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Background: \We aimed to (1) analyze the applicability of the updated Selecting Therapeutic Targets in Inflammatory Bowel Disease (STRIDE-II)
recommendations in real-world clinical practice, (2) identify barriers to their implementation, and (3) propose practical measures to overcome
these obstacles.

Methods: This qualitative study was based on a survey, a literature review, and expert opinions. Nine inflammatory bowel disease (IBD) experts
identified 7 areas likely to be controversial or potential implementation barriers in daily clinical practice: endoscopy, histology, ultrasound, quality
of life, biomarkers, symptom control, and patient-reported outcomes (PROs). Based on this, a survey was carried out among educational course
participants. The experts discussed the literature review and survey results and proposed several statements and practical actions.

Results: A total of 55 gastroenterologists answered the survey. The reported difficulty level in reaching STRIDE-II treatment goals in clinical
practice was high. Only 22% of participants performed clinical remission assessments using clinical indexes and PROs. Seventy percent of
responders did not use fecal calprotectin cutoffs and considered changes from the previous levels instead. Mucosal healing as a long-term
therapeutic goal was considered necessary to be individualized in specific patient subgroups (eg, elderly/fragile patients, multiple treatment
failures, and last-line therapies). Other barriers, like the lack of access to imaging techniques or insufficient knowledge and skills among health-
care professionals, were detected. The experts suggested adding less stringent treatment goals and measurements, patient stratification, local
adaptations, educational activities, and research.

Conclusions: STRIDE-Il recommendations face various implementation barriers needing careful evaluation in order to enhance their adoption
in clinical practice, and ultimately improve outcomes in IBD patients.

Lay Summary

Adherence to the updated Selecting Therapeutic Targets in Inflammatory Bowel Disease (STRIDE-Il) recommendations is suboptimal in the
real-world. Barriers related to healthcare professionals and systems, including shortages of trained personnel and limited access to endoscopy,
must be considered. Tailored implementation strategies are necessary to enhance the quality of care and to increase adherence to the STRIDE-I|
recommendations: the definition of less stringent treatment goals and measurements, patient stratification, local adaptations, or educational
activities.
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Introduction Therefore, there is a great interest in defining and meas-
uring treatment goals and strategies in the current context.®
Before the advent of advanced therapies (biologics and small
molecules), IBD treatment goals mainly focused on symptom
control, steroid avoidance, and surgery prevention. However,
the availability of more effective drugs led to the inclusion
of more ambitious goals such as patient-centered outcomes
(eg, restoring and maintaining the quality of life and work

Crohn’s disease (CD) and ulcerative colitis (UC) are inflam-
matory bowel diseases (IBDs) with a significant impact on
patients, society, and health systems.!*

New insights into disease pathophysiology, availability
of advanced diagnostic tools and biomarkers, and new
therapy approval have improved short- and long-term patient
outcomes.’>”
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productivity) and objective disease control markers like en-
doscopic, histological, or transmural healing.”® Moreover,
different treatment strategies have emerged, such as combi-
nation therapy, top-down approaches, and treat-to-target
strategies.”!?

In 2015, the Selecting Therapeutic Targets in Inflammatory
Bowel Disease (STRIDE) initiative, proposed evidence- and
consensus-based IBD treatment targets that could be used
in treat-to-target strategies in routine clinical practice.'' The
2021 update (STRIDE-II) includes 13 recommendations
incorporating time-dependent treatment targets (short-term,
intermediate, and long-term) and drug-specific time points
for treat-to-target strategies in adults and children with
IBD.®

However, concerns were expressed regarding the va-
lidity, applicability, and impact on daily practice of these
recommendations.'? Recently, the IBD-PODCAST cross-
sectional study stated that objective data for IBD evaluation
(included in STRIDE-II) from daily clinical practice were
only available in a limited number of patients. This suggests
that, at least in part, guideline application might be subop-
timal. Moreover, treatment goals like mucosal healing, which,
depending on the definition and selected therapy, are not
achieved in many patients, have proved controversial.'3

The Analyzing Therapeutic Objectives in IBD (ANTHEA)
project was designed to (1) analyze the current application of
STRIDE-II recommendations in real-world clinical practice,
(2) identify controversies and potential obstacles to the im-
plementation of these guidelines, and (3) propose practical
actions to overcome these barriers.

