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In The News: | HIN13 FDAds FAQs ik Reldhzfink]l u |

Daily low dose ASA better at night or morning?A small (n=16), but randomized, placebo controlled, double blind, crossover trial was
conducted to test whether or not a low dose (100 mg in this trial) lowered blood pressure (and various biological pressors) when taken at
night versus upon waking in morning. Study did NOT demonstrate a significant decrease in 24-hr blood pressure by administration of
aspirin at bedtime vs. am. Authors noted that effects on 24-hr BP were secondary outcomes and their study was NOT powered for this
outcome. Study was powered to test effects on mechanisms underlying BP, and study DID show significant decreased activity of pressor
systems when aspirin dosed at night vs. upon wakening. [Link]
O Larger trial powered to test 24-hr BP should be forthcoming and potentially confirm that patients should be advised to take their daily

CV propylaxis aspirin before bedtime.
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Chlorthalidone may replace HCTZ as preferred initial thiazide selection. Kaplan writes an editorial in the journal Hypertension

(54:951-953) [Link ] that nicely summarizes the accumulation of reasons that chlorthalidone may replace hctz. In his editorial he points

out that not only was chlorthalidone the thiazide utilized in the ALLHAT trial (which is the bulk of what current INC VI guidelines are

based upon) but also that in the Multiple Risk Factor Intervention Trial (MRFIT) both chlorthalidone and hctz were allowed at trial onset

but as it progressed it became evident that chlorthalidone using clinics had a favorable mortality trend vs. clinics that chose hctz.

O He also notes that chlorthalidone is 1.5-2 times more potent than hctz and has a much longer duration of action.

O Furthermore, 24-hr bp monitoring compared the 2 drugs and found a significantly greater lowering of SBP with 25 mg chlorthalidone
vs. 50 mg of hctz, more profound effect on nighttime SBP (adequate dose comparison based upon potency).

Extendedrelease niacin or ezetimibe and carotid intimamedia thickness (ARBITER 6HALTS trial). [ Link]. This trial was
stopped early and recently published in NEJM creating some controversy and generating renewed interest in niacin and another blow to
confidence in ezetimibe. Note:NOT merely a controversial imaging trial, but included data on hard outcomes such as major CV gvents.
O As early as 2 months (initial data collection point), ezetimibe had a greater % of major CV events (MI, myocardial revascularization,
admit to hosp due to ACS, and death from CAD), this gap widened steadily as the trial progressed, leading to early halting of trial.

Pharmacyd Clinical Sound Bytes:

O First-time generic for Aricept (donepezil hcl) FDA approved Both a standard tablet and an oral disintegrating tablet. [Link ]

O FDA approves 2 new extended release forms of Clonidine, extended-release tablets and the first 24-hr liquid sustained-release dose
form [tabs], [liquid]. Note: clonidine is still NOT a preferred agent, especially if compelling indication(s) exist, in INCVII .

O Cymbalta (duloxetine) earns new FDA indication, maintenance treatment of generalized anxiety disorder in adults [Link].

O Zegerid OTC (omeprazole/sodium bicarbonate) approved by FDA, not yet on shelves [Link].

O Qutenza(capsaicin) approved by FDA as an 8% topical patch for treatment of neuropathic pain associated w/ post-herpetic neural-
gia, a SINGLE application of 60 minutes to site of pain can provide up to 12 weeks of pain relief[ Link].

Safety Updates: | [ Submit ADR® to MedWatch Online!

The FDAand Sanofi-avent i s put out ADear Heal t WNograma® (@esipranineg)@xtrene eautio r 0 | t o
should be used when this drug is given to patients who have a family history of sudden death, cardiac dysrhythmias, and cardiac
conduction disturbances; and that seizures precede cardiac dysrhythmias and death in some patients. [Link]

Another update on interaction between Plavix (clopidogrel) and Prilosec (omeprazolefrom the FDA. [Link]

Procter & Gamble and FDA notified consumers of a voluntary recall of three lots of Vicks Sinex Nasal
Spray. The bacteria B. cepaciawas found in a small amount of product made at its plant in Gross
Gerau, Germany. There have been NO reports of illness. [Link]

Ask RPh to submit |
ADR to Medwatch

FDA issued early communication of ongoing safety review of Meridia® (sibutramine) noting a higher number of cardiovascu-
lar events (heart attack, stroke, resuscitated cardiac arrest, or death) than patients using a placebo. [Link]

