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• What is intensive blood glucose control? 

 

   IDF (International Diabetes Federation) guideline: 

 The target blood glucose control-- HbA1c 6.5%. 

 When this 6.5% is achieved intentionally by 
active measure---intensive blood glucose control.   



Now go back to our question… 

 

Answer: Yes 

Answer: No 



 

• When Yes , When No. 
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Healthy Cardiovascular status 



 Healthy Cardiovascular status 



ADVANCE 

Action in Diabetes & Vascular Diseases: 
Perindopriol+Indepamide  ANd Glicazide modified 
released Controlled Evaluation 

ACCORD 

Action to Control CardiOvascular Risk in Diabetes 

I will discuss these factors in the light of two studies: 



Published in “the NEW ENGLAND JOURNAL of 
MEDICINE” 



More than 11,000 patients, 20 countries worldwide 

ADVANCE is the largest morbidity-mortality trial ever 
performed in type 2 diabetes 



Study summary 

When Yes?     
Reduction of Cardiovascular morbidity and mortality 

with intensive blood glucose control depends upon 
following factors- 

 1. Medication pattern 

 2. Mode of control ( Progressive/ Aggressive ) 

   Slow deliberate progressive reduction of   blood     
 sugar  

                                        or  

  Drastic aggressive reduction of blood sugar. 



When Yes? 

3. Frequency and intensity of hypoglycaemic attack 

4. Weight gain during control 

5. Factors that are unexplored 

 

    Intensive blood glucose control +  5 factors in 
favour           Reduction of Cardiovascular 
morbidity and mortality 



Type of Medication 
Drug used in two different study- 

ADVANCE ACCORD 

1. Gliclazide Modified Release  
       - Beginning of study : 100% 
       - at the end of study: 90% 

1. Glimepride 78% 
 

2. Metformin  74% 2. Metformin 95% 

3. Insulin  41% 3. Insulin 77% 

4. Glitazone  20% Glitazone 90% 

5. Result-  Significant reduction of micro & 
macrovascular complications. Also 
reduction of mortality  (n.s.) 

5. Result- No reduction of morbidity and 

mortality, rather increase mortality  

1. Gliclazide Modified Release  
- Beginning of study : 100% 
- at the end of study: 90% 

 1. Glimepride 78% 

4. Glitazone 20%                 4. Glitazone 90% 



Type of Medication 

Comments:  

 

  Glic + Met + Ins + Glit  > Glim + Met+ Ins+ Glit 

                                                   OR 

                 Glic  + Glit ( 20% ) > Glim +  Glit ( 90%) 

                                                   OR 

 

Can we say….  

 Gliclazide Modified Release is superior to Glimepride? 



Mode of Control 
The  mode of control is different- 

ADVANCE ACCORD 

1. The target level is achieved 
with slow deliberate and 
progressive blood glucose 
control. 

Target level is achieved with 
drastic aggressive blood glucose 
control. 

2. Result- 
Cardiovascular morbidity and 
mortality reduce 

Result- 
Not reduced 



Mode of Control 

Comments:  

Slow deliberate and progressive way 
of control favours the Cardiovascular 
status. 

 



Hypoglycaemia 

This also differs in two different studies 

ADVANCE ACCORD 

Severe hypoglycemia was 
2.7% 

Severe hypoglycemia was 
16.2% 
 

6 times more 

Cardiac events are more in hypoglycemic condition 



Hypoglycemia 

Comments:  

The less the hypoglycemic events the 
more the healthy cardiovascular status 

 



Weight gain 

This also differs in two different studies- 

ADVANCE ACCORD 

No weight gain in 5 year 3.5 kg mean weight gain 
 

28% patients gained more 
than 10 kg weight 



Weight gain 

Comments: 

The less the weight gain the more the 
healthy vessel. 



Another  2 studies 

1. UKPDS ( United Kingdom Prospective Diabetes 
Study)  

2. VADT ( Vaterans Affairs Diabetes Trial)  



UKPDS (United Kingdom Prospective Diabetes Study) 

• Multicentre trial. 

• 23 centres. 

• 5,102 patients  

• Newly diagnosed type 2 diabetes. 

• Twenty years (1977 to 1997) Study 

• Medication: a sulphonylurea (chlorpropamide, 
glibenclamide, or glipizide) or with insulin,  

   Conclusion: Complications of type 2 diabetes, 
previously often regarded as inevitable, could be 
reduced by improving blood glucose and/or blood 
pressure control. 



VADT ( Vaterans Affairs Diabetes Trial) 

• Patients Enrolled: 1,791 

• Mean Follow-Up: 7.5 years (median 5.6 years) 

• Medication: Insulin, Glimepride, Rosiglitazone. 

Conclusion:  

 Intensive glucose control in patients with poorly 
controlled type 2 diabetes had no significant effect on 
the rates of major cardiovascular events , death, or 
microvascular complications. 



Mean HbA1c 
 

  Int          Con 
OUTCOME 

VADT 
(6 yr) 

6.9%    8.4%  No CV benefit / Excess mortality 

ADVANCE 
(5 yr) 

6.5%    7.3% CV benefit / No Excess mortality 

ACCORD 
(3.5 yr) 

6.4%    7.5% No CV benefit / Excess mortality  

Comparison of the 3 trials of  
Intensive Glycemic control & CVD outcomes 

*VADT  favours ACCORD 



UKPDS & ADVANCE  

favors intensive blood glucose control 

0.5 1 2 

ADVANCE 

UKPDS 0.94 (   0.80 , 1.10    )   

0.93   (   0.83 ,   1.06     ) 

Favors intensive glucose control Favors standard glucose control 

Hazard ratio 

(95% CI) 

1.22   (  1.01 ,  -1.46   ) ACCORD 

VADT 
1.07 (0.81- 1.42) 



Conclusion 

Diabetes-sugar; sugar,  

Sugar everywhere but within cell 

Fluctuate the stream erode the vessel  

For control with drug – old is gold ( Glic + Met) 

Oh! Mode of correction 

Progression rather than aggression 

Too tighten torn the rope ( Hypo is risky) 

Wt. gain, no gain, less hope. 

Other factors unexplored , 

looking for in future 

And for in future……………………  





 

 

Ok,  good bye Diabetes Mellitus 

Good bye honourable audiance 




