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Beyond inflammation: the residual 
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A notable subset of people with inflammatory 
bowel disease remain unwell despite objective 
remission. Their ‘residual burden’ is too 
often misinterpreted as inflammation and 
can be treated as such. These symptoms, not 
attributable to active inflammation, deserve to 
be recognized as a treatment target in their own 
right and managed alongside disease control.

Over the past two decades, the goals of inflammatory bowel disease 
(IBD) management have advanced from simple symptom relief to ambi-
tious objective targets. The treat-to-target paradigm, formalized in 
the STRIDE-II consensus1, established clinical remission, biomarker 
normalization and endoscopic healing as key short-, intermediate- and 
long-term targets, with histological healing in ulcerative colitis and 
transmural healing in Crohn’s disease further characterizing the depth 
of remission. Yet this achievement has produced an uncomfortable 
paradox: a notable subset of patients with no objective evidence of 
active inflammation still do not feel well.

The scale of the problem is now hard to ignore. In a multinational 
real-world survey of 1,040 European patients with moderate-to-
severe IBD, 63.7% of those with ulcerative colitis and 74.1% of those 
with Crohn’s disease classified as being in remission still reported 
symptoms such as abdominal pain, bloating, non-bloody diarrhoea 
and fatigue, and this residual burden was associated with impaired 
health-related quality of life and with work and activity impairment2. 
According to evidence from systematic reviews and meta-analyses, 
around one-third of patients in clinical remission, and almost a quar-
ter of those in endoscopically confirmed remission, report irritable 
bowel syndrome (IBS)-type symptoms3, and symptoms of anxiety or 
depression are present in roughly one-third4. To these symptoms are 
added fatigue, chronic pain, disturbed sleep, pelvic floor dysfunction, 
faecal incontinence and sexual dysfunction5, and their psychosocial 
consequences. Together, these constitute what we term the ‘residual 
burden of IBD’: the non-inflammatory symptomatic load that persists 
once inflammation is controlled, and its effect on quality of life, work 
and healthcare use can equal or exceed that of active disease. This 
burden is not fleeting. Over 12 months, IBS-type symptoms in patients 
in remission fluctuate rather than resolve, tracking with worse psycho-
logical health independently of inflammatory activity6. Behind these 
figures is a familiar patient: the one whose colonoscopy is reported 

as normal, but who cannot work, sleep through the night or maintain 
relationships, and in whom every metric we record still counts as a 
success.

This burden is compounded by a systematic perception gap 
among healthcare professionals. When clinicians and patients agree 
that disease control is suboptimal, they disagree on why: patients 
most often point to impaired quality of life and daily functioning, 
and physicians to inadequate symptom control, with only a minor-
ity recognizing the effect on daily life7. Clinicians tend to frame the 
problem as residual symptoms; patients live it as a lost capacity to 
work, sleep and sustain relationships. The consequences are not 
merely semantic. Unrecognized, the residual burden is too read-
ily misread as smouldering inflammation and met with escalation 
of immunosuppression, exposing patients to the risks and costs of 
advanced therapy without affecting the mechanism actually driving 
their symptoms.

We therefore propose a reframing of our targets (Fig. 1): that suc-
cess in IBD be defined not by the state of the mucosa alone, but by 
the state of the patient. In this composite target approach, biological 
disease control and symptomatic well-being are pursued as parallel, 
complementary goals of equal standing. Assessment and exclusion 
of active inflammation remains a prerequisite; once objective inflam-
matory control has been established, persistent burden should be 
screened systematically, characterized as an individual burden profile 
and managed as a therapeutic target in its own right. This direction is 
already being formalized: the first joint Rome Foundation and Interna-
tional Organization for the Study of IBD consensus, published in 2026, 
has standardized how IBS-type symptoms in IBD should be defined and 
evaluated8. Residual burden of symptoms in IBD extends the same logic 
to every domain in which patients remain impaired once inflammation 
has resolved.

What separates this reframing from a generic call to treat 
symptoms should be the commitments that underline them. The 
residual burden must be assessed comprehensively. Its principal 
domains — IBS-type symptoms, fatigue, pain, sexual and pelvic floor 
dysfunction, sleep and psychological comorbidity — cluster and 
reinforce one another through the gut–brain axis, and so are best 
screened together, at a single point, rather than one at a time across 
successive visits. This burden must be managed with the same rigour 
we bring to inflammation, drawing on validated patient-reported 
instruments to detect it and on dietary therapy, psychogastroenter-
ology, gut–brain neuromodulation and pelvic floor rehabilitation 
to relieve it, ideally within one multidisciplinary pathway. Framed 
this way, the approach is not an alternative to treat-to-target, but its 
natural completion.
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Making symptomatic well-being — ‘feeling well’ — a genuine 
target, rather than an aspiration, demands change on two fronts. In 
clinical trials, patient-reported outcomes remain largely secondary, 
and several dimensions of the residual burden (work productivity, 
disability, sleep, continence and sexual function) are frequently not 
measured at all. Some of these dimensions have already begun to 
enter the disease modification framework — the SPIRIT consensus, 
published in 2021 (ref. 9), for instance, counts health-related quality of 
life, disability and faecal incontinence among the outcomes of disease 
progression — yet none has been integrated into a single construct 
capturing the multidimensional burden that persists once inflam-
mation is controlled. Whether a therapy that heals the mucosa also 
restores the capacity to work or sleep is something current trials, as 
designed, cannot tell us; adopting multidimensional patient-reported 
outcomes as co-primary endpoints would realign drug development 
around function as much as inflammation. In the clinic, the standard 
15-minute review every few months cannot deliver a comprehensive 
assessment of the residual burden. Integrated, multidisciplinary IBD 
centres, co-locating gastroenterology, nursing, psychology, dietet-
ics and pelvic floor physiotherapy, should become the norm and be 
funded as such, since the indirect costs of untreated residual symp-
toms, through disability and lost productivity, already dominate the 
economic burden of the disease10.

The advances of the treat-to-target era are real and worth defend-
ing. But mucosal healing alone, although necessary, is insufficient for 
living a normal life with IBD for many patients. Patients do not divide 
their experience into inflammatory and non-inflammatory; they live 
IBD as a condition that touches every part of their lives. Mucosal healing 
tells us that the disease is controlled; it does not tell us that the patient 
is well. Until the way we define success can tell us both, that definition 
remains unfinished.

Tailored multidisciplinary management

• Diet
• Psychogastroenterology
• Rehabilitation
• Pharmacological optimization

Once active inflammation is controlled or excluded, the residual burden 
is assessed comprehensively and simultaneously across domains

Target 1
Biological disease control

• Clinical, endoscopic, histological  
 and transmural remission
• Biomarker normalization

Target 2
Symptomatic well-being

• The residual burden — symptoms
 persisting beyond mucosal   
 remission

Individual burden profile
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Fig. 1 | The composite target approach in 
inflammatory bowel disease. A proposed 
composite target approach in inflammatory bowel 
disease is depicted. Biological disease control 
(target 1: clinical, endoscopic, histological and 
transmural remission with biomarker normalization) 
and symptomatic well-being (target 2: the residual 
burden) are pursued as parallel, complementary 
objectives of equal standing. Control or exclusion 
of active inflammation is a prerequisite; there is no 
hierarchy of importance. Once objective control 
is confirmed, the residual burden is screened 
comprehensively across domains, characterized as 
an individual burden profile and addressed through 
tailored multidisciplinary management. IBS, irritable 
bowel syndrome.
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