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In The News: | HIN1 — FDA’s FAQs for Tamiflu [Link]; Relenza [Link]

Crestor (rosuvastatin) granted expanded approval [Link]

The JUPITER trial has led to Crestor being indicated for primary prevention of cardiovascular disease to reduce risk of stroke, heart attack and arterial
revascularization procedures in women >60 years and men >50 years of age with elevated levels (>2mg/L) of high-sensitivity C-reactive protein level and
at least one other cardiovascular risk factor .

Continuing Avandia (rosiglitazone) investigation [Link]
The FDA is presently reviewing all primary data from the RECORD trial to evaluate the cardiovascular safety of Avandia. No new conclusions or recom-
mendations have been made at this time. A complete report of all findings from the investigation will be released to the public in July 2010.

Metformin smell leads to patient concern [Link]

Patients question whether there is something wrong with the medication due to its “dead fish” odor. This scent is due to inherent characteristics of
metformin and in no way alters the efficacy of the drug. Extended-release or coated formulations can lessen the odor and if poor adherence is suspected,
recommend a new formulation.

[Acyclovir slows HIV-1 progression in patients coinfected with Herpes-2 [Link]
[n patients with HIV-1 that are receiving acyclovir for treatment of Herpes-2, it has been found that HIV progression is slowed. The infectiousness of the
HIV remains unchanged, however.

Thiazolidinediones associated with increased risk of bone fracture in women [Link]
[Women taking TZDs are at a higher risk of developing a bone fracture. This occurs in women only and in white women in particular. Those taking a TZD
for one year had a 50% higher chance. Women over the age of 65 were most vulnerable at a 70% increased risk.

28% of new prescriptions never filled by patients [Link]
(Over one-quarter of new prescriptions go unfilled, especially those for symptomless conditions. The study included over 75000 patients and it was found
that the fill rates were 71.6% for hypertension medications, 71.8% for cholesterol medications and 68.6% for diabetes medications.

2010/2011 seasonal flu vaccine to include HIN1 protection [Link]
[Next year’s seasonal flu vaccine is set to include the pandemic HINT1 strain putting an end to separate flu shots.

Pharmacy—Clinical Sound Bytes:

< Benicar (olmesartan) granted new indication: treatment of hypertension in children and adolescents 6-16 years of age.[Link]

< FDA approved Oleptro (trazodone HCI extended release), for once-daily oral dosing as a treatment for major depressive disorder
in adults. The company will begin marketing the product sometime later this year. [ Link]

4 Xiaflex (collagenase clostridium histolyticum) was approved by the FDA for the treatment of Dupuytren contracture, a progressive
hand disease. This drug is to be injected by a health care professional only. [ Link]

4 A new dosage form of Norvir (ritonavir) was approved by the FDA: 100mg tablets. Unlike former softgels, this dosage form must
be taken WITH meals and will NOT require refrigeration. [Link]

< Ibuprofen may have neuroprotective effect against Parkinson’s disease. [Link]

<4 Aspirin may boost breast cancer survival and lower recurrence risk.[Link]

< Acetaminophen may protect kidneys after severe muscle injury by preventing oxidative damage and kidney failure. [ Link]

Safetv Updates: | | Submit ADR® to MedWatch Online!

FDA releases new safety requirements for Long-Acting Beta-Agonists (LABAs) [Link]
Due to safety concerns, the FDA is requiring a risk management strategy and class-labeling changes for LABAs. These will include a revised Medication Guide
written specifically for patients and prescriber education about appropriate use of LABAs

Paroxetine may increase risk of breast cancer death in patients taking tamoxifen [Link]
) Patients taking tamoxifen and paroxetine were found to be far more likely to die from breast cancer than those taking another Ask RPh to submit |,

antidepressant. Tamoxifen is taken as a five-year course and if paroxetine is taken for just 25% of that time, the patient was 24% | ADR to Medwatch
more likely to die of breast cancer, 50% of the time was 54% more likely and 75% of the time was 91% more likely to die.

Statin users may experience muscle pains long after discontinuation of drugs [Link]
Almost one-third of patients stopping statins still experience myalgia six months later and elevated (>200U/L) creatinine kinase persisted in 17%. It is suggested
that a baseline creatinine kinase measurement in patients starting statins could identify those with underlying neuromuscular conditions.

