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Pharmacy & Therapeutics News

Additions to the formulary: 

Olanzapine (Zyprexa Zydis™) – antipsychotic med delivered in a rapidly dissolving oral tablet formulation. 5mg, 10mg, 15mg.

For inpatient use only.
Cetirizine 5mg / Pseudoephedrine 120mg (Zyrtec-D) ER tablets – combination low-sedating antihistamine & decongestant for use up to twice daily for allergic rhinitis symptoms. For general use.

Niacin ER (NiaSpan) tablets – extended release formulation has improved side effect profile, decreased incidence of hepatotoxicity compared to immediate-release niacin. 500mg, 750mg, 1000mg. For general use.

Desogestrel 0.15 mcg / ethinyl estradiol 30mcg (Desogen) tablets – monophasic oral contraceptive for general use.

Mirena – intrauterine system containing reservoir of 

52mg levonorgestrel. Provides contraception (5 years. 

Lansoprazole (Prevacid) 15mg, 30mg capsules – proton pump inhibitor indicated as second-line treatment of GERD in patients failing rabeprazole (Aciphex).

Atorvastatin (Lipitor) 40mg, 80mg tablets – for patients intolerant of simvastatin therapy or unable to be treated to goal on simvastatin (i.e., (48% LDL-C reduction).

Raloxifene* (Evista) 60mg tablets – selective estrogen receptor modifier indicated for the prevention and treatment of osteoporosis in postmenopausal women. 

* - BCF addition

Deletions from the formulary:

Progestasert IUD – replaced by Mirena (above). 

Levonorgestrel (Plan B) 0.75mg – BCF addition rescinded pending review by the Assistant Secretary of Defense for Health Affairs. DACH will consider formulary addition pending establishment of DoD policy.
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DoD P&T Committee Update
DoD Calls for Prescription Recapture – Since the implementation of the Tricare Senior Pharmacy Benefit (TSRx) initiative last year, there has been a dramatic increase in the number of prescriptions filled in the retail network. Total weekly prescriptions for beneficiaries over 65 have risen DoD-wide from approximately 110,000 in APR 01 to over 250,000 in MAR of this year. The MTF prescription total for the same period only narrowly eclipses this number.

Why, as a facility, should this number alarm us? Giving our over 65 beneficiaries another pharmacy option logically decreases our local drug expenditures. However, the cost to the DoD is becoming substantial. Medications, many under contract, can typically be filled for much less in the MTF than in the retail network (overall cost to the government = medication cost + dispensing cost – copay). 

For instance, Prilosec (omeprazole) was removed from the DACH formulary when the manufacturer decided to increase the price from $1.09 to $2.02 per capsule.  To fill the same Prilosec prescription at Wal-Mart, however, costs the government almost four dollars a capsule ($141 / 36 caps avg.)

Prevacid (lansoprazole), added to the formulary this month, costs Darnall $0.99 / capsule. But it would cost the DoD nearly four times that much to fill elsewhere.

The dilemma that exists for facilities such as DACH is where to draw the line between relaxing our existing formulary to (theoretically) recapture these prescriptions and remaining fiscally viable. There is no clear answer.

It appears we’ve come full circle in our thinking. We’re finding that improving our beneficiaries’ access to medications is a costly proposition. The cumulative TSRx healthcare expenditure for FY02 is projected to exceed $830 million.

Strategists at the MEDCOM and DoD directorate level are currently wrestling with the answers to staunch the bleeding. DACH, for its part, has been proactive. Through initiatives undertaken by the P&T Committee, we are currently searching for means aimed at recapturing this workload. 

We’ll have our collective fingers crossed, anyway.

Darnall’s outpatient medication formulary can be accessed via Darnall’s website at www.hood-meddac.army.mil.  Go to ‘Pharmacy’ under Quick Links, then ‘Formulary’.

Remember that refill requests can also be made on-line at the Darnall home page.
(( ADVERSE DRUG REACTION REPORTING ((
 Reminder: ADR reporting is now a lot easier! Now you can document them in CHCS in two ways:

1. Typing a consult to “Clinical Pharmacy”. The reaction and treatment is detailed under “reason for consult” and “ADR” is placed under provisional Dx.

2. Entering the ADR in at the order entry screen under the medication name “adverse” and detailing the reaction in the “sig” field. 

Your support of DACH’s revised ADR program has resulted in a 600% increase in reporting since its implementation. Thank you!

