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Links & Resources - for health care providers

Welcome to our third edition of RxFiles: Type 2 Diabetes.

This book was written to support academic detailing visits in Saskatchewan 
that focused on diabetes medication management. We are confident your 
patients will benefit from the numerous pearls, strategies, and tools found 
inside.

Diabetes is a complex topic. In this section, An Overview of Type 2 Diabetes, 
we provide perspectives on patient management.

• The cornerstone of management for type 2 diabetes is lifestyle change. 
Although difficult to change, it is important. On page 7 we provide data 
on the impact of exercise and nutrition that you may find useful to 
share with your patients. Providing a prescription for physical activity 
has been shown to be more effective than simply talking about exercise; 
a sample prescription is found on page 36. We’ve also included some 
useful nutrition tips, and when possible it is often helpful to refer 
patients to a registered dietitian.

• Individualizing A1c targets – and reassessing for appropriateness 
over time – is an important task. On page 5 we outline a “traffic 
light” approach to A1c targets. This approach encourages clinicians 
to examine how long a patient has had diabetes, and how heavy the 
burden of treatment is likely to weigh, in order to gauge the likelihood 
of benefit and desirability from an aggressive A1c target.

• A multifactorial approach (e.g. controlling blood pressure, managing 
lipids, and achieving smoking cessation) may be more important for 
many people with diabetes than attaining a low A1c. On page 6 we 
answer frequently asked questions about when to use low-dose ASA, 
ACEIs/ARBs, statins, and other “non-diabetes” agents in people with 
diabetes.

• Managing comorbidities alongside diabetes brings additional 
challenges. On page 8 we describe how to “protect and preserve” the 
kidneys in diabetes; on page 9 we provide tips for co-managing heart 
failure and diabetes.

• See our new Diabetes in Pregnancy page 10 and Diabetes in Older 
Adults page 11 for management tips during these phases of life. 

From all of us at RxFiles Academic Detailing, 
we hope you find this book useful in practice.
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https://www.rxfiles.ca/RxFiles/uploads/documents/members/cht-diabetes-pregnancy.pdf
https://www.rxfiles.ca/RxFiles/uploads/documents/members/cht-diabetes-geriatrics.pdf

	cht-diabetes-agents.pdf
	Preiss D, Seshasai SR, Welsh P, et al. Risk of incident diabetes with intensive-dose compared with moderate-dose statin therapy. JAMA 2011; 305:2556-2564. (New onset diabetes NNH=498, Cardiovascular events NNT=155 per year)

	Cht-weight-loss.pdf
	( Weight Loss Approach in Adults  , , , ,   Obes CDN’22, VA/DoD’20, CTFPHC’15, AACE/ACE’16                                   M LeBras BSP, PharmD  © www.RxFiles.ca   Mar 2023

	Diabetes-Agents-Outcomes-Comparison-Summary-Table.pdf
	ANTI-HYPERGLYCEMIC DIABETES AGENTS in T2DM: Outcomes Comparison Summary Table
	References: Death/MACE
	1. U.S. Department of Health and Human Services Food and Drug Administration Center for Drug Evaluation and Research. Guidance for industry: diabetes mellitus—evaluating cardiovascular risk in new antidiabetic therapies to treat type 2 diabetes.      ...
	References: Weight
	1. Viberti G, Kahn SE, Greene DA, Herman WH, Zinman B, Holman RR, Haffner SM, Levy D, Lachin JM, Berry RA, Heise MA, Jones NP, Freed MI. A diabetes outcome progression trial (ADOPT): an international multicenter study of the comparative efficacy of  r...
	2.  Dormandy JA, Charbonnel B, Eckland DJ, Erdmann E, Massi-Benedetti M, Moules IK, Skene AM, Tan MH, Lefèbvre PJ, Murray GD, Standl E, Wilcox RG, Wilhelmsen L, Betteridge J, Birkeland K, Golay A, Heine RJ, Korányi L, Laakso M, Mokán M, Norkus A, Pira...
	References: HF/Edema
	References: Other

