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Aldosterone antagonists underused heart failure 

 JAMA published an observational analysis of 12,565 patients admitted and discharged from hospitals participating in the „Get With 

The Guildelines-HF‟ quality improvement registry conduced over the course of 3 years.  

 Of the patients who would be considered appropriate to receive aldosterone therapy according to ACC/AHA guidelines, only one- 

third of patients were prescribed aldosterone antagonists  

 Patients who were more likely prescribed aldosterone antagonists were younger, those with lower systolic blood pressure, have an 

implantable cardioverter-defibrillator, or pacemaker implant.  
 

Combination of Avodart and tamsulosin (CombAT) Trial: Final Results 

 CombAT trail was a 4 year, multinational randomized study of 4844 men at increased risk of benign prostate hyperplasia (BPH)  

 Trial results showed that combination of dutasteride (5-alpha reducatase inhibitor) & tamsulosin (alpha blocker) REDUCED the risk 

of acute urinary retention (AUR) or BPH-related surgery & REDUCED risk of BPH clinical progression more than tamsulosin alone 

 Patients reported sustained symptom improvement from month 9 till the end of trial compared to either as monotherapy 
 

PPIs and Plavix (clopidogrel): Cardiovascular outcomes similar despite reduced antiplatelet function.  Conflicting data from recent 

observational studies indicate that PPIs may diminish the efficacy of antiplatelet effects of clopidogrel or prasugrel in patients following 

an acute coronary syndrome (ACS) event.  
The patient populations in which the interactions have been studied seem to be older patients with multiple comorbidities. In the TRITON

-TIMI 38 study, patients were younger and had a lower incidence of comorbidities and showed NO evidence of worse clinical outcomes 

due to this interaction. This interaction may NOT manifest in these populations due to the fact that inhibition of anti-platelet action has 

been found to be multi-factorial and the PPI interaction only becomes significant in the presence of multiple determining factors.  
 

Re: Drug Cost — Patients WANT guidance from their physicians ………………… Providers do NOT appear to be asking  

“Most wanted providers to ask about medication affordability (81%), consider cost (86%), offer choices (70%), and to persuade them or 

decide for them which medication to use (88%)”  — “Few said providers asked about affordability (17%), usually or always discussed 

prices (19%), or offered choices (45%) — [Journal of the American Geriatrics Society 2007, 1974,1977.] 
 

Charity misbrands prescription drugs, operator pleads guilty.  e-Medtech misbranded  donated drugs with false labels and expiration 

dates and sold them to local pharmacies in Maryland from 2007 to 2008.  
 

Pharmacy—Clinical Sound Bytes: 
 FDA approved Cervarix, for prevention of certain diseases caused by oncogenic HPV types 16 and 18, in females 10-25 yrs. [Link] 

 Note that Gardasil approved for ages 9—26 yrs and for HPV types 6, 11, 16, and 18. Does have indications in males [Link] 

 FDA approved Twynsta (telmisartan/amlodipine) for the treatment of hypertension alone or with other anti-HTN agents. [Link]  

FDA requires Byetta (exenatide) to add a warning indicating possible acute renal failure or renal insufficiency.  

From April 2005 through October 2008, FDA received 78 cases of altered kidney function (62 cases of acute renal failure and 16 

cases of renal insufficiency; of these 4 died), in patients using Byetta.   They note that within this timeframe 6.6 million scripts 

for Byetta were dispensed.  Specific advise for healthcare professionals regarding this warning is provided by FDA and now in 

product information.  Briefly, contraindicated when creatinine clearance is <30ml/min, caution when >30 but <50 ml/min.  D/C 

Byetta if renal function significantly declines and can NOT be explained via another cause. [Link] 
 

FDA has issued a nationwide recall of all lots of Accusure Insulin Syringes distributed between January 

2002 and October 2009. Needles reported to detach from the syringe which can get stuck in an insulin vial or remain under the 

skin after injection. 

Link to ALL September 2009 labeling changes (i.e., post-marketing ADR updates) [Link] 

Example; AndroGel® (testosterone gel 1%) updated warnings section to include ‘Secondary exposure to testosterone in children 

and women can occur with the use of testosterone gel in men‟. 

