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“Symptomatic treatment, no matter how “natural,” is rarely 
good medicine. As long as the fundamental cause continues 
unaddressed because only some symptoms have been 
relieved, the person gets sicker and sicker.” 

– Joseph Pizzorno, ND.



How are people with IBS managed? 

Gut. 2021 Jul;70(7):1214-1240.

NICE/ BDA traditional IBS diet has 
circa 50-60% non-responders.* BMC 

Med. 2022 Sep 13;20(1):287.

Low-FODMAP diet has circa 
30% non-responders.* Proc 

Nutr Soc. 2023 Jul 7:1-11

Subtype-based management 
<25% of patients report complete 

relief of any one symptom.* 
Aliment Pharmacol Ther. 2006 Jul 

15;24(2):183-205.



One disease, or many?

“Significant shortcomings in irritable bowel syndrome (IBS) 
diagnosis and treatment may arise from IBS being an 
“umbrella” diagnosis that clusters several underlying 
identifiable and treatable causes for the same symptom 
presentation into one classification.”

Gastrointest. Disord. 2019, 1(3), 314-340



One way to personalise, or many? 

“Identifying predictors of response to dietary therapy is an 
important goal as management could be tailored to the 
individual to target specific dietary components, and 
thereby reduce the level of dietary restriction necessary.”

Neurogastroenterol Motil. 2018 Jan;30(1). doi: 10.1111/nmo.13238.



Underlying reasons for symptoms 

Evidence that identification of underlying reasons for IBS-
symptoms can improve patient care is provided by a clinical 
retrospective study that found 98% of 303 patients with 
diarrhoea-predominant IBS (IBS-D) and functional 
diarrhoea had an alternative explanation for their 
symptoms, including bile acid induced diarrhoea, 
carbohydrate intolerance, gluten enteropathy and non-
celiac gluten intolerance, and responded very well to 
treatments that corresponded with their new diagnosis.

Med Hypotheses. 2011 Jan;76(1):97-9.



Biomarker-led investigation 

A retrospective analysis of a biomarker test that identifies 
potentially treatable underlying causes of IBS in people that 
meet Rome III criteria and found that up to 94% have 
results suggesting a treatable underlying diagnosis or 
functional problem.

Glob Adv Health Med. 2014 May;3(3):9-15.



IBS-like 
symptoms

Functional 
Imbalances

Nutritional 
Factors 

Lifestyle 
Factors

• Stress 
• Circadian disruption 
• Physical inactivity 

• Carbohydrate intolerance 
• Food hypersensitivity
• Non-celiac gluten sensitivity 
• Nickel-related intestinal mucositis
• Vitamin D deficiency 

• Dysbiosis (microbiology)
• Small intestinal bacterial overgrowth 
• Parasitology 
• Helicobacter pylori
• Exocrine pancreatic insufficiency 
• Low-grade inflammation
• Intestinal permeability 
• Chronic constipation 

Brown, B.I. Does Irritable Bowel Syndrome Exist? Identifiable and Treatable Causes of 
Associated Symptoms Suggest It May Not. Gastrointest. Disord. 2019, 1, 314-340.

Does IBS exist? 



Clinical management needs to get personal 

“Obtaining a better understanding of each patient’s 
pathophysiology with clinical and molecular assessments 
could therefore help improve diagnosis and target different 
therapies to individuals most likely to benefit.”

 Gastrointest. Disord. 2019, 1, 314-340.



Contributory factors that may explain an individual's IBS-like symptoms



How do we approach a complex problem? 

Second-line management 
options 

First-line management 
options

Clinical assessment  
Clinical history, 

tests

Traditional IBS-
diet, healthy diet 

Elimination diets 

Symptom-based 
subtype 

management 

Assessment-led 
interventions

Lifestyle-medicine 
based 

management 

Referral. 
Inter- disciplinary 

care. 



Can we personalize diet? 

“Symptoms of the disorders across the irritable bowel 
syndrome (IBS) spectrum include several different, usually 
postprandial, abdominal complaints. Up to date, dietary 
treatments of the IBS have neither been personalized nor 
diagnosed with sufficient scientific evidence. They have 
mostly been treated using 'one-size-fits-all' approaches.”

Clin Nutr ESPEN. 2023 Oct;57:96-105.



Dietary interventions for IBS-like symptoms

Dietary Interventions

First-line dietary options

Traditional IBS-diet 
(NICE/BDA)

Healthy diet 

(traditional Mediterranean-
style)

Elimination diets

Carbohydrate malabsorption 
testing and/ or empirical 

elimination

Reduction and assessment 
of tolerance to specific 

carbohydrates (sucrose, 
lactose, fructose, FODMAPs)

Gluten-free diet clinical 
response

NCGS managed with gluten-
free diet

IgE-food reactivity

Personalised elimination 
diet

IgG-food reactivity, or 
empirical elimination re-

challenge diet

Personalised elimination  
diet

Symptoms of histamine 
intolerance  (flushing, 

itching, etc)

Low histamine diet 

Nickel oral mucosa patch 
test 

Low nickel diet 



Diet example 1: sucrase-isomaltase deficiency

“The classic congenital sucrase-isomaltase deficiency (CSID) 
manifests itself during infancy when one begins to 
introduce fruits and juices into the diet and leads to severe 
diarrhoea, poor weight gain, irritability, and diaper rash. 
The treatment mainly consists of avoiding starch and 
sucrose, which reverses the symptoms. Milder forms of 
mutations can present clinically later in life with the same 
symptoms as in other carbohydrate intolerances, especially 
diarrhoea, and can be misdiagnosed as IBS in adults.”

Mol Med Rep. 2021 Oct;24(4):732.