	Information for Healthcare Professionals Rosiglitazone maleate (marketed as Avandia, Avandamet, and Avandaryl). Available: http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm143406.htm#2007_7 (accessed Ju...
	16. FDA Drug Safety Communication: Update to ongoing safety review of Actos (pioglitazone) and increased risk of bladder cancer. Available: http://www.fda.gov/Drugs/DrugSafety/ucm259150.htm (accessed July 21 2016).
	22. FDA Drug Safety Communication: FDA adds warnings about heart failure risk to labels of type 2 diabetes medicines containing saxagliptin and alogliptin. Available: http://www.fda.gov/Drugs/DrugSafety/ucm486096.htm (accessed July 21 2016).
	23. FDA Drug Safety Communication: FDA warns that DPP-4 inhibitors for type 2 diabetes may cause severe joint pain. Available: http://www.fda.gov/Drugs/DrugSafety/ucm459579.htm (accessed July 21 2016).
	24. FDA Drug Safety Communication: FDA investigating reports of possible increased risk of pancreatitis and pre-cancerous findings of the pancreas from incretin mimetic drugs for type 2 diabetes
	24a. Tkáč I, Raz I. Combined Analysis of Three Large Interventional Trials With Gliptins Indicates Increased Incidence of Acute Pancreatitis in Patients With Type 2 Diabetes. Diabetes Care. 2017 Feb;40(2):284-286. doi: 10.2337/dc15-1707. Epub 2016 Sep...
	26. Postmarket Drug Safety Information for Healthcare Professionals: Exenatide (marketed as Byetta)- 8/2008 update. Available: http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm124713. htm (accessed July 21 ...
	27. Postmarket Drug Safety Information for Healthcare Professionals: Acute pancreatitis and sitagliptin (marketed as Januvia and Jaumet) Available:                       http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsand...
	28. Canadian Adverse Reaction Newsletter: Incretin-based therapies and the risk of pancreatic cancer. http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm124713.htmIncretin-based therapies and the risk of     ...
	29. Victoza (liraglutide [rDNA origin]) Injection: REMS - Risk of Thyroid C-cell Tumors, Acute Pancreatitis. Available: http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm258826.htm (accessed July 12, 2016).
	32. Rosenstock J, Balas B, Charbonnel B et al. The fate of taspoglutide, a weekly GLP-1 receptor agonist, versus twice-daily exenatide for type 2 diabetes. Diabetes Care 2013; 36: 498–504.
	38. FDA Drug Safety Communication: FDA revises labels of SGLT2 inhibitors for diabetes to include warnings about too much acid in the blood and serious urinary tract infections. Available: http://www.fda.gov/Drugs/DrugSafety/ucm475463.htm        (acce...
	39. Summary Safety Review- SGLT2 Inhibitors INVOKANA (canagliflozin) and FORXIGA (dapagliflozin)- Evaluation of a Potential Risk of Acute Kidney Injury. Available: http://www.hc-sc.gc.ca/dhp-mps/medeff/reviews-examens/sglt2-eng.php (accessed July 21 2...
	40. FDA Drug Safety Communication: FDA strengthens kidney warnings for diabetes medicines canagliflozin (Invokana, Invokamet) and dapagliflozin (Farxiga, Xigduo XR). Available: http://www.fda.gov/Drugs/DrugSafety/ucm505860.htm (accessed July 12, 2016).
	41. FDA Drug Safety Communication: FDA revises label of diabetes drug canagliflozin (Invokana, Invokamet) to include updates on bone fracture risk and new information on decreased bone mineral density. Available:         http://www.fda.gov/Drugs/DrugS...
	42. FDA Drug Safety Communication: Interim clinical trial results find increased risk of leg and foot amputations, mostly affecting the toes, with the diabetes medicine canagliflozin (Invokana, Invokamet); FDA to investigate. Available:         http:/...
	43. Drug safety update Canagliflozin (Invokana, Vokanamet): signal of increased risk of lower extremity amputations observed in trial in high cardiovascular risk patients. Avaliable: https://www.gov.uk/drug-safety-update/canagliflozin-invokana-vokanam...
	44. Vasilakou D, Karagiannis T, Athanasiadou E, Mainou M, Liakos A, Bekiari E,Sarigianni M, Matthews DR, Tsapas A. Sodium-glucose cotransporter 2 inhibitors for type 2 diabetes: a systematic review and meta-analysis. Ann Intern Med. 2013 Aug 20;159(4)...
	45. Lin HW, Tseng CH. A Review on the Relationship between SGLT2 Inhibitors and Cancer. Int J Endocrinol. 2014;2014:719578.
	46. Faillie JL, Yu OH, Yin H, Hillaire-Buys D, Barkun A, Azoulay L. Association of Bile Duct and Gallbladder Diseases With the Use of Incretin-Based Drugs in Patients With Type 2 Diabetes Mellitus. JAMA Intern Med. 2016 Oct 1;176(10):1474-1481.
	47. Puckrin R, Saltiel MP, Reynier P, Azoulay L, Yu OHY, Filion KB. SGLT-2 inhibitors and the risk of infections: a systematic review and meta-analysis of randomized controlled trials. Acta Diabetol. 2018 May;55(5):503-514.

