Table S1. PRISMA Checklist	
	Section/topic 
	#
	Checklist item 
	Reported on page  

	TITLE 
	

	Title
	1
	Identify the report as a systematic review, meta-analysis, or both. 
	1

	ABSTRACT 
	

	Structured summary
	2
	Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria, participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and implications of key findings; systematic review registration number. 
	2

	INTRODUCTION 
	

	Rationale
	3
	Describe the rationale for the review in the context of what is already known. 
	3

	Objectives
	4
	Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	4

	METHODS 
	

	Protocol and registration
	5
	Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration information including registration number. 
	—

	Eligibility criteria
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. 
	5

	Information sources
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	4

	Search
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	4

	Study selection
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	5

	Data collection process
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	5

	Data items
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	5

	Risk of bias in individual studies
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	6

	Summary measures
	13
	State the principal summary measures (e.g., risk ratio, difference in means). 
	6

	Synthesis of results
	14
	Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g., I2) for each meta-analysis. 
	6

	Section/topic 
	#
	Checklist item 
	Reported on page # 

	Risk of bias across studies
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	6

	Additional analyses
	16
	Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre-specified. 
	6

	RESULTS 
	

	Study selection
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	Fig.1

	Study characteristics
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	7

	Risk of bias within studies
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). 
	Fig.2

	Results of individual studies
	20
	For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each intervention group (b) effect estimates and confidence intervals, ideally with a forest plot. 
	8-11

	Synthesis of results
	21
	Present results of each meta-analysis done, including confidence intervals and measures of consistency. 
	8-11

	Risk of bias across studies
	22
	Present results of any assessment of risk of bias across studies (see Item 15). 
	8-12

	Additional analysis
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). 
	12

	DISCUSSION 
	

	Summary of evidence
	24
	Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy makers). 
	13-14

	Limitations
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of identified research, reporting bias). 
	15

	Conclusions
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	16

	FUNDING 
	

	Funding
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. 
	16




	Table S2. Meta-regression analysis of baseline characteristics.

	Variables
	β
	95% CI
	P value

	Changes in HbA1c
	
	
	

	  Sex ratio (%)
	-0.0276682
	-2.262332~2.206996
	0.979

	  Mean age (year)
	-0.0156687
	-0.0502558~0.0189185
	0.337

	Mean baseline HbA1c (%)
	11.79409
	-23.95659~47.54478
	0.479

	Mean baseline BMI (kg/m²)
	0.0112724
	-0.0260817~0.0486265
	0.517

	  Mean baseline weight (kg)
	0.0031593
	-0.0071164~0.0134351
	0.509

	Mean baseline FPG (mg/dL)
	0.0027648
	-0.0046633~0.0101928
	0.422

	Duration of diabetes (year)
	-0.0120899
	-0.0437124~0.0195327
	0.414

	Duration of interventions
	0.0001341
	-0.0030572~0.0033254
	0.927

	Changes in FPG
	
	
	

	  Sex ratio (%)
	46.12543
	-109.5319~201.7827
	0.519

	  Mean age (year)
	-0.9916922
	-3.199412~1.216028
	0.336

	Mean baseline HbA1c (%)
	-380.6619
	-2621.492~1860.169
	0.710

	Mean baseline BMI (kg/m²)
	0.1082547
	-2.135045~2.351554
	0.915

	  Mean baseline weight (kg)
	0.0402343
	-0.5767318~0.6572005
	0.886

	Mean baseline FPG (mg/dL)
	-0.0070954
	-.4648557~0.4506649
	0.972

	Duration of diabetes (year)
	-0.8327963
	-2.846665~1.181073
	0.374

	Duration of interventions
	-0.1093359
	-0.289506~0.0708341
	0.203

	HbA1c≤7.0%
	
	
	

	  Sex ratio (%)
	1.221455
	-0.3511781~2.794088
	0.111

	  Mean age (year)
	0.0178849
	-0.009668~0.0454379
	0.173

	Mean baseline HbA1c (%)
	-36.16576
	-75.01747~2.68596
	0.064

	Mean baseline BMI (kg/m²)
	0.020738
	-0.00752~0.0489959
	0.129

	  Mean baseline weight (kg)
	0.0056113
	-0.0022491~0.0134718
	0.138

	Mean baseline FPG (mg/dL)
	-0.0024782
	-0.0108072~0.0058507
	0.512

	Duration of diabetes (year)
	0.0168176
	-0.0107823~0.0444175
	0.198

	Duration of interventions
	0.0029145
	0.0004157~0.0054133
	0.028

	SAEs
	
	
	