Newsline – Highlighting News from the World of

Pharmacotherapy

IMPORTANT DRUG WARNING: 

SEROQUEL & SERZONE

Astra Zeneca recently issued a Safety Alert detailing several medication errors resulting from confusion between their atypical antipsychotic Seroquel (quetiapine fumarate) and Bristol-Myers-Squibb’s antidepressant Serzone. These errors led to adverse events primarily consisting of mental status deterioration, nausea, diarrhea, muscle weakness, lethargy, paranoia, and hallucinations. Three patients were hospitalized, and four patients required emergency room visits. In one case, a 25-year old female took Seroquel instead of Serzone for 3 days and developed respiratory complications. She eventually died, but a causal relationship cannot yet be established.

Apart from the similarity in the names, the meds share both a 100mg and 200mg strength, dosage form (tablets), and dosing interval (BID).

Providers and pharmacists are urged to exercise caution when prescribing and dispensing these medications, and to report any known or suspected medication errors involving these meds to the manufacturer or to the USP Medication Error Reporting System at  1-800-233-7767.  

IBS Med to Return to Market – A controversial medication used to treat Irritable Bowel Syndrome (IBS) has become the first medication withdrawn from the market for safety reasons to be allowed by the FDA to return. Alosetron (Lotronex) was withdrawn from US markets in NOV 00 after cases of ischemic colitis and other complications were reported. These complications led to over 100 hospitalizations and 4 deaths. 

The drug’s indication has been narrowed under the approved sNDA. Alosetron will now only be used to treat women with “severe, diarrhea-predominant IBS who have failed to respond to conventional IBS therapy.” Alosetron will be regulated under the FDA program that also governs the use of Mifepristone (Mifeprex), Bosentan (Tracleer), Fentanyl oral transmucosal (Actiq) and Thalidomide (Thalomid). For more information, go to http://www.fda.gov/bbs/topics/NEWS/2002/NEW00814.html
Immunization – A revision of the General Recommendations on Immunization and updates to the 1994 statement by the Advisory Committee on Immunization Practices has been made available on the CDC website. To learn more, go to http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5102a1.htm
 ( Agonists Use in HAPE – A recently published study concludes that the prophylactic use of salmeterol can decrease the incidence of high-altitude pulmonary edema (HAPE).  Sodium-dependent absorption of liquid from the airways may be defective in patients who are susceptible to pulmonary edema. Since beta-adrenergic agonists increase clearance of alveolar fluid and attenuate pulmonary edema in animal models, investigators studied the effect of salmeterol or placebo in 37 subjects who were susceptible to HAPE. It was found that prophylactic use of salmeterol more than halved the incidence of high-altitude edema in susceptible subjects (p=0.02). These findings support the concept that sodium-dependent alveolar fluid clearance may play an important role in the development of HAPE and may represent an appropriate target for therapy.

NEJM 346 (21):  1631-36.
Obesity– Ghrelin, a hormone secreted by the stomach, has been associated with the long-term regulation of body weight and may be a target for obesity treatment. Ghrelin increases food intake in humans and may influence appetite and energy expenditure to promote weight regain. If ghrelin participates in an adaptive response to weight loss, circulating ghrelin levels would increase with dieting, whereas ghrelin secretion in gastric bypass patients would be impaired.

In a study conducted by the University of Washington, investigators measured ghrelin levels in 13 obese patients before and after a six-month weight loss program. Levels were also measured in 5 formerly obese patients who had undergone bypass surgery. Among the 13 dieters, the 24-hour ghrelin AUC increased by 24%. In contrast, despite a 36% weight loss by the gastric bypass patients, ghrelin levels in these patients were significantly lower than even normal weight subjects (77%).

The authors of the study suggest that ghrelin antagonists may someday be considered in the treatment of obesity. “Potential targets for drug development in the field of obesity are now plentiful, and ghrelin antagonists must now be included among them.” NEJM 346 (21): 1623-30

A physician at the DoD Pharmacoeconomic Center recently answered the question, “why aren’t military doctors allowed to prescribe anti-obesity drugs?”

Read her response at: http://www.pec.ha.osd.mil/updates/0204web/jun_02_update_page_5.htm
HIV – The Infectious Diseases Society of America, in conjunction with the U.S. Public Health Service, have released the 4th update of their guidelines for the prevention and management of opportunistic infections (OI) in HIV-infected patients. Major changes in this edition include – updated recommendations for discontinuing primary and secondary OI prophylaxis, hepatitis C screening in HIV-infected persons, new information involving drug interactions with rifamycins and antiretroviral therapies, and recommendations for immunizing HIV-infected adults and infected children.  

