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Background:  Fatigue is a burdensome symptom of Crohn’s disease (CD) and ulcerative colitis (UC). The Communicating Needs and Features of 
Inflammatory Bowel Disease Experiences (CONFIDE) study investigated how patients and health care professionals (HCPs) in the United States 
(US) and Europe (France, Germany, Italy, Spain, and the United Kingdom) perceived the experiences and impact of CD/UC-related symptoms.
Methods:  Online, quantitative, cross-sectional surveys were conducted separately among patients with moderate-to-severe CD/UC (defined 
based on previous treatment, steroid use, and/or hospitalization) and HCPs who treated patients with CD/UC. US and Europe data are presented 
as descriptive statistics.
Results:  Surveys were completed by 215 US and 547 European patients with CD, 200 US and 556 European patients with UC, and 200 US and 
503 European HCPs. Overall, 35.8% US and 34.2% European patients with CD and 27.5% US and 20.9% European patients with UC reported 
currently experiencing fatigue (in past month). Most of these patients reported severe fatigue and indicated that CD/UC negatively affected their 
sleep, energy levels, and quality of life (QoL). The majority of patients currently experiencing but not discussing fatigue with their HCPs at every 
appointment wished they discussed it more frequently. However, most HCPs reported proactively discussing fatigue at routine appointments. 
Approximately 20% patients with CD/UC reported declining participation in work/school, social activities, and sports/physical exercise, and 
avoiding sexual activities due to fatigue.
Conclusions:  US and European patients with CD/UC experienced severe burden of fatigue, which negatively affected their QoL. Assessing and 
discussing fatigue in routine appointments is critical for effectively managing this debilitating symptom.

Lay Summary 
Fatigue is a common symptom of moderate-to-severe Crohn’s disease and ulcerative colitis affecting patients’ work/school, physical, social, and 
sexual activities. However, it is often underappreciated by physicians, highlighting the need to assess fatigue in clinical practice and develop 
management plans.
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Introduction
Fatigue, often described as a persistent sense of exhaustion 
that is not relieved by rest, is a commonly reported symptom 
among patients with Crohn’s disease (CD) or ulcerative colitis 

(UC).1–4 Fatigue can significantly affect patients’ health-related 
quality of life (HRQoL), social functioning, work produc-
tivity, and mental well-being.1,5,6 In previous studies, fatigue 
has been reported to affect 72% to 86% of patients with ac-
tive CD and UC, and 40% to 48% of those in remission.5,7,8
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Etiologies of fatigue in patients with CD or UC include 
disease activity, anemia, medications, alterations to the 
gut-brain axis, psychological comorbidities, and micro-
nutrient deficiencies, among others.8,9 Although fatigue is 
one of the leading concerns for patients with CD and UC, 
current treatments focus on alleviating gastrointestinal 
(GI) symptoms (eg, diarrhea, rectal bleeding, and stool fre-
quency), often overlooking and undertreating this debili-
tating symptom.9–11 Exploratory studies have highlighted 
discrepancies in patients’ and health care professionals’ 
(HCPs’) perceptions of CD- or UC-related fatigue.12,13 In a 
survey comparing patients’ feelings with physicians’ beliefs, 
fatigue was reported as a daily concern by 66% of patients, 
but by only 36% of physicians.14

Given its subjective nature and the lack of a standardized 
assessment in clinical practice, the management of fatigue in 
inflammatory bowel disease (IBD) is often challenging and 
multifaceted. Due to this, the recognition of fatigue as a core 
assessment measure in clinical assessments and consultations 
is often poor.1,10,15,16 Research to investigate interventions spe-
cifically to target IBD-related fatigue is limited and of low 
quality and reduction of fatigue has not been a primary out-
come of CD or UC clinical trials.16,17

Previous surveys and qualitative studies of patients with CD 
or UC and/or HCPs have investigated the impact of IBD on 
patients’ HRQoL.18–20 However, there are discrepancies in the 
existing literature regarding the perceptions of fatigue and its 
impact among patients with UC or CD. It is also not known 
whether the findings of such studies are globally generalizable, 
as most studies are United States (US) based. Furthermore, 
there is a communication gap between patients and HCPs re-
garding the burden and impact of fatigue, hindering appro-
priate treatment.21,22

The Communicating Needs and Features of IBD Experiences 
(CONFIDE) study explored the burden and impact of IBD 
symptoms on patients’ lives and elucidated the communi-
cation gaps between HCPs and patients in the US, Europe 
(France, Germany, Italy, Spain, and the United Kingdom 
[UK]), and Japan. The current study reports CONFIDE data 
on the experiences, perceptions, and impact of fatigue in 
patients with moderate-to-severe CD or UC and gastroenter-
ology HCPs in the US and Europe.

Methods
The CONFIDE study was a noninterventional observa-
tional study comprising 2 online, quantitative, and point-
in-time cross-sectional surveys: one for patients with CD or 
UC and another for prescribing HCPs managing CD and/
or UC. This article includes results from surveys conducted 
among patients and HCPs from the US and Europe (France, 
Germany, Italy, Spain, and the UK). Previously published 
studies included details on survey development, content, and 
data collection.23,24

Study Population
Health care professionals and patients were recruited via on-
line panels and screened online. They were also required to 
provide informed consent prior to screening. Eligible patients 
were adults (≥18 years) with a patient self-reported HCP di-
agnosis of moderate-to-severe active CD or UC. Moderate-to-
severe disease was defined as having received 1 of the following 

within the last 12 months: anti-tumor necrosis factor, anti-
integrin, Janus kinase inhibitor, anti-interleukin-12/23, or 
immunomodulator treatment, and/or having received steroid 
treatment for at least 1 month out of the last 12 months, and/
or having been hospitalized for at least 4 consecutive weeks in 
the last 5 years. Patients who had undergone colectomy were 
excluded, and those with self-reported concomitant irritable 
bowel syndrome were restricted to no more than 20% of each 
country’s sample size.