Materials and Methods

Study Design

The ANTHEA project was designed to study the use of
STRIDE-II recommendations, including the barriers to
their implementation, and to propose practical actions and
strategies to overcome them. This project was developed in
several steps, including an in-person meeting with an anony-
mous survey, a comprehensive literature review, and an IBD
expert discussion group.

Ethical Considerations

This study was conducted using the Good Clinical Practice
guidelines and the current version of the revised World
Medical Association’s Declaration of Helsinki.

In-Person Meeting

First, a steering committee (SC) composed of nine
gastroenterologists with IBD expertise was established. The
SC analyzed the 2021 STRIDE-II® recommendations and
identified 7 areas that might present implementation problems
in daily practice, including symptom control, patient-reported
outcomes (PROs), endoscopy, histology, imaging techniques,
quality of life, and biomarkers. A mixed (online and in-person)
meeting was designed based on these observations. In the first
part, the participants accessed an online platform for which
the SC recorded 4 videos and posted relevant scientific ar-
ticles dealing with these controversial topics. The course
participants reviewed these information materials before the
in-person session. After that, 6 in-person meetings were or-
ganized in different cities across the country during which
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participants, under the guidance of SC members, discussed
the topics and suggested solutions.

Survey

All participants completed a structured, anonymized, and
closed survey at the end of the in-person meeting. The
survey was divided into 2 main sections including different
questions and variables: (1) sociodemographic and medical
practice-related variables (age, years of clinical practice, and
experience in IBD patient management); (2) opinion and at-
titude in daily practice related to the STRIDE-II treatment
goals and others, including the difficulty level to achieve
them at any time in IBD patients (from 1 = minimum diffi-
culty to 10 = maximum difficulty); importance level of short-
term treatment goals (from 1 = the most important to 9 or
8 = the least important in CD and UC, respectively); clinical
remission measurement (clinical indexes, PROs, etc.); fecal
calprotectin (FC), (time to assessment and cutoff values);
mucosal healing (time to assessment, magnetic resonance
enterography [MRE], patient profile, activity indexes); his-
tological remission in UC; transmural healing in CDj; quality
of life, and well-being.

Literature Review

A narrative literature review was carried out in Medline with
the help of an experienced documentalist. We used PubMed’s
Clinical Queries tool and individual searches using MeSH
and free-text terms up to February 2024. The aim of our
search was to identify articles on adults with IBD analyzing
STRIDE-II recommendation implementation and use in daily
practice. Meta-analyses, systematic literature reviews (SLRs),
randomized controlled trials (RCTs), and observational
studies were included. Two reviewers independently selected
articles, first by title and abstract, then by reading the full
articles, and collected data. Evidence and result tables were
generated. Study quality was assessed using the 2011 Oxford
scale.™

IBD Expert Discussion Group

The SC discussed the survey and literature review results. They
proposed several statements, strategies, and recommendations
for a rational and practical approach to STRIDE-II consensus®
from a real-world clinical practice perspective.

Statistical Analysis

A descriptive analysis of the survey was performed. Depending
on data distribution, frequency distribution, mean and
standard deviation, or median and interquartile range were
employed. Analyses were performed using Stata 12 statistical
software (Stata Corporation, College Station, TX, USA).

Final Document

The final document was written based on the survey results,
literature review, and discussions among experts. The doc-
ument was sent to SC members for final assessment and
comments.

Results

Survey

A total of 55 gastroenterologists completed the survey (Table
1). Nearly 50% reported a clinical experience of more than
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10 years, and 68% regularly monitored IBD patients in a ded-
icated IBD clinic consultation or unit.

Regarding the STRIDE-II treatment goals, the difficulty
of achieving them in daily practice in IBD patients (from
1 = minimum to 10 = maximum difficulty) was generally
quite challenging (Table 2). The most feasible treatment goal
was clinical remission, followed by surgery avoidance, with a
mean of 4.27 + 2.16 and 4.55 = 2.01, respectively. Conversely,
transmural healing, with a mean of 7.24 = 1.82, and histolog-
ical remission, with a mean of 7.22 + 1.64, were the most dif-
ficult to achieve.