A full text PDF copy of the guidelines is attached.

WHAT'S NEW


IN THE WORLD OF DRUGS

Faslodex™ (fulvestrant, Astra Zeneca) – estrogen receptor antagonist indicated in hormone receptor positive metastatic breast cancer in postmenopausal women with disease progression following antiestrogen therapy. Fulvestrant competitively binds to the estrogen receptor as an antagonist. Its receptor affinity is comparable to that of estradiol. Breast cancer cells (and subsequent tumors), many of which possess estrogen receptors, are stimulated to grow in the presence of estrogen. In clinical studies, fulvestrant was found to downregulate the estrogen receptor protein in human breast cancer cells in a dose-dependent manner. These studies also show fulvestrant to be effective against tamoxifen-resistant, as well as estrogen-sensitive, human breast cancer cell lines. In two clinical trials, fulvestrant was compared to the aromatase inhibitor anastrozole (Arimidex) in post-menopausal women with locally advanced or metastatic breast cancer. All patients in the trials had progressed after using an antiestrogen (usually tamoxifen) for breast cancer. The endpoints used were objective response rate and time to progression for fulvestrant 250mg IM compared to anastrozole 1mg orally. The resultant time to progression for fulvestrant vs. anastrozole was 165 days compared to 103 days in one trial, and 166 days compared to 156 days in the second trial. Fulvestrant is given by IM injection once monthly. It is not recommended in patients with moderate to severe hepatic dysfunction. 

Avinza™ (morphine sulfate, Ligand) – modified-release capsule formulation of morphine sulfate indicated for moderate to severe pain when continuous opioid analgesia is required. Avinza is not indicated for use on a prn basis. It contains both immediate-release (IR) and extended-release (ER) components. The ER component releases morphine gradually from beads using an osmotic pump, and maintain plasma concentrations throughout the 24-hour dosing interval. Plasma levels may persist for 36 hours. Avinza is formulated to discourage its abuse – it contains fumaric acid, and doses higher than 1.6gm per day can lead to renal toxicity. Use that seeks to cause the immediate release of the entire dose of morphine at one time can result in toxicity and fatal overdose. Intravenous abuse may lead to pulmonary and cardiac complications due to talc in Avinza’s formulation. The contents may be sprinkled on applesauce, but the beads must not be crushed, chewed, or dissolved. 

Benicar™ (olmesartan medoxomil, Sanyko) – angiotensin II receptor blocker (ARB) indicated in the treatment of hypertension. The primary pressor agent in the renin-angiotensin system is angiotensin II, which is catalyzed from angiotensin I by ACE. Angiotensin’s effects in the body include vasoconstriction, aldosterone release, and renal absorption of sodium. Olmesartan antagonizes the vasoconstrictor effects of angiotensin II by binding to the angiotensin receptor in vascular smooth muscle. Incidence of cough with olmesartan is similar to placebo. Because olmesartan does not affect ACE, it has no effect on bradykinin response. Olmesartan is the 7th ARB now marketed. There is evidence that other ARBs have beneficial effects beyond lowering blood pressure. Cozaar may be of benefit in reducing the risk of stroke, and there is evidence that Cozaar, Avapro, and Diovan slow diabetic nephropathy progression.  Though thought by some to be a class effect, olmesartan has not yet been shown to possess these traits.

Frova™ (frovatriptan succinate, Elan) – serotonin (5-HT) receptor agonist indicated in the acute treatment of migraine headaches.  Frovatriptan binds with high affinity to 5-HT1B and 5-HT1D receptor subtypes. These medications’ proposed mechanism of action is inhibition of the excessive dilation of extracerebral, intracranial arteries that occurs in migraine. Frovatriptan differs from other 5-HT agonists in that its half-life is approximately 26 hours, which is much longer than other agents. Frovatriptan was compared to placebo in five clinical trials involving migraneurs who were predominantly Caucasian females.  In all treatment arms, frovatriptan proved significantly more effective than placebo in the reduction of headache pain and decrease in migraine-associated nausea, photophobia, and phonophobia. Long-term safety in treating > 4 headaches in a 30-day period has not been established, and cardiovascular function monitoring should be considered in log-term, intermittent use. Adults take 2.5mg initially, and may repeat the dose in 2 hours if needed (max 7.5mg in 24 hours). Common side effects include dizziness, paresthesias, dry mouth, and fatigue.
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