DADS/DSHS EXECUTIVE FORMULARY COMMITTEE MINUTES

July 20, 2012
The Executive Formulary Committee convened on Friday, July 20, 2012 in Room 150 - ASH Building 552.  The meeting was called to order by Dr. Becker, Interim Chair at 9:41 a.m. 

	Emilie A. Becker, M.D.
	(
	Jennifer Wright, M.D.
	Absent

	Mary Bowers RN, BSN
	Absent
	Valerie Kipfer, MSN, RN (non-voting)
	Absent

	Catherine Hall, Pharm.D.
	(
	Lilani Muthali, M.D. (non-voting)
	(

	Jeanna Heidel, Pharm.D.
	(
	Nina Muse, M.D. (non-voting)
	Absent

	Marla Knight, Pharm.D., CGP, FASCP
	Absent
	Jay Norwood, MSN, RN (non-voting)
	Absent

	Jeff Matthews, M.D.
	Absent
	Peggy Perry (non-voting)
	Absent

	Connie Millhollon, RN
	(
	Chris Adams (non-voting)
	Absent

	Victoria Morgan, M.D.
	Absent
	Mike Maples (non-voting)
	Absent

	Kenda Pittman, Pharm.D.
	(
	Kerry Raymond (non-voting)
	Absent

	Tran Quan, D.O.
	(
	Vacant Center Position
	

	Ann L. Richards, Pharm.D.
	(
	Vacant Center Position
	

	Robert L. Ward, D.O.
	(
	
	


Guests Present: Lisa Mican, Pharm.D., Assistant Pharmacy Director –ASH, Saadia Ali, Pharm.D. Pharmacy Resident, Phillip E. Balfanz, M.D. 

Introduction and Other Information
The guests were introduced to the Committee members.
Since the last meeting, Dr. Matthews has taken a position with Hill Country Community MHMR Center as a staff psychiatrist.  At the request of Hill Country Community Center, Dr. Matthews has been appointed to the Committee representing a Center’s position.  Dr. Jennifer Wright, Kerrville State Hospital has been appointed to the Committee as a state hospital psychiatrist.  Dr. Race has moved to Austin State Supported Living Center as a staff psychiatrist.  At this time, it is unknown if the Hospital Section will fill his former position.  Until a new Committee Chair can be appointed, Dr. Becker will serve as the Interim Chair.
Approval of Minutes of April 20, 2012
On a motion of Dr. Heidel, seconded by Ms. Millhollon, the minutes of the April 20th meeting were approved as previously distributed.  

Conflict of Interest Disclosure Forms

Each Committee member, as well as the individuals submitting the new drug application and completing the monograph has submitted their disclosure forms.  No conflicts were noted.
Adverse Drug Reaction Reports

The Executive Formulary Committee discussed several adverse drug reactions.
In the first case, a 33 year old white male was admitted to a psychiatric hospital on February 8, 2012, with the diagnoses of schizoaffective disorder, bipolar type; cannabis abuse; nicotine dependence; and mild thrombocytopenia.  The patient did not report any allergies.  Initially, the patient was treated with olanzapine (Zyprexa®) and divalproex (Depakote®) with normal serum sodium (144 mEq/L) and chloride (107 mEq/L) as well as normal urine and serum osmolality.  Olanzapine was discontinued and risperidone (Risperdal®) was prescribed on March 9th along with divalproex as well as clonazepam (Klonopin®).  Additional labs on March 14th and March 20th showed normal serum sodium and chloride similar to admission levels.  On March 26th, oxcarbazepine (Trileptal®) was initiated due to increase in hypersexual behaviors and for additional mood stabilization.  The oxcarbazepine was titrated on March 28th and again on March 29th to a dose of 900 mg twice daily.  Labs on April 2nd noted a significant drop in sodium and chloride to 121 and 84 mEq/L respectively.  Upon assessment in the medical clinic, the patient was not noted to have any significant mental status changes and voiced no complaints.  He was noted to have been drinking copious amounts of fluids and was placed on fluid restriction.  In addition, he was administered sodium chloride tablets.  The next day his sodium was 127 mEq/L and chloride was 90 mEq/L.  Oxcarbazepine was suspected to be possibly contributing to the low sodium and chloride levels so it was tapered.  On April 4th, the labs were sodium 132 mEq/L and chloride 97 mEq/L while the labs on April 6th were sodium 132 mEq/L and chloride 98 mEq/L.  Oxcarbazepine was tapered again on April 8th and ultimately discontinued on April 10th.  On the day of discontinuation, the sodium was 143 mEq/L and chloride was 107 mEq/L.  The labs since oxcarbazepine discontinuation have been within normal limits without the need for sodium chloride tablets or fluid restriction.

