Table 2. Other underlying organic conditions, clinical signs and diagnostic tests
	Diagnosis
	Age1
	Clinical signs
	Diagnostic tests

	Cerebral palsy, spastic hemiplegia
	1.5-15
	- CMA diagnosed by DBPCFC
- Re-referral for sleeping problems
- Early right-hand preference (<3m)
- Abnormal physical examination: Tone dysregulation left-arm and leg
	Brain MRI: signs of prior hemorrhage in the left cerebellum.

	Cerebral palsy, spastic hemiplegia

	1-7
	- Hospital admission for sleeping problems
- Positional preference
- During admission abnormal physical examination: Increased tone left-arm and leg
	Brain MRI: asymmetry of the ventricular system with right parietal gliosis, likely sequela of perinatal venous infarction

	Developmental delay of unknown cause2
	0.5-23
	- Persistent feeding problems with vomiting after solids 
- Re-referral due to speech-language delay 
- Brief contact, only functional eye contact
	SNP-array and trio-WES (exome-wide ID panel): no abnormalities detected

	Developmental delay of unknown cause2
	3-20
	- CMA diagnosed by DBPCFC
- Re-referral due to delayed motor development
- Speech-language delay, minimal eye contact and
difficulties with sensory processing
	SNP-array and trio-WES (exome-wide ID panel): no abnormalities detected

	Developmental delay of unknown cause2
	3-18
	- Re-referral due to head banging and atypical behavior
- Speech-language delay
- Unable to follow instructions
	SNP-array, trio-WES (exome-wide ID panel), and metabolic screen: no abnormalities detected

	Developmental delay of unknown cause2
	1-24
	- Re-referral due to sleeping problems
- Delayed speech development
- Stereotype behavior hand-flapping
	SNP-array and trio-WES: variance of unknown significance in UPF3B gene

	Genetic disorder,
Angelman syndrome
	1-12
	- Re-referral: global developmental delay, jerky right arm movements
- Abnormal physical examination: full lips, truncal hypotonia with peripheral hypertonia
	SNP array and methylation test: 15q11q13 deletion on the maternal allele

	Genetic disorder, 
missense SCN2a mutation
	3-17
	- Re-referral due to motor and speech-language delay
- Limited social interaction, minimal eye contact
	Trio-WES: pathogenic missense SCN2A mutation; reported in children with intellectual disability and autism spectrum disorder 

	Genetic disorder,
15q11.2 deletion
	1.5-24
	- Re-referral due to restless sleep
- Delayed speech development noted around age 2; suspicion of autism spectrum disorder 
	SNP-array and trio-WES: 15q11.2 deletion, paternally inherited, partially explanatory for the observed features

	Hip subluxation; without history of breech presentation or familial hip dysplasia 
	1-1.5
	- Positional preference
- During admission abnormal physical examination: Asymmetric hip abduction (left < right), palpable painful click
	Hip US: left alpha angle 36°, subluxation of hip to acetabulum

	Laryngeal cleft
	0.5-6
	- Persistent feeding issues and crying 
- Vomiting, choking, and coughing

	- Swallow study: liquid penetration and aspiration
- Laryngoscopy: laryngomalacia, laryngeal cleft.

	Meckel diverticulum 
	3-8
	- Initial PPI for crying/vomiting (suspected GERD)
- Re-referral at 7 months for paroxysmal pain episodes and rectal bleeding, after initial PPI had been discontinued.
	- Blood: Hb 5.4 mmol/L; PT and aPTT normal 
- Abdominal US: normal
- Meckel scan: ectopic gastric mucosa consistent with Meckel diverticulum

	Pyloric hypertrophy
	1.5-1.5
	- Progressive vomiting and weight loss
	Abdominal US: pyloric hypertrophy

	Urinary tract infection 
	0.5-0.5
	- Progressive vomiting
- Persistent day-and-night crying
	- Urine culture: E. Coli >105 
- Abdominal US: normal 

	Urinary tract infection 
	1.5-2
	- Three weeks after initial presentation re-referral due to fever 1 day (39.3 °C)
- Irritable
- Ill-appearing, tachycardia 190 bpm; received 10 ml/kg Ringer lactate bolus
	- Blood: CRP 56 mg/L, WBC 20.2x109/L
- Urine culture: K. pneumoniae >105
- Lumbar puncture: normal
- Abdominal US: normal


Abbreviations: CMA, cow’s milk allergy; DBPCFC, double-blind placebo-controlled food challenge; SNP, single-nucleotide polymorphism; MRI, magnetic resonance imaging; US, ultrasound; WES, whole-exome sequencing
Clinical signs consistent with those reported in earlier literature are bold20-23
1Age in months from first presentation to diagnosis
2Autism spectrum disorder considered in differential diagnosis
17


