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The treatment goal for patients with Crohn’s disease (CD) has traditionally been aimed
at symptomatic steroid-free clinical remission [1]. Mucosal healing, endoscopic healing, and
the prevention of exacerbation during maintenance therapy (with the aim of reducing the
subsequent occurrence of complications, such as strictures, fistulas, and colorectal cancer)
were proposed by the STRIDE-2 consensus [2]. Despite the increasing number of active
drugs that can be used to treat IBD, treatment results remain disappointing for subsets of
patients who continue to experience reduced quality of life [3]. Additionally, side effects
may hamper optimal treatment with these drugs in some patients. Whether the STRIDE-2
recommendations are sufficiently evidence based and can be introduced to routine clinical
practice remains controversial [4,5]. The following Special Issue provides an update on the
current status, challenges, and future directions in Crohn’s disease.

Early diagnosis is often crucial for the prevention of complicated Crohn’s disease [6].
Scheurlen et al. (Contribution 1) highlight the challenges in making an early diagnosis;
however, they note exciting recent developments in the field. Studies examining pre-clinical
states of IBD have provided fascinating insights that may, in turn, revolutionise how we
diagnose IBD. It is difficult, however, to accurately predict which patients are at risk of an ag-
gressive disease course, and the results of the recent PROFILE study demonstrated that the
PredictSURE blood test was not able to accurately predict disease course [7]. Furthermore,
the authors highlight the current unmet needs of patients living with Crohn’s disease.

The challenges of managing perianal Crohn’s disease are highlighted by Anand-
abaskaran et al. in their study (Contribution 2). In their review article, they describe how
the recently adopted perianal CD classification allows for better categorisation of fistulas
and clear treatment plans according to fistula type. Furthermore, they highlight the current
evidence for medical and surgical treatment approaches. They note that a thorough descrip-
tion of the pathophysiology leads to a science-based assessment of how mesenchymal stem
cell therapies, JAK inhibition, and ustekinumab may further improve the care of patients
with perianal CD.

While cryptoglandular [8] and CD-associated fistulising perianal disease may appear
macroscopically similar, differentiation is crucial on a clinical level. In their study, Zhou et al.
(Contribution 3) highlight differences in their complexity, treatment options, and healing
rate. While cryptoglandular fistulas develop from anal gland inflammation, perianal CD
fistulas arise from complex intestinal inflammation. The review authors highlight surgery
as the cornerstone of cryptoglandular fistula treatment and how intervention for complex
cryptoglandular disease including advancement flaps, fibrin glue, anal fistula plug (AFP),
video-assisted anal fistula treatment (VAAFT), and fistula laser closure (FiLaC) all have
reasonable success rates. In contrast, CD-associated fistulising perianal disease requires a
combined medical–surgical approach, and the complex surgical interventions described
above are usually associated with disappointingly low success rates.
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Kamal et al. (Contribution 4) argue in their study that the complexity and heterogeneity
of Crohn’s disease are not currently reflected in conventional classification systems. The
Montreal classification describes the phenotype but does not allow for the prediction
of disease course [9]. Novel approaches that aim to include serological markers and
multi-omics approaches including genomics, transcriptomics, proteomics, epigenomics,
metagenomics, metabolomics, lipidomics, and immunophenomics may, in the future, allow
us to classify Crohn’s disease in a manner that can be helpful for treatment decisions and
disease course prediction.

Fibrosis is a common phenomenon in healing intestinal tissue and can lead to symp-
tomatic stricturing of Crohn’s disease. Thus far, there are no clinically meaningful predictors
of strictures nor are there available treatment modalities to combat fibrosis. The advent of
single-cell sequencing has led to significant advances in our understanding of the disease
at the cellular level. Campbell et al. (Contribution 5) review the current understanding of
the pathophysiology of fibrosis in Crohn’s disease. They summarise current treatments
and highlight how single-cell sequencing may be the key to developing effective therapies.