When ranking the importance level of STRIDE-II treatment
goals in the short or medium term (Table 3), we observed that
the most important goal was clinical response in CD patients
(as reported by 51% of responders), closely followed by clin-
ical remission (for 44% of participants). The least important
ones were histological remission and transmural healing (for
51% and 40% of participants). Similarly, for UC patients,

Table 1. Main characteristics of the survey participants®.

n (%)

Gastroenterologist (7 = 595)

Specialist 45 (82%)

Trainee 10 (18%)
Work experience

<§ years 20 (36%)

5-10 years 10 (18%)

10-20 years 14 (26%)
> 20 years 11 (20%)
Type of consultation for IBD patients

General consultation (many IBD patients) 3(5%)

General consultation (few IBD patients) 15 (27%)

Monographic IBD clinic 1-2 days/week 31 (57%)

Monographic IBD unit 6 (11%)

Abbreviation: IBD, inflammatory bowel disease.
“Results are expressed as numbers and percentages (%); otherwise, it is
indicated.

Table 2. The dfficulty of achieving the STRIDE-II proposed treatment
goals and others in daily practice in patients with IBD (1 = minimum
difficulty to 10 = maximum difficulty)?.

Treatment goal Difficulty
Clinical remission 4.27 (2.16)
Avoidance of surgery 4.55 (2.01)
Normalization of serum and 4.82 (1.86)
fecal inflammatory biomarkers

Absence of disability 4.93 (1.92)
Normalization of quality of 5.40 (1.76)
life

Mucosal healing 5.95 (1.72)
Absence of fatigue 6.00 (2.34)
Histologic remission 7.22 (1.64)
Transmural remission 7.24 (1.82)

Abbreviation: IBD, inflammatory bowel disease.
“Results are expressed as mean (standard deviation).

Table 3. Ranking of the importance of short-medium term treatment
goals in IBD (mean scores and standard deviation).

Crohn disease Ulcerative colitis

Goals (order of Score Goals (order of Score
importance)? importance)®

Clinical remission  1.65 (0.73) Clinical response 1.80 (1.65)
Clinical response ~ 1.95 (1.46) Clinical remission 1.96 (0.72)
Biomarkers 3.95 (1.39) Biomarkers 3.98 (1.28)
normalization normalization

Endoscopic re- 4.64 (1.28) Endoscopic response 4.71 (1.33)
sponse

Normalization of ~ 5.20 (1.78) Normalization of 4.76 (1.77)
quality of life quality of life

Endoscopic 5.47 (1.46) Endoscopic remis-  5.55 (1.49)
remission sion

Absence of 5.89 (2.02) Absence of disability 5.78 (2.00)
disability

Transmural 8.04 (1.15) Histologic remission 7.45 (0.86)
remission

Histologic 8.22 (0.98) - -
remission

Abbreviation: IBD, inflammatory bowel disease.
21, Most Important; 9, Least Important.
"1, Most Important; 8, Least Important.

69% of responders indicated that clinical response was the
most important treatment goal, followed by clinical remission
(22%). Conversely, histological remission and absence of dis-
ability were ranked as the least important goals by 64% and
25% of gastroenterologists, respectively.

Regarding clinical remission assessment, 49% of
participants reported using clinical indexes in daily practice
but not PROs, whereas 22% used both. Besides, almost a
quarter of gastroenterologists did not apply validated clinical
indexes or PROs to evaluate clinical remission.

Fecal calprotectin use was extensively analyzed (Table 4).
A survey question examined the timing of the first FC assess-
ment once the treatment was started. Many responders noted
that FC was initially assessed 8 or 12 weeks after treatment
initiation in patients with ileal CD and UC (according to
67% and 56% of participants, respectively). Another ques-
tion assessed the cutoff values considered good enough after
treatment initiation. However, 70% of gastroenterologists
reported a lack of clear FC cutoffs and instead considered
changes from previous levels (total reductions).

Three questions were related to mucosal healing. As shown
in Table 35, except for 1 gastroenterologist, all patients with
ileal CD underwent intestinal evaluation after treatment initi-
ation, regardless of the patient’s clinical remission status, with
69% of gastroenterologists preferring MRE over endoscopy.
Conversely, in UC patients, 44 % of participants performed an
endoscopic evaluation 6-12 months after treatment initiation,
while 35% did not perform it in case of clinical remission.
Mucosal healing applicability as a long-term treatment goal
was analyzed using specific patient profiles. Most responders
agreed that this should carefully be individualized (even set-
ting it aside if necessary), especially in elderly/fragile patients,
in cases of multiple treatment failure and last-line therapies
since these subgroups of patients often present with unique
clinical challenges—such as increased comorbidities, reduced



Table 4. Fecal calprotectin assessment in patients with IBD?.

