
Supplementary material
Literature searches
The following searches of the PubMed database were performed on 14 August 2019:
· (GLP-1 RA OR “GLP-1 RAs” OR dulaglutide OR Trulicity OR liraglutide OR Victoza OR exenatide OR Byetta OR Bydureon OR semaglutide OR Ozempic) AND (France OR French) AND ("observational studies" OR "observational study" OR "real-world" OR “real world” OR outcome OR “evidence-based medicine” OR “retrospective studies” OR “retrospective study” OR database*).
· (“basal insulin” OR “Neutral protamine Hagedorn” OR Levemir OR “insulin detemir” OR Lantus OR Toujeo OR Basaglar OR Abasaglar OR “insulin glargine” OR Tresiba OR “insulin degludec” OR Optisulin OR Semglee OR Abasria OR Lusduna OR Insuman OR Humulin OR Hypurin OR NPH OR “isophane insulin” OR Insulatard OR Protaphane) AND (France OR French) AND ("observational studies" OR "observational study" OR "real-world" OR “real world” OR outcome OR “evidence-based medicine” OR “retrospective studies” OR “retrospective study” OR database* OR “electronic health record” OR “electronic health records”).
· In addition, abstracts from the following conferences were searched for presentations related to persistence with dulaglutide, exenatide, liraglutide or insulin in France:
· American Diabetes Association 2017–2019.
· European Association for the Study of Diabetes 2017–2018.
· Société Francophone du Diabète 2017–2019.
· 
Supplementary Table S1. GLP-1 RA approved dosage regimens and commercialization dates in France
	GLP-1 RA
	Approved dosage regimen
	Available dosages in France
	Date of commercialisation in France

	Dulaglutide1
	· Monotherapy in any patient: 0.75 mg QW
· Add-on therapy in vulnerable patients: 0.75 mg QW
· Add-on therapy in non-vulnerable patients: 1.5 mg QW
	0.75 and 1.5 mg
	January 2016

	Exenatide QW2
	· 2 mg QW
	2 mg
	May 2015

	Exenatide BID3
	· Starting dose: 5 ug BID for 1 month
· Increase to 10 ug BID if indicated
	5 and 10 ug
	2008

	Liraglutide4
	· Starting dose: 01.6 mg OD
· Increase to 1.2 mg OD after 7 days
· Increase to 1.8 mg OD after a further 7 days if indicated
	0.6, 1.2 and 1.8 mg 
	2009



BID, twice daily; GLP-1 RA, glucagon-like peptide 1 receptor agonist; OD, once daily; QW, once weekly.








Supplementary Table S2. Persistence with GLP-1 RAs and insulin in France: published data
	Drug class of interest
	Study start–end datea
	Definition of persistence
	Index drug
	Number of patients
	Persistence after:

	Publication
	
	
	
	
	180 days/
6 months
	12 months

	GLP-1 RA
	
	
	
	
	
	

	Divino et al., 20145
	01/01/2010–30/09/2013
	Discontinuation (prescription gap 2 times expected duration) or switch
	Exenatide BID
	77
	47%
	~18%

	
	
	
	Liraglutide
	189
	53%
	~35%

	Divino et al., 20176
	01/01/2013–31/08/2015
	Discontinuation (prescription gap 2 times expected duration) or switch
	Exenatide BID
	1,884
	~60%
	44%

	
	
	
	Liraglutide
	8,606
	~70%
	52%

	Roussel et al., 20177
	2013–2015b
	6-month interruption of GLP-1 RA therapy
	Unspecified daily GLP-1 RAs
	600
	76%
	70%

	Insulin
	
	
	
	
	
	

	Roussel et al., 20168
	01/01/2011–31/12/2013
	6-month interruption of insulin therapy
	All regimens
	1,969
	75%
	66%

	
	
	
	Basal only
	1,199
	81%
	71%

	
	
	
	Basal + rapid
	259
	75%
	65%

	
	
	
	‘Other’
	511
	61%
	51%



aDay/Month/Year
bExact dates not provided
BID, twice daily; GLP-1 RA, glucagon-like peptide-1 receptor agonist.