Many women with Crohn’s disease are of childbearing age, and management of
pregnancies in these women is often complex. While the management of IBD during
pregnancy is often discussed in the literature, in their review article, Rosiou and Selinger
(Contribution 6) focus on the management of obstetric considerations in pregnant women
with Crohn’s disease. Discussions of fertility in the disease course during pregnancy are
followed by advice on risk factors for adverse maternal and fetal outcomes. The focus on
delivery allows clinicians to advise their patients on the optimal mode of delivery.

Around the globe, there is an increasing prevalence of IBD, and in developed countries,
this increase is predominantly driven by the long life expectancy of patients with IBD.
Hence, we are seeing an increasing number of patients over 60 years of age in our IBD
clinics. The risk of adverse health outcomes often potentially related to IBD treatment
correlates better with biological than with chronological age. Fons et al. (Contribution 7)
review frailty in IBD patients. They define frailty, examine its prevalence in IBD patients,
and describe the outcomes associated with frailty. It is paramount that we shift away from
basing treatment decisions on chronological age and instead focus on frailty. We should
not deny fit older patients treatment based on their chronological age alone.

Crises can often prompt great innovations and changes in approach. The COVID-19
pandemic was certainly one of the biggest global crises to affect healthcare. Zhang et al.
(Contribution 8) review the effects of the pandemic on patients with IBD. They review
the risk of COVID-19 infection, the response to COVID-19 vaccines, and the treatment of
COVID-19 in patients diagnosed with IBD. In addition, they reflect on positive changes
brought about or at least accelerated by the pandemic. Telemedicine has provided patients
with greater choice, reduced carbon emissions, and is generally favored by patients. Non-
invasive monitoring with faecal calprotectin and bowel ultrasound can replace more
invasive endoscopies in many scenarios. Point-of-care testing of faecal calprotectin in
the patient’s home may reduce the need for travel. Finally, subcutaneous versions of
established biologics such as infliximab and vedolizumab allow for a reduction in travel
and time spent on healthcare for patients.

Radiological imaging remains crucial in the assessment of small bowel or perianal
Crohn’s disease. While magnetic resonance imaging (MRI) offers a radiation-free method,
computed tomography (CT) is an often-used radiation-exposure method. Yang et al. (Con-
tribution 9) examine radiation exposure in a single-center cohort. Unsurprisingly, the rate
of radiation exposure was higher for patients with Crohn’s disease than for those diagnosed
with ulcerative colitis. Nearly 7% of patients with Crohn’s disease were classed as having
experienced high radiation exposure. Therefore, clinicians need to focus on using MRI or
small bowel ultrasound over CT and reserve the latter for emergency situations.
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Anti-TNF medications are often recommended as a first-line choice of advanced
therapy for Crohn’s disease [3]. However, many patients experience a loss of response [10],
which necessitates second-line advanced therapies. Sharip et al. (Contribution 10) examine
studies containing real-world evidence by examining the effectiveness of ustekinumab
versus vedolizumab in this setting. They conclude that most studies find ustekinumab
to be superior or at least non-inferior to vedolizumab, though many confounders remain
despite best efforts by researchers to adjust for these factors. Lastly, the increasing use
of JAK inhibitors in Crohn’s disease patients highlights the need for further studies on
second-line therapy.

In summary, the future for patients with Crohn’s disease seems brighter due to in-
creased choice of effective medication, new approaches to classifying disease and assessing
disease effectively and safely, and the appropriate management of Crohn’s disease through
the different life phases of our patients.

List of Contributions

1. Scheurlen, K.M.; A Parks, M.; Macleod, A.; Galandiuk, S. Unmet Challenges in
Patients with Crohn’s Disease. J. Clin. Med. 2023, 12, 5595.

2. Anandabaskaran, S.; Hanna, L.; Iqbal, N.; Constable, L.; Tozer, P.; Hart, A. Where Are
We and Where to Next?-The Future of Perianal Crohn’s Disease Management. J. Clin.
Med. 2023, 12, 6379.