	CHT-DIABETES-Landmark-Trials-Non-Glucose.pdf
	12)  Dalhousie University - Academic Detailing Service.  Statins and Cardiovascular Disease.  April 2005. Available from: http://cme.medicine.dal.ca/files/statins.pdf.  Accessed on: June 11, 2011.
	13) Atorvastatin reduced major cardiovascular disease events in type 2 diabetes mellitus.  ACP Journal Club 2005; 142(2): 29.
	14)  Hackam DG.  Should a statin be routinely prescribed for primary prevention of cardiovascular disease in diabetes mellitus?  CMAJ 2004; 171(8): 857.
	15)  Garg A. Statins for all patients with type 2 diabetes: not so soon.  Lancet 2004; 364 (9435): 641-642.
	16) Costa J, Borges M, David C, Carneiro AV.  Efficacy of lipid lowering drug treatment for diabetic and non-diabetic patients: meta-analysis of randomised controlled trials.  BMJ 2006; doi: 10.1136/bmj.38793.468449.AE.
	17) Koskinen P, Manttari M, Manninen V, et al.  Coronary Heart Disease Incidence in NIDDM Patients in the Helsinki Heart Study.  Diabetes Care 1992; 15(7): 820-825.
	18) DeBerardis G, Sacco M, Strippoli GFM, et al.  Aspirin for primary prevention  of cardiovascular events in people with diabetes: meta-analysis of randomized controlled trials.  BMJ 2009; doi:10.1136/bmjb4531.
	19) NHS.  Regional Drug and Therapeutics Centre – Drug Update.  Aspirin for primary prevention of cardiovascular disease.  July 2010, No. 65.  Available from: http://www.nyrdtc.nhs.uk/docs/dud/DU_65_Aspirin.pdf  Accessed on: June 12, 2011.
	20)  Zhang C, Sun A, Zhang P, et al.  Aspirin for primary prevention of cardiovascular events in patients with diabetes: A meta-analysis.  Diabetes Research and Clinical Practice 2010; 87: 211-218.
	21) Sattar N, Preiss D, Murray HM, et al.  Statins and risk of incident diabetes: a collaborative meta-analysis of randomised statin trials.  Lancet 2010; 375: 735-42.
	22) Statin use increases risk for diabetes.  ACP Journal Club 2010; 152(6): JC6-7.
	23) Coleman CI, Reinhart K, Kluger J, White CM.  The effect of statins on the development of new-onset type 2 diabetes: a meta-analysis of randomised controlled trials.  Curr Med Res Opin 2008; 24: 1359-62.
	25) Belch J, MacCuish A, Campbell I, et al. The prevention of progression of arterial disease and diabetes (POPADAD) trial: factorial randomised placebo controlled trial of aspirin and antioxidants in patients with diabetes and asymptomatic peripheral...
	26) Fitchett D and Kraw M.  Vascular Protection in People with Diabetes. Canadian Diabetes Association Clinical Practice Guidelines Expert Committee. Can J Diabetes 2008; 32(Suppl 1):S102–S106.
	27) Bell AD, Roussin A, Cartier R, et al.  The Use of Antiplatelet Therapy in the Outpatient Setting: Canadian Cardiovascular Society Guidelines.  Canadian Journal of Cardiology 2011; 27: S1-S59.
	29) Pignone M, Alberts MJ, Colwell JA, et al.  Aspirin for primary prevention of cardiovascular events in people with diabetes.  A position statement of the American Diabetes Association, American Heart Association, and an expert consensus document of...
	30) Preiss D, Seshasai SR, Welsh P, et al. Risk of incident diabetes with intensive-dose compared with moderate-dose statin therapy: a meta-analysis. JAMA. 2011 Jun 22;305(24):2556-64.
	31) Mogensen CE, Neldam S, Tikkanen I, Oren S, et al.  Randomised controlled trial of dual blockade of renin-angiotensin system in patients with hypertension, microalbuminuria, and non-insulin dependent diabetes: the candesartan and lisinopril microal...
	Current evidence shows no overall benefit of aspirin for primary prevention of cardiovascular disease in diabetes.  ACP Journal Club 2010; 152(4).
	Do statins cause diabetes? Pharmacist’s Letter/Prescriber’s Letter 2009; 25(1):250110.
	Leiter L, Genest J, Harris SB, et al. Dyslipidemia. Canadian Diabetes Association Clinical Practice Guidelines Expert Committee. Can J Diabetes 2008; 32(Suppl 1):S107–S114.
	Richie DM and McClendon KS.  Role of statins for the primary prevention of cardiovascular disease in patients with Type 2 Diabetes Mellitus.  Am J Health-Syst Pharm. 2007; 64: 1603-10.
	Sampson UK, Linton MF, and Fazio S.  Are statins diabetogenic?  Current Opinion in Cardiology. 2011; 26: 342-347.
	Snow V, Aronson MD, Hornbake R, et al.  Lipid control in the management of Type 2 Diabetes Mellitus: A clinical practice guideline from the American College of Physicians.  Ann Intern Med 2004; 140: 644-649.
	Vamos EP, Harris M, Millett C, et al. Association of systolic and diastolic blood pressure and all cause mortality in people with newly diagnosed type 2 diabetes: retrospective cohort study. BMJ. 2012 Aug 30;345:e5567.

