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	           Preferred Drug List (PDL) News


A.  Glucose Monitors and Test Strips

Fast Facts
· Starting in October, MaineCare will have preferred test strips and glucose monitors
· A selection of Abbott Diabetes Care (Freestyle® and Precision®) and LifeScan (OneTouch®) monitors will be available without cost to the member
· Other monitors and test strips will require prior authorization (PA)
· Approvals for non-preferred meters and test strips will be based on medical necessity dependent on clinically significant features not available on any of the preferred meters
· Physicians will receive a letter listing their patients currently using non-preferred products
· Members will be able to call a toll free number or simply bring the letter they receive to a pharmacy to receive their new preferred monitor 
MaineCare spends a significant amount of money on blood glucose monitors and test strips for the roughly 17,000 diabetics on the MaineCare Program.  Beginning in October, MaineCare will only cover meters and test strips for the meters that are listed below through Abbott Diabetes Care, Inc. and LifeScan, Inc.  By entering into a 3 year agreement with two vendors, MaineCare will be able to ensure all members have current state of the art monitors at no cost to the member and little or no cost to the State.  We will then continue to have additional savings on the strips over the next three years.  As 80% of MaineCare members already use one of these monitors, most members will not experience any change unless a physician decides that one of the newer monitors is appropriate for that member, and advises the member to make a change.
We are excited to offer this program that is a “win-win” for the State, the member and the prescriber community.  The State will be able to spend less while providing state of the art monitors to our members with diabetes.  Physicians are encouraged to be as actively involved as they wish, but the State is working to ensure there are multiple avenues available to members so no provider needs to feel overwhelmed by the change.  Letters should begin arriving to physicians by the mid-September, with member letters following shortly after.  Pharmacies will also be receiving specific communication on the change.
Members will be receiving a letter describing the change and their options for obtaining a new meter which will include:
a. Calling an “800” number and having the new monitor shipped directly to them
b. Visiting a web site and having the new monitor shipped directly to them
c. Bringing the letter they receive from MaineCare to their pharmacy
d. Checking with their prescriber to see if they have a preference and, if the physician wishes, obtain one at their point of care
Both Abbott and LifeScan will be actively working with prescribers to be sure an ample supply of the monitors is available at the point of care. These simplified options for obtaining a meter will be available until 03/01/2008, however, test strips for a meter not specified here, will not be paid for after October 25, 2007 without PA.
B.  Four (4) Brand Name Drug Limit Update
Fast Facts

· As most prescribers are aware, starting July 1, 2007, MaineCare members over the age of 18 required a prior authorization (PA) for most drugs that exceeded 4 brand name medications within that calendar month
· Members with Medicare Part D coverage were not affected
· Prescribers have been very cooperative in changing to more cost effective generics when clinically appropriate
· Members who did not have their medications changed to generics for whom no PA was sought may begin to see their prescriptions requiring PAs at the pharmacy
· Prescribers will continue to receive letters monthly with updated information on members on 5 or more brand name medications
To promote clinically effective, coordinated and cost effective prescribing, the Maine Legislature passed legislation limiting MaineCare members over the age of 18 to four (4) brand name drugs in a calendar month.  Limits on the number of brand name scripts allowed has already been successfully implemented in 19 State Medicaid Programs. Clinical evaluation of the drug profiles prompted by this change will result in improved medication management amongst prescribers while making it easier for prescribers to recognize and limit polypharmacy.  It will also improve cost effective generic utilization.  

