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Psychological distress is an important risk factor for

the development of FGIDs and, when present, can

perpetuate or exacerbate symptoms. Further, it affects

the doctor patient relationship and negatively impacts

treatment outcomes.

Comorbid anxiety and depression are independent

predictors of post-infectious IBS and functional

dyspepsia (FD)

However, psychological distress can also be a

consequence, rather than a cause, of disease burden.

(Van Oudenhove L, 2016)

(Zamani, 2019)



Overlap between depression and FGID is about 30% in primary care

settings and slightly higher in tertiary care.

Depression can impact the number of functional GI symptoms.

Comorbid depression has been linked to poor outcomes, high health

care utilization and cost, functional impairment, poor quality of life.

Suicidal ideation is present in between 15% and 38% of IBS pts. linked

to hopelessness associated with symptom severity, interference with life,

and inadequacy of treatment.

(Van Oudenhove L, 2016)

Anxiety disorders occurr in 30- 50% of FGID patients.

They may initiate or perpetuate FGID symptoms through

heightened autonomic arousal in response to stress, which can

interfere with GI sensitivity and motor function.



Prevalence rates of anxiety symptoms and disorders in IBS patients were

39.1% and 23%, respectively

Prevalence of depressive symptoms and disorders in IBS patients was

28.8% and 23.3%, respectively

A higher prevalence of anxiety and depressive symptoms in female

individuals than in male individuals.

IBS patients with high levels of anxiety were mostly those with IBS-C and

IBS-D, while depression was associated only to IBS-D.

(73 studies). 



Both anxiety (38.7%) and depression

(16.8%) levels higher in females

The mental component of SF 12 was lower in females

Anxious pathological state in >1/3 of the pts.;

Depressive pathological state in 14.5% of pts.



-SF 12, both physical and mental components, decreased with

increase in IBS-SSS.

-HADS, request for diagnostic tests and therapy prescription increased

with symptom severity.



2885 Australian adults

A third of patients develop mood disorders

before the onset of gut symptoms.

In patients with FGID and mood disturbances, the gut

symptoms precede mood disorder in 2/3 of cases.



Among the 4966 health care seekers, 3279 patients were

diagnosed with a mood or anxiety disorder before an

FGID (ratio of 2:1).

Among patients, the mood or anxiety disorder was

on average diagnosed > 3 years before the FGID.



The biopsychosocial model is not only confined to the FGIDs but also

adopted in many pain related disorders such as migraine, tension

headache, chronic fatigue syndrome, and fibromyalgia. A concept of central

sensitivity syndromes (dysregulated nociception) is proposed to unite these

comorbidities that share the same biopsychosocial dysfunction

SOCIAL

BIOLOGICAL

(Chang FY, 2014)

PSYCHOLOGICAL



(Shiha G, 2021)

Common extraintestinal comorbidities of FGID

SOMATIZATION (2/3 of FGID pts.)

Somatization associated with

-increased frequency and severity of abdominal pain,

-reduced productivity,

-increased healthcare utilisation (inappropriate investigations, excess

medication use and unnecessary surgical interventions) and costs

-increased psychological distress, patient dissatisfaction

(Van Oudenhove L, 2016)

.



Bidirectional interactions between brain and enteric microbes might

have an important role in modulating gut function and may be involved

in the modulation of emotions, pain perception and general well-being.

GABA, 5HT, NA, Dopamina

BRAIN

GUT

MICROBIOTA



FGID symptoms may be caused either by alterations in the CNS (top-down

model), or in the periphery (bottom-up model), or in a combination of both.

The brain–gut axis may be stimulated by various stressors either directed to

the CNS (exteroceptive stress) or to the gut (interoceptive stress).

HPA: 

hypothalamic–

pituitary–adrenal

axis

HANS: hypothalamic–

autonomic nervous

system axis



Under normal physiological conditions, most of interoceptive gut

brain signals are not consciously perceived because visceral

afferent input is processed and continuously modulated by cognitive

and affective circuits at the level of the brain and through descending

modulatory pathways. Van Oudenhove L, 2016

Altered visceral sensation in IBS is characterised by central

abnormalities in sensory, emotional arousal, and prefrontal cortical

regions of the brain.

Alterations in the descending pathways modulating sensation and

peripheral mechanisms are also involved in the pathogenesis of visceral

pain allowing physiological (non-noxious) stimuli to be perceived as painful

or unpleasant (allodynia / visceral hypersensitivity) (Ford A, 2019)



Patients with IBS have greater engagement of

regions involved in emotional arousal network.