[Each have a Medicare exception from Tier changes until 1/1/2010] 
 

Nateglinide, generic Starlix®; levonorgestrel, generic Plan B®; Sumatriptan succinate, generic Imi-

trex® injection.; Tacrolimus generic Prograf®; zaleplon, generic Sonata®; levofloxacin, generic Quixin® 

0.5% ophthalmic   

*All meds tier 1 unless otherwise specified; §ADR = Adverse Drug Reaction;  PAR = Prior Auth Req‟d; † EC = Emergency Contraceptive 
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H1N1 — FDA‟s FAQs for Tamiflu [Link]; Relenza [Link] 
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Type 2 DM (T2DM)- MBX-2982, a first-in-class treatment for T2DM that targets G protein-coupled receptor 119 (GRP119). 

 GRP119 agonists can stimulate glucose-dependent insulin secretion and release of incretin hormones, such as GLP-1, and may pre-

serve beta cell health 

 Two multiple-ascending dose Phase I trials in pre-diabetics have been conducted. The first study showed that the drug was rapidly 

absorbed and can be dosed once a day.  The second study, tested four doses 25, 100, 300, and 600 mg, showed that once-daily doses 

of MBX-2982 provided enhanced exposures and improved dose proportionality. 

 MBX-2982 was safe and generally well tolerated with NO serious adverse events 

*All meds tier 1 unless otherwise specified; §ADR = Adverse Drug Reaction; PAR = Prior Auth Req‟d;  † NDA = New Drug Application 
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Incoming e-mail Question:  “Are Generic products really equivalent to brand-name drugs, particularly Levothyroxine ?” 
 

Excerpt of Outgoing e-mail Answer:   

Bioavailability of most generic drugs differs from their brand-name counterparts by less than 4% in the US.  The bioequivalent standard 

tests to make sure generic drugs are true to the 90% confidence interval of the mean AUC and relative mean Cmax of the test product is 

within 80-125% (log transformed data) of the reference product.  
 

See p.3 for FULL detail... 
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The National Sleep Foundation (NSF) reports that sleep impairment can affect a person‟s health, (documented increases in obesity, heart 

disease, and depression), and also can result in a loss of productivity.  
 

Sleep hypnotics and benzodiazepines are commonly used for patients with insomnia but are NOT appropriate in all patients due to their 

side effect profile, addictive properties, and daytime somnolence. 
 

Antidepressants can also cause sedation and are used to treat insomnia, but NOT all antidepressants are equal in restoring sleep patterns:  
 

Agents that have been shown to have a POSITIVE effect on sleep disturbances:  

Tricyclic Antidepressents (TCAs): Sedating TCAs such as amitriptyline, anitriptyline, clomipramine, and doxepincan be used to treat 

short term (and most likely long term) insomnia by improving sleep architecture.  
 

Serotonin-1 Receptor Antagonists/Reuptake Inhibitors (SARIs): Trazadone(dosed at 25-150mg qhs) is a commonly prescribed SARI 

that has been shown to improve sleep quality and repair sleep disturbances caused by SSRIs. Nefazodone can improve sleep efficiency, 

and enhance REM sleep but is associated with a rare liver toxicity, and drug interactions due to its inhibition on the CYP450 system 
 

Atypical Antidepressants: Bupropion‟s effects on sleep are still unclear, but bupropion appears to decrease REM latency and increase 

REM time and improve overall sleep efficacy. Mirtazapine has been shown to improve sleep efficacy, decrease sleep latency, with no 

change in normal REM sleep patterns. However, mirtazapine would most likely be tolerated in patients who can deal with daytime 

somnolence and weight gain as these are two significant side effects 
 

Agents that can DISTURB sleep patterns and sleep architecture:  

TCAs: Trimipramine, desipramine, protryptiline have been shown to disturb sleep 

Serotonin-reuptake Inhibitors (SSRIs): With the exception of escitalopram, the SSRIs have a negative effect on sleep architecture and 

restful sleep. SSRIs have been shown to increase REM latency, increase awakenings, and exacerbate sleep impairment in patients with 

insomnia 
 

Areas of Research:  

Dosing of antidepressants for sleep is not well established, but it is clear that doses needed to treat depression are not necessary to im-

prove sleep. Trazadone has been studied at doses of 25-50mg and appears to be safe and effective.  

