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In The News: |

Antiretroviral Therapy Reduces HIV Transmission [link]

A study published in the Lancet found a 92% decrease in transmission rate among HIV+ patients treated with ART. 3,400 couples
from seven African countries were studied; only one partner from each couple was HIV+.

4349 HIV infected partners were started on ART during the study

4103 people became infected during the study

41 of the 103 people who became infected caught the virus after the infected partner began ART

The study’s results indicate that ART is not only a treatment for HIV+, but reduces HIV transmission lending itself to having a
strong public health benefit.

Herbs and Supplements Sold Over the Counter Often Contain Contaminants and False Claims [link] [link]

A Congressional investigation reported by the Government Accountability Office into forty herbal dietary supplements found most
contained contaminants such as lead and some sellers made illegal claims that their products can cure disease and replace prescrip-
tion drugs.

440 supplements tested

4 Levels of heavy metals including mercury, cadmium, and arsenic did not exceed dangerous thresholds

416 of the 40 supplements contained levels of pesticides exceeding legal limits

4 At least 9 products made illegal health claims (i.e. garlic supplement can be taken in place of blood pressure medication)
Consumers need not be alarmed, heavy metals and pesticides are found in soil and plants. However, current law does not enforce
supplement makers to get FDA approval before selling their products. Therefore, the amounts of herbal or vitamin ingredients in
these products is not tested or regulated and may be different from what is listed on the label. The Food and Safety bill being intro-
duced next month may change the regulations on the herbal supplement industry, and hopefully the ingredients in OTC supple-
ments will be inspected and approved before selling.

New Smallpox Vaccine [link]

The first shipments of a new version of the smallpox vaccine, Imvamune, developed by Denmark’s Bavarian Nordic, arrived in the

U.S. Strategic National Stockpile last week. The standard smallpox vaccine, made with weakened cowpox, can cause severe com-

plications especially in those with weakened immune systems or eczema. Imvamune has been tested in patients with HIV and ec-

zema as well as the elderly; the complications noted with the standard vaccine have not been seen. It does not cause skin scarring

associated with the old vaccine either, as Imvamune is injected.

4The FDA has approved the vaccine for stockpiling in the event of a bioterrorism attack based on its safety profile and its abil-
ity to mount the same immune response as the old vaccine. Bavarian Nordic’s contract calls for the U.S. to be supplied with 20
million doses, with the option to buy 40 million doses more.

<4 Natural transmission of smallpox has been eradicated, however the virus is contained in freezers at the U.S. CDC and possibly
in Russia where it is possible that weaponized smallpox has been created.

A Partnership for Medical Excellence

Safetv Updates: | | Submit ADR® to MedWatch Online!
Liver Injury Warning Added to Diet Drug [link]
The FDA has added a warning to the diet medication orlistat (120mg prescription Xenical or 60mg OTC Alli) about the po-
tential for serious liver injury associated with use of the drug. Although liver injury has been reported only rarely(32 cases
total, 30 of which were outside of the U.S.), and a cause and effect relationship has not been established, symptoms reported
include jaundice, weakness, and abdominal pain. Keep in mind the medication has been used by an estimated 40 million peo-
ple and use of other drugs and disease states existed in these cases that may have been contributory.

Ask RPh to submit |,
FDA and Safe Medication Practices [link] ADE o Medwatch
The FDA'’s Safe Use Initiative was launched last fall in an effort to reduce adverse effects resulting from improper use of
medications. Members of the Institute of Medicine’s (IOM’s) roundtable met in April to discuss how they can assist in the ef-
fort. Goals of the initiative include improving dosage devices for over the counter medications and making consumer medica-
tion information more useful and relevant. It is still unclear as to how the initiative will be executed, but a “one-drug-at-a-
time” or “injury-based approach” are two possible ways. = dep endent
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Ultram

Suicide risk has been added to the prescribing information of Ultram. Do not prescribe Ultram to patients who are suicidal or ad-
diction-prone. Use caution when prescribing to patients who are taking tranquilizers, anti-depressants, are suffering from emotional
disturbance or depression, or who use alcohol in excess. [link]

Proton Pump Inhibitors

The FDA has issued new safety information to be put on the labels of prescription and OTC PPI’s about possible risk of increased
fractures of the hip, wrist, and spine. Studies have shown the greatest fracture risk in patients taking high doses of PPI’s for at least
one year. When prescribing or recommending OTC PPI’s, consider lower dose or shorter duration of therapy. [link]

New Generic Approvals*: |

Recently approved generics include:
<4 Drospirenone/ethinyl estradiol generic for Yaz
¢ Tamsulosin generic for Flomax

Emerging Therapies & the Drug Pipeline: |

Hepatitis C - Vertex Pharmaceuticals’ telaprevir, a protease inhibitor, increased the cure rate and decreased treatment time
for hepatitis C in clinical trials. About 75% of patients treated with a standard dose of telaprevir in addition to their current
treatment were cured, in comparison to 44% of patients who were cured on existing treatment alone. Merck is expected to
announce clinical trial results of its Hepatitis C experimental protease inhibitor, boceprevir, sometime later this year. Cur-
rent treatment with alpha interferon and ribavirin lasts for approximately one year and many patients drop out due to severe
side effects. Direct antiviral approach with telaprevir was shown to achieve cure in about 6 months for those in the trial
who achieved effective cure. [link] [link]

Lymphoma - International phase II study of lenalidomide shows promising success in treating transformed lymphoma.
Lenalidomide is an immunomodulatory medication which kills lymphoma cells by activating natural killer cells and in-
creases cell death. In this study of 217 patients, 33 had transformed lymphoma and were treated with lanalidomide. Patients
were treated until signs of cancer progression were seen. Overall, 45% of patients responded positively with effects seen
for a median of 13 months. Lenalidomide is approved by the FDA to treat multiple myeloma and certain types of myelo-
dysplastic syndrome. It’s potential as a lymphoma treatment is promising with mild side effects and non-toxicity. [link]

Clinical Soundbyte~FDA has approved Natazia (estradiol valerate/dienogest), the first four-phasic OC marketed in the U.S. [link

Pharm.D. Monthly Q&A Review: |

Question: Does Xopenex (levalbuterol) work better than albuterol?