Gastroenterologists and internal medicine specialists with 
a GI focus, IBD nurse specialists (only in the UK), nurse 
practitioners (only in the US), and physician assistants (only in 
the US) were eligible to participate. Eligible HCPs spent ≥50% 
of their working time actively seeing patients, saw at least 5 
patients with moderate-to-severe IBD per month, and were 
responsible for making prescribing decisions for at least 10 
patients with UC or CD.

Survey Content
Data were collected via structured online surveys of ~30 
minutes. The patient and HCP survey questions included in 
these analyses are provided as Appendix A. The first section 
of both the patient and HCP surveys collected demographic 
information. Additionally, the surveys included questions 
that examined the experience, severity, impact, and burden 
of fatigue on patients’ lives, patient and HCP perceptions 
of fatigue on quality of life (QoL), productivity, and social 
health, as well as gaps and barriers to effective HCP–patient 
communication.

Patients were asked to select from a list of 30 symptoms 
those they were currently experiencing (suffered from in 
the last month) or those they had ever suffered. Among the 
symptoms ever experienced, patients were asked to rank the 5 
symptoms with the greatest impact on them on a scale of 1-5 
(1 = most impactful, 2 = second most impactful, etc.). Health 
care professionals were asked to rank the most common 
symptoms reported by patients on a scale of 1-3 (1 = most 
reported, 2 = second most reported, etc.). Health care 
professionals used a similar scale to rank top 5 symptoms 
with the greatest impact on patients from 1 to 5. Patient and 
HCP-reported rankings and mean impact ratings for fatigue 
are presented.

The Manitoba IBD Index25 was used to assess patient-
reported disease activity based on symptom persistence for 
the previous 6 months, using a 6-level response format (1: 
“constantly active, giving me symptoms every day,” 2: “often 
active, giving me symptoms most days,” 3: “sometimes ac-
tive, giving me symptoms on some days (for instance 1 to 
2 days/week),” 4: “occasionally active, giving me symptoms 
1 to 2 days/month,” 5: “rarely active, giving me symptoms 
on a few days in the past six months,” and 6: “I was well in 
the past 6 months, what I consider a remission or absence of 
symptoms”). Disease was considered active if symptoms were 
experienced constantly to occasionally (responses 1-4), and 
inactive if symptoms were infrequent or absent (responses 5 
or 6).25

The patient survey included validated patient-reported 
outcome measures, including the Functional Assessment of 
Chronic Illness Therapy-Fatigue (FACIT-Fatigue) scale, to 
assess the severity and impacts of fatigue among patients 
over the past 7 days. Scores ranged from 0 to 52, with higher 
scores indicating lesser fatigue.26,27
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Patients were also asked to rate their severity of fatigue 
from 1 to 7, where 1 indicated “not severe at all” and 7 indi-
cated “worst imaginable severity.” Patient- and HCP-reported 
impact of fatigue on QoL and impact of CD or UC on en-
ergy levels and sleep were reported on a scale of 1-7, where 1 
indicated “no impact” and 7 indicated “high impact.” Mean 
impact ratings are also presented.

Statistical Analysis
Data were presented using descriptive statistics; there-
fore, formal sample size estimations were not performed. 
Categorical variables were presented as number of 
observations (HCPs or patients), frequency, and percentage. 
Continuous variables (eg, age and time since diagnosis) were 
presented as number of observations (HCPs or patients), 
means, and standard deviations (SDs).

Ethical Considerations
All participants provided informed consent to participate 
in the study via an IRB-approved informed consent form. 
The protocol and supporting data collection materials were 
approved by the Western Institutional Review Board (study 
number: 1307697). The study was conducted in accordance 
with the ethical principles of the Declaration of Helsinki and 
was consistent with Good Pharmacoepidemiology Practices 
and applicable laws and regulations of the countries where 
the study was conducted. Patients and HCPs were paid a 
nominal honorarium for completing the surveys.

Results
Demographics and Clinical Characteristics
Key demographics and characteristics of HCPs and patients 
with moderate-to-severe CD or UC are reported in Table 1. A 
total of 2706 patients with CD and 18 002 patients with UC 
were contacted. Surveys were completed by 215 US and 547 
European patients with CD and 200 US and 556 European 
patients with UC between July 1, 2021 and September 9, 
2021. Mean ages of US and European patients with CD 
were 40.9 and 38.0 years, respectively, and 54.9% of US 
and 55.4% of European patients were male. Among patients 
with UC, the mean ages were 40.4 and 38.9 years for US 
and Europe, respectively, and 61.5% and 57.4% were male. 
The proportions of patients receiving advanced therapies at 
the time of survey completion were 58.1% and 63.4%, re-
spectively, among US and European patients with CD. Among 
patients with UC, the percentages were 76.5% and 54.1%, 
respectively. Most patients reported active disease, as assessed 
using the Manitoba IBD Index scores (CD, US:92.6% and 
Europe:87.4%; UC, US: 95.5% and Europe:91%).

A total of 840 HCPs were contacted, of whom 200 US and 
503 European HCPs completed the surveys between May 28, 
2021 and October 2, 2021. Most HCPs surveyed were male 
(78.0% US and 70.8% European) and gastroenterologists 
(88.0% US and 93.2% European). Demographics and char-
acteristics of patients and HCPs in each European country are 
presented in Table S1.

Patient and HCP Perceptions of Fatigue
Among patients with CD, 45.6% US and 45.2% European 
patients reported ever suffering from fatigue, and 35.8% 
and 34.2% reported currently suffering (in the past month) 

Table 1. Demographics and characteristics of patients and HCPs.