MEDWATCH
_ \____,/—

Food e

e Link to ALL November 2009 labeling changes (i.e., post-marketing ADR updates) [Link]
* Example Vytorin® (ezetimibe/simvastati) pd at ed adver se erreyatch € mas rtuol

New Generic Approvals*: | [Each have aMedicareexception from Tier changes until 1/1/2010]

Ethinyl estradiol 1mg/0.005 mg (generic for FEMHRT); lansoprazolel5 and 30 mg delayed release caps
(generic for Prevacid); tramadol hcl ER 100 and 200 mg tabs (generic for Ultram ER); Buprenorphrine Indeplflndeq:‘th
hcl sublingual 2 and 8 mg tabs (generic for Subutex). ” Dedmg?

Makmg a Difference

* Al meds tier 1 unless otherwise specified; AADR = Adverse DruglReaction; PAPﬂge 1Pofi3or Au
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In The News | Safety Updates | New Generic... | Emerging Therapies... | PharmD Monthly O&A... | Disease State/Lit. Update | Formulary Updates
Emerging Therapies & the Drug Pipleine:
Multiple Sclerosis (MS)- Cladribine is a small molecule that may interfere with the behavior and the proliferation of certain white
blood cells, particularly lymphocytes, which are thought to be involved in the pathological process of MS.

(:) Importantly, this drug represents an ORAL formulation option for MS patients.
O 2 phase Il and 1 phase Il trials currently under way (CLARITY, ORACLE-MS, and ONWARD).

OThese trials under way despite recent FDA fdrefuse to flile
Pharm.D. Monthly Q&A Review: | [Link 1 ]; [Link 2]
Incoming e-mail Question: fiDoesSymlin( pr aml i nti de) really help diabetic patlier

Excerpt of Outgoing email Answer: YES. The major specs on Symlin (pramlintide) include: . Effects in type 1AND type 2 DM:
1.Reduct i on2 Reductiod ih BghAlc; 3.Reduction in prandial glucagon; 4. Slowed gastric emptying; 5. Weight loss
The exact mechanism of amylin mediated weight loss remains undefined. In rodents, amylin has been shown to dose dependently reduce
food intake and body weight by affecting the size and duration of meals. This mechanism appears to be centrally mediated and is inde-
pendent of gastric emptying.
O Two nice reviews focusing on pramlintide and other new DM drugs published in major journals are included, Link 1 and 2 above.

3

Disease State Or Literature Update: | PDE-56s and Pul monary HTN Linkdombstra]
Phosphodiesterase Type 5 Inhibitors for Pulmenary Artler.i
Diagnosis: Pulmonary arterial hypertension, a disease of the pulmonary vasculature, is diagnosed when there is both an increased mean

pulmonary-artery pressure (>25 mmHg at rest or 30 mmHg with exercise) and a pulmonary-capillary wedge pressure of <15 mmHg.
Secondary pulmonary hypertension due to lung disease, hypoxia, thromboembolism, and LV muscle or valve disease must be ruled out.

WHO Functional Classification of Pulmonary Arterial Hypertension:

Class Description

| No limitation of usual physical activity; ordinary physical activity does not cause increased dyspnea, fatigue, chest
pain, or presyncope

1 Mild limitation of physical activity; no discomfort at rest, but normal physical activity causes increased dyspnea, fa-
tigue, chest pain, or presyncope

11 Marked limitation of physical activity; no discomfort at rest, but minimal ordinary activity causes increased dyspnea,
fatigue, chest pain, or presyncope

v Inability to perform any physical activity at rest and possible signs of right ventricular failure; dyspnea, fatigue, or both
may be present at rest, and symptoms are increased by almost any physical activity

New ED guidelines from American College of Physicians (ACP)LInk to Fulltext PDF ]

Recommendation 1Clinicians initiate therapy with a PDE-5 inhibitor in men who seek treatment for erectile dysfunction and who do
not have a contraindication to PDE-5 inhibitor use (Grade: strong recommendation; high-quality evidence).

Recommendation 2Clinicians base the choice of a specific PDE-5 inhibitor on the individual preferences of men with erectile dysfunc-
tion, including ease of use, cost of medication, and adverse effects profile (Grade: weak recommendation; low-quality evidence).

