Alimentary Pharmacology & Therapeutics

I INVITED EDITORIAL

'.) Check for updates

WILEY

APT Alimentary Pharmacology & Therapeutics

Editorial: Mesenchymal Stem Cell Therapy for Perianal
Fistulising Crohn's Disease—Effective or Hype?

Authors’ Reply

Péter Bacsur!? | Klaudia Farkas’? | Tamdas Molnar'

!Department of Medicine, Albert Szent-Gyorgyi Medical School, University of Szeged, Szeged, Hungary | 2ZHCEMM-USZ Translational Colorectal Research

Group, Szeged, Hungary

Correspondence: Tamds Molndr (molnar.tamas@med.u-szeged.hu)

Received: 22 November 2024 | Revised: 25 November 2024 | Accepted: 25 November 2024

Handling Editor: Colin Howden

Funding: The authors received no specific funding for this work.

We appreciate the thoughtful comments by Drs. McCurdy and
Wong regarding our study on the effectiveness and safety of
mesenchymal stem cell treatment for fistulising Crohn's disease.
We analysed 223 patients in an international, multicentre set-
ting, who underwent darvadstrocel treatment [1, 2]. They clearly
highlighted the unmet need for new therapeutic approaches for
perianal fistulising Crohn's disease (PFCD) in their editorial.
We agree that discrepancies between the effectiveness results of
large clinical trials and observational studies need to be care-
fully reconsidered to support position statements on the use of
mesenchymal stem cell treatment in PFCD.

First, in our real-world study, preparation—including curettage
and seton placement—preceded the administration of darvad-
strocel in all cases, in accordance with the protocols followed in
pivotal clinical trials. Controlled, high-quality perianal surgery
can achieve a high success rate, even in refractory cases, if per-
formed in a highly experienced centre [3]. Due to the structural
design of our real-world study, it is not possible to determine
the exact contribution of darvadstrocel to the improvements
observed in our patients, relative to the surgical intervention.
However, the 62% closure rate is clearly higher than the closure
rate seen in the placebo arm of the ADMIRE studies.

Second, we acknowledge that increased effectiveness rates
are often observed in real-world settings compared with ran-
domised trials, particularly in the field of pharmacological
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sciences. This discrepancy is probably due to differences in
population characteristics, inclusion criteria, study design, data
collection methods and statistical considerations (such as the
handling of confounders). We reported clinical remission rates
of 72.2% at Week 26 and 62.3% at Week 52, which align with
the cumulative effectiveness of 68.1%-77.2% in a systematic re-
view of observational trials with darvadstrocel, with negligible
between-study heterogeneity [4]. It is also worth noting that
combined remission (defined as the MRI endpoint of absence
of collections > 2 cm) was observed in 60.6% of patients at Week
26 and 52.3% at Week 52.

Third, while evaluating combined remission can provide a robust
end point, it has limitations. MRI assessment of PFCD requires
expert interpretation, and the precise definitions of fistula heal-
ing remain inconclusive [5]. Furthermore, regular monitoring
of fistula healing with MRI is not yet part of standard clinical
practice, as evidenced by our real-world results. From a patients’
perspective, the cessation of fistula drainage and the resolution
of symptoms such as the feeling of uncleanliness are considered
more important than MRI findings.

Furthermore, we found that approximately 80% of patients ex-
pressed satisfaction with the treatment after 1year, highlighting
its positive impact on quality of life, especially given the chal-
lenges of managing PFCD. However, this end point is inherently
subjective and difficult to measure objectively.
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In conclusion, while the effectiveness data remain debated,
potential predictors of treatment success have been identified.
Nevertheless, further research is necessary to definitively deter-
mine whether darvadstrocel treatment is truly effective or sim-
ply a treatment hype.

Author Contributions

Péter Bacsur: conceptualization, writing — original draft. Klaudia
Farkas: conceptualization, writing - original draft. Tamas Molnar:
conceptualization, writing - review and editing.

Acknowledgements

The authors' declarations of personal and financial interests are un-
changed from those in the original article [2].

Data Availability Statement

The authors have nothing to report.

Linked Content

This article is linked to Bacsur et al papers. To view these articles, visit
https://doi.org/10.1111/apt.18359 and https://doi.org/10.1111/apt.18408.

References

1.J. McCurdy and S.-Y. Wong, “Editorial: Mesenchymal Stem Cell
Therapy for Perianal Fistulizing Crohn's Disease—Effective or Hype?,”
Alimentary Pharmacology & Therapeutics 61, no. 2 (2025): 386-387.

2.P. Bacsur, D. Shaham, Z. Serclova, et al., “Evaluation of the
Effectiveness and Safety of Mesenchymal Stem Cell Treatment in
Fistulising Crohn's Disease: An International Real-Life Retrospective
Multicentre Cohort Study,” Alimentary Pharmacology & Therapeutics
61, no. 2 (2025): 335-345.

3. M. Adamina, S. Minozzi, J. Warusavitarne, et al., “ECCO Guidelines
on Therapeutics in Crohn's Disease: Surgical Treatment,” Journal of
Crohn's & Colitis 18, no. 10 (2024): 1556-1582.

4. C. Taxonera, M. A. Garcia-Brenes, D. Olivares, O. N. Lopez-Garcia,
R. Zapater, and C. Alba, “Darvadstrocel for Complex Perianal Fistulas
in Crohn's Disease: A Systematic Review and Meta-Analysis,” United
European Gastroenterol J 3 (2024): 1-11, https://doi.org/10.1002/ueg2.
12673. Epub ahead of print.

5. G. Nor¢i¢, N. Smrekar, S. Markovi¢, et al., “Insights Into Treatment
of Complex Crohn's Perianal Fistulas,” BMC Proceedings 18, no. Suppl
7(2024): 7.

389

85U8017 SUOWWOD A1) 8|t jdde ay) Ag peusenob a1e sooile VO ‘8sN JO S8|nJ o} Akeiqi8uljuO 8|1 UO (SUOTIPUCO-PUEe-SWIBIW0D" A8 | 1M AJeiq 1 Bul [UO//:Sdny) SUORIPUOD pue swie 1 8y} 89S *[620z/50/62] Uo Ariqiaulluo Ae|im ‘pebezs 10 AisAlun Aq 2zy8T 1de/TTTT OT/10p/ w00 Ao Im AleIqpuljuo//Sdiy Wolj pepeojumod ‘Z ‘SZ0Z ‘9E02S9ET


https://doi.org/10.1111/apt.18359
https://doi.org/10.1111/apt.18408
https://doi.org/10.1002/ueg2.12673
https://doi.org/10.1002/ueg2.12673

	Editorial: Mesenchymal Stem Cell Therapy for Perianal Fistulising Crohn's Disease—Effective or Hype? Authors' Reply
	Author Contributions
	Acknowledgements
	Data Availability Statement
	Linked Content
	References