Mayer EA et al., Pain, 2005

Measures of regional cerebral blood flow during rectal distention have

shown that IBS patients have greater activation of the anterior

cingulate cortex, amygdala and dorsomedial frontal cortex, in contrast to

patients with ulcerative colitis and controls

The antidepressant amitriptyline has been shown to reduce rectal pain

and this has been correlated to activation of the right prefrontal cortex,

right insula and perigenual anterior cingulate cortex. Morgan V et al., Gut, 2005

Neuroimaging studies: changes in specific brain 

regions in patients with IBS, involved in the 

processing of emotions, cognition, memory and 

autonomic functioning (Weaver KR, 2016)



12 RCTs: IBS pts. randomized to a TCA were more likely to note

improvement in global IBS symptoms compared with those

randomized to placebo.

Of patients who received active therapy, 42.7% did not improve

compared with 63.8% of those randomized to placebo who did not

improve.

The NNT with TCAs was 4.5

Patients should be started on a low dose (e.g., 10-mg amitriptyline or 10

mg of desipramine) with gradual dose titration upward to achieve

therapeutic relief of symptoms while minimizing side effects



Gut Directed Psycotherapies (GDPs) in conjunction with other IBS

therapies for patients who are emotionally stable but who exhibit

cognitive-affective drivers of IBS symptoms because

-low risk when used by qualified health professionals

-long-term benefits of these therapies even after they are discontinued;

NNT collectively remains 4 when the validated IBS-SSS is used as a 

primary outcome measure

GDPs are independent from IBS subtype



Tricyclic antidepressants are an effective second-line drug for global

symptoms and abdominal pain in IBS.

They can be initiated in primary or secondary care, but careful

explanation as to the rationale for their use is required, and patients

should be counselled about their side-effect profile. They should be

commenced at a low dose (eg, 10 mg amitriptyline once a day) and

titrated slowly to a maximum of 30–50 mg once a day

(recommendation: strong, quality of evidence: moderate).

Selective serotonin reuptake inhibitors may be an effective second-

line drug for global symptoms in IBS. They can be initiated in primary or

secondary care, but careful explanation as to the rationale for their use

is required, and patients should be counselled about their side-effect

profile (recommendation: weak, quality of evidence: low).



-IBS-specific cognitive behavioural therapy may be an efficacious

treatment for global symptoms in IBS

(recommendation: strong, quality of evidence: low).

-Gut-directed hypnotherapy may be an efficacious treatment for

global symptoms in IBS

(recommendation: strong, quality of evidence: low).

-Psychological therapies should be considered when symptoms

have not improved after 12 months of drug treatment.

Referral can be made at an earlier stage, if accessible locally, and

based on patient preference

(recommendation: strong, quality of evidence: low).

Psychological therapies

Psychological/psychiatric interventions: depending on the

availability of appropriate resources and expertise





We recommend FOR psychological comorbidities assessment in IBS patients.

Consensus recommendation; unable to assess using GRADE methodology.

Should IBS patients be assessed for psychological 
comorbidities?

Who, When and Why?

Consider referral for psychological interventions (cognitive behavioural

therapy (CBT), hypnotherapy, or psychological therapy (or a

combination)) in people who do not respond to drug treatments after

12 months and who develop a continuing symptom profile (described as

refractory IBS).







The items on the questionnaire that relate to anxiety are

-I feel tense or wound up

-I get a sort of frightened feeling as if something bad is about to happen

-Worrying thoughts go through my mind

-I can sit at ease and feel relaxed

-I get a sort of frightened feeling like butterflies in the stomach

-I feel restless and have to be on the move

-I get sudden feelings of panic

The items that relate to depression are:

-I still enjoy the things I used to enjoy

-I can laugh and see the funny side of things

-I feel cheerful

-I feel as if I am slowed down

-I have lost interest in my appearance

-I look forward with enjoyment to things

-I can enjoy a good book or radio or TV programme

Hospital Anxiety and Depression Scale (HADS)  
(Zigmond and Snaith, 1983)

Each item: 0-3;    Cut off: 8/21

(Bjelland et al 2002)

Anxiety (HADS-A): 
-specificity: 0.78  

-sensitivity: 0.9. 

Depression (HADS-D): 
-specificity: 0.79 

-sensitivity of 0.83.



.

Take Home Messages (I)

Interplay is still a complex matter (chicken or egg?)

PSY comorbidities should be systematically checked and

treated in FGID patients

PSY therapies (TCA/SSRI, cognitive behavioural therapy,

gut-directed hypnotherapy, etc.) can be effective

interventions in FGID symptoms

In FGID patients with high psychological burden, early

PSY interventions may alter disease course and break

the vicious cycle of unnecessary investigations,

interventions, and excess healthcare utilisation.



.

Psychiatrist/psychologist employment is still hindered by

a lack of trained therapists and available services.

A multidisciplinary management of FGID patients (mainly

in tertiary care) is mandatory

Take Home Messages (II)

Treatment of FGID symptoms in the patients with anxiety

and depression can improve their PSY symptoms.