Patients with CD

US 
(N = 215)

Europe 
(N = 547)

Mean age, years (SD) 40.9 (11.4) 38.0 (9.7)

Sex, n (%)

 � Male 118 (54.9) 303 (55.4)

 � Female 97 (45.1) 244 (44.6)

Ethnicity, n (%)

 � White 175 (81.4) 515 (94.1)

 � Hispanic/Latino 21 (9.8) 1 (0.2)

 � African American 12 (5.6) -

 � Othera 7 (3.3) 31 (5.7)

Time since diagnosis of CD (mean years 
[SD])

8.7 (8.6) 9.2 (8.5)

Current treatments, n (%)

 � 5-ASA 51 (23.7) 169 (30.9)

 � Corticosteroids 126 (58.6) 271 (49.5)

 � Immunomodulator 84 (39.1) 255 (46.6)

 � Anti-TNF biologic therapy 93 (43.3) 289 (52.8)

 � JAK inhibitor 18 (8.4) 47 (8.6)

 � Anti-IL-12/23 p40 biologic therapy 18 (8.4) 69 (12.6)

 � Anti-integrin biologic therapy 43 (20.0) 154 (28.2)

Patients receiving advanced therapies,b, 
n (%)

125 (58.1) 347 (63.4)

Patients with concomitant IBS,c n (%) 42 (19.5) 91 (16.6)

Patient-reported disease activity (Mani-
toba IBD Index),d n (%)

 � Active disease (experiencing 
symptoms constantly to occasionally)

199 (92.6) 478 (87.4)

 � Inactive disease (infrequent symptoms 
or feeling well)

16 (7.4) 69 (12.6)

Patients with UC

US 
(N = 200)

Europe 
(N = 556)

Mean age, years (SD) 40.4 (10.8) 38.9 (8.8)

Sex, n (%)

 � Male 123 (61.5) 319 (57.4)

 � Female 77 (38.5) 236 (42.4)

Ethnicity, n (%)

 � White 155 (77.5) 518 (93.2)

 � Hispanic/Latino 23 (11.5) 3 (0.5)

 � African American 18 (9.0) -

 � Othera 4 (2.0) 35 (6.3)

Time since diagnosis of UC (mean years 
[SD])

7.9 (8.6) 7.9 (7.5)

Current treatments, n (%)

 � 5-ASA 27 (13.5) 283 (50.9)

 � Corticosteroids 81 (40.5) 347 (62.4)

 � Immunomodulator 49 (24.5) 214 (38.5)

 � Anti-TNF biologic therapy 93 (46.5) 300 (54.1)

 � JAK inhibitor 37 (18.5) 58 (10.4)

 � Anti-IL-12/23 p40 biologic therapy 19 (9.5) 60 (10.8)

 � Anti-integrin biologic therapy 61 (30.5) 118 (21.2)

http://academic.oup.com/crohnscolitis360/article-lookup/doi/10.1093/crocol/otaf011#supplementary-data
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from fatigue. In the subset of patients with CD receiving ad-
vanced therapies, 47.2% US and 45.5% European patients 
reported ever suffering from fatigue and 36.0% and 34.3% 
reported currently suffering from fatigue. The percentages of 
patients with UC who reported ever or currently experiencing 

fatigue in the US were 40.0% and 27.5%, respectively, and 
30.6% and 20.9%, respectively, in Europe. Similar results 
were observed among patients with UC receiving advanced 
therapies: 35.9% and 25.5% in the US and 28.6% and 19.9% 
in Europe (Figure 1A and B). Among patients with concom-
itant irritable bowel syndrome (Table 1), 50% US and 42% 
European patients with CD reported ever experiencing fatigue 
and 48% US and 34% European patients reported currently 
experiencing fatigue. Among patients with UC and concom-
itant irritable bowel syndrome, the related percentages were 
38% in the US and 33% in Europe for ever experiencing fa-
tigue and 30% in the US and 27% in Europe for currently 
experiencing fatigue. Fatigue was the fourth most common 
currently experienced symptom reported by patients with 
CD but was not among the top 5 most common symptoms 
reported by patients with UC (Figure S1). Among patients 
with CD currently experiencing fatigue, greater than 90% of 
patients described their disease as active on the Manitoba IBD 
Index (US: 93.5% and Europe: 92.5%). Among patients with 
UC currently suffering from fatigue, 98.1% US and 92.2% 
European patients indicated that their disease status was ac-
tive (Figure 1C).

Among symptoms reported as ever experienced, 53.1% US 
and 44.5% European patients with CD and 37.5% US and 
55.3% European patients with UC ranked fatigue among the 
top 5 symptoms with the greatest impact on them (Figure 
1D). Approximately 20% of patients ranked fatigue among 
the top 3 symptoms with the greatest impact on them. Fatigue 
was reported among the top 5 symptoms with the greatest 
impact by a minority of HCPs in the US and Europe (CD, 
US: 22.0% and Europe: 34.0%; UC, US: 11.5% and Europe: 
22.7%). Similar trends were observed for HCP-perceived top 
3 symptoms with the greatest impact on patients (Figure 1E). 
In contrast, less than 25% of HCPs ranked fatigue among 
the top 3 most commonly reported symptoms in both US and 
European patients with CD (US: 10.5%, Europe: 23.5%). For 
patients with UC, only 4.5% US HCPs and 10.1% European 
HCPs ranked fatigue to be among the top 3 most commonly 
reported symptoms (Figure 1F).

Experience and Burden of Fatigue
Mean (SD) FACIT-Fatigue scores were 26.8 (10.8) and 27.4 
(11.3), respectively, for US and European patients with CD; 
and 26.2 (11.3) and 29.4 (10.0), respectively, for US and 
European patients with UC (Figure 2A). Among the patients 
who reported currently experiencing fatigue, mean (SD) 
FACIT-Fatigue scores were 26.1 (10.9) and 24.3 (10.8), re-
spectively, for US and European patients with CD; and 24.5 
(11.5) and 26.0 (10.6), respectively, for US and European 
patients with UC (Figure 2B).