In order to facilitate a generic substitution if clinically appropriate, before any member requires PA for any specific brand medication under this rule, the Department has begun faxing medication profiles to prescribers whose patients are on 5 or more brand name medications for which a generic alternative is available.  These profiles will be sent out monthly.  Only prescribers of drugs for which there is a reasonable generic alternative will receive the fax or letter. Prescribers should focus on the categories highlighted in the letter they receive as MaineCare is currently selectively implementing the 4 brand limit to those categories for which clinically appropriate generic alternatives are available. If the prescriber does not agree that a reasonable generic alternative exists for any of the brand drugs they have prescribed, particularly those in the categories listed in the letter, they may request a prior authorization using the Four Brand PA form # 10630. If no prior authorization is received and the member continues to receive 5 or more brand name medications, some or all of their brand name medications will potentially become subject to prior authorization in the following month.
How are prior authorizations reviewed?
The following is a brief outline of the review process.  When the PA is received, the member’s entire current drug profile will be reviewed by clinical PA staff, and the following considered:

A. If there is an A-rated, preferred generic available for the any of the member’s current drugs, the prior authorization will be denied unless adequate clinical justification is supplied.
a. This could include lack of effectiveness or documented intolerance to the alternative therapies after an adequate trial including treatment as needed for side effects such as nausea.
B. If there are generic clinical alternatives (as opposed to generic forms of the prescribed medication) available for any of the member’s drugs, the prior authorization will also be denied unless adequate clinical justification is supplied as to why a clinical alternative does not represent a viable treatment strategy.  
In keeping with good clinical practice, prescribers must be aware of the medications a patient is on when they are prescribing a new medication.  The Department can assist with the clinical review of the member’s medication profile and point out categories where generics are currently available.

While this seems like a complicated procedure, the basic premise is simple.  Generic drugs generally save money, and MaineCare can slow the rise of the cost of the drug budget by imposing limits on the number of brand name medications that a member can receive without requiring prior authorization.  This will help preserve the benefit for the greatest number of Maine citizens.  

Questions regarding the brand name drug limitation can be directed to the Prior Authorization Help Desk at 1-888-445-0497.

C. Over the Counter (OTC) Drugs
Fast Facts

· MaineCare will pay for certain over the counter drugs when filled pursuant to a prescription

· The drugs must be medically necessary, cost-effective and safe
· The DUR makes recommendations on covered OTC drugs

· The covered OTC drugs will be available in the near future on the MaineCare Pharmacy website
D. Monoamine Oxidase Inhibitor (MAOI) Drug Interactions
Fast Facts

· Serotonin syndrome and hypertensive crisis are potentially life threatening complications of drug therapy with MAOIs
· The drugs that can precipitate serotonin syndrome are increasing in number, but can be used safely if caution is used 
· Several newer MAOI agents include a selegiline patch (Emsam), a fast dissolving selegiline tablet (Zelapar), a new antiparkinson drug, a selective MAOI-B, rasagaline (Azilect) and an antibiotic, linezolid (Zyvox)
· Beginning this fall, drug combinations that pose a risk for interactions based on MAO will require PA to ensure providers are aware of the risk
Monoamine oxidase inhibitors represent a group of antidepressants and Parkinsonian agents and antibiotics that inhibit the activity of monoamine oxidase and prevent the breakdown of monoamine neurotransmitters and increase their available stores. MAOI antidepressants were often considered antidepressants of last resort for a variety of reasons. Hypertension may be precipitated when MAOIs are combined with tyramine containing foods or sympathomimetic drugs (including over –the-counter drugs containing ephedrine, phenylephrine, and pseudoephedrine).  The serotonin syndrome may be precipitated when pro-serotonergic agents are combined with MAOIs because the latter block serotonin catabolism. Despite these possible preventable occurrences, MAOIs remain an excellent choice of medication for panic disorder and a common form of depression: atypical depression. This form of depression is associated with mood reactivity, with improved mood when something good happens and at least two of the following: increase in appetite or weight gain; excessive sleeping (as opposed to insomnia); leaden paralysis; and sensitivity to rejection. 
Several new forms of MAOIs have recently come to market: a selegiline patch (Emsam), a fast dissolving selegiline tablet (Zelapar), a new antiparkinson drug, a selective MAOI-B, rasagaline (Azilect) and an antibiotic, linezolid (Zyvox).
In order to help MaineCare providers use these excellent drugs with a sense of increased safety, MaineCare will provide an educational effort in order to make providers more aware of their possible food and drug interactions.  Beginning this fall, at the pharmacy level, other drugs that are contraindicated when using individual MAOIs will be targeted to require a PA for their combined usage with a MAOI.  

