogeneity, and the complexity of therapeutic
decision-making limit the generation of robust
and broadly applicable evidence across healthcare
settings (1-3). In this context, the development
of structured, context-adapted, and progressively
integrated scientific tools becomes a priority.

This work is the result of a sustained
collaborative effort among members of the
Colombian  Association of Endocrinology,
Diabetes, and Metabolism (ACE, by its Spanish
acronym), together with ophthalmologists and
endocrinologists, aimed at strengthening the
scientific framework available for the study and
management of TED in our setting. Importantly, this
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initiative does not represent an isolated academic
product, but rather forms part of a structured
research strategy that integrates evidence synthesis,
formal consensus, and real-world data generation.

As a foundational step, the group conducted
a comprehensive systematic review that
synthesizes the current therapeutic landscape for
active moderate-to-severe TED (4). This work
consolidates available evidence on glucocorticoids,
biologic therapies, and immunosuppressive agents,
confirming consistent patterns—such as the
central role of intravenous glucocorticoids—while
also identifying areas of uncertainty, particularly
regarding the comparative effectiveness of
emerging therapies (4-5). Moreover, it highlights
key limitations in the field, including heterogeneity
in reported outcomes, the lack of head-to-head
trials, and the underrepresentation of Latin
American populations.
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Building upon this evidence base, the
development of consensus recommendations
using the RAND/UCLA Appropriateness Method
represents a significant step toward standardizing
clinical decision-making in areas of uncertainty
(6). By integrating scientific evidence with expert
judgment, this methodology allows for the
assessment of the appropriateness and necessity
of therapeutic interventions across clinically
relevant scenarios. Notably, the value of this
consensus lies not only in its recommendations
but also in its contextual adaptation to healthcare
systems with limited access to advanced therapies,
thereby enhancing its applicability in settings
such as Colombia. Furthermore, it reflects a
multidisciplinary collaborative process that is
aligned with the complexity of TED management.

However, tools based on secondary evidence
and expert consensus must ultimately be
complemented by real-world clinical data. In this
regard, the development of a multicenter Colombian
observational study represents a critical component
of this research agenda. This study, designed using
methodological principles comparable to those
of the European Group on Graves’ Orbitopathy
(EUGOGO), aims to characterize the clinical
evolution, therapeutic patterns, and factors
associated with outcomes in patients with TED
in routine clinical practice. Its multicenter and
longitudinal design will generate locally relevant
evidence and enable meaningful comparisons with
international cohorts.

The methodological inspiration derived from
the PREGO studies conducted by EUGOGO
is particularly relevant. These studies have
demonstrated that multicenter observational
research is essential to understand temporal
changes in disease presentation, referral patterns,
and therapeutic strategies (7-9). Consistently, they
have shown trends toward earlier diagnosis and
less severe disease at presentation, likely reflecting
increased clinical awareness and improved referral
systems (8-9). Additionally, they underscore the
importance of standardized data collection tools
to ensure comparability across centers.

In this context, implementing a Colombian
multicenter study aligned with EUGOGO
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frameworks strengthens not only the internal
validity of the generated data but also its potential
for integration into international research
networks. The standardization of clinical variables,
including the Clinical Activity Score and severity
classifications, as well as the use of structured
case report forms, is an essential element in this
process (7, 10).

More broadly, this initiative highlights a
fundamental principle in rare disease research:
The necessity of structured collaboration. The
experience of EUGOGO has demonstrated that
meaningful advances in Graves' orbitopathy
depend on multicenter data aggregation and the
harmonization of clinical and methodological criteria
(10). Without such strategies, individual efforts
remain fragmented and limited in impact.

Thus, the value of this project lies not only in
its individual components—a systematic review,
consensus, and an observational study—but also in
the coherence of the strategy that integrates them.
It represents a model of knowledge generation that
moves from evidence synthesis to the development
of recommendations and ultimately to validation in
real-world clinical settings.

Looking forward, this approach offers several
opportunities. It will allow the evaluation of
adherence to consensus-based recommendations,
the identification of variations in clinical practice,
and the exploration of barriers to access, particularly
regarding biologic therapies. Furthermore, it
will contribute to positioning the Latin American
experience within the global context, providing data
that reflect healthcare realities distinct from those
in which most current evidence has been generated.

In  conclusion, this work represents a
collaborative effort aimed at expanding and
strengthening the scientific tools available for the
management of TED. The integration of evidence,
consensus, and real-world data constitutes a
robust and necessary strategy to advance the
understanding of this complex disease. Rather than
a final endpoint, this initiative should be viewed as
the beginning of a sustained research agenda with
the potential for regional and global impact.

http://revistaendocrino.org/index.php/rcedm



N Aristizdbal-Henao, CE Builes—Montafio

Authors’' Contributions

Natalia Aristizabal-Henao: Conceptualization,
Writing — original draft, Writing — review & editing;
Carlos E. Builes-Montafio: Conceptualization,
Writing — original draft, Writing — review & editing.

Ethics statement

As this manuscript is an academic editorial
and does not involve research involving human
participants, animals, or sensitive data, ethics
committee approval was not required. The opinions
and considerations presented are based on a
critical appraisal of the currently available scientific
evidence.

Funding

The study on which this editorial is based
received financial support from the Colombian
Association of Endocrinology, Diabetes, and
Metabolism.