Most patients with CD or UC experiencing fatigue in the 
past month rated its severity as high (scores ranging from 4 
to 7) using a 7-point scale (mean [SD] rating: CD, US: 4.9 
[1.5] and Europe: 5.0 [1.6]; UC, US: 5.1 [1.6] and Europe: 4.7 
[1.5]) (Figure 2C). Among US (n = 98) and European (n = 247) 
patients with CD who had ever experienced fatigue, most 
patients (US: 79.6%, Europe: 67.6%) reported experiencing 
fatigue at least once a week over the past 3 months. Similarly, 
among US (n = 80) and European (n = 170) patients with UC 
who had ever experienced fatigue, 70.0% US patients and 
66.5% European patients reported experiencing fatigue at 
least once a week over the past 3 months (Figure 2D).

Patients with UC

US 
(N = 200)

Europe 
(N = 556)

Patients receiving advanced therapies,b 
n (%)

153 (76.5) 301 (54.1)

Patients with concomitant IBS,c n (%) 40 (20.0) 95 (17.1)

Patient-reported disease severity (Mani-
toba IBD Index),d n (%)

 � Active disease (experiencing 
symptoms constantly to occasionally)

191 (95.5) 506 (91.0)

 � Inactive disease (infrequent symptoms 
or feeling well)

9 (45.0) 50 (9.0)

HCPs

US (N = 200) Europe 
(N = 503)

Sex, n (%)

 � Male 156 (78.0) 356 (70.8)

 � Female 40 (20.0) 139 (27.6)

 � Prefer not to say 4 (2.0) 8 (1.6)

Primary specialty,e n (%)

 � Gastroenterologist 176 (88.0) 469 (93.2)

 � Internal medicine with GI focus/spe-
cialization

2 (1.0) 3 (0.6)

 � IBD nurse specialist 0 31 (6.2)

 � Nurse practitioner 11 (5.5) 0

 � Physician assistant 11 (5.5) 0

Year of qualification, n (%)

 � Before 1985 22 (11.0) 57 (11.3)

 � 1985-2018 173 (86.5) 434 (86.3)

 � After 2018 5 (2.5) 12 (2.4)

Values are mean (SD) or n (%), unless otherwise indicated.
aOther races included Asian-Indian subcontinent, Asian-other, Japanese, 
Korean, Middle Eastern, Afro-Caribbean, Native American, Mixed race, 
South-East Asian, and other.
bAdalimumab (including biosimilars), infliximab (including biosimilars), 
golimumab, certolizumab pegol, vedolizumab, natalizumab, ustekinumab, 
and tofacitinib.
cPatients with self-reported concomitant irritable bowel syndrome were 
restricted to no more than 20% of each country’s sample size.
dThe Manitoba IBD Index was used to assess patient-reported disease 
activity. Patients were asked to describe their disease using the best 
response among the following: 1 = constantly active, giving me symptoms 
every day, 2 = often active, giving me symptoms most days, 3 = sometimes 
active, giving me symptoms on some days (for instance 1-2 days/week), 
4 = occasionally active, giving me symptoms 1-2 days/month, 5 = rarely 
active, giving me symptoms on a few days in the past 6 months, and 6 = I 
was well in the past 6 months, what I consider a remission or absence of 
symptoms. Disease was considered active if symptoms were experienced 
constantly to occasionally (responses 1-4), and inactive if symptoms were 
infrequent or absent (responses 5 or 6).
eUS HCPs included nurse practitioners and physician assistants; UK HCPs 
included IBD nurse specialists. Abbreviations: 5-ASA, 5-aminosalicylic 
acid; CD, Crohn’s disease; GI, gastroenterology; HCP, health care 
professional; IBD, inflammatory bowel disease; IBS, irritable bowel 
syndrome, IL, interleukin; JAK, Janus kinase; N, number of patients; n, 
number of patients in the subgroup; SD, standard deviation; TNF, tumor 
necrosis factor; UC, ulcerative colitis; UK, United Kingdom; US, United 
States.

http://academic.oup.com/crohnscolitis360/article-lookup/doi/10.1093/crocol/otaf011#supplementary-data
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Impact of Fatigue on HRQoL of Patients  
With CD or UC
Approximately 20% of the CD or UC patient population 
reported fatigue as a reason for declining participation in 
work/school, social activities, and sports/physical exercise 
in the past 3 months (Figure 3A). Among patients with 
CD who reported that they had avoided or decreased their 

sexual activity in the last 3 months due to their CD (US: 
148, Europe: 305), 37.8% US patients and 29.5% European 
patients reported fatigue/tiredness due to CD as the reason. 
A total of 126 US and 292 European patients with UC re-
ported decreased sexual activity in the last 3 months, of 
whom 28.6% US and 17.8% European patients attributed 
it to fatigue due to their UC.

Figure 1. Patient and HCP perceptions of CD- or UC-related fatigue. (A) Proportion of patients who reported ever and currently suffering from fatigue. 
Patients were asked which symptoms they have ever suffered from and currently suffer from (ie, in the last month). Symptoms were selected from 
a list of 30 options. (B) Proportion of patients who reported ever and currently suffering from fatigue in the subset of patients receiving advanced 
therapies. (C) Patient-reported disease activity among those currently experiencing fatigue (Manitoba IBD index). (D) Patient-reported ranking of fatigue 
when asked about most impactful symptoms ever experienced. (E) HCP-perceived ranking of fatigue when asked about symptoms with the greatest 
impact on patients. (F) HCP-perceived ranking of fatigue when asked about most common symptoms reported by patients.Abbreviations: CD, Crohn’s 
disease; HCP, health care professional; IBD, inflammatory bowel disease; N, number of patients; UC, ulcerative colitis; US, United States.
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Among patients with CD who had ever experienced fa-
tigue, 46.9% US and 40.5% European patients reported 
that it negatively affected their working hours. Similarly, 
among patients with UC, these percentages were 41.2% 
and 42.4% for US and European populations, respectively. 
Approximately a third of patients with CD or UC reported 
that they stopped working for the day sooner than planned 
(CD, US: 32.7% and Europe: 32.4%; UC, US: 38.8% and 
Europe: 34.1%) (Figure 3B).