	  Sex ratio (%)
	0.2475897
	-2.150022~2.645202
	0.824

	  Mean age (year)
	-0.0011084
	-0.0336273~0.0314104
	0.942

	Mean baseline HbA1c (%)
	0.5857161
	-51.53986~52.71129
	0.981

	Mean baseline BMI (kg/m²)
	0.0177101
	-0.0602871~0.0957072
	0.627

	  Mean baseline weight (kg)
	0.0055296
	-0.0198242~0.0308834
	0.641

	Mean baseline FPG (mg/dL)
	0.0007159
	-0.0112051~0.0126369
	0.897

	Duration of diabetes (year)
	-0.0047152
	-0.0411417~0.0317114
	0.781

	Duration of interventions
	-0.0008792
	-0.0048876~0.0031292
	0.639

	Confirmed Hypoglycemia
	
	
	

	  Sex ratio (%)
	1.82501
	-2.512215~6.162234
	0.371

	  Mean age (year)
	-0.0055022
	-0.0541062~0.0431018
	0.806

	Mean baseline HbA1c (%)
	15.50148
	-5.576054~36.57901
	0.132

	Mean baseline BMI (kg/m²)
	0.0103322
	-0.0273001~0.0479645
	0.554

	  Mean baseline weight (kg)
	0.003191
	-0.0068561~0.0132382
	0.495

	Mean baseline FPG (mg/dL)
	-0.0142403
	-0.0434446~0.014964
	0.303

	Duration of diabetes (year)
	0.0042621
	0.0004598~0.0080644
	0.032

	Duration of interventions
	0.0006412
	-0.0019728~0.0032552
	0.597

	Severe Hypoglycemia
	
	
	

	  Sex ratio (%)
	-0.8264533
	-7.315493~5.662586
	0.772

	  Mean age (year)
	-0.0054593
	-0.1043914~0.0934728
	0.900

	Mean baseline HbA1c (%)
	-9.36096
	-127.7424~109.0205
	0.857

	Mean baseline BMI (kg/m²)
	0.0157733
	-0.2728688~0.3044154
	0.901

	  Mean baseline weight (kg)
	0.0042445
	-0.0944446~0.1029337
	0.922

	Mean baseline FPG (mg/dL)
	-0.004695
	-0.0316476~0.0222575
	0.693

	Duration of diabetes (year)
	0.0213834
	-0.1174347~0.1602014
	0.726

	Duration of interventions
	-0.0019875
	-0.0140226~0.0100476
	0.708

	Nocturnal Hypoglycemia
	
	
	

	  Sex ratio (%)
	0.9706408
	-3.059327~5.000609
	0.607

	  Mean age (year)
	0.0307622
	-0.0351979~0.0967224
	0.327

	Mean baseline HbA1c (%)
	11.31972
	-18.81721~41.45665
	0.426

	Mean baseline BMI (kg/m²)
	0.0072631
	-0.0445892~0.0591155
	0.764

	  Mean baseline weight (kg)
	0.0026302
	-0.0113032~0.0165637
	0.686

	Mean baseline FPG (mg/dL)
	0.0038166
	-0.0025066~0.0101398
	0.211

	Duration of diabetes (year)
	-0.0192217
	-0.0608884~0.022445
	0.332

	Duration of interventions
	-0.0006954
	-0.0039763~0.0025855
	0.650




Figure S1. Comparison of the proportion of participants with HbA1c ≤7.0% at the end of intervention.

Figure S2. Comparison of the proportion of participants experiencing ≥1 confirmed hypoglycaemic event.

Figure S3. Meta-analyses of insulin degludec versus insulin glargine, comparing changes in bodyweight between baseline and end of intervention: (A) changes in bodyweight (kg), (B) sensitivity analysis: changes in bodyweight (exclusion of a study by Marso, S. P. et al.).


Figure S4. Comparison of the proportion of participants with serious adverse events (SAEs).


Figure S5. Comparison of the proportion of participants with major adverse cardiovascular events (MACE).


[bookmark: _GoBack]Figure S6. Sensitivity analysis on changes in bodyweight was performed without the source of heterogeneity.
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