Tleal Crohn’s Ulcerative
disease colitis
Time to assessment after treatment initiation
2 weeks 1(2%) 2 (4%)
4 weeks 7 (13%) 19 (35%)
8 weeks 2 (40%) 22 (40%)
12 weeks 5(27%) 9 (16%)
After induction and only if 0 (18%) 3(5%)
remission is not achieved
Cutoff value to consider it sufficient
<250 pge 5 (10%) 8 (15%)
<150 pglg 9 (16%) 8 (15%)
<100 pgg 2 (4%) 0 (0%)
I do not have a clear cutoff 39 (70%) 39 (70%)

and analyze changes from
the previous level (total
reductions)

Abbreviations: g, gram; IBD, inflammatory bowel disease; pg, microgram.
“Results are expressed as numbers and percentages (%).

Table 5. Time to mucosal healing assessment in patients with IBD after
treatment initiation®.

Time to assessment Ileal Crohn  Ulcerative

disease colitis
No, if the patient is in clinical remission 1(2%) 19 (35%)
3 months 2 (4%) 2 (4%)
6-12 months 9(16%) 24 (44%)
12-24 months 5(9%) 10 (18%)
Due to availability and acceptance, I avoid 38 (69%) -

unnecessary colonoscopies. If clinical re-
mission has been achieved, I rely on MRE

Abbreviations: IBD, inflammatory bowel disease; MRE, magnetic
resonance enterography.
“Results are expressed as numbers and percentages (%).

tolerance to therapies, and limited treatment options—which
necessitate adjusted therapeutic goals to ensure safety and
quality of life rather than complete mucosal healing. Forty-
seven gastroenterologists (85%) reported using endoscopic
clinical indexes in daily practice. However, 19 (35 %) expressed
concerns about the reliability of general endoscopists who are
not specialized in IBD, sometimes leading them to neglect en-
doscopic findings. Additionally, 10 gastroenterologists (18 %)
deemed endoscopic cutoff values excessively stringent for
daily practice.

The survey revealed that 49% of gastroenterologists
performed serial mucosal biopsies to assess histological re-
mission in UC patients achieving mucosal healing. This was
driven by the perception of potential management implications
(33%) or personal interest (16%). However, 25% did not
perform serial mucosal biopsies, as they believed it did not
impact management. Conversely, 11% reported difficulties in
performing mucosal biopsies in patients with mucosal healing
due to endoscopists’ reluctance, and 15% due to the fact that
pathologists did not use histologic activity indexes.
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The survey also addressed transmural healing in patients
with ileal CD. Similar to histological remission, 56% of
responders carried out serial MRE or ultrasound to mon-
itor transmural healing due to perceived management
implications, while 24% did not assess it as they considered
that it had minimal management implications. Additionally,
20% were unable to evaluate transmural healing due to a lack
of access to MRE or ultrasound.

Finally, 75% of survey participants measured quality of
life and other factors such as fatigue, anxiety, sleep quality,
or sexuality in daily practice, even though they did not use
validated questionnaires. These gastroenterologists aimed to
offer adequate support within their means. Conversely, up to
20% of responders believed that many of these aspects were
beyond the skills and/or capabilities of gastroenterologists.

Expert Contributions

Table 6 summarizes barriers and potential solutions for
implementing STRIDE-II recommendations according to the
experts.

Survey participants rated the importance of STRIDE-II
treatment goals as closely linked to the possibility of achieving
them in the short- and medium-term. The overall difficulty
in accomplishing these goals was high, likely reflecting the
chronic, potentially severe, and complex nature of IBD, for
which current therapy efficacy may sometimes fall short.
However, it could be argued that some of the STRIDE-II
treatment goals might be overly stringent and/or lack robust
evidence, potentially resulting in suboptimal uptake.'®

The experts considered that gastroenterologists should ide-
ally aim for disease remission (both clinical and histological).
However, recognizing that achieving this last objective may
not always be feasible, especially given the limited treatment
availability, a pragmatic approach could be adopted in certain
scenarios. For those challenging cases, the experts proposed
the definition of less stringent goals and/or disease states,
similar to those established for other chronic inflammatory
conditions such as psoriasis (“almost clear skin,” “disease ac-
ceptable state”) and rheumatoid arthritis (“low disease ac-
tivity,” “good, moderate, or non-responders”).'

