Supplementary File 2 — Safety Monitoring Procedures and Stopping Criteria 
Title: Safety Monitoring Protocol for Oropharyngeal Colostrum Administration
1. Purpose of Safety Monitoring
This protocol outlines the safety assessments performed during each OAC administration, including vital sign monitoring, mucosal inspection, and predefined stopping criteria to ensure infant safety.

2. Parameters Monitored During Each OAC Session
Nurses continuously monitored the following parameters:

· Apnea
· Bradycardia (<90 bpm)
· Tachycardia (>180 bpm)
· Desaturation (SpO₂ <88% for more than 10 seconds)
· Oral mucosal irritation or injury
· Signs of distress (grimacing, cyanosis, increased work of breathing)

Monitoring began 1 minute before, continued throughout the 2-minute mucosal contact, and ended 30 minutes after administration.

3. Detailed Monitoring Schedule

3.1 Before Administration

· Assess baseline SpO₂, heart rate, and respiratory pattern
· Confirm infant stability
· Inspect buccal mucosa for irritation or injury
· Document baseline vitals

3.2 During Administration
Continuous monitoring of:

· SpO₂
· Heart rate
· Respiratory effort
· Observe for apnea or bradycardia
· Inspect mucosa during application

3.3 After Administration

· Monitor for 30 minutes post-procedure
· Document any adverse events
· Record infant tolerance (calm, mild discomfort, distress)

4. Predefined Stopping Criteria
The procedure was immediately discontinued if any of the following occurred:

Respiratory Events

· Apnea >20 seconds
· SpO₂ <88% for more than 10 seconds not resolving with stimulation (persistent desaturation)

Cardiac Events

· Bradycardia <90 bpm lasting >10 seconds
· Tachycardia >180 bpm with signs of distress

Mucosal Events

· Visible oral mucosal injury, bleeding, or ulceration
· Significant erythema after previous session

Behavioral Distress

· Cyanosis
· Excessive crying

5. Documentation Requirements
For each OAC session, nurses recorded:

· Date and time
· Volume administered
· Side of cheek
· Baseline vitals
· Any adverse event
· Whether stopping criteria were triggered
· Infant tolerance score (0 = calm, 1 = mild discomfort, 2 = distress)

6. Quality Assurance

· Weekly review of safety logs by study supervisor
· Immediate retraining if repeated deviations occurred
· Monthly audit of mucosal injury reports

7. Replicability Statement
This safety protocol provides sufficient detail to allow replication in other NICUs and ensures consistent monitoring across staff and study sites.

A total of 1,440 OAC administrations (45 infants × 4 administrations/day × 8 days) were scheduled, administered, and monitored. All 1,440 scheduled administrations were documented as administered; no doses were missed. No episodes of apnea, bradycardia, tachycardia, desaturation, or mucosal injury were observed during administration or within 30 minutes afterward.
