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In The News: | . . :
HIN1 — FDA’s FAQs for Tamiflu [Link]; Rel Link
Metformin may reduce the risk of breast cancer —— s FAQs for Tamiflu [Link]; Relenza [Link]

One study has associated a 56% reduction in the incidence of breast cancer in women who have taken metformin for more than 5 years.
There is other research being conducting to determine if metformin has a role as add on therapy to cancer regimens or as an agent to pre-
vent cancer reoccurrence. [Link

Risk of ovarian cancer and use of OTC pain relievers
Regular use of aspirin or other NSAIDs was not found to affect the risk of ovarian cancer in a large cohort study. However regular use of
acetaminophen was found to nearly double the risk. [Link

Victoza more effective than Januvia

[Victoza (liraglutide), a once daily injectable incretin mimetic has shown better Alc lowering effects than oral Januvia (sitagliptin). The
1.8mg Victoza dose reduced Alc by 1.5% versus 0.9% for Januvia. Previously the manufacturer has also presented data showing that
Vicotza provided better glucose control over Byetta (exenatide) which is dosed SQ twice daily. [Link

Improving HDL more advantageous than additional LDL lowering therapy in patients already on a statin
The carotid intima-media thickness (CIMT) was significantly reduced in patients who took 2,000mg of Niaspan daily compared to Zetia
10mg daily when added to a statin. [Link

Children and Infant OTC products recalled

Tylenol, Motrin, Zytrec and Benadryl products have been voluntarily recalled by the manufacturer. The recall is not due to safety con-
cerns but rather quality standards. Some products may have higher concentrations than specified, inactive ingredients that do not meet
internal testing requirements or tiny particles. [Link

[Update on PPIs and Plavix

A recent study involving 2/3 of individuals taking pantoprazole and less than 10% taking omeprazole showed that risk of adverse cardio-
vascular events was not increased. Pantoprazole is less likely to interact with Plavix than omeprazole and therefore may have diluted the
increase risk of adverse events associated with omeprazole use in this study.

[Pharmacy—Clinical Sound Bytes:

<% The first generic of the angiotensin receptor blockers (ARBs) class has been approved by the FDA, losartan, generic for Cozaar, and
losartan/HCTZ, generic for Hyzaar. ARBs are often the drug class of choice when individuals can not tolerate ACE-I due to the
adverse effect of dry cough.

4 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 Alc decrease of 0.12% with active drug versus 0.003% with placebo, P=0.02. [Link

Safetv Updates: | | Submit ADR® to MedWatch Online!
Warning regarding liver injury with propylthiouracil use
A boxed label has been added to the labeling information for propythiouracil following reports of severe and some fatal liver injury in both
children and adults. Propylthiouracil is a second line agent for treatment of hyperthyroidism. [Link Ask RPh to submit |«
ADR to Medwatch

Studies so far have conflicting results. Two large studies in Europe found increase risk with newer generation progestins, degogestrel, gesto-
done, drospirenone (found in Yaz and Yasmin) over the older progestin levonorgestrel. However two studies founded by Bayer found no in-
creased risk. The newer progestins were developed due to side effects from levonorgestrel, mainly weight gain and acne. [Link

Update on simvastatin dose limitations

It is recommended not to use simvastatin with itraconazole, ketoconazole, erythromycin, clarithromycin, telithromycin, HIV protease inhibitors
and nefazodone. It is not recommended to exceed the following doses with the following medication,10mg with gemfibrozil, cyclosporine and
danazol, 20mg with amiodarone and verapamil, 40mg with diltiazem.

M ED warcH

* Example; Erythropoiesis-Stimulating Agents (ESAs): updated warnings section to include ‘As part of the Inde endent

risk management program, a Medication Guide explaining the risks and benefits of ESAs must be provided to all ” H ea th

patients receiving an ESA.’ Dedicated to
MM a Difference

) Risks associated with the birth control pills, Yaz and Yasmin

Food cod

*All meds tier 1 unless otherwise specified; §ADR = Adverse Drug Reaction; PAR = Prior Auth Req’d; 1 EC = Emergency Contraceptive | Page 1 of3
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New Generic Approvals*: [Each have a Medicare exception from Tier changes until 1/1/2011]
Recently approved generics include:
Losartan generic for Cozaar Heather generic for Nor-QD (norethindrone)
Losartan/HCTZ generic for Hyzaar Voriconazole generic for Vfend
Pramipexole generic for Mirapex Metaxalone generic for Skelaxin
Didanosine generic for Videx Lansoprazole generic for Prevacid

Amoxicllin/clavulanic acid extended release generic for Augmentin XR

Emerging Therapies & the Drug Pipleine: |

Obesity treatments— There are at least two treatment being studied for obesity and weight loss. Lorcaserin dosed at 10
mg BID resulted in 63% of individuals losing 5% of their body weight. Competitor Qnexa (phentermine/topiramate)
dosed at 3.75mg/23mg and 15mg/92mg resulted in 5.1% and 11% weigh loss, respectively. [Link

Rheumatoid arthritis— Pfizer is developing and testing a new oral JAK (JAnus Kinase family) kinase inhibitor for the
treatment of severe RA. It hopes to give individuals an alternative to injectable drugs. [Link

Pharm.D. Monthly Q&A Review: | PROFESS trial [Link] Review Article in Circulation 2010 [Link]

Incoming Question: “I have a patient who’s had multiple TIA’s while on Plavix® (clopidogrel). Given the recent concerns over
clopidogrel and omeprazole (and possibly other PPIs) and the issues of poor metabolizers and clopidogrel, what’s the comparative
effectiveness of Aggrenox (dipyridimole/aspirin) with clopidogrel?”’