In the survey, around 25% of respondents indicated that
they did not use clinical indices, and 75% did not assess clin-
ical remission through PROs in their daily practice. Several
reasons can account for this. Firstly, in CD, clinical symptoms
often show a weak correlation with mucosal inflammation.!
Besides, functional IBD disorders might be present, impacting
the outcomes of subjective variables.!”!® Lastly, in busy clin-
ical settings, time constraints may hinder clinical indicator
use and/or lead gastroenterologists to prioritize objective
measurements over subjective ones.

The experts acknowledged the limitations of clinical indices
and PROs, particularly in CD, as well as the time constraints
during clinical consultations. However, from the patient’s
perspective, clinical symptoms are deemed the most crucial
parameters for treatment, and both objective and subjective
measures are not mutually exclusive.”” Therefore, in daily
practice, the experts advocated for the assessment of at least
one PRO (preferably a clinical index) in addition to objective
variables.

When evaluating FC, most gastroenterologists responded
that the first FC assessment occurred around 8-12 weeks
after treatment initiation. However, one of the primary
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Table 6. Barriers to the implementation of STRIDE-II and suggested solutions.

Source Barrier Solution

STRIDE-II

recommendations

-Lack of robust evidence -

Standardization of definitions and outcomes to facilitate clearer communication be-
tween professionals and patients

- Research (validation studies, prognosis studies): Promote clinical research focusing
on the validation of STRIDE-II targets, particularly in prognostic studies, to provide
stronger evidence supporting the recommendations

-Ambitious or stringent treat- -
ment goals (eg, transmural
healing)

Alternative treatment goals: Adopt flexible treatment goals that consider various dis-
ease states and patient responses. For example, setting more practical and achievable
goals for patients who cannot meet more stringent criteria like transmural healing

- Generation of composite scores: Use composite indices that combine several indicators
of disease activity to better evaluate patient progress

- More flexible cutoffs: Implement less rigid thresholds to account for patient variability
in achieving clinical goals, ensuring treatment remains realistic

- New drugs and new treatment strategies

-Scope too general (eg, -
no subgroups, complex

patients) patients)

Subgroup analysis: Perform detailed subgroup analyses in clinical studies to provide
personalized treatment strategies for specific populations (eg, pediatric or elderly

- Patient stratification: Stratify patients based on disease severity, comorbidities, and
response to previous treatments, allowing for more tailored treatment protocols

- Adaptations to specific profiles: Adjust treatment strategies to match individual patient
profiles, considering factors like genetics, disease phenotype, and lifestyle

Gastroenterologists  -Lack of knowledge and skills -

Educational activities: Organize continuous medical education (CME) workshops,

webinars, and certifications aimed at increasing the awareness and competencies of
gastroenterologists regarding STRIDE-II recommendations

-Lack of time -

Consultation optimization: Streamline patient consultations by incorporating tools

like pre-consultation questionnaires or digital health monitoring platforms to ensure
efficient data gathering before meetings

- Checklists generation: Develop checklists for key clinical steps in implementing
STRIDE-II targets, ensuring that important aspects of patient care are not overlooked
during time-constrained consultations

Health system -Poor access (eg, MRE, ultra- -
sound)

-Lack of resources

Improve availability: Advocate for the allocation of more resources and infrastructure
that allow for the wider availability of diagnostic tools like MRE and ultrasound in
healthcare settings

- Local adaptations: Tailor STRIDE-II implementations based on local health system
limitations, allowing for the use of available technologies or alternative methods for
monitoring disease progress

-Lack of knowledge and skills -
in other health professionals
(eg, endoscopists)

Educational activities: Offer specialized training for health professionals such as
endoscopists and radiologists, helping them better understand how to apply STRIDE-II
targets and accurately interpret diagnostic findings within the framework of IBD care

Abbreviation: MRE, magnetic resonance enterography.

survey findings was the response to the question about FC
cutoffs. Despite specific cutoff values being stated in the
STRIDE-II recommendations for CD and UC, up to 70%
of participants chose to monitor changes in FC levels in-
stead of relying on a specific cutoff. This discrepancy could
stem from the conflicting evidence associated with FC cutoff
values,?>?! especially related to their low reliability. FC is
considered a non-invasive biomarker contributing to clin-
ical decision-making, as FC reductions have clear prognostic
significance.?>? Hence, it should be routinely assessed in
daily practice, with relative changes in FC levels also being
acknowledged, given the limitations of the proposed cutoffs
outlined in the STRIDE-II guidelines.