Link to 2010 labeling changes (i.e., post-marketing ADR updates) [Link]
* Example; Erythropoiesis-Stimulating Agents (ESAs): updated warnings section to include ‘As part of the
risk management program, a Medication Guide explaining the risks and benefits of ESAs must be prov1ded toall [N depen dent

patients receiving an ESA.’ ” H e alth
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http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm199891.htm
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http://www.accessdata.fda.gov/drugsatfda_docs/label/2010/021286s018lbl.pdf
http://www.businessweek.com/ap/financialnews/D9DKNC5G3.htm
http://www.bloomberg.com/apps/news?pid=newsarchive&sid=awkRRBQDD24M
http://www.accessdata.fda.gov/drugsatfda_docs/label/2010/022417lbl.pdf
http://www.medpagetoday.com/MeetingCoverage/AAN/18524
http://www.latimes.com/news/nation-and-world/la-sci-aspirin17-2010feb17,0,4190955.story
http://healthday.com/Article.asp?AID=635564
http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm201003.htm
http://www.dailymail.co.uk/health/article-1249497/Anti-depressant-linked-breast-cancer-deaths.html
http://www.medpagetoday.com/Cardiology/Dyslipidemia/18423
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New Generic Approvals*: [Each have a Medicare exception from Tier changes until 1/1/2011]

Indomethacin for injection, generic Indocin® IV [Link]

Recently approved generics include:
Clindamycin/benzoyl peroxide 1%, generic Benzaclin®
Clonidine transdermal, generic Catapres® TTS
Donepezil hydrochloride ODT, generic Aricept® ODT
Ketorolac tromethamine ophthalmic solution, generic Acular®
Lansoprazole, generic Prevacid®
Perindopril, generc Aceon®

Emerging Therapies & the Drug Pipleine: |

Exenatide associated with reduced systolic blood pressure and body weight [Link]

A recent study has shown that exenatide is associated reduced body weight, hemoglobin A1C and systolic blood pressure. Authors
say that the effects seen in this trial are consistent with other larger, long term trials.

Taspoglutide effective in trials as a diabetes treatment [Link]
Five late stage clinical trials have shown taspoglutide, a GLP-1 analogue, is effective in lowering blood glucose when compared to
Byetta, Januvia and Lantus. This drug is formulated as a once-weekly injection.

Pharm.D. Monthly Q&A Review: |

Incoming Question: “Is there evidence that some beta-blockers increase insulin resistance and negatively effect cholesterol
levels and some do not?”

Answer: Yes. Beta-blockers can be broken down into two groups: vasodilating (third generation) and non-vasodilating (first and
second generation). Vasodilating beta-blockers (carvedilol, labetalol and nebivolol) reduce peripheral vascular resistance (PVR)
while maintaining or improving cardiac output (CO), stroke volume (SV), and left ventricular function (LVF). Non-vasodilating
beta-blockers tend to raise PVR while reducing CO and LVF. A reduction in insulin sensitivity (IS) is seen with non-vasodilating
beta-blockers which is attributed to reduced blood flow in peripheral tissues, such as skeletal muscles.

4 The GEMINI trial found that carvedilol, a vasodilating beta-blocker, benefitted glycemic control while metoprolol tartrate was detri-
mental. Also during that trial, patients treated with carvedilol had greater improvements in total cholesterol and triglyceride levels than
those treated with metoprolol tartrate. [Link]

©The YES TO NO study showed improvement in almost all metabolic parameters with nebivolol, including lipid levels and A1C. [Link]

©The COMET trial showed a reduction of new onset diabetes in carvedilol compared to metoprolol. Non-vasodilating beta-blockers
reduce first phase insulin secretion and insulin clearance. Plasma insulin is thus increased which leads to a worsening of (IS). [Link]

©However, effects of non-vasodilating beta-blockers, are NOT seen in presence of insulin sensitizing drugs such as metformin or TZDs.

Disease State Or Literature Update: | [Link to abstract]
Link between statin use and development of diabetes??: [Link]

Statins and risk of incident diabetes: a collaborative meta-analysis of randomized statin trials

A meta-analysis of published and unpublished data from most large scale, randomized, controlled endpoint statin drug trials was
performed to assess whether a relationship exists between statin drug use and the development of diabetes. This meta-analysis in-
cluded 91,140 patients from 13 trials. Diabetes was defined as two fasting blood glucose readings of >126mg/dl in trials that meas-
ured FBG every 6 months and just one reading in a trial that measured less frequently.

It was found that the statin group exhibited 174 more cases of diabetes, which equates to a 9% increase. Expressed in absolute
terms, this is one additional case of diabetes per 255 patients taking statin therapy for four years. Authors did not find these results
related to baseline BMI or percentage change in LDL. They did find that the association was higher in trials with older patients.
When analyzing different statins, authors found that the risk of incident diabetes remained the same.