The following outline gives a general introduction to MAOIs followed by a summary chart of medications.  Our next issue will include information on the MAOI dietary considerations.  It is also available on the MaineCare pharmacy website.
Introduction to MAOs

There are two isoforms of monoamine oxidase, MAO-A and MAO-B
· MAO-A preferentially deaminates serotonin, adrenaline and noradrenaline. 

· MAO-B preferentially deaminates phenylethylamine and trace amines.

· Dopamine is deaminated equally by both types. 

Monoamine oxidase inhibitors include: 

· Non-selective 

· Irreversible

· Hydrazine

· * Isocarboxazid (Marplan)
· * Phenelzine (Nardil)

· NonHydrazine 

· *Tranylcypromine (Parnate) Inhibits  B > than A

·   Reversible
· *Linezolid (Zyvox)- reversible nonselective antibiotic 

· Selective

· They are metabolized by CYP 2B6, CYP 2C19 and others and may be vulnerable to changes in concentration from potent inducers and inhibitors
· oral contraceptives increase their levels
· Irreversible

· They are metabolized by CYP 2B6, CYP 2C19 and others and may be vulnerable to changes in concentration from potent inducers and inhibitors
· oral contraceptives increase their levels
· Theoretically, since more MAOI B than MAOI-A is preserved in the gut, these agents should be able to handle MAO substrates. 
·  When drug dosage is at low levels,  the MAOI should not react with oral ingested tyramine 
· *Pargyline (Eutonyl) selective MAOI B-used for hypertension

· *Selegiline (Selegiline, Eldepryl, Zelapar and Emsam) selective B at low doses.
· Transdermal delivery of selegiline bypasses first-pass metabolism and MAOI is preserved in the gut. 

·  When drug dosage is at low levels, this MAOI should not react with oral ingested tyramine. 

· *Rasagaline (Azilect)- selective MAOI B but MAOI A not ruled out.

· It is metabolized by  CYP1A2 – therefore CYP1A2 potent inhibitors   and inducers may alter its concentration
   _________________________________

Information for this article reprinted with permission from:

1   Boyer, EW, Shannon M.  Current Concepts: The Serotonin Syndrome. NEJM 2005; 352-1112-20.

2   Biologic Therapies in Psychiatry Newsletter. Gelenberg Consulting & Publishing, November, 2005. 
 Medications to Avoid While Taking MAOIs

· Other antidepressants**

· Any medication containing decongestants* (e.g. pseudoephedrine, phenyleprine), dextromethorphan**, or meperidine (Demerol and others)**

· Illicit stimulants-cocaine, amphetamines, etc.*

· Migraine medicines, such as ergotamines, sumatriptan (Imitrex), etc.**

· Nasal decongestant drops or sprays* (steroid sprays are OK)

· Some herbal preparations, e.g. those containing ginseng*, ma huang*, or St. John’s wort (Hypericum perforatum)**

· Stimulant diet aids (e.g. Dexedrine)

*    Risk of hypertension

**   Risk of serotonin syndrome
** This is not a complete list of all possible drug-drug interactions associated with the serotonin syndrome1** 
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Drugs associated with the serotonin syndrome

Selective serotonin-reuptake inhibitors: sertraline, fluoxetine, fluvoxamine,
paroxetine, and citalopram

Antidepressant drugs: trazodone, nefazodone, buspirone, clomipramine,
and venlafaxine

Monoamine oxidase inhibitors: phenelzine, moclobemide, clorgiline,
and isocarboxazid

Anticonvulsants: valproate

Analgesics: meperidine, fentanyl, tramadol, and pentazocine

Antiemetic agents: ondansetron, granisetron, and metoclopramide

Antimigraine drugs: sumatriptan

Bariatric medications: sibutramine

Antibiotics: linezolide (a monoamine oxidase inkhibitor) and ritonavir
(through inhibition of cytochrome P-450 enzyme is oform 3A4)

