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Proton pump inhibitors – standard or double dose for 8 weeks

Topical glucocorticoids
Fluticasone propionate

220 mcg inhaler, 2-4 sprays swallowed BID
Budesonide

Two or four 0.5 mg/2 Pulmicort respules in 10 1-gram 
packets of sucralose per mg budesonide.

Viscous budesonide has potential advantage of longer
mucosal contact time

Current drug treatments for EoE



Cotton, et al, DDS, 2017

What we knew about steroid therapy for EoE?

No Prospective trials comparing budesonide to fluticasone



Hypothesis

Since oral viscous budesonide (OVB) has a longer mucosal 
contact time, subjects treated with budesonide will have 
significantly lower post-treatment eosinophil counts and 
dysphagia symptom scores than subjects treated with 
sprayed and swallowed fluticasone.



Trial

Liacouras, et al,JACI, 2011; Dellon, et al ACG. 2013 

Randomized, double-blind double-dummy clinical trial

Inclusion:
Age 16-80 years
New EoE diagnosis per 2011/2013 guidelines

Symptoms of esophageal dysfunction
> 15 eos/hpf after high dose PPI trial
Other causes of eosinophilia excluded

Esophageal dilation allowed as clinically indicated



Interventions/Outcomes

Randomized 1:1

OVB: 1mg/4mL in sucralose BID + Placebo inhaler
Fluticasone inhaler: 880 mcg BID + Placebo slurry

Primary outcome:  Post-Rx peak eosinophil count
Co-primary outcome: Post-Rx Dysphagia Symptom 

Questionnaire (DSQ) score (validated 3 question 
daily diary)



Primary outcome: Peak eosinophil count



Co-primary outcome: Dysphagia Symptom 
Questionnaire



What did we learn?

Both oral viscous budesonide and swallowed fluticasone for the 
initial treatment of EoE significantly deceased esophageal 
eosinophil counts and improved dysphagia symptoms.

Oral viscous budesonide was not superior to swallowed fluticasone

Either oral viscous budesonide or swallowed fluticasone is an
choice for initial EoE therapy.

The choice depends upon patient/provider preference, convenience
and cost.



Efficacy of 1-food and 4-food elimination diets for pediatric 
eosinophilic esophagitis in a randomized multi-site study
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What did we know?

Standard 6-food elimination diet
(milk, wheat, egg, soy, fish, nut)

Histological remission, 70%
Reduces symptoms

Difficult to implement

Negative impact of quality of life

Questions
Are less restrictive diets efficacious
Do less restrictive diets improve QOL



Prospective, multi-site randomized trial in
pediatric patients with active EoE

Aim: Determine the efficacy of 1FED (milk) Vs. 4FED (milk, egg, wheat, soy)

Primary outcome:  Symptom Score (Pediatric EoE symptom score, PEESS v2)

Secondary outcome: Histological remission rate (<15eos/hpf)
Histological features score (EoE HSS)
Patient reported quality of life (PROMIS, PedsQLTM) 

Study Design:



Primary outcome
Symptom response

Symptom scores improved in both groups, but by a greater extent in 4FED

Change from baseline after 12 weeks in intention-to treat population



Secondary outcome
Histological response

Histological response was similar in 1FED and 4FED groups



Secondary outcome
Quality of life

Clinically meaningful improvement in measures of QOL in 1FED



What did we learn?

1FED Results 4FED

Reduced Symptoms Reduced

44% Remission rate 41%

Reduced Peak eos count Reduced

Improved Quality of life +/-

Milk elimination is a reasonable 1st treatment option



Budesonide orodispersible tablets are highly effective to 
maintain clinic-histological remission in adult patients with 

eosinophilic esophagitis: Results of a 48 –week, double blind, 
placebo-controlled pivotal EOS-2 trial.

Alfredo J Lucendo
Department of Gastroenterology

Hospital General de Tomelloso
Tomelloso, Spain



What did we know?

January 2018, budesonide 1 mg orodispersible tablets approved in Europe
Placed between tongue and roof of mouth and dissolved and 
swallowed over 2 minutes

6-weeks of therapy 1mg BID
58% clinico-histological remission remission
93.2% histological remission

After 12 weeks, 85% of nonresponsive patients achieved remission

Lucendo S, et al.  Gastroenterology 2019; doi: 10.1053/j.gastro.2019.03.025



Design

Assess the efficacy of budesonide orodispersible tablet (1mg BID or 
0.5 mg BID) Vs. placebo to maintain EoE remission long-term (48 weeks)

All patients in clinic-pathological remission following Rx with 1mg BID
< 5 eos/hpf
No or minimal symptoms

Randomized (1:1:1) (0.5mg BID, 1mg BID or placebo)

Follow-up after 48 weeks



Primary endpoint

Proportion of patients free of treatment failure at 48 weeks, defined as:

Absence of clinical relapse (dysphagia or odynophagia severity > 4 
points on at least 1 day in the last week).

Absence of histological relapse (>15 eos/hpf)

Absence of food impaction

No need for dilation

No premature withdrawal for any reason



Secondary endpoints

Proportion of patients with histological relapse (>15 eos/hpf)

Mean change in eos from baseline to 48 weeks

Proportion of patients experiencing clinical relapse, food impaction of 
need for dilation during the 48 weeks

Proportion of patients in clinical remission with a total weekly 
EEsAi- PRO score <20 at 48 weeks.



