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NICU CLINICAL GUIDELINE 

  Medication included     No medication included 

Title: 
Clinically Significant Gastroesophageal Reflux (GER) in Infants Born 
Prematurely  

This document is 
attached to: 

1. Provide consensus-based diagnostic criteria for clinically significant 
GER in infants born prematurely 

2. Provide a consensus-based treatment algorithm for clinically 
significant GER in infants born prematurely 

1. PURPOSE 

Gastroesophageal reflux (GER) occurs in > 90% of infants born prematurely. The majority of 
premature infants will not require treatment for this natural phenomenon. However, there is a subset 
of infants born prematurely who have clinically significant GER that impairs their age-appropriate 
function and development. There is no evidence-based investigation to distinguish this subset of 
infants nor is there evidence-based treatments that consistently improve GER. There is also 
emerging evidence that pharmacologic agents to treat GER can result in harm. Therefore, the 
following consensus-based definition and treatment algorithm were designed to target the subset of 
infants with impaired function or development as a result of GER and treat them in a step-wise 
approach from least aggressive to more aggressive therapies.  

2. GUIDELINE APPICABLE IN THE FOLLOWING SETTING: 

The following patients are included in this guideline: 

 Infants born < 34 weeks’ gestation and admitted to the MUHC NICU 
 
The following patients are excluded from this guideline:  

 Infants with a gastrointestinal congenital malformation (e.g. TEF/EA, gastroschisis) 
OR 

 Infants with an ostomy  
OR 

 Infants with an anatomical or functional short gut  

3. GUIDELINE HAS BEEN APPROVED BY:   TBD (Ongoing as of June 8, 2021) 

4. ELEMENTS OF CLINICAL ACTIVITY 

Diagnosis of Clinically Significant GER in Infants Born Prematurely 

Good VIBEs only for reflux! 

The infant must have at least 2 of the following1: 

V – VOMITING on average > 2 times in 24 hours for at least 1 week 

I – IRRITABILITY that prevents age-appropriate activities for at least 1 week 

B – Poor BOTTLE/BREAST feeding progression at 37 weeks corrected gestational age or later2 

E – Requires EXTENDED gavage feed time for age-appropriate physiology (i.e. inability to compress 
feeds)  

Footnotes 
1Clinically significant GER is a multi-disciplinary diagnosis requiring patient care continuity and should not be diagnosed during a 
night, weekend or holiday shift. 
2Occupational therapy needs to be consulted to fulfill this criterion. Failure to remove CPAP by 37 weeks corrected gestational age 
does not automatically fulfill criterion.  
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No improvement Some improvement Resolution of GER 

Consider additional 1-week trial of 
Step1a vs. advancing to Step 1b 

Continue current management. Challenge 
with compressed feed time/increased TFI 
at least every 2 weeks from initiation. 

Some improvement Resolution of GER No improvement 

Consider additional 1-week trial of 
Step1b vs. advancing to Step 2a 

Continue current management. Challenge 
with compressed feed time/increased TFI 
at least every 2 weeks from initiation. 

Some improvement 

Resolution of GER No improvement 

Consider additional 
1-week trial of 
Step2a vs. 
advancing to Step 
2b 

Continue current management. 
Challenge with compressed feed 
time/increased TFI at least every 2 
weeks from initiation. If successful, 
consider reintroduction of non-
hydrolyzed fortifier prior to discharge. 

No eosinophilia 
and 
no FHx of atopy 

Some improvement 

Treatment Algorithm for Clinically Significant GER in Infants Born Prematurely 

 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Step 1a: Initial Conservative Management 
1-week trial of… 

1. Decrease TFI1 or extend feed time  
AND 

- Encourage Kangaroo Care  
- Prone positioning and elevation of the head-of-bed if not approaching discharge 
- Use nasogastric tubes (not orogastric) if off respiratory support and ≥ 32 weeks 
- Consider thickener or thickened formula (Enfamil A+ spit-up) if oral feeding and cGA ≥ 372 
- Encourage oral stimulation and/or oral feeds 

 

Step 1b: Advanced Conservative Management 

1-week trial of… 
1. Decrease TFI1 and extend feed time 
2. Continue all other instructions in Step 1a 

Step 2a: CMPI Evaluation and Initial Management  
1. Perform CBC3 and obtain family history of atopy4 

a. If eosinophilia or positive family atopy history then 1-week trial of changing the milk 

fortification to liquid HMF (< 2.5kg) or Nutramigen (≥ 2.5kg).  

2. Continue all other instructions from Step 1  
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No eosinophilia 
and 
no FHx of atopy 

Some improvement Resolution of GER No improvement 

Consider 
additional 1-week 
trial of Step2b vs. 
advancing to Step 
3a 

Continue current management. 
Challenge with compressed feed 
time/increased TFI at least every 2 
weeks from initiation. Discharge on 
hydrolyzed milk is recommended 

Some improvement Resolution of GER No improvement 

Consider additional 1-week 
trial of Step3a vs. advancing 
to Step 3b 

Continue current management. Challenge with 
compressed feed time/increased TFI at least every 2 
weeks from initiation. If successful and hydrolyzed 
milk was initiated in Step 2, consider reintroduction of 
non-hydrolyzed milk prior to discharge. 