High impact of CD and UC (scores ranging from 4 to 7) on 
sleep was reported by most patients: CD (US: 79.1%, Europe: 
75.1%) and UC (US: 83.5%, Europe: 78.8%); mean (SD) 
rating of impact: CD (US: 4.7 [1.8], Europe: 4.6 [1.7]) and 
UC (US: 5.0 [1.6], Europe: 4.7 [1.6]) (Figure 3C). More than 
80% of patients also indicated a negative impact on energy 
levels due to CD or UC: CD (US: 84.2% and Europe: 80.1%) 
and UC (US: 88.0% and Europe: 81.1%). Mean (SD) rating 
of impact was 4.9 (1.6) for US and 4.9 (1.7) for European 

Figure 2. Patient experience of CD- or UC-related fatigue. (A) Mean (SD) FACIT-Fatigue scores (range: 0-52, where higher the score, the lesser the 
fatigue experienced) among patients with CD or UC. (B) Mean (SD) FACIT-Fatigue scores among patients who reported currently experiencing fatigue. 
(C) Patient-reported severity of fatigue among patients who reported experiencing fatigue in the past month, on a scale of 1-7, where 1 indicates 
“not severe at all” and 7 indicates “worst imaginable severity.” Mean ratings (SD) of severity are presented. (D) Frequency of patients’ experience of 
fatigue in the past 3 months among patients who reported ever experiencing fatigue. Abbreviations: CD, Crohn’s disease; FACIT-Fatigue, Functional 
Assessment of Chronic Illness Therapy-Fatigue; N, number of patients; SD, standard deviation; UC, ulcerative colitis; US, United States.
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Figure 3. Impact of fatigue on HRQoL of patients with CD or UC. (A) Patients who declined participation in work/school, social activities, and sports/
physical exercise in the past 3 months due to CD- or UC-related fatigue. (B) Impact of CD/UC-related fatigue on work/school (among patients who 
reported ever experiencing fatigue). Patients were asked to choose from a list of possible reasons pertaining to work/school (among patients who 
reported ever experiencing fatigue). (C) Patient-reported impact of CD or UC on sleep and energy levels. Patients reported the impact on a scale of 
1-7, where 1 indicates “no impact” and 7 indicates “high impact.” Mean ratings (SD) of impact are presented. (D) HCP-perceived impact of CD or UC 
on patients’ sleep and energy levels. HCPs reported the impact on a scale of 1-7, where 1 indicates “no impact” and 7 indicates “high impact.” Mean 
ratings (SD) of impact are presented. (E) HCP-perceived impact of fatigue on patients’ HRQoL. HCPs reported the impact on a scale of 1-7, where 1 
indicates “no impact” and 7 indicates “high impact.” Mean ratings (SD) of impact are presented. Abbreviations: CD, Crohn’s disease; HCP, health care 
professional; HRQoL, health-related quality of life; N, number of patients; QoL, quality of life; SD, standard deviation; UC, ulcerative colitis.
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patients with CD, and 5.3 (1.5) for US and 4.8 (1.6) for 
European patients with UC (Figure 3C). Furthermore, more 
than 90% HCPs reported a high impact on patients’ sleep 
and energy levels due to CD or UC, as well as their general 
QoL, due to CD- or UC-related fatigue, among both US and 
European patients. Mean (SD) rating of HCP-perceived im-
pact for sleep, energy levels, and QoL ranged from 5.0 (1.2) 
to 5.6 (1.0) for CD and 5.1 (1.2) to 5.4 (1.1) for UC (Figure 
3D and E).

HCP–Patient Communication
When asked about the frequency of discussing fatigue with 
their HCPs, more than one-third of US and European CD 
and UC patients currently experiencing fatigue reported 
discussing it frequently: CD (US: 37.7%, Europe: 41.2%) 
and UC (US: 41.8%, Europe: 44.0%) (Figure 4A). Among 
patients who did not discuss fatigue with their HCPs at every 
appointment, the majority mentioned that they would like to 
discuss it more frequently with their HCPs: CD (US: 67.3%, 
Europe: 75.6%) and UC (US: 66.7%, Europe: 74.4%). Yet, 
more than half of HCPs self-reported proactively discussing 
fatigue with their patients: CD (US: 59.5%, Europe: 69.4%) 
and UC (US: 59.0%, Europe: 64.6%) (Figure 4B). Among 
HCPs not proactively discussing fatigue with their patients 
with CD or UC during routine appointments, more than 30% 
revealed that they expected patients to bring it up during a 
consultation if it was an issue (Figure 4C).

Discussion
This study from the CONFIDE survey provides valuable 
insights into the burden and experience of fatigue among 
patients with CD or UC, as well as HCP perceptions of its 
prevalence and impact.

Previous cross-sectional and survey-based studies have 
highlighted fatigue as a persistent and troublesome symptom 
affecting patients with UC or CD.4,5,21 Consistent with these 
reports, our results suggest that fatigue was experienced by 
a substantial proportion of patients with UC or CD in both 
US and European populations. Among patients who had ever 
experienced fatigue, most patients reported experiencing it at 
least once a week over the past 3 months and identified it as 
an impactful symptom affecting their overall HRQoL.