Primary endpoint: No treatment failure

Remission maintained with both doses of budesonide



Deep histological remission (0 eos/hpf)

Remission maintained with both doses of budesonide



Histological relapse (>15eos/hpf)



Clinical relapse, dilation or food impaction



Time to clinical relapse



What did we learn?

Orodispersible budesonide is effective long-term therapy for patient 
with EoE after remission is obtained



Topics
• Adverse effects of PPI
• GERD complications of sleeve gastrectomy and 

POEM
• G-POEM for gastroparesis



Adverse Effects of PPI

What do we know?



Figure 1 

Copyright © 201 AGA Institute Terms and
Conditions

Vaezi et al gastroenterology 
2017;153:35

http://www.elsevier.com/termsandconditions


What Do We Know

• Almost all data from retrospective studies
• Large data bases
• OR usually on the low side
• Confounding factors: those on PPI are usually older 

with more comorbidity, compared to those non on PPI



Hill’s Viewpoints (Criteria) to Determine Causality

Hill’s Proc R Soc Med1965;58:295
Vaezi et al gastroenterology 2017;153:35



Vaezi et al, gastroenterology 2017;153:35
Colin Howden, DDW 2019 (#4070)



DDW 2019, # 461

11 studies, all observational, 
320,573 patient
Marked heterogeneity 





DDW 2019 #



Methods
• Randomozed trial of rivaroxaban / aspirin  or 

combination in patients with stable cardiovascular 
disease

• Primary outcome: cardiovascular death, stroke or MI 
Elkelboom et al,  NEJM 2017;377: 1319

• An arm of PPI vs placebo was added 
• 17,598 patients, 580 centers, Mean F/U 3 years , 

52,532 patient years F/U



PPI vs no PPI







DDW 2019, #3951 



Background





7 RCT’s, evaluating bleeding, 3 evaluated AE’s of PPI
Rx with clopidogrel or clopidogrel+ASA
Randomized to PPI vs placebo, or PPI vs famotidine
Mean F/U: 1-6 mo ( the largest 3761 pt, 6 mo F/U)



Reapplication of Hill’s Criteria



What have we learnt

• What we already know, just reassured

• PPI are safe and effective drugs.
• Give for the right indication, right dose, and follow up 

your patients



DDW 2019 . #4600



What Do Know

• LSG is the most frequently performed bariatric 
surgery worldwide

• Conflicting data on its refluxogenic potential
• Most centers avoid those with severe EE / Barrett’s 
• No standardized approach for preoperative / 

postoperative  assessment of GERD







What Have We learnt?

• LSG is refluxogenic
• Predictors? Who will develop Barrett’s ?
• Who should avoid LSG?
• Should we screen all patients after LSG? 
• Follow up?



DDW 2019 . #3705



What Do We Know

• POEM is gaining popularity as a treatment for 
achalasia, particularly type III

• Short term results show comparable efficacy between  
Heller myotomy and PD in type I and II. 

• Lack of long term data
• The only RCT of POEM vs PD showed better clinical 

improvement with POEM, but comparable physiologic 
variables. Significantly more erosive esophagitis with 
POEM  (Pond et al, Gastroenterology, 2017:152, S539)

• POEM, unlike surgery, provides no antireflux
protection



Methods
• RCT: 50 patients in each arm
• ~ 20% with Chagas, achalasia type not specified
• Preoperative assessment: EGD, timed barium 

esophagram, manometry , Eckardt score, QOL 
questionnaire 

• Postoperative: Same + AE’s,  procedure time,
hospital stay

• Primary end points: Efficacy and esophagitis
• F/U : 1 year



Results

Clinical response (90%), QOL, barium column, LESP  : Comparable



Esophagitis

Erosive esophagitis by LA classification at 1 year: 
-- Heller : 1B,  1C 
-- POEM : 5A, 4C , 2D 



What Have We learnt

• In a randomized controlled trial, POEM is comparable 
to Heller myotomy 

• Erosive esophagitis is significantly more common 
after POEM

• How should we follow such patients and what are the 
implications?? PPI for al ??



G-POEM for Gastroparesis

• Gastroparesis is a chronic debilitating disease
• Medical therapy : limited menu of prokinetic and 

antiemetic options
• Surgical therapy: Primarily feeding tubes and GES. 

Questionable effect of pyloroplasty
• Origin of symptoms is multifactorial
• Relation between gastric emptying and symptoms?
• Increased pyloric tone in some patients
• Enters G-POEM: a medical drainage procedure



80 patients (36%  post- surgical), F/U 1 year
Improved symptoms and QOL by questionnaires and gastric emptying
No data on hospital/ ER admissions, nutrition status



90 patients , median F/U 3-6 months
Double myotomy, better results ( questionnaire and gastric emptying)



78 G-POEM, 33  GES
Response: time to  hospitalizations





What Have We learnt?

• Open label intervention on the pylorus is beneficial

• Besides etiology, other predictors? Response to 
dilation? pyloric distensibility?

• Still no sham control study





Same Session Food Disimpcation
and Esophageal Dilation

• Food impaction: 
-- bolus removal
-- Diagnostic assessment (Bx)
-- Medical therapy           subsequent stricture dilation

-- Same session dilation ? Data are lacking



Savary dilators 14-16 mm.
Repeat EGD to assess for bleeding, tears
F/U by phone and clinic visit
Complications: Bleeding, perforation, pain, death



-- 297 enrolled, 241 had dilation (56 excluded for technical
reasons precluding dilation)

-- Delay between impaction and dilation: 4-12 hours





What Have We learnt
• End of one more sacred cow?

• In centers with good expertise dilation is safe
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