Recommendation 3:Does not recommend for or against routine use of hormonal blood tests or hormonal treatment in the management
of patients with erectile dysfunction (Grade: insufficient evidence to determine net benefits and harms).

Note: This guideline addresses only the utility of hormonal testing and treatment of ED. Such treatments as vacuum constriction de-
vices, intraurethral suppositories, intracavernosal injections, and psychotherapy were not included in the evidence review and are NOT
addressed in this guideline.

Formulary Updates: | IHA Continues Value Initiative Link to IHA Formulary 7%}

IHA has begun an initiative they are referringtoasi Val ue P r whickaims tb hielp gnirol 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 stildl repra@tsent |t he

Average Annual Copay Avg Annual Retail Cost of Drug Avg TOTAL Annual Cost of Drug
(Patient) (GEVED) (Health Care System)

$300 $1290 $1,596

. Lipitor ®
Tier 3 Vytorin ® $420 $1440 $1,860

* Al meds tier 1 unless otherwise specified; AADpRndrlgl¥kades er se Dryg Reacti on; PARPargePdeqgr Aut
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https://www.independenthealth.com/Providers/Reference%20and%20Policies/Provider%20Drug%20Formulary/Provider_Drug-Formulary.pdf
http://content.nejm.org.gate.lib.buffalo.edu/cgi/content/short/361/19/1864?ssource=mfv
http://adisonline.com/drugs/Abstract/2008/68150/New_Drugs_for_Type_2_Diabetes_Mellitus__What_is.5.aspx
http://www.dovepress.com/getfile.php?fileID=2643
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Below are excerpts from the article by Archer and Michelakis in NEJM 361;19, Nov. 5, 2009. [Link to Abstract]
O The combined effect of phosphodiesterase type 5 inhibitors on both the right ventricle and the pulmonary artery (i.e., increas-
ing right ventricular inotropy and decreasing right ventricular afterload) may be more advantageous than drugs that affect only

the pulmonary artery.

O The combination of a relatively fixed pulmonary vascular resistance and a normal systemic vasculature presents a unique chal-
lenge in the treatment of pulmonary arterial hypertension, because nonselective vasodilator therapy increases the risk of hy-
potension due to systemic vasodilatation that cannot be compensated for by an increase in right ventricular output, which can

cause cardiovascular collapse.

O Ideal therapies for pulmonary arterial hypertension decrease pulmonary vascular resistance, spare the systemic circulation, and
increase right ventricular inotropy.
O Although molecular abnormalities have been identified that may have potential as future therapeutic targets, phosphodiesterase
type 5 inhibition meets many requirements for an ideal therapy now.
O Auvailable PDES5 inhibitors for Pulmonary Hypertension include:
¢+ FDA Approvedd Revatio (sildenafil), Viagra (sildenafil), Adcirca (tadalafil), Cialis (tadalafil)
¢ Non-FDA Approvedd Levitra (vardenafil)
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Figure 2. Therapeutic and Adverse Effects of Sildenafil in Pulmenary Arteri-
al Hypertension.

The beneficial and harmful effects of sildenafil can be predicted on the ba-
sis of the tissue distribution of its target enzyme, phosphodiesterase type
5, and its off-target effects on some other phosphodiesterases. The prefer-
ential activity of sildenafil on penile cavernosal muscle and arteries and the
pulmonary circulation is high, reflecting the high basal expression of phos-
phodiesterase type 5 in these tissues. In pulmonary arterial hypertension,
phosphodiesterase type 5 expression is induced in the pulmonary vascula-
ture, with new expression of phosphodiesterase type 5 in the hypertrophied
right ventricular myocyte, allowing sildenafil to selectively target the right
ventricle and pulmonary circulation in a beneficial and relatively selective
manner. Sildenafil can directly inhibit retinal phosphodiesterase type 6,
altering color vision, and it can indirectly inhibit right ventricular phospho-
diesterase type 3, enhancing contractility. The adverse effects listed on the
left, which are those most commenly reported in clinical trials and post-
marketing studies, reflect cyclic guancsine monophosphate—mediated
effects on systemic vascular and other types of muscle. PDE1 denotes
phosphodiesterase type 1, PDE3 phosphodiesterase type 3, PDES phos-
phodiesterase type 5, and PDEE phosphodiesterase type 6.
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