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DIABETES MELLITUS  



SGLT2 Inhibitors and DKA 

·Inhibit renal glucose reabsorption 

·Glycosuria and osmotic diuresis 

·Indicated in type 2 diabetes 

·GFR limitations:   

VContra-indicated if eGFR <45 ml/min/m2 

·Euglycemic (i.e BG<250 mg/dL) diabetic keto-

acidosis reported in type 2 diabetics taking SGLT-

2 inhibitors 

·FDA issued a warning in May 2015  



Taylor SI et al. JCEM 2015; 100 

Å  Type 1 diabetes (empagliflozin  and canagliflozin used off label) 

VEight week trial in which 5% of patients withdrew due to DKA 

VPost-marketing safety data reports repeated episodes of DKA 

in type 1 diabetics initiated on SGLT2 inhibitors 

VEuglycemic which delayed the diagnosis 

VPotential mechanisms: reduction of insulin dose due to 

hypoglycemia; reduced clearance of acetoacetate 

ÅReported cases in Type 2 diabetics 

V Additional mechanism: up-regulation of glucagon  



Taylor SI et al. JCEM 2015; 100 



Cardiovascular Effects of DDP-4 

Inhibitors 

·Incretin class of anti-diabetic drugs 

·Prolong action of GLP-1 and GIP by reducing 

degradation by DDP-4 

·Used in monotherapy vs. associated w/metformin or 

SGLT-2 inhibitors 

·Cardiovascular safety unclear in patients w/pre-

existing CVD 

·? Increased risk of admission for heart failure 

(saxagliptin) 

 



NEJM, 2015; 373, 3 



TECOS Trial 

·14, 735 participants 

·Sitagliptin vs. placebo added to other agents 

(metformin, SU, insulin) 

·Primary outcome: composite CV outcomes 

·Median follow-up: 3 years 

·No difference in primary and secondary 

outcomes between sitagliptin and placebo 

NEJM, 2015; 373, 3 





Dual renin-angiotensin system inhibition in 

DM: More harm than good 

·Meta-analysis of trials comparing single vs. dual 

renin-angiotensin system blockade in diabetics 

w/CKD (i.e ACE inhibitor in combination w/ARB or direct 

renin inhibition) 

·Combination superior to placebo in preventing 

end-stage renal disease 

·Not superior to monotherapy with either ACE 

inhibitor or ARB and more adverse events 

·No intervention reduced mortality compared to 

placebo 

Palmer SC et al. Lancet 2015; 385:2047 



Use of oral agents in Gestational 

Diabetes 

·Hyperglycemia in pregnancy worsens outcomes 

·Optimal therapy for GDM remains controversial 

·Oral agents are increasingly used to treat mild 

GDM when nutrition therapy fails to control BG 

(up from 7.4% in 2000 to 64.5% in 2011) 

·Long term safety data lacking 

·Major immediate goal of treatment is to prevent 

fetal macrosomia 



BMJ, 2015: 350 

Å Systematic review of 15 RCTs (>2,500 participants) 

ÅWomen w/GDM and failure of medical nutrition therapy 

Å Compared glyburide vs. insulin; metformin vs. insulin and glyburide 

vs. metformin 







Clinical Pearls-Diabetes 

·Avoid using SGLT-2 inhibitors off label in T1DM 

·DPP-4 inhibitors are likely safe to use in patients 

with CVD 

·Dual renin-angiotensin blockade offers no 

advantage over monotherapy in diabetic 

nephropathy  

·Insulin is the preferred treatment for GDM when 

nutrition alone fails 



REPRODUCTION  



Flibanserin approved for female 

sexual dysfunction 

·First and only drug approved to treat women 

with low sexual desire 

·Daily use results in modest increase in quality of 

sexual function 

·Side-effects: dizziness, somnolence 

·Lack of safety data re use in combination with 

alcohol and/or other drugs (antidepressants, 

fluconazole) 

http://fda.gov 



Recurrent pregnancy loss and 

progesterone use 

·Most common cause of first trimester pregnancy 

loss is luteal phase deficiency (i.e inadequate 

production of progesterone by corpus luteum) 

·No evidence to support empiric therapy with 

progesterone to treat luteal phase deficiency in 

natural, un-stimulated cycles 

·Only current documented benefit of IM or intra-

vaginal progesterone is to improve the outcomes 

of ART 

Fertil Steril 2015;103 



Testosterone supplementation and 

CVD Risk 

·Testosterone use in men has increased and often 

used while not clinically indicated (i.e clear diagnosis 

of hypogonadism) 

·May be associated with increased for CVD risk 
(large RCTs specifically addressing this issue are lacking) 

·Enhanced risk of MI, stroke and death more 

pronounced in injection-treated men compared to 

gel and patch 

·Presumably due to intermittent high levels of 

plasma testosterone levels and ? higher hematocrit 



ÅObjective: to compare the safety of different T preparations 

ÅRetrospective cohort study 

ÅUSA and UK 

Å544,000 men: 

V37.4% used injections (majority were Medicare) 

V55.8% used gel (majority carried commercial insurance) 

V6.9% used patches 

ÅFollow-up up to 1 year after testosterone initiation 

ÅTestosterone injections were associated with higher risk for: 

VCVD events (MI, stroke, angina): HR 1.26 (95% CI 1.18-1.35) 

VHospitalizations: HR 1.16 (95% 1.13-1.19) 

VDeath: HR 1.34 (95% CI 1.15-1.56) 





Å Injections more 

harmful than gel 

Å Several weaknesses of 

the study 


