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Table S1 OVID Search Strategy 
	Database: Embase <1974 to 29 Jan 2021>, Ovid MEDLINE(R) ALL <1946 to 29 Jan 2021>

	Search carried out on 01 Feb 2021
	

	Line
	Search term
	# hits

	1
	exp hypoglycemia/ 
	110592

	2
	exp *nocturnal hypoglycemia/ 
	337

	3
	exp *insulin hypoglycemia/ 
	404

	4
	or/1-3
	110592

	5
	"hypogly*".ab,hw,kw,ti,tw.
	231372

	6
	4 or 5
	231975

	7
	exp Portugal/
	33942

	8
	exp azores/ or exp madeira/
	13997

	9
	7 or 8 
	34233

	10
	"portug*".ab,hw,kw,ti,tw.
	68734

	11
	"azores".ab,hw,kw,ti,tw.
	1646

	12
	"madeira".ab,hw,kw,ti,tw.
	1711

	13
	or/10-12
	70542

	14
	9 or 13
	70542

	15
	6 and 13
	241

	16
	limit 15 to yr="2010 -Current"
	211

	17
	remove duplicates from 16
	170


Abbreviations: Jan=January; Feb=February.














Table S2 Eligibility Criteria
	Component
	Inclusion
	Exclusion

	Population
	• People aged 4 years and over with diabetes (T1DM and T2DM)
• Women with gestational diabetes
• Caregivers/family members/teachers etc. of people with diabetes
	• Nonhuman
• Children <4 years old; neonates
• Condition other than diabetes

	Event of interest
	• Severe hypoglycaemia defined as blood glucose level of < 54mg/dL or hypoglycaemic event requiring help or support from another person
	· Mild or moderate hypoglycaemia 
· Severity of hypoglycaemia not specified 
· People with diabetes with any other event other than severe hypoglycaemia

	Country
	Portugal
	Any country other than Portugal

	Outcomes
	• Epidemiology: incidence; prevalence; frequency of events; SHEs per year, associated mortality/ morbidity (i.e., clinical impact)
• Economic: HCRU (visits, calls for ambulance, LoS, ED admissions, treatment, SMBG tests); direct costs (cost per event/episode, annual cost attributed to hypoglycaemia); indirect costs (loss of productivity, work impairment)
• Social: patient/caregiver/family member reported outcomes (quality of life, fear, other impacts [i.e., hypoglycaemia while driving])
	• Any studies not providing detail on the specific outcomes of interest 
• Any studies not reporting outcomes in the population/country of interest

	Treatment setting
	• Primary care/community: General Practice
• Prehospital medical emergency unit (home)
• Secondary care: ED; inpatient; outpatient
	Study sites in clinical trial

	Study design
	• Observational (retrospective, prospective, longitudinal, cross-sectional)
• Economic (micro-costing, budget impact, cost of illness, economic model-based publications)
• RCTs: baseline characteristics of participants
• SLRs that include potentially relevant sources that were not identified via literature search will be obtained and assessed for eligibility
	Editorials; Notes; Comments; Letters; Case Reports/ Case Studies; Follow-up data from RCTS; SLRs that contain references identified via literature search

	Document type
	[bookmark: _GoBack]• Peer-reviewed journal articles
• Congress proceedings indexed in the database that contain enough information to determine eligibility
• Regional congress proceedings if the abstract was published in a peer-reviewed journal
	• Congress proceedings that do not provide enough information to determine eligibility
• Congress proceedings that have been since published as full-text articles

	Restrictions
	• English and Portuguese Language 
• Records published between 2010 and 2021
	


Abbreviations: ED=emergency department; HRU=healthcare resource use; LoS=length of stay; RCT=randomised clinical trial; SLR=systematic literature review; SHE=severe hypoglycaemia episode; SMBG=self-monitoring blood glucose; T1DM=type 1 diabetes; T2DM=type 2 diabetes.

Table S3 Probable causes of or triggers for SH and complications due to SH
	First author, year of publication
	Data extracted

	Conceição et al. (2018) [20]
	Probable cause of hypoglycaemia, n (%):
Missed meal/low carbohydrate meal, 133 (55.9); secondary to acute illness, 37 (15.5); insulin dose adjustment, 18 (7.6); errors in insulin administration, 13 (5.5); alcohol ingestion, 6 (2.5); new insulin, 5 (2.1); new OAD, 4 (1.7); exercise, 4 (1.7); OAD dose adjustment, 2 (0.8); no specific cause, 45 (18.9); other, 28 (11.8)

Complications due to hypoglycemia: 
Associated complications at admission: ~16% of patients (trauma most frequent)

	Pereira et al. (2020) [27]
	Cause of hypoglycaemia, n/N (%) (available in 512/676 [75.7%] ED reports):
Reduced food intake/altered dietary timing, 207/512 (40.4); overtreatment, 172/512 (33.6); drug misuse/error, 65/512 (12.7); acute kidney injury, 17/512 (3.3); unusual physical activity, 13/512 (2.5); alcohol consumption, 11/512 (2.1); nonadherence to treatment regimen, 7/512 (1.4); other causes, 20/512 (3.9)


	Esteves et al. (2018) [29]
	Most common concurrent causes for hypoglycaemia in SHE cases examined in the ED (n=61), n (%):  
Digestive system-associated disease, 17 (27.9); insulin administration error, 8 (13.1); acute kidney injury, 7 (11.5); skipped meal, 7 (11.5); urinary tract infection, 6 (9.8); other precipitants, 13 (21.3); no identified cause, 11 (18.0)


	Marques et al. (2019) [30]

	Causes of hypoglycaemia, n (%):  
Similar between T1DM and T2DM, 63 (42.6)

Low carbohydrate intake, 52 (35.1); excess of medication (dose error/insulin administration), 21.6% (n=32); intercurrence/disease 18.2% (n=27)


a Total n=238 (each patient could register >1 probable cause of hypoglycaemia). Abbreviations: ED= emergency department; OAD= oral antidiabetic drug; SH=severe hypoglycaemia; SHE= severe hypoglycaemia episode; T1DM= type 1 diabetes mellitus; T2DM= type 2 diabetes mellitus.