Three survey questions focused on mucosal healing.
Participants indicated that a mucosal evaluation should be
conducted in CD patients, regardless of their clinical remis-
sion status. This practice may result from the lack of correla-
tion between clinical symptoms and the inflammation degree
detected during endoscopy.?*?* Interestingly, in cases of clin-
ical remission, MRE was favored over endoscopy. The experts
considered that in certain patients with CD limited to small

bowel and clinical remission, MRE might be a valid alterna-
tive to endoscopy.

Unlike in CD, there is a better correlation between clin-
ical symptoms and endoscopic inflammation in UC.?* Adding
FC to the clinical evaluation might improve this correlation.?”
This likely explains why a third of responders did not per-
form endoscopy in patients showing clinical remission. While
we endorse this approach, it is worth noting that endoscopy
may also be conducted to rule out functional disorders, ad-
dress clinical uncertainties, or in patients showing partial
responses, among other reasons.

Most respondents concurred that mucosal healing as a
long-term treatment goal may not be applicable to all IBD
patients, which is in line with findings from the literature.?®
They also commented that this goal should be carefully tai-
lored, particularly in elderly or fragile patients, in cases of
multiple treatment failures, and in last-line treatments, among
others. Therefore, individualizing this treatment goal, as cur-
rently stated, and adapting it (such as less stringent goals or
adjusted timing), or even omitting this treatment goal in spe-
cific population subgroups and/or individual patients might



be considered. However, as previously noted, mucosal healing
should always be considered in every IBD patient.

The survey highlighted various concerns regarding endo-
scopic scores, including the lack of reliability among some
endoscopists and the perceived excessive stringency of the en-
doscopic cutoff values proposed in the STRIDE-II guidelines
for daily practice. Regarding mucosal healing evaluation, we
must point out that there is currently no universally accepted
definition for mucosal healing in IBD. Additionally, endo-
scopic response and remission thresholds are inconsistently
defined. While the STRIDE-II-proposed endoscopic scores
underwent extensive validation, none of these instruments
have been fully validated.??3° All of these factors may account
for participants’ responses and indicate the need for further
research. The experts also emphasized the importance of
improving endoscopists” knowledge and skills regarding IBD
and standardizing the endoscopic evaluation and reporting
process.>' This should include quantifying findings to help
therapeutic decision-making.

Regarding histological remission in patients with UC and
mucosal healing, approximately half of the participants
conducted serial biopsies, with some citing potential man-
agement implications as a reason. Although promising data
on predicting long-term remission, complications, and cancer
have been published,® there is currently no clear evidence
supporting its value in therapeutic decision-making. Achieving
histological remission in daily practice is highly challenging.
However, the experts considered that serial biopsies might be
useful for clinical interest and research. On the other hand,
histological healing as a therapeutic goal in CD remains
challenging. To date, no consensus has been reached to de-
fine histological remission and there are no validated indices
available.

Most participants performed (or were willing to perform)
serial MRE or ultrasound to assess transmural healing in
CD patients, primarily due to its management implications.
Several studies have shown the association between trans-
mural healing and treatment response as well as long-term
outcomes in CD.?33* The advantages of MRE and ultra-
sound over endoscopy include the ability to perform frequent
evaluations and study the entire gastrointestinal tract, in-
cluding transmural healing, with high patient acceptance.
However, achieving transmural healing is challenging with
current therapies. Therefore, given the nature of CD, we
recommend evaluating transmural healing as a factor to be
considered in decision-making, but not as a treatment target.
Additionally, further efforts are needed to ensure access to
MRE or ultrasound.

