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Best Clinical Papers?

 Best conducted and reported study?
 Most original question and results?
 Progress for the patient?
 Most likely to be quoted?
 Highest impact factor?
 Relevance to specialist or generalist?
 Published by a friend of your group?



What a choice!

 Epidemiology
 Type 1, Type 2 Diabetes
 Diabetes prevention/cure
 Complications
 Treatments
 Disease areas
 Future strategies









Overview-my top 10!
 Epidemiology

 Type 1 Diabetes, Scotland & USA

 Diabetes cure/prevention
 Stem cells in T1DM
 Topiramate/phentermine & bariatric surgery in T2DM

 Treatments in T2DM
 Sulphonylureas and DPP4 agents

 Impact on the patient
 EU driving license and hypo reporting

 Pregnancy
 Glycaemic targets and insulin pumps

 Future strategies
 Bionic pancreas



Main outcome estimated loss of life expectancy of around 11
years for women and 13 years for men at age 20 years

Lower all-cause mortality risk, intensive therapy group (HR = 0.67 [95%CI,
0.46-0.99]; P = .045) after 27 years of follow up



DCCT-EDIC, 2014

Livingstone, 2014

Lower all-cause mortality
risk, intensive therapy
group (HR = 0.67) after 27
years of follow up

Life expectancy for men at 20 yrs, additional 46.2 yrs; for women additional 48.1 yrs
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Pre-diabetes group

48.6% Low dose

88.6% High dose

MetS group

76.6% Low dose

79.7% High dose

Phentermine/Topiramate Extended release plus lifestyle modification

PHEN/TPM ER vs. placebo



STAMPEDE Trial

At 3 years, primary end point was met by 5% (med gp), v.s. 38% gastric-bypass
group (P<0.001), 24% sleeve-gastrectomy group (P = 0.01)



Type 1 DM and mortality

Diabetes remission rates:

72.3% v.s. 16.4% for bariatric surgery v.s. controls
at 2 yrs (P < 0.001)

30.4% v.s. 6.5%  for bariatric surgery v.s. controls
and at 15 yrs (P <0.001)

Banding, n= 61; vertical banding, n=227;
bypass, n=55.



Bariatric surgery & diabetes
complications

HR, 0.44; P < 0.001 HR, 0.68; P = 0.001





B-cell sensitivity to glucose
B-cell secretory capacity

Glucose potentiated arginine test



1997-2009

11,081 SU + Insulin

16,910 Metformin
+ Insulin users





b
Insulin and RR (CI 95%)

Metformin 1

Glibenclamide

Gliclazide

Glimepiride

Glipizide

Tolbutamide

1.59 (1.11, 2.27)

0.97 (0.61, 1.54)

1.41 (1.17, 1.70)

1.26 (0.78, 2.04)

1.67 (0.85, 3.25)

SUscombined 1.38 (1.16, 1.64)

0.6 0.8 1.2 1.6 2.2 3.0
RR

c
Insulin and RR (CI 95%)

Metformin 1

Glibenclamide

Gliclazide

Glimepiride

Glipizide

Tolbutamide

1.47 (1.10, 1.96)

1.05 (0.74, 1.49)

1.22 (1.05, 1.42)

1.52 (1.09, 2.13)

1.38 (0.79, 2.40)

SUscombined 1.26 (1.10, 1.43)

0.6 0.8 1.2 1.6 2.2 3.0
RR

a
Insulin and RR (CI 95%)

Metformin 1

Glibenclamide

Gliclazide

Glimepiride

Glipizide

Tolbutamide

2.03 (1.64, 2.53)

1.50 (1.15, 1.95)

1.79 (1.60, 2.02)

2.22 (1.73, 2.84)

2.16 (1.49, 3.12)

SUscombined 1.83 (1.65, 2.04)

0.6 0.8 1.2 1.6 2.2 3.0
RR

RRs and 95% CIs associated with the use of
insulin in combination with SUs or metformin

All-cause mortality

CV death Composite acute MI,
stroke and CV death





DPP4 inhibition/renal fibrosis





Reported rates of severe hypoglycemia in the medical records were reduced by 55% in 2012
compared with the prior years (P = 0.034)

The proportion of subjects reporting recurrent episodes was grossly reduced from 5.6 to 1.5% (P =
0.014)

Compared with anonymous reporting in the questionnaire, the rate of severe hypoglycemia in 2012
was 70% lower (P < 0.001)









Glycaemic control



Bionic-pancreas v.s. control pump
period

Mean glucose 7.4 vs 8.8 mmol/l
in adult study (p=0.01)

% time with hypoglycaemia
4.1% v.s. 7.3% (p =0.01)

Mean glucose 7.7 v.s. 8.7 mmol/l in
adolescents (p=0.004)

% time with hypoglycaemia
similar at 6.1% and 7.6% (p=0.23)





Summary & Conclusions
 Trends in epidemiology and intervention trials
 Examined the role of stem cells, new therapies and

surgical strategies for diabetes cure/prevention
 Reviewed treatment efficacy and risks of current oral

agents
 Potential impact of new agents and renal

complications
 Challenges in supporting patients with driving legislation
 New studies on glycaemic targets and treatment for

diabetes in pregnancy
 Technological innovations with bionic pancreas