Disease State Or Literature Update: 

 

IHA has begun an initiative they are referring to as “Value Prescribing” which aims to help control the rising costs of prescription drugs 

by finding the best combination of quality (efficacy) & cost for various therapies.  The program will focus on statin therapy because de-

spite many cost reduction programs they still represent the best opportunity to achieve „value prescribing‟ and help reduce costs. 

Formulary Updates:  Link to IHA Formulary IHA Continues Value Initiative 

 Drug Average Annual Co-pay Average Retail Cost of Drug Average Annual Retail Cost of Drug 

Tier 1  

Lovastatin 

$48 $156 $108 Pravastatin 

Simvastatin 

Tier 2 Crestor® $300 $1,596 $1,296 

Tier 3  
Lipitor® 

$420 $1,860 $1,440 
Vytorin® 

Antidepressants and Sleep; Recently published review.   [Link to abstract] 

FDA’s Detailed Info on Generic Levothyroxine products [Link ] 
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*All meds tier 1 unless otherwise specified; §ADR = Adverse Drug Reaction; PAR = Prior Auth Req‟d;  † NDA = New Drug Application 
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Incoming e-mail Question:   

“Are Generic products really equivalent to brand-name drugs, particularly Levothyroxine ?” 
 

Excerpt of Outgoing e-mail Answer:   

 
Bioavailability of most generic drugs differs from their brand-name counterparts by less than 4% in the US.  The bioequiva-

lent standard tests to make sure generic drugs are true to the 90% confidence interval of the mean AUC and relative mean 

Cmax of the test product is within 80-125% (log transformed data) of the reference product.  

 

I found it helpful to look at a chart showing 4 different possibilities regarding reaching bioequivalence.  Picture an x-axis 

with 80% and 125% listed on it. The bioequivalence range tests produce a bell curve that can either lie entirely within the 80-

125% range on the x-axis, cross the 80% or the 125% value, or lie completely outside the 80-125% range altogether. Be-

cause the test is a bell curve of values 90% chance the true mean is 

dead center of the bell curve.  Bioequivalent drugs must lie entirely 

within the range. This means that most of the drug comparator will 

be exactly the same as the reference drug.  This is in agreement 

with the results indicating that generics vary by less than 4% from 

their brand counterparts in the US.  

More regarding levothyroxine:   Levothyroxine itself, brand or ge-

neric, is an inherently unstable drug that is markedly affected by 

heat, light, and humidity.  Levothyroxine products including Syn-

throid have had a long history of problems with stability and po-

tency (hence FDA tightened regulations on ALL levo products). 

What's probably the MOST important thing is patient compliance 

and their storage of the drug.  I can imagine that it's pretty easy for 

someone to take a drug more than 4% different time-wise day to 

day.  Granted for levothyroxine we're looking at a long t½ for the 

drug and response based upon reaching and maintaining steady state levels, which should be less sensitive to missed doses 

etc, but i'd still argue that compliance and storage trumps selection of any brand vs. generic. 
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IHA has begun an initiative they are referring to as “Value Prescribing” which aims to help control the rising costs of prescription drugs 

by finding the best combination of quality (efficacy) & cost for various therapies.  The program will focus on statin therapy because de-

spite many cost reduction programs they still represent the best opportunity to achieve „value prescribing‟ and help reduce costs. 

Formulary Updates:  Link to IHA Formulary IHA Continues Value Initiative 

 Drug Average Annual Co-pay Average Retail Cost of Drug Average Annual Retail Cost of Drug 

Tier 1  

Lovastatin 

$48 $156 $108 Pravastatin 

Simvastatin 

Tier 2 Crestor® $300 $1,596 $1,296 

Tier 3  
Lipitor® 

$420 $1,860 $1,440 
Vytorin® 

FDA’s Detailed Info on Generic Levothyroxine products [Link ] 
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