Diet example 1: sucrase-isomaltase deficiency

Diet Diet description  Evidence for efficacy Biomarkers Biomarker evidence 

Low sucrose diet Modified dietary 
guidelines for patients with 
congenital sucrase-
isomaltase deficiency 
including avoiding sucrose 
containing foods, foods 
with added sugars, and 
replacing refined grain 
product with high fiber 
alternatives. 

Low sucrose diets have 
been shown to reduce 
symptoms. Congenital 
sucrase-isomaltase 
deficiency may also 
masquerade as adult IBS 
and respond to diet.

Sucrase-isomaltase gene 
variants

Predict a moderately 
better response to a low 
sucrose diet in IBS-D. May 
predict poor response to a 
LFD. Negative test does not 
rule out congenital 
deficiency as not all gene 
variants have been 
identified.



“…histamine and, histamine intolerance, should be 
considered in differential diagnoses of patients 
with functional, nonspecific, non-allergic 
gastrointestinal complaints.”

 Crit Rev Food Sci Nutr. 2021;61(17):2960-2967.

Diet example 2: histamine intolerance 



Diet example 2: histamine intolerance 

Diet Diet description  Evidence for efficacy Biomarkers Biomarker evidence  

Histamine diet Recommendations vary but 
most often include restriction 
of cured and semi cured 
cheese, grated cheese, oily 
fish, canned and semi 
preserved oily fish 
derivatives, dry-fermented 
meat products, spinach, 
tomatoes, fermented 
cabbage, strawberries, citrus, 
wine, and beer. 

Histamine intolerance has been 
suggested in a subgroup of IBS 
patients. A histamine diet has 
been shown to symptoms in 
patients presenting primarily with 
functional abdominal symptoms. 
This is supported by benefit of 
DOA enzyme intervention on GI 
symptoms.

FODMAPs may favour the 
production of faecal histamine by 
Klebsiella aerogenes in a subgroup 
of IBS patients. A moderate 
correlation was found between 
visceral pain severity and urinary 
histamine with an LFD. 

Serum DAO Does not have reliable diagnostic value. 
Despite uncertainty, may be useful to 
complement diagnosis and prediction of 
clinical response to treatment. 

Urinary histamine Methylhistamine in urine is emerging as a 
potential biomarker. 

DAO gene variants The relevance of gene variants to histamine 
intolerance is unknown. DAO gene variants 
were associated with lower serum DAO in a 
subgroup of people with histamine 
intolerance, but not with clinical histamine 
intolerance phenotype.  



Can biomarkers guide management?

“Multiple mechanisms are implicated in the complex 
pathophysiology of IBS. Many recent studies have focused 
on the identification of specific biomarkers that would aid 
in the diagnosis and identification of subgroups, and lead to 
more specific treatments for IBS; however, none have been 
shown to accurately identify all patients with IBS, but rather 
specific subgroups of IBS. This is because IBS is 
heterogeneous and not simply one disease. In the future, 
IBS symptoms will be known to have different causes as 
identified by different biomarkers. Targeted therapies for 
these subgroups will then be possible and effective.”

Expert Rev Gastroenterol Hepatol. 2017 Apr;11(4):303-316.





Assessment-led interventions for IBS-like symptoms

Assessments 

Breath hydrogen, breath 
methane  

Possible small intestinal bacterial 
overgrowth 

Parasitology, H. pylori  

Infection 

Faecal elastase-1

Possible exocrine pancreatic 
insufficiency

Serum C4 assay, Faecal bile acid  
testing, SeCHAT retention test

Bile acid malabsorption 

Lactulose to mannitol ratio, 
serum zonulin

Intestinal permeability 

Bristol stool scale, breath 
methane

Slow transit 

Faecal calprotectin 

Low grade inflammation 



Biomarker example 1: intestinal permeability 

“Barrier dysfunction is present in a significant proportion of 
adult and all pediatric IBS studies, especially in the IBS-
D and PI-IBS subtype. The majority of studies indicated 
a positive association between loss of barrier function 
and symptoms such as abdominal pain and changes in 
the bowel function.”

Therap Adv Gastroenterol. 2021 Feb 24;14:1756284821993586.



Biomarker example 1: intestinal permeability 

Target Investigations Management 

Increased intestinal permeability. • Lactulose: mannitol ratio.
• Zonulin.

• Elimination diets e.g., low FODMAP, 
gluten-free diet, and IgG-guided 
elimination diet. 

• Glutamine.
• Probiotics.
• Leaky gut-targeted dietary changes.



Biomarker example 2:  exocrine pancreatic insufficiency 

“Exocrine pancreatic insufficiency (EPI) is present in 5% of 
patients who fulfil Rome IV criteria for D-IBS, and 
dyspepsia was an independent symptom strongly 
associated with EPI. Pancreatic steatosis was the main 
endoscopic ultrasound finding. After pancreatic 
enzyme replacement therapy, patients had 
significantly improved stool frequency, stool 
consistency, abdominal pain, distension and IBS 
severity score.”

Dig Dis Sci. 2022 Dec;67(12):5666-5675.



Biomarker example 2: exocrine pancreatic insufficiency 

Target Investigations Management 

Exocrine pancreatic insufficiency. • Faecal Elastase-1.
• Clinical presentation.

• Enzyme therapy.
• Balanced diet, smaller more 

frequent meals.



Contributory factors that may explain an individual's IBS-like symptoms



“The science behind chronic illness calls for a focus not on the 
average but on the individual. Precisely because everyone of 
us is, in fact, unique, an operating model that treats us as 
average can’t possibly be effective.” 

- Dr Jeff Bland, PhD
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