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Metformin linked to vitamin B-12 deficiency [link] 

Patients treated over long periods with the metformin are at risk of developing vitamin B12 deficiency, according to a study 

published in the British Medical Journal.  

 Patients taking metformin showed a 19% reduction in their vitamin B12 levels compared with patients given a placebo 

and had almost no vitamin B12 change. The reduced levels of vitamin B12 in the metformin group also persisted and be-

came more apparent over time. 

The findings suggest that regular checking of vitamin B12 levels during long-term metformin treatment should be strongly 

considered in order to prevent deficiency and its effects. 
 

Rosuvastatin reduces cardiovascular events in OLDER, healthy adults [link] 

A retrospective cohort study of JUPITER (Justification for the Use of Statins in Prevention: An Intervention Trial Evaluating 

Rosuvastatin) data revealed that patients 70 years and older given rosuvastatin (Crestor®) 20 mg for primary prevention had 

a 39% reduction in major cardiovascular events over a 2 year period compared with placebo. 

 Patients had no history of cardiovascular disease or diabetes, were not receiving lipid-lowering therapy, had LDL cho-

lesterol levels lower than 130 mg/dL, and elevated C-reactive protein levels (2.0 mg/L or more at screening).  

 The primary endpoint of first occurrence of a cardiovascular event, which included myocardial infarction, stroke, arterial 

revascularization, hospitalization for unstable angina, or death from cardiovascular causes, was significantly lower in 

older patients receiving rosuvastatin compared with placebo. Treatment benefits were seen soon after therapy initiation.  

 Older patients had greater treatment benefits and lower absolute event rates compared with patients 50—69 years of age.  

 No significant difference was seen for all-cause mortality OR rates of serious adverse events between groups. 

This data supports the benefits of daily statin therapy given as primary prevention in OLDER, relatively healthy adults.  
 

Children's consumption of chronic medications on the rise, new research shows [link] 
According to the Medco ―2010 Drug Trend Report‖, more than 25% of insured children in the U.S. and nearly 30% of ado-

lescents (aged 10–19) took at least one prescription medication to treat a chronic condition. Use of type 2 diabetes medication 

by juveniles increased 5.3% in 2009. A higher prevalence of hypertension and gastroesophageal reflux disease in youths may 

be in response to the increase in childhood obesity. The report also states that there has been a substantial increase in the use 

of antipsychotic, diabetes, and asthma drugs over the past 9 years. Distinctly, the pediatric prescription rate of atypical antip-

sychotics has increased. The 9-year analysis showed that the use of these treatments in children has doubled over that period. 

Though conventionally used to treat schizophrenia, this class of drugs has more recently been prescribed for a variety of psy-

chiatric disorders.  
Pharmacy—Clinical Sound Bytes: 
 Colesevelam (Welchol) is indicated for lowering cholesterol and as add on therapy for glycemic control in patients with type 2 diabe-

tes.  Current research is looking at whether colesevelam can delay or prevent diabetes in patients with pre-diabetes.  This double-

blind, placebo controlled trial found an A1c decrease of 0.12% with active drug versus 0.003% with placebo, P=0.02.  [Link] 
 

 PRoFESS trial; Aspirin plus ER dipyridimole vs. Plavix (clopidogrel) [Link]  
  

 Review Article in Circulation 2010; Update on combination anti-thrombitic therapies [Link] 

Mylotarg® (gemtuzumab ozogamicin) Market Withdrawal 

Pfzier has voluntarily withdrawn the chemotherapeutic agent Mylotarg® from the U.S. mar-

ket. Mylotarg® received accelerated approval in May 2000 for the treatment of acute myeloid leukemia (AML). It 

failed to demonstrate clinical benefit to patients enrolled in trials.  The trial was stopped early when no improve-

ment in clinical benefit were observed and a greater number of deaths occurred in the 

group of patients who received Mylotarg® compared with those receiving chemother-

apy alone. [link]   
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Recently approved generics include: 
 

Adapalene gel 0.1% (generic for Differin®) 

