Similarities & differences in upper Gl cancer

and bariatric surgery: nutrition & metabolic
implications
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Case presentation

A2-stage oesophagectomy, pT1bNO RO, April 2015

AUncomplicated, home POD 10
AJejunostomy feeding x 6/52, clinical nutrition OPD
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Long-term weight change after oesophageal cancer surgery
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£ 1/3 disease-free patients developed
E 75F malnutrition after surgery
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Average Operation 6 months 3 years
No. of Mausea or
BMI change patients vomiting -
Stable or increased (reference) 33 17(17) 28(37)
Decrease (%)
1-4 19 14(21) 17(24)
5-9 30 12(13) 30(32)
10-14 56 15(21) 23(29)
15-19 42 19(27) 33(33) Martin et al.
=20 46 28(29) 54(34)

Br J Surg. 2007, 2009



Gut Hormones as Mediators of Appetite and Weight Loss
After Roux-en-Y Gastric Bypass
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Rapid nutrient transit after VSG
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Subcortical areas of the brain
le Roux et al. Irish Medical Journal 2016




Hypothesis

Gut hormones are pathophysiologic mediators of
altered appetite, post ingestive symptoms and weight loss
after oesophagectomy.




Study Aims

Among post-oesophagectomy patients:

Aim 1: Prospectively characterise the post-prandial
gut hormone profile after surgery

Aim 2: Determine effect of gut hormone blockade on
food reward and ad libitum food intake




Results: Aim 1

Significant body weight loss after oesophagectomy
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Results: Aim 1
Self-reported desire to eat, hunger, fullness
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Results: Aim 1
Changes In body composition after oesophagectomy
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Results: Aim 1
Gastrointestinal QoL scores

Eating Symptoms Score

Early Satiety Score
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Results: Aim 1
Post-prandial GLP-1 after oesophagectomy
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Results: Aim 1
Post-prandial insulin after oesophagectomy
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Results: Aim 1
Post-prandial insulin after oesophagectomy
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Results: Aim 1
Post-prandial insulin after oesophagectomy

1409

@ 3 months
120~ © 6 weeks
©O: 10 days
1004 {1 Baseline

Insulin (U/mL)
[o)] (o]
o o
o

40 -

204

-5 15 30 60 90 120 150 180
f Minutes

400 kcal




Results: Aim 1

Post-prandial insulin after oesophagectomy
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Results: Aim 1
Post-prandial blood glucose after oesophagectomy
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Results:
Gastrointestinal QoL and GLP-1
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Post-prandial GLP-1 levels significantly correlated with
%weight loss post-oesophagectomy
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Summary: Aim 1

The post-prandial satiety gut hormone response Is
significantly exaggerated early after oesophagectomy, in
association with body weight loss and increasing
post-ingestive symptoms

Aim 2: Determine effect of gut hormone blockade
on food reward and ad libitum food intake




Aim 2: Results
Oesophagectomy is associated with an exaggerated
post-prandial satiety gut hormone response
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Aim 2: Results
Octreotide attenuates the post-prandial satiety gut hormone

(GLP-1 and PYY) response
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Aim 2: Results
Single dose octreotide Is associated with increased ad libitum
calorie intake among post-oesophagectomy subjects, but not controls
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Aim 2: Results
Satiety gut hormone blockade is associated with increased appetitive
behaviour among post-oesophagectomy subjects, but not controls
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Summary

After oesophagect omye

1. Patients experience significant and sustained
body weight loss

2. Weight loss and post-ingestive symptoms are associated with
an exaggerated post-prandial satiety gut hormone response

3. Pharmacologic blockade of the gut hormone response
Increases ad libitum food intake and food reward
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Next steps
RCT design
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Malnutrition after oesophageal cancer surgery in Sweden

COHCGI’ Health-related Quality of Life Among Patients Cured

by Surgery for Esophageal Cancer

Quality of life and persisting symptoms after "| EI C
m' | EUROPEAN JOURNAL OF CANCER

oesophageal cancer surgery
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¢, Comparison of Quality of Life and Nutritional Status in
Gastric Cancer Patients Undergoing Gastrectomies

Remapping the Body: Learning to Eat Again
After Surgery for Esophageal Cancer

Long-term effect of radical gastrectomy e
on nutrition and immunity




Mechanisms of increased gut nutrient sensing post-bariatric
surgery 1 parallels in upper GI/HPB?




