
  

The guideline addressed the comparative effectiveness of medications for type 2 
diabetes in adults 18 years and older for:

● Intermediate outcomes (HbA1c, lipids, weight).

● Long-term outcomes (mortality, cardiovascular morbidity, and microvascular 
endpoints such as retinopathy and nephropathy).

● Safety across subgroups, in particular, those 65 years and older.

* No incluidos los inhibidores de la alfa-glucosidasa
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* Adapted from the Agency for Healthcare Research 
and Quality Clinician Research Summary. $ = $5 to $25; 
$$ = $26 to $75; $$$ = $76 to $125; $$$$ = $126 to 
$200; $$$$$ = >$200.
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Efectos sobre los niveles de HbA1c (104 head-to-head RCTs)

Most diabetes medications had similar efficacy and reduced HbA1c levels by an average of 1%.

Metformin decreased HbA1c levels > than did DPP-4 inhibitors (mean difference, 0.37%)

All dual-regimen combination reduced HbA1c levels by an average of 1% additional compared with monotherapy.
Comparisons between different combinations of drugs showed similar effects.

Efecto sobre la pérdida de peso (79 head-to-head RCTs)

Monotherapy with metformin resulted in more weight loss compared with thiazolidinediones
(2.6 kg), sulfonylureas (2.7 kg), and DPP-4 inhibitors (1.4 kg).

Metformin monotherapy was more effective in decreasing body weight than combination therapy:
● metformin + thiazolidinedione (2.2 kg).
● metformin + sulfonylurea (2.3 kg).
● metformin + meglitinides.

Metformin + sulfonylurea was more effective in decreasing body weight than:
● metformin + thiazolidinedione (0.9 kg.).
● thiazolidinedione + sulfonylurea (3,17 kg).

Metformin + sulfonylurea resulted in more weight gain compared:
● Metformin + DPP-4 inhibitor (sitagliptin) reduced weight (2.5 kg).
● Metformin + GLP-1.
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Efectos sobre colesterol LDL (74 head-to-head RCTs)

Metformin decreased LDL to a greater extent than did sulfonylureas (−10.1 mg/dL), pioglitazone (−14.2 mg/dL), 
rosiglitazone (−12.8 mg/dL), DPP-4 inhibitors (−5.9 mg/dL).

Metformin monotherapy decreased LDL to a greater extent than did metformin + rosiglitazone (-14.5 mg/dL).

The combination of metformin + a second-generation sulfonylurea decreased LDL to a greater extent than did 
metformin + rosiglitazone (-13.5 mg/dL).

Efectos sobre el colesterol HDL (74 head-to-head RCTs)

La terapía combinada (sobre todo con glitazonas) fué superior a la monoterapia con metformina.

Efectos sobre el Triglicéridos (74 head-to-head RCTs)

The data on triglyceride lowering were variable: metformin monotherapy was more effective than sulfonylurea 
monotherapy, and different combinations had slightly different effects of reductions of 10 to 25 mg/dL.
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Efectos a largo plazo (66 studies - 46 RCTs -)

Metformin was associated with lower all-cause mortality compared with sulfonylureas (low-quality evidence).

Metformin was also favored over sulfonylureas for cardiovascular mortality (low-quality evidence), although 1 
prospective cohort study showed a slightly higher cardiovascular mortality rate for metformin than for 
sulfonylurea monotherapy.
Monotherapy with metformin was linked to lower cardiovascular morbidity than combination therapy for 
metformin + sulfonylureas (low-quality evidence). Evidence for all other comparisons was insufficient or unclear.

Only 2 studies examined nephropathy and showed pioglitazone significantly reduced the urinary albumin–
creatinine ratio by 19% to metformin monotherapy.

Efectos sobre la seguridad
● Sulfonylureas increase the risk for mild to moderate hypoglycemia compared with metformin (OR 4.60), 

thiazolidinediones (OR, 3.88), meglitinides, DPP-4 inhibitor and GLP-1 agonists.
● Meglitinides resulted in more hypoglycemia compared with metformin (OR, 3.00) or thiazolidinediones.
● The combination of metformin with another agent was worse than metformin monotherapy.
● Metformin + sulfonylurea increased the risk x6 compared with metformin + thiazolidinedione.
More gastrointestinal adverse effects with metformin.

Congestive heart failure:
● Favors metformin over sulfonylureas.
● Favors sulfonylureas over thiazolidinediones
● More bone fractures with thiazolidinedione monotherapy than with metformin monotherapy.
● Fewer fractures with sulfonylureas than with thiazolidinediones
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Rosiglitazone (Avandia):
● The European Medicines Agency recommended in September 2010 that it be 

suspended from the EU market due to elevated cardiovascular risks. 
● Food and Drug Administration panel voted (in February 2007), with some controversy, 

20:3 that available studies "supported a signal of harm," but voted 22:1 to keep the 
drug on the market.

Pioglitazone (Actos).
●  Pioglitazone reduced the number of ischemic cardiac events rather than increase the 

risk, but increases CHF. The PERISCOPE study compared pioglitazone with 
glimepiride in diabetics; atherosclerotic plaque volume was measured and followed 
over time. Glimepiride therapy had highly significant progression of plaque volume 
over time of 0.73 percent. In comparison, pioglitazone had a -0.16 percent regression 
in plaque volume. This is the first study to show that diabetic therapy slowed 
progression of atherosclerosis.

● Preliminary data from a 10-year epidemiological study from Takeda Pharmaceutical 
Company indicated a possible link between pioglitazone (Actos) and bladder cancer. 
The findings prompted the FDA to order safety reviews for the drug in September 
2010. On June 9, 2011 the French Agency for the Safety of Health Products decided to 
withdraw pioglitazone in regards to high risk of bladder cancer. On June 10, 2011 
Germany's Federal Institute for Drugs and Medical Devices also advised doctors not to 
prescribe the medication until further investigation of the cancer risk had been 
conducted.
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