European and US patients with CD or UC reported more 
severe fatigue (mean FACIT-fatigue score range: 26-29 out 
of a total score of 52; higher scores indicate lesser fatigue) 
compared with the general healthy population (mean score 
in general population: 43/5228; scores < 30/52 indicate severe 
fatigue29). Most patients with CD or UC who reported cur-
rently experiencing fatigue self-reported active disease and 
indicated a high burden of fatigue (as assessed using FACIT-
Fatigue scale), similar to previous studies reporting the asso-
ciation of fatigue with disease activity.10 Importantly, mean 
FACIT-Fatigue scores among patients currently experiencing 
fatigue were similar to those of the overall population, which 
included patients who did not report currently experiencing 
fatigue. This could be due to patients getting so used to 
experiencing fatigue that they viewed their current health as 
the “new normal,” often dismissing it as an inevitable part of 
their disease.30,31 Similarly, although >80% of patients with 
CD or UC reported a negative effect on energy levels, <36% 
patients identified fatigue as a current symptom. Fatigue is 

often considered “inferior” to other IBD symptoms, with 
patients feeling that “fatigue is just a part of the disease” and 
“nothing can be done about fatigue,” thereby underestimating 
or underreporting this important symptom.22,32

More than a third of patients identified fatigue among the 
top 5 most impactful symptoms that they had ever experi-
enced. Nevertheless, a lower proportion of HCPs considered 
it among the top 5 most impactful symptoms. Such mis-
alignment in patient and HCP perceptions of fatigue on 
patients’ HRQoL was previously identified by the IBD-
Global Assessment of Patient and Physician Unmet Needs 
Survey (IBD-GAPPS) survey, conducted among patients with 
CD and UC in the US and Europe.21 Interestingly, compared 
with patients, HCPs perceived a greater impact of CD or UC 
symptoms on sleep and energy levels of patients in the current 
study.

Altogether, these findings indicate a mismatch between the 
patient and HCP perceptions of the experience and burden of 
fatigue. Similar misalignment in patient and HCP perceptions 
was evident from previous qualitative studies, where HCPs 
had a limited understanding of fatigue as a troublesome 
symptom, whereas patients felt unsupported, with their 
reports of fatigue not addressed by HCPs.12,13 Such patients’ 
and HCPs’ perceptions, behaviors, and knowledge related to 
fatigue play a major role in seeking and providing fatigue-
related care.

Among the patients with CD or UC who reported cur-
rently experiencing fatigue, more than one-third discussed it 
frequently. Most of those who did not discuss fatigue with 
their HCPs expressed a desire to do so more frequently. 
However, most HCPs self-reported discussing fatigue during 
routine clinical appointments. When asked about the reason 
for not routinely discussing fatigue, the most common reason 
was that the patients were expected to bring it up if it is an 
issue. Furthermore, patients with CD or UC reported fre-
quently experiencing fatigue, with a majority experiencing it 
at least once every week. However, HCPs believed that fa-
tigue was not a commonly reported symptom among either 
US or European patients with CD or UC. This highlights an 
important communication gap between patients and HCPs 
and underappreciation of fatigue when treating patients with 
CD or UC.13

A considerable impact of UC or CD symptoms on sleep 
and energy levels of patients was observed in both US and 
European populations studied. These findings corroborate 
previous reports, where fatigue and sleep disturbances were 
identified as a common source of distress in patients with CD 
and UC.4,33 Additionally, a correlation or association between 
sleep disturbances and fatigue in patients with IBD had often 
been reported.4,5,34 Furthermore, sleep disturbances could 
also be a possible cause of CD- or UC-related fatigue in these 
patients, as previously reported.9

Patients with CD or UC commonly report reduced sexual 
activity due to their symptoms.35 Fatigue was among the 
symptoms most commonly associated with reduced sexual 
activity in patients with IBD.36,37 In agreement with these 
findings, our results suggest reduced sexual activity in many 
patients with CD or UC, with more than a third citing “fa-
tigue/tiredness” as a reason.

Fatigue has been strongly associated with work produc-
tivity loss and in patients with UC or CD. In this study, most 
patients experiencing fatigue reported stopping work for the 
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Figure 4. HCP–patient communication regarding CD- or UC-related fatigue. (A) Patient-reported frequency of discussion of fatigue as a symptom with 
HCPs, among patients who reported currently experiencing fatigue. (B) Proportion of HCPs reporting proactive discussion of fatigue with patients at a 
routine appointment. (C) Reasons for HCPs to not proactively discuss fatigue/tiredness in routine appointments (among HCPs who do not proactively 
discuss fatigue). HCPs were asked to choose from a list of possible reasons. Abbreviations: CD, Crohn’s disease; HCP, health care professional; N, 
number of patients; UC, ulcerative colitis; US, United States.
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day sooner than planned or working fewer hours due to CD- 
or UC-related fatigue, potentially impacting their productivity. 
Patients reported declining participation in sports/physical 
exercise, social events, and work/school due to fatigue related 
to their IBD. Similar effects of fatigue on patients’ daily activ-
ities and work have previously been reported. In a qualitative 
study conducted in the UK, patients with CD or UC reported 
that their employers and work colleagues did not understand 
the debilitating impacts of fatigue and had inflexible, unsup-
portive, and unhelpful attitudes.38

Overall, the experience and symptomatic burden of fa-
tigue were largely similar in patients with CD or UC across 
US and European populations. A numerically greater propor-
tion of patients with CD reported currently experiencing fa-
tigue compared with those with UC. Similarly, previous case 
control and survey-based studies have reported a numerically 
higher prevalence of fatigue in patients with CD compared 
with those with UC.3,21 This can be attributed to the more se-
vere symptoms and worse QoL reported in patients with CD 
compared with those with UC.39,40

Even among patients with improved GI symptoms and 
adequate disease control, fatigue continues to be a factor 
contributing to poor QoL. There remains an unmet need in 
addressing and understanding fatigue.41 Despite the burden-
some and debilitating nature of fatigue in IBD patients, there 
are no interventions that specifically target fatigue manage-
ment. Given its complex nature and multiple etiologies, 
including inflammation, pain, nutritional deficiencies, dis-
turbed sleep, emotional stress, anemia, and medication,8,9 
management of fatigue is challenging, as several factors need 
to be considered when developing treatment strategies.9 
Therefore, there is a need for the evaluation of pharma-
cological interventions for management of IBD-related 
fatigue.16,42