Answer: Probably not. Older trials found an advantage of levalbuterol over racemic albuterol but newer trials have failed to
confirm those results. Although current trials have not found a substantial advantage of levalbuterol, studies have not found
whether it shows an advantage in subsets of the patient population.

Some experts are recommending against the prescribing of Xopenex due to cost. It is recommended to stick with albuterol
solution for nebulizers and in most cases of inhalers depending on insurance coverage.

Disease State Or Literature Update: |
Effects of fibrates on Cardiovascular Qutcomes: a systematic review and meta-analysis [link|

Medline, Embase, and Cochrane Library were searched for trials published between 1950 and March 2010 that assessed the affects
of fibrate therapy versus placebo on cardiovascular outcomes.

18 trials identified

Fibrate therapy produced a 10% RR reduction for major cardiovascular events

Fibrate therapy produced a 13% RR reduction for coronary events

Fibrate therapy had no benefit on stroke, all cause mortality, sudden death, or non-vascular mortality

Fibrates reduced risk of albumineria progression by 14%

Serious drug-related adverse events were not noted

Increases in serum creatinine were common

S
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Di sease State/ Litefature U pHibe:articleaoaituble§ioh Circulationd [link]

Aspirin for Primary Prevention of Cardiovascular Events in People With Diabetes
The following Questions were answered by a group of experts consisting of members from the ADA, AHA, and the ACCF. Avail-
able evidence was reviewed and updated recommendations were created.

1. What is the Evidence Regarding Aspirin to Prevent Initial Cardiovascular Events in People With Diabetes? Currently
available evidence consists of 3 trials conducted specifically in patients with diabetes and 6 trials in which patients with diabe-
tes constituted subgroups. Meta-analysis was used to reconcile the results.

2. How Can We Reconcile the Results of the Different Trials? The meta-analysis of the existing aspirin prevention trial was
done on all 9 studies. The main findings concluded that aspirin appears to reduce incidence of MI and stroke in patients with
diabetes but current evidence is not conclusive because of the small number of events that occurred in the available trials to
precisely estimate its effects and due to the fact that these findings are based on analyses of subgroups within larger trials lead-
ing to potential bias. It was found that aspirin reduced CHD events in men but not women, and aspirin reduced stroke in
women but not men. These differences were of borderline statistical significance and were affected strongly by one trial,
therefore further study is required.

3. What are the Potential Harms of Aspirin, and are These Similar or Different for People With Diabetes Compared to
Those Without? For extracranial bleeding (mostly gastrointestinal), aspirin use is associated with a 54% increase in risk based
on the meta-analysis of the 6 primary prevention trials. Those with diabetes taking aspirin had a 55% increased risk of extrac-
ranial bleeding compared to those without diabetes. The primary prevention studies excluded patients with peptic ulcer dis-
ease, therfore the results cannot be extended to that population of patients.

4. What Do We Know About the Recommended Dosage or Dosage Range? Although patients with Diabetes have altered
platelet function, it is unclear whether this has any impact on the required dose of aspirin. Evidence has shown that low doses
(75-162 mg/d) of aspirin achieve the same risk reductions as with higher doses (500-1500 mg/d). Aspirin resistance appears to

be higher in diabetic patients when measured by ex —vivo and in-vivo methods, yet there is not enough evidence to support
higher doses of aspirin in diabetic patients.

5. How Can We Integrate Potential Benefits and Harms of Aspirin to Determine Which Patients With Diabetes Should or
Should not Receive Aspirin for the Primary Prevention of CV Events? It appears that aspirin has a modest effect on car-
diovascular events with the absolute decrease in risk higher for those with higher baseline CVD risk.

4 Low dose aspirin (75-162 mg/d) is recommended for adults with diabetes and no previous history of vascular disease, 10
year risk of CVD events >10%, and who are not at increased risk of bleeding due to history of GI bleed, PUD, or concur-
rent use of medications that increase bleeding risk.

4 Aspirin should not be recommended for CVD prevention for adults with diabetes at low CVD risk (10-year CVD risk
<5%) as the potential adverse effect of bleeding outweighs the potential benefits.

4 Low dose aspirin may be recommended for adults with diabetes at intermediate CVD risk (10-year CVD risk of 5-10%)
until further research is available.

6. What are the Needs for Future Research? Two ongoing studies, the ACCEPT-D trial in Italy and the ASCEND trial in the
U.K, are being conducted to determine the effects of low dose aspirin in patients with diabetes. These studies will provide
additional information however they may not definitely determine whether aspirin is effective in preventing CHD events in

diabetic patients, especially those in subgroups such as patients on statins, women, and Type 1 Diabetes. Further information
is needed on aspirin resistance in patients with diabetes.
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Formulary Updates: |

Additions:

Acuvail® 0.45% added to Tier 2 w/PAR

Sabril® added to Tier 2—Auvailable 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, Zip-
sor, Aloquin, Alcortin, Colcrys, Avinza SR 45/75 mg, Onsolis (PA except oncology), Plan B One Step, Metozolv ODT (PA), HP
Acthar (PA)

Link to IHA Formulary [7§
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