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Is It Really IBS? 

A 32-year-old woman has years of recurrent abdominal pain, diarrhea and bloating. She was diagnosed with IBS-D as a 
teenager. She has occasional stool incontinence, but no rectal bleeding, weight loss, nausea, vomiting, fevers, sweats 
or other alarm features. No other past medical history. No allergies. Takes no meds or illicit substances. Exam only reveals 
mild LLQ tenderness. 

Work-up has been extensive and includes normal CBC, electrolytes, liver tests, anti-TTG IgA, TSH, stool pathogens, EGD 
and colonoscopy (both without biopsies), and abdominal CT. 

She has not responded to a long list of IBS-D therapies, including fiber, loperamide, eluxadoline, alosetron, amitriptyline, 
and cognitive behavioral therapy with a psychologist. Her PMD started her on opioids to control her abdominal pain 
and now wants you to figure this out. 

à Name 5 IBS “lookalikes” that haven’t been tested for yet
à How would you test for each of those lookalikes?
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Designed by B. Spiegel, MD, MSHS.



Select IBS “Lookalikes”
A Cheat-Sheet

IBS Look-Alike Select Clues for Board Exam Diagnosis Treatments

Acute Intermittent Porphyria (AIP) Intermittent pain attacks, hyponatremia, neuropathic and neuropsychiatric symptoms, dark 
urine, seizures, elevated transaminases Urine PBG spot check Hemin

Givosiran

Bile acid diarrhea (BAD) Like IBS, but higher risk of incontinence, severe urgency, diarrhea in middle of the night; stool 
pH>6 with narrow anion gap; history of terminal ileum pathology

Fecal bile acid assay   
Serum C4 levels

Cholestyramine
Colesevelam

Carcinoid syndrome Explosive watery diarrhea, cutaneous flushing, bronchospasm, right-sided cardiac valve lesions, 
mesenteric and retroperitoneal fibrosis

Urine 5-HIAA 24h 
collection

Octreotide
Lanreotide

Celiac disease Autoimmune co-morbidities, dermatitis herpetiformis, atrophic glossitis, osteopenia, infertility, iron 
deficiency, hyposplenism, neuropathic and neuropsychiatric symptoms, elevated transaminases

Anti-TTG IgA
SI biopsy Gluten-free diet

Disaccharidase deficiencies  
(lactase; sucrase-isomaltase)

Watery diarrhea, bloating, excess gas, pain after ingesting culprit disaccharide; frequent and 
longstanding symptoms; history of physical injury or inflammation of epithelium (celiac, IBD, SIBO, 
AGE, giardiasis, allergic enteropathy); stool pH<6 with wide anion gap; unintentional weight loss

SI bx for mucosal 
disaccharidase assay 

(9% of IBS SID +ive); 
HBT

Diet restriction        
SID: sacrosidase

LD: lactase

Eosinophilic gastroenteritis/colitis Peripheral eosinophilia (in ~80%), history of allergy/atopy, protein-losing enteropathy, fat 
malabsorption, iron deficiency, elevated serum IgE, ascites

Endoscopic bx + full-
thickness bx

6-food elimination 
diet; prednisone; 

budesonide

Microscopic colitis Middle-aged, female predominant, autoimmune comorbidities, associated with certain meds 
(NSAIDs, lansoprazole), smoking, Colonic biopsy Budesonide

Small Intestinal Bacterial 
Overgrowth (SIBO)

Megaloblastic anemia with low B12 & high folate, high Vit K, history of hypochlorhydria 
(autoimmune, PPIs), SSI diverticulosis, adhesions/strictures, Hydrogen breath test Antibiotics

Table by Brennan Spiegel, MD.
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Gravity

Mesentery and taenia coli
“The suspension system”

Abdominal wall
“The bolster”

Spinal Column
“The chassis”

Diaphragm and support ligaments
“The ceiling mount”

Image designed by B. Spiegel.



Diagnostic Test Recommended Not Recommended 

Serology for celiac disease

Erythrocyte sedimentation rate

C-reactive protein

Colonoscopy with biopsy

Fecal calprotectin

Fecal ova & parasites

Stool testing for enteric pathogens

Food allergy testing

YES!

YES!
NO

NO

NO
NO
NO

YES!

Yay or Nay?
Which Tests do ACG Guidelines Recommend for Routine IBS Workup?

Lacy BE et al. Am J Gastroenterol. 2021.