Limitations
This study had several limitations. First, back translations of 
the CONFIDE patient and HCP surveys were not performed. 
Prior to the survey launch, a translation agency performed 
the translations, which were validated by comparing with the 
original English version by native speakers with a specialty 
in the medical field. Second, patient eligibility, diagnosis of 
concomitant irritable bowel syndrome, and survey responses 
were patient self-reported and were primarily based on their 
retrospective assessment. This may have resulted in recall bias 
and adversely affect data reliability. Furthermore, treatment 
guidelines may be updated following study initiation, which 
is a common limitation of observational studies. To mitigate 
this, the definition of moderate-to-severe CD and UC was 
developed in collaboration with expert gastroenterologist 
advisors. Third, only the patients and HCPs who completed 
the survey were included. Due to this, the results might have 
been biased to include patients who were more active in man-
aging their disease and communicating with HCPs or those 
who were not satisfied with their disease management and 
may not reflect the general population with moderate-to-
severe CD or UC. Similarly, HCPs who pay more attention 
to patients’ perspectives could be more likely to participate 
in the survey compared with those who may be less aware 
of patients’ needs. Fourth, direct comparisons between data 
from patients with UC and CD were not conducted in this 
study but will be considered for future analyses. Last, this 

study was limited to patients with “moderate-to-severe” CD 
or UC in the US and Europe with mostly white race and non-
Hispanic/Latino ethnicity. Therefore, the results may not 
represent the global UC or CD population and do not fully 
represent different racial and ethnic populations.

Conclusions
Fatigue is commonly reported by patients with UC or CD 
and presents with high severity and burden even among those 
receiving advanced therapies. However, the impacts of this 
important symptom are often underappreciated by HCPs. 
Although many HCPs reported discussing fatigue proactively, 
some patients expressed a desire to discuss fatigue more fre-
quently, indicating a gap in communication. The findings em-
phasize the importance of routinely discussing and assessing 
CD- or UC-related fatigue during clinic visits and devel-
oping a multidimensional approach to treat this debilitating 
symptom.

Supplementary Data
Supplementary data is available at Crohn’s & Colitis 360 on-
line.
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Appendix A
Patient survey questions
All patients were asked:

•	 What is your age?
•	 Which of the following are you currently diagnosed 

with?
○	 Crohn’s disease (CD)
○	 Ulcerative colitis (UC)
○	 Irritable Bowel Syndrome (IBS)
○	 Diverticulitis
○	 Endometriosis
○	 Dyspepsia
○	 Heartburn or gastrointestinal reflex disease (GERD)
○	 None of the above

•	 What was your sex at birth?
○	 Male
○	 Female
○	 Prefer not to say

•	 What is your ethnic origin?
○	 White/Caucasian
○	 African American
○	 Native American
○	 Asian-Indian subcontinent
○	 Asian—other
○	 Chinese
○	 Japanese
○	 Korean
○	 Hispanic/Latino
○	 Middle Eastern
○	 Mixed race
○	 Other

•	 In what year were you diagnosed with CD/UC?
•	 What medicines are you currently taking for your CD/UC?

○	 Non-Biologics:
■	 5-ASA (for example SALOFALK, PENTASA)
■	 Corticosteroids: Methylprednisolone, budesonide, 

prednisolone, prednisone
■	 Azathioprine, methotrexate
■	 Mercaptopurine

○	 Biologics:
■	 Adalimumab (HUMIRA)
■	 Infliximab (REMICADE)
■	 Golimumab (SIMPONI)
■	 Certolizumab-pegol (CIMZIA)
■	 Vedolizumab (ENTYVIO)
■	 Natalizumab (TYSABRI)
■	 Ustekinumab (STELARA)

○	 Biosimilars:
■	 Infliximab biosimilar (REMSIMA, INFLECTRA, 

FLIXABI, RENFLEXIS, IXIFI, ZESSLY)
■	 Adalimumab biosimilar (AMJEVITA/AMGEVITA, 

SOLYMBIC, IMRALDI, HADLIMA, HYRIMOZ, 
CYLTEZO, HALIMATOZ, HEFIYA, HULIO, 
IDACIO, KROMEYA, ABRILADA)

○	 JAK Inhibitor:
■	 Tofacitinib (XELJANZ)

○	 Enteral nutrition (food or drug administration via 
tube)
■	 Enteral nutrition—exclusive
■	 Enteral nutrition—supplemental
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○	 Parenteral nutrition
■	 Parenteral nutrition—exclusive
■	 Parenteral nutrition—supplemental

○	 Pain relief treatments
■	 Acetaminophen (for example paracetamol, Tylenol, 

ibuprofen)
■	 Codeine
■	 Lidocaine
■	 Morphine
■	 Oxycodone
■	 Medical cannabis
■	 Tramadol
■	 Other

○	 Antibiotics
○	 Calcineurin inhibitors

■	 Cyclosporine
■	 Tacrolimus
■	 Other

•	 Not currently receiving treatment for CD/UC
•	 Below is a list of possible symptoms caused by your CD/

UC.
a)	 Which symptoms have you ever suffered from?
b)	Which symptoms do you currently suffer from (that is 

in the last month)?
c)	 Rank the 5 symptoms that have the greatest impact on 

you

Symptom list:
Diarrhea; blood in stool; increased stool frequency (more 
bowel movements than normal); bowel urgency (sudden and 
immediate need to have a bowel movement); bowel urgency 
related accidents (cannot make it to the bathroom in time); 
bowel movement accidents that occur without your control 
or any warning; fecal seepage/unnoticed leakage of stool 
resulting in stained undergarments/sheets; needing to have a 
bowel movement shortly after eating; waking up at night due 
to bowel movement; waking up at night due to pain; loud 
stomach gurgling/rumbling; fistula-related symptoms around 
the anus/rectum (eg, recurrent drainage or pain around the 
anus); abdominal pain before bowel movement; persistent 
abdominal pain; stricture-related pain (pain related to scar-
ring of the bowel); bloating; passing of mucus; constipation; 
passing of wind/gas (flatulence); fear of passing wind due to 
concerns as to whether will also pass a stool, mucous, and/or 
blood; feeling of constantly needing to have a bowel move-
ment despite an empty bowel; fatigue/tiredness; joint pain; 
joint swelling; back pain; vomiting/nausea; loss of appetite; 
weight loss; night sweats; fever; no symptoms.