Finally, we agree with the majority of survey participants
on the importance of prioritizing patients’ quality of life and
general well-being.3%-3¢

Discussion

The STRIDE-II recommendations were designed to provide
a framework to homogenize the standard for care of IBD
patients.®

The dissemination of evidence-based recommendations
is considered a key step for quality of care improvement.
However, simple information dissemination has rarely been
effective in changing clinical practices and behavior.’” More
specifically, in IBD, adherence to and uptake of STRIDE-II
recommendations is often suboptimal in real-world settings.*®
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We examined various aspects concerning the implemen-
tation of STRIDE-II recommendations, encompassing the
advantages and challenges of this approach. We focused on
the contextual factors and obstacles to its implementation
in real-world clinical practice and put forward potential
solutions to address these challenges.

In agreement with other IBD experts,”® STRIDE-II
recommendations may be challenging to implement to
achieve some treatment goals, such as mucosal healing or
histological remission, given the limitations of current ther-
apeutic options for IBD patients. These goals may currently
be more aspirational than realistic, especially in certain clin-
ical scenarios. However, we maintain that, from a concep-
tual standpoint, disease remission should always be the main
focus of gastroenterologists. Therefore, to overcome this ob-
stacle, we suggest defining and incorporating intermediate
(less stringent) treatment goals in challenging scenarios, sim-
ilar to other diseases such as rheumatoid arthritis (“low dis-
ease activity”).!

Similarly, some of the proposed measurement tools (in-
cluding clinical assessments, PROs, biomarkers, imaging, and
histological evaluations) for different disease domains (such
as activity, disability, and quality of life) may cause reluctance
among clinicians, as observed in our study, due to prelimi-
nary evidence, lack of validation, or limited applicability or
access in daily practice.!62021242529.30 Eor example, although
STRIDE-II recommends an FC cutoff of 150 pg/g to identify
endoscopic healing, our findings suggest that there is still var-
iability in the implementation of this recommendation, partic-
ularly in real-world settings. The reported lack of awareness
of clear FC cutoffs by 70% of gastroenterologists may reflect
differences in local guidelines, resource availability, or varying
levels of familiarity with STRIDE-II among clinicians, espe-
cially outside of specialized IBD centers. Further research will
be essential to identify standardized, validated, and readily
accessible measurement tools. However, in the meantime, it
is preferable to utilize these tools for measurement purposes
rather than forgoing them altogether.

Another controversial aspect of the STRIDE-II guidelines
is IBD simplification or generalization when defining certain
treatment goals. Given the vast complexity and heterogeneity
of the disease, it is likely that certain patient subtypes, such
as elderly patients or those with multiple therapeutic failures,
may require a different approach. Consequently, we support
the definition of relevant patient profiles and the adaptation
of treatment goals and timing accordingly.

We would like to highlight additional obstacles identified
in the ANTHEA project, which are often overlooked and in-
volve healthcare professionals and systems. As outlined in our
study and observed in other real-world contexts, challenges
may arise from the lack of IBD-trained and involved
gastroenterologists and endoscopists. Additionally, there may
be limited or inadequate access to endoscopy and innova-
tive resources, including advanced imaging techniques and
treatments.’**° Other obstacles may also exist, such as finan-
cial barriers or time constraints during daily consultations.3$-4
From an implementation perspective, it is crucial to consider
the local context and establish local adaptations and addi-
tional implementation strategies to address these issues.

We must acknowledge the limitations of our work. Firstly,
we conducted a narrative review rather than a systematic
one, which means that there is no guarantee that all rele-
vant articles were identified. However, we utilized the same
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search techniques employed in systematic reviews, so we can
be confident about the adequacy of our review of the evi-
dence. Additionally, the sample size obtained in the survey
is relatively small, potentially limiting the result’s generaliz-
ability. Nevertheless, we sought to select a diverse sample of
gastroenterologists from various regions of Spain, representing
different care models and not restricted to academic or IBD
centers.

Conclusions

The STRIDE-II recommendations serve as a valuable frame-
work for guiding the therapeutic management of IBD patients,
yet their implementation faces some challenges. Adherence to
these guidelines is often suboptimal in real-world settings,
requiring a nuanced approach to address barriers such as
the challenge of achieving treatment goals and the need for
validated measurement tools. Additionally, obstacles related
to healthcare professionals and systems, including shortages
of trained personnel and limited access to endoscopy and
innovative resources, must be considered. Despite limita-
tions in our review methodology and survey sample size, our
findings highlight the importance of tailored implementation
strategies and ongoing research to enhance the quality of care
for IBD patients.
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