Over-the-counter cough and cold remedies: dextromethorphan

Drugs of abuse: methylenediocymethamphetamine (MDMA, or “ecstas
Iysergic acid diethylamide (LSD), 5-methoxydiisopropyltryptamine (“foxy
methoxy”), Syrian rue (contains harmine and harmaline, both
monoamine oxidase inhibitors)

Dietary supplements and herbal products: tryptophan, Hypericum perforatum
(St. John's wort), Panax ginseng (ginseng)

Other: lithium

Drug interactions associated with severe serotonin syndrome

Zoloft, Prozac, Sarafem, Luvox, Paxil, Celexa, Desyrel, Serzone, Buspar, Anaf-
ranil, Effexor, Nardil, Manerix, Marplan, Depakote, Demerol, Duragesic,
Sublimaze, Ultram, Talwin, Zofran, Kytril, Reglan, Imitrex, Meridia, Redux,
Pondimin, Zyvox, Norvir, Parnate, Tofranil, Remeron

Phenelzine and meperidine

Tranylcypromine and imipramine

Phenelzine and selective serotonin-reuptake inhibitors

Paroxetine and buspirone

Linezolide and citalopram

Moclobemide and selective serotonin-reuptake inhibitors

Tramadol, venlafaxine, and mirtazapine





D.  Serotonin Syndrome-Focus on Linezolid

Fast Facts

· Zyvox (linezolid) is an MAOi inhibitor and can precipitate serotonin syndrome

· Most reported cases of Zyvox-associated serotonin syndrome have occurred in combination with SSRIs

· Deaths have occurred with Zyvox and Celexa (citalopram) and this combination will now need PA to be started

· Physicians should consider discontinuing the SSRI when starting Zyvox, and if this is not possible, watch the patient closely for the signs and symptoms of evolving serotonin syndrome which are outlined below.

Linezolid is the first (and currently only) antibiotic in the oxazolidinone class.  It was originally developed as an antidepressant with reversible monoamine oxidase inhibition properties.  It has now become a widely used antibiotic for gram positive infections including those caused by resistant bacteria such as methicillin-resistant Staphylococcal aureus and vancomycin resistant Enterococcus species.  Because the drug is well absorbed and is one of the few oral drugs available to treat these infections, it has become widely used.  However, the impression that linezolid is a potent drug has also led to its misuse for infections that do not require its unique antimicrobial spectrum. Linezolid has several potentially severe toxicities that are not uncommon, most occurring after several weeks of use of the drug.  These include thrombocytopenia, myelosuppression, lactic acidosis, peripheral neuropathy, and optic neuropathy.  Serotonin syndrome, however, is a potential toxicity that is most commonly seen shortly after initiating therapy.

Serotonin syndrome is a progressive syndrome presenting with a classic triad of symptoms which include: mental status changes, autonomic hyperactivity, and neuromuscular abnormalities.  Diagnosis is clinical, but criteria to aid in its recognition have been developed.1 Onset is rapid and, in one review of 41 cases, 61% of patients developed the syndrome within 6 hours of drug initiation, dosage change or overdose.2 The major differential diagnosis is neuroleptic malignant syndrome.
There has been considerable discussion among infectious disease specialists, pharmacists and psychiatrists as to the clinical significance of this interaction and the appropriate clinical response.  Phase I, II and III studies of the drug failed to suggest that serotonin syndrome was likely to occur.  Of 879 patients in these studies who received a potentially interacting medication, there was only 1 episode of hypertension attributed to a drug interaction in these pre-approval studies.4 In addition, in phase I studies, more than 100 mg of tyramine had to be coadministered to raise systolic blood pressure by 30 mm Hg. In a retrospective analysis of patients at the Mayo Clinic from April, 2000 to November, 2004 who had received linezolid and an SSRI or venlafaxine concurrently, serotonin syndrome was seen infrequently, with an incidence of 4%. In patients that had been on an SSRI in the 14 days prior to linezolid, there was only 1 patient with what was felt to be as “possibly” serotonin syndrome. In each case, at least one other serotonergic agent was being given as well.5 They, as well as others, have concluded that, if clinically indicated, SSRIs could be used concurrently with linezolid with careful monitoring for signs and symptoms of serotonin syndrome.6 They base this conclusion on the fact that the syndrome is clearly recognizable, notably progressive and, because linezolid is a reversible inhibitor of monamine oxidase, the syndrome reverses rapidly on discontinuation of the offending agent(s).