In the next report, a 79 year old female was receiving teriparatide (Forteo®) 20 mcg subcutaneously on a daily basis since August 2011.  Previously obtained CBC’s showed platelets of 185 K/mm3 on August 20, 2011, 107 K/mm3 on March 13th, and 95 K/mm3 on April 13th.  Since teriparatide was the only change in medication regimen since August, it was discontinued on April 13th.  The patient was asymptomatic with no bleeding.  A repeat CBC obtained on April 27th showed platelets at 140 K/mm3. 
A patient was being treated for pulmonary tuberculosis with various medications.  Beginning November 17, 2011, the patient was receiving ethambutol (Myambutol®) 400 mg/day, pyrazinamide 500 mg/day and rifampin (Rifadin®) 300 mg/day and isoniazid 300 mg/day with platelets of 271 K/mm3 and absolute neutrophils of 4.7 K/mm3 on November 18th.  On December 12th, the platelets were 100 K/mm3 and absolute neutrophils were 2.9 K/mm3.  The ethambutol was discontinued on December 26th and the patient remained on the same doses of pyrazinamide and rifampin.  The platelets and absolute neutrophils continued to decrease and on January 9th the platelets were 89 K/mm3 and 2.0 K/mm3.  On January 16th, the pyrazinamide was discontinued.  The platelets and absolute neutrophils continued to decline with the following values: platelets 72 (1/17/12), 59 (2/17/12), 72 (2/21/12) and absolute neutrophils 1.0 (1/17/12), 1.1 (2/17/12), 1.1 (2/21/12).  On February 23rd, ethambutol 400 mg/day and moxifloxacin (Avelox®) 400 mg/day were added.  On February 23rd, the rifampin was discontinued.  On February 27th, the platelets were 55 K/mm3 and absolute neutrophils was 1.0 K/mm3.  On February 29th, the moxifloxacin was discontinued and levofloxacin (Levaquin®) 750 mg/day was started.   The platelets and absolute neutrophils showed a slight increase to 63 and 1.8, respectively on March 12th.  On March 13th, the ethambutol and levofloxacin were discontinued and rifabutin (Mycobutin®) 150 mg/day was started.  On March 26th, the platelets were 62 K/mm3 and the absolute neutrophils was 1.3 K/mm3.  On April 5th, the patient was prescribed nitrofurantoin (Macrodantin®) 100 mg twice daily for an urinary tract infection.  The platelets and absolute neutrophils were 49 and 0.8 (April 5) and 47 and 0.9 (April 9), respectively.  On April 11th, the nitrofurantoin was changed to 100 mg at bedtime.  On April 17th, the rifabutin was discontinued and rifampin 300 mg/day was restarted.  On April 23rd, the platelets were 42 K/mm3 and 0.9 K/mm3.  On April 24th, ethambutol 400 mg/day and levofloxacin 750 mg/day was started and rifampin was discontinued.  On May 3rd, the nitrofurantoin was discontinued.  On May 9th, the isoniazid was discontinued.  On May 10th, the platelets were 50 K/mm3 and absolute neutrophils were 1.2 K/mm3.  At this time rifampin 300 mg/day was once again restarted.  On May 14th, the platelets were 41 K/mm3 and absolute neutrophils were 1.0 K/mm3.  On May 15th, the ethambutol, rifampin and levofloxacin were discontinued.  The platelets and absolute neutrophils continue to be low despite being off of tuberculosis medications.  The patient was referred to a hematologist and discharged from the facility.
New Drug Applications

(Please refer to Attachment A for the monograph and application that was considered when determining action by the committee.)

