


Objectives

• Revisiting Dyspepsia Clinical Guidelines
– Test & Treat vs. Upfront EGD
– Personalizing treatment choices

• What’s on the horizon? 
– Biomarker directed approach: Ready for primetime?
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Adapted from Moayyedi P et al. Am J Gastroenterol 2017;112:988-1023 
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*Age < 45 if Asian Immigrant



Prevalence of Gastric Cancer

Thrift A and El-Serag H. CGH 2020 Pabla B et al. CGH 2021



Upfront EGD vs. Test & Treat

Wechsler E et al. CGH 2023 



Endoscopic Findings in Patients with Dyspepsia

Ford A et al. CGH 2010



Upper GI Malignancies in FIT+ Patients

Zhou M et al. CGH 2022

*Courtesy of Margaret Zhou



*Courtesy of Margaret Zhou



Take Aways



Approach to FD Therapy

Augment Therapy in 
Nonresponders

Choose therapy based on 
predominant symptom

Assess predominant 
symptom

If responder, taper to lowest 
effective dose

Make Positive Diagnosis Functional Dyspepsia

PPI

PDS

Prokinetic

Neuromodulator
Brain-gut therapy

EPS

TCA

Neuromodulator
Brain-gut therapy



Pathophysiology of Functional Dyspepsia

Visceral Hypersensitivity = 37% Delayed Gastric Emptying = 23% Impaired Accommodation = 37%

Vanheel H et al. Am J Gastroenterol 2017;112:132-140



Talley N et al. Gastroenterol 2015;149:340-349



FD Subtypes Differ in Response to TCA Therapy

• Amitriptyline improves symptoms in “ulcer-like” (EPS) but not “dysmotility-like” (PDS) FD
• FD patients with delayed GE do not respond to amitriptyline 



Increased Gastric Mast Cells and Eosinophils in 
FD

Mast Cells

Eosinophil
s

Du L et al. Neurogastroenterol Motil 2018 



Meta-analysis of Duodenal Eosinophils & FD

Shah A et al. CGH 2022



Microscopic Duodenal Inflammation in FD

• Degranulated eosinophils higher in 
FD vs. control (OR 3.78)

• Increased eosinophils is 
postinfectious FD > noninfectious FD 
> controls 





Results

• 6FED decreases postprandial 
symptoms in 73% of patients
– Symptom improvement seen 

week 1 of 6FED
• 6FED did not change duodenal 

eosinophil count or permeability
• Diet did not impact gastric 

emptying, accommodation or 
sensation



Take Aways



Approach to Refractory FD Symptoms

Reassess Diagnosis

PDS

Gastroparesis
Overlapping Disorders:

Constipation
IBS

EPS

Evaluate for & treat 
comorbid disorders



Clinical Similarities & Differences

Adapted Moshiree B et al. Gastrointest Endosc Clin N Am. 2019 Jan;29(1):1-14.
* Janssen P et al. Am J Gastroenterol 2013;108:1382-1391



Comparison of the Pathophysiology of FD & GP

1. Vanheel H et al. Am J Gastroenterol 
2017;112:132-140

2. Karamanolis G et al. Gut 2007;56:29-36
3. Kim B and Kuo B. J Neurogastroenterol Motil 

2019;25:27-35
4. Grover et al. Gut 2019;68:2238-2250
5. Du L et al. Neurogastroenterol Motil 2018 
6. Gottfried-Blackmore et al. Clin Trans 

Gastroenterol 2021



Interpreting Fluctuations in Gastric Emptying
• 42% of GP and 37% of FD patients change categories at 48 weeks
• Change in gastric emptying does NOT correlate with symptoms

Pasricha et al. Gastroenterol 2021;160:2006-2017



Wireless Capsule Motility Testing
Ø Consider WCM in patients with extra-gastric symptoms (ie. 

Constipation)

Lee AA, et al. Clinical Gastroenterology & Hepatology 2019
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Functional Gastrointestinal Disorders (FGID) Associated 
with Psychiatric and Extraintestinal Comorbidities

Non-FGID Control 
(N=306)

FGID (N=606) P value

Any Comorbidity 176 (57.5%) 469 (77.4%) < 0.001

Somatization (PHQ12 > 10) 86 (28.1%) 282 (46.7%) < 0.001

Depression (BDI > 14) 42 (13.7%) 208 (34.3%) < 0.001

Anxiety (BAI > 16) 27 (8.8%) 189 (31.2%) < 0.001

Extraintestinal Functional 
Disorder*

109 (35.6%) 337 (55.6%) < 0.001

*EIFD = chronic pelvic pain, 
interstitial cystitis, CFS, 
fibromyalgia, migraine HA, chronic 
HA, mitral valve prolapse, 
dysmenorrhea, dyspareunia, TMJ

*Somatization = recurrent and 
multiple medical symptoms with 
no discernible organic cause

Vu J et al. Neurogastroenterol Motil 2014;26:1323-1332





Body Surface Gastric Mapping with Symptom Correlation 
Differentiates Nausea Vomiting Phenotypes

Gharibans A et al. Sci Transl Med 2022

Healthy NVS-Normal NVS-Abnormal



BSGM Identifies Distinct Phenotypes in Patients with 
Nausea and Vomiting Syndrome

• BSGM able to differentiate gastric neuromuscular dysfunction vs. disordered brain-gut 
interaction



Uninvestigated Dyspepsia

Ford A et al. Lancet 2020;396:1689-702

• Avoid overdiagnosis of GP

Diagnose FD 



Immune Activation Model in Functional 
Dyspepsia

Ceulemans M et al.Front Neurosci 2022