Suggested revised criteria for diagnosis of serotonin syndrome1,3,9*
1. Addition of a serotonergic agent to an already established treatment (or increase in dosage) and manifestation of at least 4 major symptoms or 3 major symptoms plus 2 minor ones


Mental (cognitive and behavioral) symptoms



Major symptoms: confusion, elevated mood, coma or semi-coma 



Minor symptoms: agitation and nervousness, insomnia


Autonomic symptoms



Major symptoms: fever, hyperhidrosis



Minor symptoms: tachycardia, tachypnea and dyspnea, diarrhea, low or high blood 

pressure


Neurological symptoms



Major symptoms: myoclonus, tremors, chills, rigidity, hyperreflexia



Minor symptoms: impaired co-ordination, mydriasis, akathisia

2.  These symptoms must not correspond to a psychiatric disorder, or its aggravation, that occurred before the patient took the serotonergic agent.

3.  Infectious, metabolic, endocrine or toxic causes must be excluded.

4.  A neuroleptic treatment must not have been introduced, nor its dose increased, before the symptoms appeared.

*Adapted from Radomski et al 3
Table 2: Examples of drugs that are “serotonergic”1 
	Serotonergic effect
	Associated Drugs

	Excess of precursors of serotonin or its agonists
	Buspirone, L-dopa, lithium, L-tryptophan, trazodone

	Increased serotonin release
	Amphetamines, cocaine, MDMA (ecstasy), fenfluramine, reserpine

	Reduced serotonin reuptake
	SSRI, tricyclic antidepressants, trazodone, venlafaxine, meperidine

	Slowed serotonin metabolism
	Monoamine oxidase inhibitors, e.g. isocarboxazid, selegiline


Conclusion:

Serotonin syndrome can be precipitated by the use of linezolid.  This most commonly occurs when linezolid is added to a regimen that includes SSRIs or venlafaxine and one or more other serotonergic agent such as trazodone or fentanyl.  The onset is generally within hours and the course is generally progressive unless the syndrome is recognized and drug therapy is modified.  The consequences of not recognizing this syndrome can be disastrous.  The syndrome is usually rapidly reversible with a change in drug therapy.

Linezolid is often used for life-threatening infections where few options exist and therapy must begin immediately.  SSRIs and venlafaxine use should not be considered a contraindication to medically necessary linezolid use.  It is prudent to avoid linezolid use concurrently with other non-reversible MAO inhibitors (such as phenelzine (Nardil), tranylcypromine (Parnate), Seligiline (Eldepryl), and isocarboxazid (Marplan), or to discontinue these drugs if linezolid use cannot be avoided.  The often recommended 14 day “washout” period recommended is rarely possible when linezolid use is medically necessary. Linezolid should only be used with other serotonergic agents when clearly indicated.  Caregivers need to be educated on the signs and symptoms of serotonin syndrome and the patient must be informed of symptoms to report and closely monitored.  If symptoms occur, therapy must be altered quickly to prevent progression of the syndrome.

In cases where the signs or symptoms of the serotonin syndrome may be masked (patients who are paralyzed or sedated), the other serotonergic medications should be discontinued if linezolid use is necessary. If linezolid is used, the patient’s medication list should be reviewed and the use of multiple serotonergic agents avoided.

______________


 Birmes, P. et al. Serotonin syndrome: a brief review. CMAJ 2003;168:1439-1442.