3. Zhou, Z.; Ouboter, L.F.; Peeters, K.C.; Hawinkels, L.J.; Holman, F.; Pascutti, M.F.;
Barnhoorn, M.C.; van der Meulen-de Jong, A.E. Crohn’s Disease-Associated and
Cryptoglandular Fistulas: Differences and Similarities. J. Clin. Med. 2023, 12, 466.

4. Kamal, S.; Parkash, N.; Beattie, W.; Christensen, B.; Segal, J.P. Are We Ready to Reclassify
Crohn’s Disease Using Molecular Classification? J. Clin. Med. 2023, 12, 5786.

5. Campbell, I.; Glinka, M.; Shaban, F.; Kirkwood, K.J.; Nadalin, F.; Adams, D.; Pap-
atheodorou, I.; Burger, A.; Baldock, R.A.; Arends, M.J.; et al. The Promise of Single-
Cell RNA Sequencing to Redefine the Understanding of Crohn’s Disease Fibrosis
Mechanisms. J. Clin. Med. 2023, 12, 3884.

6. Rosiou, K.; Selinger, C.P. Obstetric Considerations in Pregnant Women with Crohn’s
Disease. J. Clin. Med. 2023, 12, 684.

7. Fons, A.; Kalisvaart, K.; Maljaars, J. Frailty and Inflammatory Bowel Disease: A
Scoping Review of Current Evidence. J. Clin. Med. 2023, 12, 533.

8. Zhang, E.; Christensen, B.; Macrae, F.A.; Leong, R. The Effects of the COVID Pandemic
on Patients with IBD: Lessons Learned and Future Directions. J. Clin. Med. 2022, 11, 7002.

9. Yang, C.T.; Yen, H.H.; Chen, Y.Y.; Su, P.Y.; Huang, S.P. Radiation Exposure among
Patients with Inflammatory Bowel Disease: A Single-Medical-Center Retrospective
Analysis in Taiwan. J. Clin. Med. 2022, 11, 5050.

10. Sharip, M.T.; Nishad, N.; Pillay, L.; Goordyal, N.; Goerge, S.; Subramanian, S. Ustek-
inumab or Vedolizumab after Failure of Anti-TNF Agents in Crohn’s Disease: A
Review of Comparative Effectiveness Studies. J. Clin. Med. 2024, 13, 2187.

Author Contributions: C.S. wrote the draft manuscript. A.v.d.M. critically reviewed the manuscript.
All authors have read and agreed to the published version of the manuscript.

Conflicts of Interest: C.S. has received unrestricted research grants from Warner Chilcott, Janssen,
and AbbVie, has provided consultancy to Warner Chilcott, Falk, AbbVie, Takeda, Fresenius Kabi,
Galapagos, Ferring, RedX, Arena, and Janssen, and had speaker arrangements with Warner Chilcott,
Falk, AbbVie, MSD, Pfizer, Celltrion, and Takeda. A.v.d.M. has received unrestricted research
grants from Galapagos, Norgine, Nestle, and Cablon and has provided consultancy or had speaker
arrangements with Ferring, AbbVie, Galapagos, Tramedico, Vedanta, Janssen, and BMS.



J. Clin. Med. 2024, 13, 4699 4 of 4

References
1. Lamb, C.A.; Kennedy, N.A.; Raine, T.; Hendy, P.A.; Smith, P.J.; Limdi, J.K.; Hayee, B.; Lomer, M.C.E.; Parkes, G.C.; Selinger, C.;

et al. British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adults. Gut
2019, 68 (Suppl. S3), s1–s106. [CrossRef] [PubMed]

2. Turner, D.; Ricciuto, A.; Lewis, A.; D’amico, F.; Dhaliwal, J.; Griffiths, A.M.; Bettenworth, D.; Sandborn, W.J.; Sands, B.E.; Reinisch,
W.; et al. STRIDE-II: An Update on the Selecting Therapeutic Targets in Inflammatory Bowel Disease (STRIDE) Initiative of the
International Organization for the Study of IBD (IOIBD): Determining Therapeutic Goals for Treat-to-Target strategies in IBD.
Gastroenterology 2021, 160, 1570–1583. [CrossRef] [PubMed]