4 Answer: “For the purposes of secondary prevention of noncardioembolic stroke or TIA, studies and major guidelines support
the use of dipyridimole/aspirin ER and appears that it’s comparable in effectiveness to clopidogrel for this particular indication”
¢ Prevention Regimen for Effectively Avoiding Second Strokes (PRoFESS) trial
= Efficacy and safety of 25 mg aspirin plus 200 mg dipyridamole ER twice daily vs. 75 mg clopidogrel daily
= n=20,332 patients in 2 x 2 factorial design
= Similar incidences of the primary outcome of recurrent stroke, 9% for dipyridamole/asprin ER vs. 8.8% clopidogrel
= However, dipyridamole/aspirin ER had more major hemmorhagic events than clopidogrel (4.1% vs. 3.6%)

e Note: 2002 Antithrombotic Trialists’s Collaboration and a Cochrane Databases Systematic Review meta-analysis involving
23,019 patients, it was reported that in patients with arterial vascular disease, there was NO evidence that dipyridamole with
or without another antiplatelet drug reduced the risk of vascular death.

e However, dipyridamole reduced the risk of further vascular events only in patients with cerebral ischemia.

4Note: studies showing it effective used the fixed dose combination: ER dipyridamole/aspirin formulation = Aggrenox®

Disease State Or Literature Update: | Full text Article available from NEJMO [Link]

ACCORD lipid trial
Study Goal—Determine if patients with type 2 diabetes and high cardiovascular risk would benefit from combination therapy with
a statin plus fenofibrate compared to statin monotherapy.

Patient population—
¢ Alc>7.5%
©  Age
- Evidence of cardiovascular disease—range was 40-79 years old
- Evidence of subclinical cardiovascular disease or two additional risk factors—range was 55-79 years old
4 Lipids
-LDL 60-180mg/dl
-HDL < 55mg/dl for women and blacks, <50mg/dl for all other groups Continued on p.3 ——>
-TG <750mg/dl if not receiving lipid therapy, <400mg/dl if receiving lipid therapy

Protocol— open label simvastatin and masked fenofibrate dosed to CrCl or placebo

Strengths of study Weaknesses of study
Large, long term study, randomized, placebo controlled, Very broad inclusion criteria, didn’t reach the pre-defined
use of clinical outcomes, funded by NHLBI (unbiased) number of participants needed

*All meds tier 1 unless otherwise specified; §ADR = Adverse Drug Reaction; PAR = Prior Auth Req’d; T NDA = New Drug Application | Page 2 of 3
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Disease State/Literature Update Cont’d: Full text Article available from NEJMO [Link]
Results

<4 Primary endpoint—No significant difference in the annual rate of major cardiovascular event (nonfatal MI, nonfatal stroke,
death from cardiovascular cause) - 2.2% in the fenofibrate group versus 2.4% in the placebo group. (CI 0.79-1.08, P=0.32)

<4 Secondary endpoints—No significant difference in the rate of expanded macrovascular outcomes (primary outcome plus re-
vascularization or hospitalization for CHF), major coronary disease events (fatal coronary event, nonfatal MI, unstable an-
gina), nonfatal MI, any stroke, nonfatal stroke, death from any cause, death from cardiovascular cause, fatal or nonfatal CHF

<4 Lipid endpoints—Significant reductions for both fenofibrate and placebo groups in LDL, HDL and TG. Similar reductions
seen in LDL and HDL between the two groups however for TG fenofibrate reduced levels to a greater extend from 164-122
mg/dl compared to 160-144 mg/dl for placebo.

4 Safety—
-No significant differences in elevations in creatine kinase, ALT, incidence of myopathy, end stage renal disease/hemodialysis
-Scr increases in the fenofibrate group were 0.93-1.10mg/dl compared to 0.93-1.04 mg/dl in placebo
-Lower incidence of microalbuminuria and microalbuminuria in fenofibrate treated individuals

<4 Subgroup analysis—
¢ Significant correlation between the primary outcome and gender (P=0.01).
= Rates of the primary outcome in men were decreased in the fenofibrate group compared to placebo, 11.2% versus 13.3%,
respectively.
= However, rates in women were increased in the fenofibrate group compared to placebo, 9.1% versus 6.6%, respectively.
e Non-significant correlation with TG in the highest third (>204mg/dl) AND HDL in the lowest third (< 34mg/dl) (P=0.06).
Rates of the primary outcome were 12.4% for the fenofibrate group and 17.3% for the placebo group.

Conclusion—Combination therapy with fenofibrate does not provide benefit over statin monotherapy in most diabetic individuals.
<4 However, individuals with high TG and low HDL may benefit.
4 There are NO increased safety concerns (including myalgias and liver function) with combination therapy.

Formulary Updates: | Link to IHA Formularw[Z]
Additions: Inde endent
Acuvail® 0.45% added to Tier 2 w/PAR
Sabril® added to Tier 2—Available via specialty pharmacy only w Health@
Embeda® added to Tier 2 Dedicatedto
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
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