 

Resolution of GER Some improvement No improvement 

Consider additional 1-week 
trial of Step3b vs. advancing 
to Step 4 

Continue current management. Challenge with 
compressed feed time/increased TFI at least every 2 
weeks from initiation. If successful and hydrolyzed 
milk was initiated in Step 2, consider reintroduction of 
non-hydrolyzed milk prior to discharge. 

 

 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 

Step 2b: Advanced CMPI Management 

1 week trial of…. 
1. Hydrolyzed milk only (Nutramigen and/or EBM with maternal CMPI diet5) 
2. Continue all other instructions from Step 1 
 

 

Step 3a: Initial Pharmacological Management 
1. If corrected gestational age ≥ 37 weeks and primary symptom is irritability or poor oral feeding or 

inability to compress feeds, then 1-week trial of a proton-pump inhibitor (i.e. Lansoprazole) or an H2 
blocker (i.e. Famotidine)6  

2. If corrected gestational age ≥ 37 weeks and primary symptom is vomiting, then 1-week trial of a 
motility agent (i.e. domperidone) 

3. If corrected gestational age < 37 weeks, medication is not recommended.7 Consider 1-week trial of 
post-pyloric feeds if current weight ≥ 2kg 

4. Continue all other instructions from Step 1 and Step 2  

 
 

 

Step 3b: Advanced Pharmacological Management 
1. If corrected GA ≥ 37 weeks, continue medication started in Step 3a 
2. If corrected GA ≥ 37 weeks, 1-week trial of adding second medication class6 (i.e. add 

domperidone if prescribed lansoprazole or famotidine in Step 3a; add lansoprazole or famotidine if 
prescribed domperidone in Step 3a) 

3. If corrected GA < 37 weeks, medication is not recommended. Consider 1-week trial of post-pyloric 
feeds if current weight ≥ 2kg 

4. Continue all other instructions from Step 1 and Step 2 
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Footnotes: 
1Consult with nutritionist to ensure adequate caloric intake 
2Discuss thickening options with occupational therapist and nutritionist 
3Eosinophilia definition: mild: 0.70-0.99 x 10^9/L; moderate 1.00-2.99 x 10^9/L; severe ≥3.00 x 10^9/L 
4Questions to ask for family atopy history: 

- Sibling with CMPI? 
- Siblings with allergies/asthma/eczema? 
- Parents with allergies/asthma/eczema? 

5Consult nutritionist and lactation consultant for details of maternal CMPI diet.  
6Dosing as per Lexicomp guidelines and clinician discretion.  
 

5. MAIN AUTHOR:  

Jessica Duby – Neonatologist, Montreal Children’s Hospital, MUHC 

6. CONSULTANTS (listed in alphabetical order):  

Amanda Camacho – Lactation Consultant, Montreal Children’s Hospital, MUHC 
Alexandra Breton-Piette – NICU Nurse, Montreal Children’s Hospital, MUHC 
Daphney Ducharme-Roy – NICU Nurse, Montreal Children’s Hospital, MUHC 
May Khairy – Neonatal Follow-Up Pediatrician, Montreal Children’s Hospital, MUHC 
Christine Labelle – Occupational Therapist, Montreal Children’s Hospital, MUHC 
Shani Lugasi – Nutritionist, Montreal Children’s Hospital, MUHC 
Stephanie Mardakis – NICU Nurse Educator, Montreal Children’s Hospital, MUHC 
Katryn Paquette-  Neonatologist, Montreal Children’s Hospital, MUHC 
Dariane Racine – Pharmacist, Montreal Children’s Hospital, MUHC 
Elissa Remmer – NICU Nurse Educator, Montreal Children’s Hospital, MUHC 
Ana Sant’Anna – Gastroenterologist, Montreal Children’s Hospital, MUHC 
Megan Smith-Morin – Occupational Therapist, Montreal Children’s Hospital, MUHC 
Emilie St. Germain – Neonatal Nurse Practitioner, Montreal Children’s Hospital, MUHC 
Sharon Taylor-Ducharme – NICU Nurse Manager, Montreal Children’s Hospital  
Rebecca Thorne – NICU Nurse, Montreal Children’s Hospital, MUHC  

7. SPECIAL CONSIDERATIONS 

None 

8. APPROVAL PROCESS 

Institutional and professional approval 

9. REVIEW DATE 

To be updated in maximum of 4 years or sooner if presence of new evidence or need for practice change. 

Committees 
Date 

[yyyy-mm-dd] 

 NICU Multidisciplinary GER Committee 2021-05-04 

 Pediatric Clinical Practice Review Committee (CPRC) (if applicable)  

 Pediatric Pharmacy and Therapeutics (Peds P&T) (if applicable)  

Step 4: Refractory Gastroesophageal Reflux 
1. Consult Pediatric Gastroenterology (GI) for further investigations and management.   
2. Consult Neonatal Follow-Up (i.e. Bridge Team) to facilitate long-term management plans 
3. Continue lansoprazole/famotidine and domperidone pending GI consult 
4. Consider trial of post-pyloric feeds if > 2kg pending GI consult 
5. Continue all other instructions from Step 1 and Step 2 
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