3. Gordon, H.; Minozzi, S.; Kopylov, U.; Verstockt, B.; Chaparro, M.; Buskens, C.; Warusavitarne, J.; Agrawal, M.; Allocca, M.; Atreya,
R.; et al. ECCO Guidelines on Therapeutics in Crohn’s Disease: Medical Treatment. J. Crohn’s Colitis 2024, jjae091. [CrossRef]
[PubMed]

4. Herrlinger, K.R.; Stange, E.F. To STRIDE or not to STRIDE: A critique of “treat to target” in Crohn s disease. Expert Rev.
Gastroenterol. Hepatol. 2023, 17, 1205–1219. [CrossRef] [PubMed]

5. West, J.; Tan, K.; Devi, J.; Macrae, F.; Christensen, B.; Segal, J.P. Benefits and Challenges of Treat-to-Target in Inflammatory Bowel
Disease. J. Clin. Med. 2023, 12, 6292. [CrossRef] [PubMed]

6. Jayasooriya, N.; Baillie, S.; Blackwell, J.; Bottle, A.; Petersen, I.; Creese, H.; Saxena, S.; Pollok, R.C.; POP-IBD study group.
Systematic review with meta-analysis: Time to diagnosis and the impact of delayed diagnosis on clinical outcomes in inflammatory
bowel disease. Aliment. Pharmacol. Ther. 2023, 57, 635–652. [CrossRef] [PubMed]

7. Noor, N.M.; Lee, J.C.; Bond, S.; Dowling, F.; Brezina, B.; Patel, K.V.; Ahmad, T.; Banim, P.J.; Berrill, J.W.; Cooney, R.; et al. A
biomarker-stratified comparison of top-down versus accelerated step-up treatment strategies for patients with newly diagnosed
Crohn’s disease (PROFILE): A multicentre, open-label randomised controlled trial. Lancet Gastroenterol. Hepatol. 2024, 9, 415–427.
[CrossRef]

8. Sammut, M.; Skaife, P. The management of cryptoglandular fistula-in-ano. Br. J. Hosp. Med. 2020, 81, 1–9. [CrossRef] [PubMed]
9. Satsangi, J.; Silverberg, M.S.; Vermeire, S.; Colombel, J. The Montreal classification of inflammatory bowel disease: Controversies,

consensus, and implications. Gut 2006, 55, 749–753. [CrossRef] [PubMed]
10. Chanchlani, N.; Lin, S.; Bewshea, C.; Hamilton, B.; Thomas, A.; Smith, R.; Roberts, C.; Bishara, M.; Nice, R.; Lees, C.W.; et al.

Mechanisms and management of loss of response to anti-TNF therapy for patients with Crohn’s disease: 3-year data from the
prospective, multicentre PANTS cohort study. Lancet Gastroenterol. Hepatol. 2024, 9, 521–538. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1136/gutjnl-2019-318484
https://www.ncbi.nlm.nih.gov/pubmed/31562236
https://doi.org/10.1053/j.gastro.2020.12.031
https://www.ncbi.nlm.nih.gov/pubmed/33359090
https://doi.org/10.1093/ecco-jcc/jjae091
https://www.ncbi.nlm.nih.gov/pubmed/38877997
https://doi.org/10.1080/17474124.2023.2296564
https://www.ncbi.nlm.nih.gov/pubmed/38131269
https://doi.org/10.3390/jcm12196292
https://www.ncbi.nlm.nih.gov/pubmed/37834936
https://doi.org/10.1111/apt.17370
https://www.ncbi.nlm.nih.gov/pubmed/36627691
https://doi.org/10.1016/S2468-1253(24)00034-7
https://doi.org/10.12968/hmed.2019.0353
https://www.ncbi.nlm.nih.gov/pubmed/32003630
https://doi.org/10.1136/gut.2005.082909
https://www.ncbi.nlm.nih.gov/pubmed/16698746
https://doi.org/10.1016/S2468-1253(24)00044-X
https://www.ncbi.nlm.nih.gov/pubmed/38640937

	References