Although they proposed some theories, the authors were unable to provide a hypothesis they were confident in to explain the in-
crease in incident diabetes. Despite the findings, the authors made it clear that statins are unquestionably effective as cardiovas-
cular protection, stopping 5.4 events in 255 patients over 4 years. They do NOT feel that the recommendation for statin use in
those patients indicated for it should be altered. Trial authors have recommended that future trials of statins include incident diabe-
tes data and that monitoring of blood glucose in those elderly patients on statins be performed.
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Disease State/Literature Update Cont’d: [Link |

The National Osteoporosis Foundation’s Clinician’s Guide to Prevention and Treatment of Osteoporosis,
Updated January 2010 [Link]

According to the Clinician’s Guide, healthcare providers should consider FDA-approved medical therapies in postmenopausal women and men aged 50

years and older, based on the following:

<% A hip or vertebral (clinical or morphometric) fracture

4 T-score <2.5 at the femoral neck or spine after appropriate evaluation to exclude secondary causes

<% Low bone mass (T-score between —1.0 and —2.5 at the femoral neck or spine) AND a 10-year probability of a hip fracture >3% OR a 10-year
probability of a major osteoporosis-related fracture >20% based on the US-adapted WHO algorithm

<% Clinician’s judgment and/or patient preferences may indicate treatment for people with 10-year fracture probabilities above or below these levels

Changes to the 2008 Clinician’s Guide include:
<4 Pg. 14: “Biochemical markers of bone remodeling [e.g., resorption markers— serum C-telopeptide (CTX) and urinary N-telopeptide (NTX) and
formation markers— serum bone specific alkaline phosphatase (BSAP) and osteocalcin] can be measured in the serum and urine in untreated pa-
tients to assess risk of fracture. They may predict bone loss and, when repeated after 3-6 months of treatment with FDA approved antiresorptive
therapies, may be predictive of fracture risk reduction.”
4 Pg. 14-15: Use of World Health Organization’s Fracture Risk Algorithm (FRAX) in United States
Developed to calculate the 10 year probabilities of major osteoporotic fracture (hip, clinical vertebral, forearm or proximal humerus) or hip £
racture based on femoral neck bone mass density and clinical risk factors:

Current age Gender

A prior osteoporotic fracture Femoral neck BMD

Low BMI Oral glucocorticoids >5mg/d of prednisone for >3 months at any time
Rheumatoid arthritis Secondary osteoporosis

Parental history of hip fracture Current smoking

Alcohol >3drinks/d

<% Pg. 22: Updated FDA indications for zoledronic acid (Reclast®)
Prevention and treatment of osteoporosis in postmenopausal women
Prevention and treatment of osteoporosis in men and women expected to be on glucocorticoid therapy for at least 12 months
Prevention of new clinical fractures in patients who have recently had a low-trauma hip fracture

< Pg. 24: Updated FDA indications for parathyroid hormone— teriparatide (Forteo®)
Treatment of osteoporosis in postmenopausal women and men at high risk for fracture
Treatment in men and women at high risk of fracture with osteoporosis associated with sustained systemic glucocorticoid therapy
Increase bone mass in men with primary or hypogonadal osteoporosis who are at high risk of fracture

Formulary Updates: Link to [HA Formulary[Z3

Inde endent

Additions:

Acuvail® 0.45% added to Tier 2 w/PAR w Health@
Sabril® added to Tier 2—Available via specialty pharmacy only Dedicated to
Embeda® added to Tier 2 Making a Difference

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, Colerys, Avinza SR 45/75 mg, Onsolis (PA except oncology), Plan B One Step, Metozolv ODT
(PA), HP Acthar (PA)

*All meds tier 1 unless otherwise specified; §ADR = Adverse Drug Reaction; PAR = Prior Auth Req’d; T NDA = New Drug Application | Page 3 of 3



mailto:mailto:rkraft@chsbuffalo.org?subject=General%20question%20prompted%20by%20Pharmacy%20Newsletter
mailto:mailto:rkraft@chsbuffalo.org?subject=General%20question%20prompted%20by%20Pharmacy%20Newsletter
http://www.nof.org/professionals/pdfs/NOF_ClinicianGuide2009_v7.pdf
https://www.independenthealth.com/Providers/Reference%20and%20Policies/Provider%20Drug%20Formulary/Provider_Drug-Formulary.pdf