Conflicts of interest

The authors declare the following conflicts of
interest: Natalia Aristizabal-Henao has received
academic consulting fees from Amgen; Carlos
E. Builes-Montafio has received consulting
and speaking fees from Sanofi, Novo Nordisk,
Novartis, Recordati Rare Diseases, Valentech,
Janssen, Abbott, and Boehringer Ingelheim, and
is a shareholder of Festina Lente.

Use of artificial intelligence (Al)

The authors declare that no artificial intelligence
tools were used in the preparation of this
manuscript.

Data statement

No data was collected in the development of
this manuscript.

Volumen 13, nimero 1 de 2026

[4]

[6]

Real-world practice in thyroid eye disease

References

Bartalena L, Baldeschi L, Dickinson AJ,
Eckstein A, Kendall-Taylor P, Marcocci C,
et al. Consensus statement of the European
Group on Graves' Orbitopathy (EUGOGO)
on management of Graves’ orbitopathy. Eur
J Endocrinol. 2008;158(3):273-285. https://
doi.org/10.1530/EJE-07-0666

Wiersinga WM, Kahaly GJ. Graves’
Orbitopathy: A multidisciplinary approach
— questions and answers. 3rd ed. Basel:
Karger; 2017. https://doi.org/10.1159/
isbn.978-3-318-06085-0

Bartalena L, Kahaly GJ, Baldeschi L, Dayan
CM, Eckstein A, Marcocci C, et al. The 2021
European group on graves' orbitopathy
(EUGOGO) clinical practice guidelines. Eur J
Endocrinol. 2021;185(4):G43-G67. https://
doi.org/10.1530/eje-21-0479

Builes-Montafio CE, Roman-Gonzélez A,
Arenas-Quintero HM, Aristizabal-Henao N,
Cabarcas-Solano MS, Camargo-Gonzalez
JC, et al. Pharmacologic therapies for
active moderate-to-severe thyroid eye

disease: A comprehensive systematic
review. Clin Med Insights Endocrinol
Diabetes. 2026;19:1-18. https://doi.

org/10.1177/11795514261426446

Douglas RS, Kahaly GJ, Patel A, Sile
S, Thompson EHZ, Perdok R, et al
Teprotumumab for the treatment of
active thyroid eye disease. N Engl J Med.
2020;382:341-352. https://doi.org/10.1056/
NEJMo0al1910434

Cabarcas-Solano MDS, Roman-Gonzalez
A, Mufioz-Cardona ML, Mejia-Lopez MG,
Aristizabal-Henao N, Restrepo-Erazo K, et
al. Consensus-based recommendations for
the medical management of moderate-to-
severe thyroid eye disease using the RAND/
UCLA Appropriateness Method. Rev Colomb
Endocrinol Diabet Metab. 2026;13(1).

http://revistaendocrino.org/index.php/rcedm



N Aristizabal-Henao y CE Builes-Montafio

(7]

(8]

Prummel MF, Bakker A, Wiersinga WM,
Baldeschi L, Mourits MP, Kendall-Taylor P, et
al. Multi-center study on the characteristics
and treatment strategies of patients with
Graves' orbitopathy: The first European
Group on Graves' Orbitopathy experience.
Eur J Endocrinol. 2003;148(5):491-495.
https://doi.org/10.1530/eje.0.1480491

Perros P, Zarkovi¢ M, Azzolini C, Ayvaz
G, Baldeschi L, Bartelena L, et al. PREGO
(presentation of Graves' orbitopathy)
study: Changes in referral patterns to
European Group On Graves' Orbitopathy
(EUGOGO) centres over the period
from 2000 to 2012. Br J Ophthalmol.

Volumen 13, nimero 1 de 2026

[9]

[10]

Real-world practice in thyroid eye disease

2015;99:1531-1535. https://doi.
org/10.1136/bjophthalmol-2015-306733

Schuh A, Ayvaz G, Baldeschi L, Baretic M,
Bechtold D, Boschi A, et al. Presentation
of Graves' orbitopathy within EUGOGO
centres from 2012 to 2019 (PREGO Ill). Br
J Ophthalmol. 2024;108:294-300. https://
doi.org/10.1136/bjo-2022-322442

Wiersinga WM, Perros P, Kahaly GJ,
Mourits MP, Baldeschi L, Boboridis K, et
al. Clinical assessment of patients with
Graves' orbitopathy: The European Group
on Graves’ Orbitopathy recommendations.
Eur J Endocrinol. 2006;155(3):387-389.
https://doi.org/10.1530/eje.1.02230

http://revistaendocrino.org/index.php/rcedm



	_heading=h.gjdgxs
	_Hlk188976108
	_Hlk194224569
	_Hlk211628080
	_heading=h.3znysh7
	_heading=h.tyjcwt
	_heading=h.1t3h5sf
	_Hlk194835083
	_Hlk194835095
	_z3s5tldp7eh3
	_f9nzp5iy2mwx
	_yjgcxb6u82dl
	_fnbisgnj1xz6
	_ta01jhw8ntk2
	_e0nvlgett60
	_cnwagvzeilbr
	_rkt3dj3ct2y0
	_vxhcqv7cv2w2
	_6qtbc2hu0s0
	_sxivmi8wdglb
	_ca46s5scalbb
	_Hlk179804765

