Table 1 The characteristics, designs, main results, and conclusions of several rigorous clinical studies regarding anesthesia-induced developmental neurotoxicity.

	Studies
	Locations
	Sample sizes
	Intervention group
	Control group
	Study subjects
	Assessments
	Primary endpoints
	Main results
	Conclusions

	PANDA[12]
	USA: four hospitals in four cities
	105 sibling pairs
	A single anesthesia exposure before 3 years
	No anesthesia exposure before 3 years
	Sibling pairs
	Neuropsychological functions and behaviors
	The global cognitive function assessment
	No statistically significant difference in full scale IQ score
	Among healthy children with a single anesthesia exposure before age 36 months, compared with healthy siblings with no anesthesia exposure, there are no statistically significant differences in IQ scores in later childhood.

	GAS-first part[13]
	28 medical centers in seven countries
	532
	Sevoflurane-based general anesthesia
	Awake-regional anesthesia
	Infants younger than 60 weeks post-menstrual age, born at greater than 26 weeks' gestation
	Composite cognitive score at 2 years of age
	Composite cognitive score
	Equivalence between awake-regional anaesthesia and general anesthesia
	Less than 1░h of sevoflurane anesthesia in early infancy does not result in an increased risk of adverse neurodevelopmental outcome at 2 years of age.

	GAS- second part[14]
	28 medical centers in seven countries
	447
	General anesthesia
	Awake-regional anesthesia
	Infants less than 60 weeks’ post-menstrual age who were born at more than 26 weeks’ gestation
	Neurodevelopmental outcome at age of 5 years
	Wechsler Preschool and Primary Scale of Intelligence, third edition full-scale intelligence quotient score
	Equivalence in WPPSI-III FSIQ
	Less than 1░h of general anesthesia in early infancy does not alter neurodevelopmental outcomes at age 5 years compared with awake-regional anesthesia.

	MASK[15]
	USA: Rochester, MN
	997
	Single/multiple anaesthesia before 3 years old
	Unexposed children
	From Rochester Epidemiology Project
	Psychometrist assessments
	Full-Scale intelligence quotient standard score
	Only multiple anesthesia exposures, but not single anesthesia exposure, are associated with a pattern of changes in specific neuropsychological domains
	Only multiple anesthesia exposures, but not single anesthesia exposure, are associated with a pattern of changes in specific neuropsychological domains that are associated with behavioral and learning difficulties.


PANDA: Pediatric anesthesia and neurodevelopmental assessment; GAS: General anesthesia compared to spinal anesthesia; MASK: Mayo anesthesia safety in kids; WPPSI-III: Wechsler Preschool and Primary Scale of Intelligence-Third Edition; FSIQ: Full-scale intelligence quotient.