	cht-diabetes-agents.pdf
	Preiss D, Seshasai SR, Welsh P, et al. Risk of incident diabetes with intensive-dose compared with moderate-dose statin therapy. JAMA 2011; 305:2556-2564. (New onset diabetes NNH=498, Cardiovascular events NNT=155 per year)

	cht-diabetes-agents-flozin-only.pdf
	Preiss D, Seshasai SR, Welsh P, et al. Risk of incident diabetes with intensive-dose compared with moderate-dose statin therapy. JAMA 2011; 305:2556-2564. (New onset diabetes NNH=498, Cardiovascular events NNT=155 per year)

	Diabetes-Agents-Outcomes-Comparison-Summary-Table-glp-SGLT-page.pdf
	ANTI-HYPERGLYCEMIC DIABETES AGENTS in T2DM: Outcomes Comparison Summary Table
	References: Death/MACE
	1. U.S. Department of Health and Human Services Food and Drug Administration Center for Drug Evaluation and Research. Guidance for industry: diabetes mellitus—evaluating cardiovascular risk in new antidiabetic therapies to treat type 2 diabetes.      ...
	References: Weight
	1. Viberti G, Kahn SE, Greene DA, Herman WH, Zinman B, Holman RR, Haffner SM, Levy D, Lachin JM, Berry RA, Heise MA, Jones NP, Freed MI. A diabetes outcome progression trial (ADOPT): an international multicenter study of the comparative efficacy of  r...
	2.  Dormandy JA, Charbonnel B, Eckland DJ, Erdmann E, Massi-Benedetti M, Moules IK, Skene AM, Tan MH, Lefèbvre PJ, Murray GD, Standl E, Wilcox RG, Wilhelmsen L, Betteridge J, Birkeland K, Golay A, Heine RJ, Korányi L, Laakso M, Mokán M, Norkus A, Pira...
	References: HF/Edema
	References: Other

