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RECAP

Fatigue is often the 
most burdensome 

symptom
 for patients with IBD1

Even in IBD remission, 
around 4 in 10 have 
pervasive fatigue

Fatigue predicts increased 
healthcare utilisation2



PREVIOUS TRIALS 
IN IBD -RELATED FATIGUE



Despite increasing serotonin 
levels, 5-hydroxytryptophan 
did not modulate IBD fatigue

Very high dose thiamine 
showed initial promise as a 

treatment for fatigue in IBD…

…but this was not seen 
in the follow-up study



RECENT PROMISING RESEARCH



MIRTAZAPINE



MIRTAZAPINE



MIRTAZAPINE

• Tetracyclic antidepressant

• Can be co-prescribed alongside other                             
antidepressants

• Some evidence in IBS, and may help with early satiation             
(feeling of fullness) and chronic nausea/vomiting2

• Main side effects are weight gain and sedation: these can be 
desirable

Dose dependent sedating and stimulating effects of Mirtazapine, Leonard and Karlamangla
Neuromodulators for Functional Gastrointestinal Disorders (Disorders of Gut-Brain Interaction): A Rome Foundation Working Team Report (gastrojournal.org) Gastroenterology 
2018;154:1140–1171



WHY MIRTAZAPINE?

1. Low risk of diarrhoea

2. Anti-sickness effects

3. Improves insomnia

4. Doesn’t increase risk of GI bleeding

5. Low risk of sexual dysfunction

6. Very good intestinal absorption



DESIGN: a feasibility, placebo-controlled, double-blind, randomised controlled trial 
(non-CTIMP)

AIM: test whether it is feasible to carry out a trial of mirtazapine vs placebo for 
depression in patients with IBD

POPULATION: adults with Crohn’s Disease or Ulcerative Colitis (inactive or stably 
active) AND major depression

RECRUITMENT: patients identified from IBD clinics across 4 hospitals – recruitment and 
follow-ups now complete

FUNDING: NIHR Advanced Fellowship

MD-IBD: STUDY OVERVIEW
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MD-IBD: PRELIMINARY RESULTS

• No serious adverse reactions

• Strong signal of benefit on depression and anxiety

• Small signal of benefit on fatigue

• Findings need replication in a larger trial



DARIDOREXANT



DARIDOREXANT

• Orexins normally help to keep the brain awake

• Daridoexant blocks the orexin receptors in the brain

• This helps the brain to “switch off”

• Daridorexant is a licensed treatment for insomnia

• Usually well tolerated with very low risk of dependence 



10 patients with IBD treated with daridorexant 50mg at night

Patients completed the Pittsburgh Sleep Quality Index (PSQI) at baseline and after 3 
months of daridorexant

Scores on the PSQI 8/21 indicate poor sleep quality

Scores improved significantly from 16.7 at baseline to 10.9 at follow-up (p<0.001)

Daridorexant was well tolerated by all patients

DARIDOREXANT EXPERIENCE AT ST MARK’S





I WOULD ALWAYS USE TO DO TOO MUCH, PUSH THROUGH 
AND THEN ‘CRASH AND BURN’, EXPERIENCING HUGE 
BOUTS OF FATIGUE AND TAKING TIME OFF WORK. NOW, I 
AM MORE REALISTIC WITH MY LIFE AND PLANS, STILL 
HAVING FUN AND FACTORING IN REST.
Sophie, living with Crohn’s Disease



“All-or-nothing” behaviour in IBD is 
common

Patients may then experience 
“boom and bust” in fatigue

Instead, advise regular activity, 
increasing in a graded fashion

AVOID “ALL -OR -NOTHING” 
ACTIVITY PATTERNS



crohnsandcolitis.org.uk/exercise
I WALK OR RUN DEPENDING UPON 
HOW I FEEL. MY TIP IS NOT TO PUT 

PRESSURE ON YOURSELF IF YOU ARE 
IN A FLARE -UP. MY OTHER TIP IS TO 
FIND AN ACTIVITY YOU ENJOY, AS 
YOU ARE MORE LIKELY TO DO IT.

WHATEVER YOU DO IS BETTER THAN 
DOING NOTHING. KEEPING FIT HAS 

HELPED ME TO FIGHT MY CONDITION 
AND LEAD A FULL LIFE. SOMETIMES 

THE HARDEST STEP IS THE FIRST ONE. 
YOU’VE GOT THIS.

https://www.crohnsandcolitis.org.uk/info-support/information-about-crohns-and-colitis/all-information-about-crohns-and-colitis/living-with-crohns-or-colitis/being-active-with-crohns-or-colitis
https://www.crohnsandcolitis.org.uk/info-support/information-about-crohns-and-colitis/all-information-about-crohns-and-colitis/living-with-crohns-or-colitis/being-active-with-crohns-or-colitis


FUTURE RESEARCH

MODAFINIL



Modafinil for severe 
fatigue in Inflammatory 
Bowel Disease: a 
feasibility randomised 
controlled trial



MODAFINIL

• Stimulant: weak dopamine reuptake inhibitor

• Rapid-acting, then wears off later in the day

• Start 100mg once daily, then increase it to 100mg                       
morning and midday; maximum dose 400mg a day

• Can be combined with antidepressants

• Licensed for narcolepsy



DESIGN: a feasibility, placebo-controlled, double-blind, randomised controlled trial

AIM: test whether it is feasible to carry out a trial of modafinil vs placebo for severe 
fatigue in patients with IBD

RECRUITMENT: patients identified from IBD clinics (use IBD Fatigue score ≥11/20 if 
possible) and referred to study team

TARGET SAMPLE SIZE: 70 patients from four hospitals in London

FUNDING: Crohn’s & Colitis UK and Jon Moulton Foundation

MODAFINIL STUDY OVERVIEW
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MODAFINIL

• The trial is open to patients at King's College Hospital, Guy's and St 
Thomas' Hospital, St Mark's Hospital and Imperial College Healthcare. 
If the trial is successful, we will apply to do a bigger trial that will 
cover more sites.

• Modafinil currently not available on the NHS unless you have 
narcolepsy.

• If the trials in IBD are successful, we hope to have modafinil 
relicensed for fatigue in IBD in the coming years.



TAKEAWAYS

• Avoid screentime 1 hour before bed; minimise alcohol intake and 
avoid caffeine 6 hours before bed

• Ensure a consistent waking time (even if nighttime sleep has been 
poor), maintain sunlight exposure during the day, and avoid daytime 
sleep as much as possible

• If sleep is still poor, consider making an appointment with your GP to 
discuss medications, particularly if you experience low mood or 
reduced enjoyment

• To help manage energy levels, avoid “overdoing it” on better days - 
instead, gradually increase levels of physical activity over time

• Interested in Crohn’s & Colitis UK’s research? Find out more at: 
crohnsandcolitis.org.uk/our-work/research-and-evidence
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