2Gillman, PK. Monoamine oxidase inhibitors, opioid analgesics and serotonin toxicity. Br J Anaesth 2005;95:434-41.

3 Radomski JW, Dursun SM, revely MA, Kutcher SP. An exploratory approach to the serotonin syndrome; an update of clinical phenomenology and revised diagnostic criteria. Med Hypotheses 2000;55:218-24.

4 Internet www.fda.gov/ohrms/dockets/ac/00/slides/3597s1c.ppt. , Accessed April 19, 2007.

5 Taylor JJ, Wilson JW, Estes LL.  Linezolid and Serotonergic Drug Interactions: A Retrospective Study. CID 2006:43:180-7.

6 Wigen, CL, Goetz, MB. Serotonin syndrome and linezolid. CID 2002;34:1651-2.

E.  PDL MAJOR CHANGE – GENERIC “OXYCONTIN” IS DISAPPEARING

Fast Facts

· Generic “Oxycontin” (oxycodone ER and CR) will soon no longer be available

· Brand Oxycontin will continue to be non-preferred and require PA

· Members on generic oxycodone ER and CR as of July 1, 2007 will be grandfathered for brand Oxycontin use once generic oxycodone ER and CR are no longer available
· Physicians should strongly consider alternative long acting narcotics at this time as members starting generic long acting oxycodone will NOT be automatically allowed to transfer to brand Oxycontin, but must try preferred agents first
For the past year, the generic form of Oxycontin has been available as oxycodone ER and CR, and has been preferred on the PDL. The brand version, Oxycontin, has always been non-preferred due to its extreme susceptibility to abuse and diversion. The makers of Oxycontin, Purdue Pharma, have recently won some patent infringement cases with a number of the generic manufacturers and reached agreements with the others. As a result, most of the manufacturers have stopped producing the generic already and the rest are expected to soon follow suit. When this occurs, there will no longer be any generic oxycodone ER or CR available and the brand Oxycontin will continue to be non-preferred.    As you were notified in the last issue of this newsletter, only users of generic oxycontin ER and CR prior to July 1, 2007 will be grandfathered to allow brand Oxycontin.  All others will need to follow the PA criteria including trials of preferred long acting narcotics before brand Oxycontin will be covered
F.  PDL CHANGES -- GRISEOFULVIN

Griseofulvin products will be non-preferred and require PA if 18 years of age or older. Members under the age of 18 years of age will be allowed up to 8 weeks of therapy without PA; however, PA will be required if using for greater than 8 weeks of therapy. Based on safety and efficacy data, griseofulvin PA’s will not be approved for onychomycosis indications. 
G.  PA STATISTICS

For the second quarter of 2007, there were 22,257 unique PA requests, 83.3% were approved.  The top five most frequently requested drugs were: varenicline/Chantix (2,746), duloxetine/Cymbalta (1,349), venlafaxine/Effexor (794), quetiapine/Seroquel (641), and gabapentin (618).  The average determination time was 3.4 hours.
H.  MAIL ORDER

The Department would like to once again remind providers of the mail-order option that is available to MaineCare members. Prescriptions may be obtained in quantities up to a 90 day supply. Cost savings and conveniences to the MaineCare members are greater when prescriptions are written in 90 day quantities when using mail-order. 

MaineCare Mail Order Pharmacies

· I-Care Pharmacy: 
1-888-422-7319
· Walmart Mail Order: 1-800-273-3455

I.  NEXT DUR COMMITTEE MEETING 

The next DUR meeting will be held on October 9th, 2007 at OMS (442 Civic Center Drive) in Augusta. Comments on the PDL or any PA’s, either proposed or already in effect, may be made at these meetings or by e-mail, letter or phone if more convenient.  You may e-mail Bruce McClenahan, Pharmacy Unit Manager at OMS at bruce.mcclenahan@maine.gov or call 287-4018 or e-mail Timothy Clifford, MD at tclifford@ghsinc.com.
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