	Information for Healthcare Professionals Rosiglitazone maleate (marketed as Avandia, Avandamet, and Avandaryl). Available: http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm143406.htm#2007_7 (accessed Ju...
	16. FDA Drug Safety Communication: Update to ongoing safety review of Actos (pioglitazone) and increased risk of bladder cancer. Available: http://www.fda.gov/Drugs/DrugSafety/ucm259150.htm (accessed July 21 2016).
	22. FDA Drug Safety Communication: FDA adds warnings about heart failure risk to labels of type 2 diabetes medicines containing saxagliptin and alogliptin. Available: http://www.fda.gov/Drugs/DrugSafety/ucm486096.htm (accessed July 21 2016).
	23. FDA Drug Safety Communication: FDA warns that DPP-4 inhibitors for type 2 diabetes may cause severe joint pain. Available: http://www.fda.gov/Drugs/DrugSafety/ucm459579.htm (accessed July 21 2016).
	24. FDA Drug Safety Communication: FDA investigating reports of possible increased risk of pancreatitis and pre-cancerous findings of the pancreas from incretin mimetic drugs for type 2 diabetes
	24a. Tkáč I, Raz I. Combined Analysis of Three Large Interventional Trials With Gliptins Indicates Increased Incidence of Acute Pancreatitis in Patients With Type 2 Diabetes. Diabetes Care. 2017 Feb;40(2):284-286. doi: 10.2337/dc15-1707. Epub 2016 Sep...
	26. Postmarket Drug Safety Information for Healthcare Professionals: Exenatide (marketed as Byetta)- 8/2008 update. Available: http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm124713. htm (accessed July 21 ...
	27. Postmarket Drug Safety Information for Healthcare Professionals: Acute pancreatitis and sitagliptin (marketed as Januvia and Jaumet) Available:                       http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsand...
	28. Canadian Adverse Reaction Newsletter: Incretin-based therapies and the risk of pancreatic cancer. http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm124713.htmIncretin-based therapies and the risk of     ...
	29. Victoza (liraglutide [rDNA origin]) Injection: REMS - Risk of Thyroid C-cell Tumors, Acute Pancreatitis. Available: http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm258826.htm (accessed July 12, 2016).
	32. Rosenstock J, Balas B, Charbonnel B et al. The fate of taspoglutide, a weekly GLP-1 receptor agonist, versus twice-daily exenatide for type 2 diabetes. Diabetes Care 2013; 36: 498–504.
	38. FDA Drug Safety Communication: FDA revises labels of SGLT2 inhibitors for diabetes to include warnings about too much acid in the blood and serious urinary tract infections. Available: http://www.fda.gov/Drugs/DrugSafety/ucm475463.htm        (acce...
	39. Summary Safety Review- SGLT2 Inhibitors INVOKANA (canagliflozin) and FORXIGA (dapagliflozin)- Evaluation of a Potential Risk of Acute Kidney Injury. Available: http://www.hc-sc.gc.ca/dhp-mps/medeff/reviews-examens/sglt2-eng.php (accessed July 21 2...
	40. FDA Drug Safety Communication: FDA strengthens kidney warnings for diabetes medicines canagliflozin (Invokana, Invokamet) and dapagliflozin (Farxiga, Xigduo XR). Available: http://www.fda.gov/Drugs/DrugSafety/ucm505860.htm (accessed July 12, 2016).
	41. FDA Drug Safety Communication: FDA revises label of diabetes drug canagliflozin (Invokana, Invokamet) to include updates on bone fracture risk and new information on decreased bone mineral density. Available:         http://www.fda.gov/Drugs/DrugS...
	42. FDA Drug Safety Communication: Interim clinical trial results find increased risk of leg and foot amputations, mostly affecting the toes, with the diabetes medicine canagliflozin (Invokana, Invokamet); FDA to investigate. Available:         http:/...
	43. Drug safety update Canagliflozin (Invokana, Vokanamet): signal of increased risk of lower extremity amputations observed in trial in high cardiovascular risk patients. Avaliable: https://www.gov.uk/drug-safety-update/canagliflozin-invokana-vokanam...
	44. Vasilakou D, Karagiannis T, Athanasiadou E, Mainou M, Liakos A, Bekiari E,Sarigianni M, Matthews DR, Tsapas A. Sodium-glucose cotransporter 2 inhibitors for type 2 diabetes: a systematic review and meta-analysis. Ann Intern Med. 2013 Aug 20;159(4)...
	45. Lin HW, Tseng CH. A Review on the Relationship between SGLT2 Inhibitors and Cancer. Int J Endocrinol. 2014;2014:719578.
	46. Faillie JL, Yu OH, Yin H, Hillaire-Buys D, Barkun A, Azoulay L. Association of Bile Duct and Gallbladder Diseases With the Use of Incretin-Based Drugs in Patients With Type 2 Diabetes Mellitus. JAMA Intern Med. 2016 Oct 1;176(10):1474-1481.
	47. Puckrin R, Saltiel MP, Reynier P, Azoulay L, Yu OHY, Filion KB. SGLT-2 inhibitors and the risk of infections: a systematic review and meta-analysis of randomized controlled trials. Acta Diabetol. 2018 May;55(5):503-514.




