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Supplementary S1 Fig: PRISMA flow diagram



Supplementary Fig S2: LOO sensitivity analysisSupplementary Fig S2: LOO sensitivity analysis
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J) Headache
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Supplementary Fig. S3: Funnel Plots

A) Fasting plasma glucose (met-XR vs. met-IR) B) Fasting plasma glucose (met-DR vs. met-IR) 

C) Fasting plasma glucose (met-DR vs. met-XR) D) HbA1c (met-XR vs. met-IR)



E) HbA1c (met-DR vs. met-IR) F) HbA1c (met-DR vs. met-XR)

G) Mean body weight (kg) H) Mean BMI (kg/m2)
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Supplementary Fig S4: GRADE Analysis



Title/Abstract Screening Full Text Screening

Inclusion criteria Exclusion criteria Inclusion criteria Exclusion criteria

Study 

design

• Human studies.

• >50 cases.

• Animal studies.

• < 50 cases.

• Non-primary research 

articles (including reviews).

• Editorial comments, 

meeting abstracts (with 

insufficient data), book 

chapters, non-peer review 

articles.

• Human studies

• >50 cases

• Randomised controlled 

studies and prospective 

randomised controlled 

studies.

• Animal studies

• < 50 cases

• Non-primary research 

articles (including reviews).

• Editorial comments, 

meeting abstracts (with 

insufficient data), book 

chapters, non-peer review 

articles.

Group • Adult men and women 

treated with extended 

release metformin  

compared to immediate 

release metformin

• Children • Adult men and women 

treated with extended 

release metformin  

compared to immediate 

release metformin

• Children

Exposure • Extended release 

metformin vs. immediate 

release metformin for any  

adult

• Metformin with other drug 
combinations.

• Extended release 

metformin vs. 

immediate release 

metformin for any  adult

• Metformin with 

other drug 

combinations.

Outcome • Glycaemic control Weight 
gain/loss

• Lipid profiles
• Side effects (including 

gastrointestinal)
• Cost-effectiveness
• Serum/tissue metformin 

levels (peak 
concentration/area under 
curve)

• Patient satisfaction
• Compliance with 

medication

• Glycaemic control 
Weight gain/loss

• Lipid profiles
• Side effects (including 

gastrointestinal)
• Cost-effectiveness
• Serum/tissue metformin 

levels (peak 
concentration/area 
under curve)

• Patient satisfaction
• Compliance with 

medication

Supplementary Table S1: Inclusion and exclusion criteria



Supplementary Table S2: Risk of Bias analysis



Supplementary Table S3: Study characteristics table

Please see separate supplementary Excel spreadsheet



S1 Text: PROSPERO document











S2 text: Database search terms

PubMed: June 1997 to 27th November 2020

Search: (metformin[MeSH Terms]) AND (delayed-action preparations[MeSH Terms]) Sort by:

Publication Date

"metformin"[MeSH Terms] AND "delayed-action preparations"[MeSH Terms]

Translations

metformin[MeSH Terms]: "metformin"[MeSH Terms]

delayed-action preparations[MeSH Terms]: "delayed-action preparations"[MeSH Terms]

Web of Science: 1900 to 27th November 2020

TI=(metformin* AND extended release) OR

TI=(metformin* AND sustained release) OR

TI=(metformin* AND controlled release) OR

TI=(metformin* AND slow release) OR

TI=(metformin* AND timed release)

OVID EMBASE: 1974 to 27th November 2020

(metformin and extended release).mp. OR

(metformin and sustained release).mp. OR

(metformin and controlled release).mp. OR

(metformin and slow release).mp. OR

(metformin and timed release).mp.

OVID MEDLINE: 1946 to 27th November 2020

(metformin and extended release).mp. OR

(metformin and sustained release).mp. OR

(metformin and controlled release).mp. OR

(metformin and slow release).mp. OR

(metformin and timed release).mp.

Cochrane Library: Database inception to 27th November 2020

metformin AND delayed-action preparations

Clinicaltrial.gov: Database inception to 27th November 2020

metformin AND delayed-action preparation