Azelastine 0.05% Eye Drops (generic Optivar®) 

Venlafaxine XR 37.5mg, 75mg, 150mg CAPSULES (generic Effexor XR®)  

New Generic Approvals*: 

In the News Continued: 
 

Alzheimer’s Dementia: The FDA has approved Namenda XR® (memantine) in the treatment of moderate to severe de-

mentia. Namenda XR® is a 28 mg once-daily extended-release formulation. The safety and efficacy of Namenda XR® was 

established in a randomized, double-blind, placebo-controlled trial of 677 outpatients already taking a cholinesterase inhibi-

tor. The results indicate that patients treated with Namenda XR® experienced statistically significant benefits in cognition 

and clinical global status compared to placebo. [link]  
 

Benign Prostate Hyperplasia: A new combination drug has been FDA approved to treat BPH. Jalyn® consists of Du-

tasteride 0.5mg and Tamsulosin 0.4mg. Duasteride, currently marketed as a single ingredient under the name Avodart®, 

inhibits the conversion of testosterone to 5 -alpha-dihydrotestosterone (DHT), the primary androgen that 

stimulates the development of prostate tissue.  Tamsulosin, currently marketed as a single ingredient under the name 

Flomax® and recently available as a generic, is a selective antagonist at alpha-1-receptors. Alpha-1-receptors are 

involved in contraction of smooth muscle and are abundant in the prostate, prostatic urethra, and bladder 

neck. Approval of the combination is due to the success of the CombAT (Combination of Avodart® and Tamsulosin) study 

which demonstrated superiority to co-administration when compared to either agent alone. [link] 
 

Asthma: Dulera® (mometasone/formoterol) inhalation aerosol has been FDA approved for the treatment of  asthma in pa-

tients ≥12 years of age. It contains a corticosteroid and the long-acting beta agonist formoterol, which is preferred by pul-

monologists because it has a quicker onset than salmeterol. [link] 

Question: Are beta-blockers safe in patients with COPD? 

Answer: A retrospective cohort study published in the May 2010 issue of the Archives of Internal Medicine suggests that 

survival rate INCREASED and risk of exacerbation are DECREASED in COPD patients on both nonselective and cardiose-

lective beta-blockers. Beta-blockers may also benefit the disease state itself by improving exercise capacity through heart 

rate reduction and reducing lung inflammation.  

 With close monitoring, beta-blockers are safe and possibly even beneficial in patients with COPD. 

Contrave® (naltrexone SR/bupropion SR) is an investigational combination therapy believed to address both physiological 

and behavioral drivers of obesity. The 2 components act in a complementary manner in the CNS and target controlling the 

balance of food intake and metabolism as well as regulating reward based eating behavior. This results in initiated and sus-

tained significant weight loss, improvement of important markers of cardiometabolic risk and increased ability to control 

eating in obese patients. [link]    

 

Duexa® (ibuprofen/famotidine) has received a New Drug Application. Based on two Phase 3 clinical studies (REDUCE-1 

and REDUCE-2), patients with mild to moderate pain treated with Dulexa® are less likely to develop upper GI ulcers com-

pared to ibuprofen alone. This is the second drug in an emerging category that contains an NSAID along with a GI protec-

tive agent. AstraZeneca has received FDA approval for Vimozo® (naproxen/esomeprazole) in the treatment of osteoarthri-

tis. [link] 
 

Vilazodone, a novel SSRI and 5-HT1A receptor partial agonist, has received FDA approval for a New Drug Application. 

The efficacy of vilazodone in the treatment of Major Depressive Disorder was shown to be superior to placebo in two ran-

domized Phase III clinical trials. Results of an uncontrolled long-term safety study were consistent with the findings of the 

placebo-controlled studies. [link] 
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Clinical Synergy of Perindopril and Calcium-channel Blocker in the Prevention of Cardiac Events and Mortality in 

Patients with Coronary Artery Disease. Post Hoc Analysis of the EUROPA Study 
 

EUROPA was a multicenter, double-blind, placebo-controlled, randomized trial of male and female patients with stable 

CAD between 1997 and 2000. 
 