•	 In the past 6 months my disease has been:
○	 Constantly active, giving me symptoms every day.
○	 Often active, giving me symptoms most days.
○	 Sometimes active, giving me symptoms on some days 

(for instance 1-2 days per week).
○	 Occasionally active, giving me symptoms 1-2 days 

per month.

○	 Rarely active, giving me symptoms on a few days in 
the past 6 months.

○	 I was well in the past 6 months, what I consider a re-
mission or absence of symptoms.

•	 Of the symptoms you have experienced in the last month, 
how would you rate the severity of fatigue on a scale of 1 
to 7, where 1 indicates “not severe at all” and 7 indicates 
“worst imaginable severity.”

•	 Among the symptoms you indicated you are currently 
experiencing; how often do you discuss fatigue with your 
HCP?
○	 Never
○	 Infrequently
○	 Frequently
○	 Every appointment?

•	 Among the symptoms you indicated you do not discuss 
at every appointment with your HCP, would you like to 
discuss fatigue more frequently with your HCP?
○	 Yes
○	 No

•	 In the last three months, have you declined participating 
in < A/B/C > due to fatigue?
(A)	Work/School (for example, academic, professional 

work)
(B)	Social events (for example meeting with friends or 

family)
(C)	Sports/physical exercise

•	 In the last 3 months, have you avoided or decreased 
sexual activity because of your CD/UC?
○	 Yes
○	 No

•	 If yes, for what reason[s] have you avoided sexual ac-
tivity in the last three months? Data for patients who 
selected “due to tiredness/fatigue due to my CD/UC” as 
the reason are presented.

•	 How often did CD/UC-related fatigue occur in the past 3 
months?
○	 Every day
○	 More than once a week
○	 Once a week
○	 Every two/three weeks
○	 Monthly
○	 Less frequently than monthly
○	 Never

•	 Has your CD/UC-related fatigue meant that you have 
had to
○	 Stop working for the day sooner than planned
○	 Work fewer hours
○	 Finish education course prematurely
○	 Take early retirement
○	 Change job or career
○	 Stop/delay education
○	 Not consider or decline a new job offer/school
○	 Working overtime to keep up with work/study
○	 None of the above

•	 FACIT-Fatigue questionnaire

Not at all A little bit Somewhat Quite a bit Very much

I feel fatigued ◯ ◯ ◯ ◯ ◯

I feel weak all over ◯ ◯ ◯ ◯ ◯

I feel listless (“washed out”) ◯ ◯ ◯ ◯ ◯
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Not at all A little bit Somewhat Quite a bit Very much

I feel tired ◯ ◯ ◯ ◯ ◯

I have trouble starting things because I am tired ◯ ◯ ◯ ◯ ◯

I have trouble finishing things because I am tired ◯ ◯ ◯ ◯ ◯

I have energy ◯ ◯ ◯ ◯ ◯

I am able to do my usual activities ◯ ◯ ◯ ◯ ◯

I need to sleep during the day ◯ ◯ ◯ ◯ ◯

I am too tired to eat ◯ ◯ ◯ ◯ ◯

I need help doing my usual activities ◯ ◯ ◯ ◯ ◯

I am frustrated by being too tired to do the things I want to do ◯ ◯ ◯ ◯ ◯

I have to limit my social activity because I am tired ◯ ◯ ◯ ◯ ◯

•	 Overall, how does your CD/UC impact your
○	 Sleep
○	 Energy levels (fatigue/tiredness related to your CD/UC)

HCP survey questions
All HCPs were asked:

•	 What is your primary specialty?
○	 Gastroenterologist
○	 IBD nurse specialist
○	 Nurse practitioner
○	 Internal medicine with GI focus
○	 Physician assistant (US Only)
○	 Other

•	 In a typical month, how many patients in total do you 
see and make prescribing decisions for with each of the 
following conditions?

•	 What percentage of these patients would you categorise 
as having moderate or severe disease?

•	 What percentage of your practice time is spent actively 
seeing patients as opposed to performing other activities 
such as academic/teaching duties?

•	 What is your biological sex?
○	 Male
○	 Female
○	 Prefer not to say

•	 In what year did you qualify as a (primary speciality 
selected above)?
○	 Before 1984
○	 1984–1996
○	 1997-2006
○	 2007-2017
○	 After 2017

•	 Below is a list of possible symptoms related to CD/UC 
(see symptom list above on page 2). Please indicate:
a)	 Which symptom[s] do you proactively discuss with 

your patients with moderate/severe CD/UC at a rou-
tine appointment?

b)	The top five symptoms you think have the greatest 
impact on your patients with moderate/severe CD/UC

c)	 The top three symptoms most reported by your 
patients with moderate/severe CD/UC

Fatigue-related data for the above questions were presented.

•	 HCPs who do not proactively discuss fatigue were asked: 
You stated that you do not routinely discuss fatigue. Why 
is that?
○	 Insufficient time
○	 Not comfortable leading this discussion
○	 Patients seem uncomfortable having this discussion

○	 Not a priority symptom
○	 Expect the patient to bring this up if this is an issue
○	 Expect the patient to discuss with a different HCP
○	 Not relevant because I don’t have treatment available 

to treat the symptom
○	 Other reason

•	 When present, what impact do you think fatigue has on 
the quality of life of patients with moderate/severe CD/
UC? (on a scale of 1 to 7, where 1 indicates “no impact” 
and 7 indicates “greatest possible impact”)

•	 What impact do you believe moderate/severe CD/UC has 
on each of the following aspects of a patient’s quality of 
life?
○	 Sleep
○	 Energy levels (fatigue/tiredness related to patients’ 

CD/UC)
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