Supplementary Table S3. Augmentation/intensification as first treatment modification over the variable follow-up period

	Therapy class
	Index therapy

	
	All GLP-1 RA recipients
	Dulaglutide
	Exenatide QW
	Exenatide BID
	Liraglutide

	
	N=12,379a
	N=2,141a
	N=2,505a
	N=465a
	N=7,267a

	Patients who experienced augmentation/intensification as first treatment modification
	1,116 (9.0)
	310 (14.5)
	226 (9.0)
	25 (5.4)
	555 (7.6)

	Number of classes augmented/intensified with
	
	
	
	
	

	1
	1,062 (95.2)
	296 (95.5)
	218 (96.5)
	24 (96.0)
	524 (94.4)

	2
	52 (4.7)
	14 (4.5)
	8 (3.5)
	1 (4.0)
	29 (5.2)

	3
	2 (0.2)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	2 (0.4)

	Class augmented/intensified withb
	
	
	
	
	

	Fast-acting insulin
	61 (5.7)
	18 (6.1)
	5 (2.3)
	3 (12.5)
	35 (6.7)

	Intermediate-acting insulin
	15 (1.4)
	4 (1.4)
	1 (0.5)
	3 (12.5)
	7 (1.3)

	Intermediate- + fast-acting insulin
	5 (0.5)
	2 (0.7)
	0 (0.0)
	0 (0.0)
	3 (0.6)

	Basal insulin
	316 (29.8)
	91 (30.7)
	42 (19.3)
	1 (4.2)
	182 (34.7)

	Insulin+ GLP-1 RA
	7 (0.7)
	2 (0.7)
	0 (0.0)
	0 (0.0)
	5 (1.0)

	Sulphonylurea
	190 (17.9)
	62 (21.0)
	43 (19.7)
	5 (20.8)
	80 (15.3)

	Biguanide
	228 (21.5)
	63 (21.3)
	67 (30.7)
	6 (25.0)
	92 (17.6)

	Biguanide + sulphonylurea
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Glitazone
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	AGI
	23 (2.2)
	2 (0.7)
	8 (3.7)
	0 (0.0)
	13 (2.5)

	Glinide
	126 (11.9)
	33 (11.2)
	35 (16.1)
	5 (20.8)
	53 (10.1)

	DPP-IV
	27 (2.5)
	7 (2.4)
	4 (1.8)
	0 (0.0)
	16 (3.1)

	DPP-IV + biguanide
	33 (3.1)
	8 (0.0)
	8 (3.7)
	0 (0.0)
	17 (3.2)

	Other 
	0 (0.0)
	0 (1.4)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	GLP-1 RA
	31 (2.9)
	4 (1.4)
	5 (2.3)
	1 (4.2)
	21 (4.0)

	Dulaglutide
	14 (45.2)
	 -
	4 (80.0)
	0 (0.0)
	10 (47.6)

	Exenatide BID
	0 (0.0)
	0 (0.0)
	0 (0.0)
	 -
	0 (0.0)

	Exenatide QW
	15 (48.4)
	3 (75.0)
	-
	1 (100.0)
	11 (52.4)

	Liraglutide
	2 (6.5)
	1 (25.0)
	1 (20.0)
	0 (0.0)
	 -


All data represent n (%) unless otherwise specified
Data relate to first augmentation/intensification only
aValues for N represent patients who experienced a first treatment modification over the variable follow-up
bFor patients who augmented/intensified with one class only
AGI, alpha-glucosidase inhibitor; BID, twice daily; DPP-IV, dipeptidyl peptidase IV; GLP-1 RA, glucagon-like peptide-1 receptor agonist; QW, once weekly; SD, standard deviation. 
35

References for supplementary material
[1] Eli Lilly. Trulicity summary of product characteristics. 2019. https://www.ema.europa.eu/en/documents/product-information/trulicity-epar-product-information_en.pdf. Accessed 14 May 2020.
[2] AstraZeneca. Bydureon® summary of product characteristics. 2020. https://www.ema.europa.eu/en/documents/product-information/bydureon-epar-product-information_en.pdf. Accessed 14 May 2020.
[3] AstraZeneca. Byetta® summary of product characteristics. 2020. https://www.ema.europa.eu/en/documents/product-information/byetta-epar-product-information_en.pdf. Accessed 14 May 2020.
[4] Novo Nordisk. Victoza® summary of product characteristics. 2019. https://www.ema.europa.eu/en/documents/product-information/victoza-epar-product-information_en.pdf. Accessed 17 September 2019.
[5] Divino V, DeKoven M, Hallinan S, et al. GLP-1 RA treatment patterns among type 2 diabetes patients in six European countries. Diabetes Ther. 2014;5:499–520.
[6] Divino V, DeKoven M, Khan FA, Boye KS, Sapin H, Norrbacka K. GLP-1 RA treatment patterns among type 2 diabetes patients in five European countries. Diabetes Ther. 2017;8:115–28.
[7] Roussel R, Charbonnel B, Behar M, Gourmelen J, Emery C, Detournay B. Non-persistence of GLP-1 analogues in type 2 diabetes in France. American Diabetes Association Congress, San Diego, CA, USA. June 9–13, 2017. Poster 1131-P.
[8] Roussel R, Charbonnel B, Behar M, Gourmelen J, Emery C, Detournay B. Persistence with insulin therapy in patients with type 2 diabetes in France: an insurance claims study. Diabetes Ther. 2016;7:537–49.

21