 INclusion criteria:  

Stable CAD documented by previous MI (>3 months), previous revascularization (>6 months), angiographic evi-

dence of narrowing of one or more major coronary arteries (>70%), or, in men, a history of chest pain and a positive 

EKG, echocardiography or stress test. 
 

 EXclusion criteria:  

Clinical evidence of heart failure, uncontrolled hypertension, and recent (<1 month) use of ACE inhibitor or ARB 
 

 Primary endpoint consisted of a composite of cardiovascular death, nonfatal MI, and resuscitated cardiac arrest. 
 

 The purposes of the post hoc study were to determine the effects of addition of perindopril to long-term continuous treat-

ment with CCB on cardiac outcomes in the stable CAD population of EUROPA and to explore the presence of synergy 

between perindopril and CCB in secondary prevention (perindopril/CCB n=1,022 vs. placebo/CCB n=1,100). 
 

 Patients were randomly assigned to receive 8 mg/d perindopril once daily or placebo for at least 3 years. Blood pressure 

and heart rate were measured every 6 months at visit. 
 

 Clinical synergy was identified if the Hazard Ratio of the perindopril/CCB combination did not exceed Hazard Ratio of 

perindopril alone × Hazard Ratio of the CCB alone. 
 

 The addition of perindopril to patients with stable CAD continuously receiving CCB significantly reduced total mortality 

by 46% (P < .01 vs. placebo) and primary end point by 35% (P < .05 vs. placebo) for 4.2 years. Occurrences of cardio-

vascular mortality, hospitalization for HF and fatal/nonfatal MI were reduced by 41%, 54%, and 28% respectively. 
 

 The Adjusted Cox proportional HR for the primary endpoint demonstrated that the perindopril/CCB HR (0.50) was less 

than the perindopril alone HR (0.82) × the CCB alone HR (0.78). 
 

[Though clinical synergy may be anticipated based on the conjunction of the cardioprotective properties of perindo-

pril with the antiischemic and antianginal activity of amlodipine, this is the first time that such an effect has been 

identified between 2 classes through analysis of a large scale morbidity and mortality trial in stable CAD.] 
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Formulary Updates:  Link to IHA Formulary 

Full text Article available from Circulation—  [link] 

Additions: 
Acuvail® 0.45% added to Tier 2 w/PAR 

Sabril® added to Tier 2—Available via specialty pharmacy only 

Embeda® added to Tier 2 

Omeprazole 40 mg added to Tier 1 (STEP therapy applies) - Previously only 20 mg generic was Tier 1. 

Pentasa® added to Tier 2 

Renvela® powder added to Tier 2 
 

Tier Changes based upon the availability of new first-time GENERIC products: 
Alphagan® 0.15% moved to Tier 3, brimonidine added to Tier 1 

Optivar® moved to Tier 3, azelastine 0.05% added to Tier 1 

Benzaclin® moved to Tier 3, clindamycin/benzoyl peroxide 1% added to Tier 1 

Aggrenox® moved to Tier 3, aspirin/dipyridamole ER added to Tier 1 

Catapres® TTS moved to Tier 3, clonidine transdermal added to Tier 1 

Ovide® moved to Tier 3, malathione added to Tier 3 (remains non-preferred) 

Adderall® moved to Tier 3, amphetamine/dextroamphetamine added to Tier 1 

Starlix® moved to Tier 3, nateglinide added to Tier 1 
 

Reviewed by P&T Committee but will remain non-preferred Tier 3 at present: 
Onglyza, Bepreve, Saphris (PA except Psych), Valturna (STEP ACE/ARB), Extavia (PA, specialty pharmacy only), Intuniv, 

Zipsor, Aloquin, Alcortin, Colcrys, Avinza SR 45/75 mg, Onsolis (PA except oncology), Plan B One Step, Metozolv ODT 

(PA), HP Acthar (PA) 
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