Magnesium L-lactate dihydrate (Mag-Tab® SR) - presented by Dr. Mican
Magnesium L-lactate dihydrate is a mineral dietary supplement.  Currently there are no oral magnesium supplements on Formulary.  Magnesium is primarily stored in bone and muscles with only 1% generally available systemically in the blood.  Blood levels may not be the same as intracellular levels, but can indicate overall deficiency.  Magnesium supplementation may be needed to adequately maintain magnesium levels, particularly in those with diabetes, alcohol dependence, chronic diarrhea, malabsorption syndromes, poor dietary intake, or use of medications which may cause magnesium wasting or impair absorption of magnesium such as diuretics, proton-pump inhibitors, cisplatin, aminoglycosides, and amphotericin B.  Low magnesium levels may also correspond with decreases in calcium and potassium.  In fact, if potassium levels are low, it is estimated that half of those patients will have low magnesium.  Less severe symptoms of hypomagnesemia may include: muscle cramps, high blood pressure, poor appetite, gastrointestinal upset, and fatigue.  Palpitations, tremors, dysrhythmias, and seizures may occur in more severe cases of magnesium deficiency and would typically need injectable replacement rather than oral magnesium replacement.  Those prescribed digoxin may also experience digoxin toxicity in the presence of magnesium deficiency.  Magnesium L-lactate is a magnesium salt containing 12% elemental magnesium for dietary supplementation.  Magnesium is an important cofactor in many enzymatic reactions in the body involving protein synthesis and carbohydrate metabolism (approximately 300 enzymatic reactions require magnesium).  Magnesium is important for cardiac and neuromuscular functioning.  The systemic bioavailability of magnesium L-lactate is 41% compared to magnesium oxide which is only 4% absorbed.  Most of the absorption of magnesium occurs in the jejunum and ileum.  Oral magnesium L-lactate may be used to supplement diets deficient in adequate magnesium or for those with mild asymptomatic magnesium deficiencies, magnesium levels between 1.2 – 1.7 mg/dl.  The dose of elemental magnesium is 200 – 400 mg/day and is typically recommended for mild asymptomatic hypomagnesemia in adults.  This equates to three or four 84 mg magnesium L-lactate caplets per day in divided doses with food.  Higher doses or injectable magnesium formulation is generally necessary in severe or symptomatic hypomagnesemia.  Individuals with lactose intolerance are able to take magnesium L-lactate.
Following discussion, on motion of Dr. Ward, seconded by Dr. Heidel, the request to add magnesium L-lactate dihydrate (Mag-Tab® SR) to the formulary was approved.  The Formulary Drug Check List was completed.  

Quetiapine (Seroquel®, Seroquel® XR) Purchases
Dr. Richards reviewed the purchases of Seroquel® and Seroquel® XR from April through June for the State Hospitals.  The State Supported Living Centers’ purchases were not reviewed since these facilities receive Part D funding for the majority of their residents.  The following is a summary of the purchases for the State Hospitals:
	Month
	Purchases
	Returns
	Net

	April
	$35,639.91
	$33,212.11
	$2,427.80

	May
	$7,709.92
	$14,627.46
	-$6,917.54

	June
	$6,609.18
	$1,491.84
	$5,117.34


In reviewing June’s transactions, all transactions were for Seroquel® XR products and three facilities were involved.  One facility only returned product, while the two other facilities had purchases.  Dr. Becker will contact the clinical directors at these facilities regarding the use of this product.  The purchases will continue to be monitored.

Lurasidone (Latuda®) Dose
In a recent labeling change, the maximum dose of lurasidone was increased to 160 mg daily.  Previously the maximum dose was 80 mg per day.  On a motion of Ms. Millhollon, seconded by Dr. Heidel, the maximum dose of lurasidone was changed to 160 mg/day.
Modafinil (Provigil®) Use
At the last meeting, a question was raised regarding the use of modafinil in the field.  Currently, modafinil has become an “in-vogue” drug with use by many different individuals across the country.  Modafinil has FDA indications for narcolepsy, obstructive sleep apnea and shift work disorder.  A survey of the facilities found that from March through July, modafinil was being used for the following reasons:
Living Centers

Narcolepsy

Severe obstructive sleep apnea/hypopnea

ADHD
Wakefulness/ADHD

Daytime excessive sleepiness (Prader Willi)

Apnea

Sleep apnea with pulmonary hypertension

State Hospitals

Daytime drowsiness – possible sleep apnea
Attention/Concentration – continued from the community

Excessive daytime sedation

Nootropic trial to assess whether it will improve capacity for competency restoration

Daytime alertness and attention

Based on the reported use, the Committee did not feel that the drug was being misused.

Antipsychotic Tier Schedule

The Antipsychotic Tier Schedule has been implemented for approximately 6 months.  The number of antipsychotic polypharmacy cases continues to decrease, especially those that are on three or more antipsychotics.  In the current Tier Schedule, the use of three or more antipsychotics requires approval by the clinical director.  The Committee discussed changing this criterion to “two or more antipsychotics require clinical directors’ approval.”  After much discussion, on a motion of Ms. Millhollon, seconded by Dr. Heidel, the recommendation to add “Any combination of two antipsychotics for hospitals only” to the Tier 2 category was approved.  The updated Antipsychotic Tier Schedule is located in Attachment B.
It was noted that in the past, patients that were under court orders for medications, did not have to sign for their olanzapine pamoate (Zyprexa® Relprevv™) injection.  Currently, the manufacturer of this medication is requiring all patients to voluntarily sign to receive this medication.  As a result, the use of this drug at some of the facilities may decline.

Drug Deletions

At the last meeting, there were no recommendations for drug deletions.

New Dosage Strengths

The FDA is requesting manufacturers to limit the amount of acetaminophen found in combination products to no more than 325 mg in each tablet or capsule due to liver toxicity.  The deadline to complete this transition is January 2014.  Some of the manufacturers have already decreased the amount of acetaminophen in their products.  As a result, several of the hydrocodone/acetaminophen combinations have already changed.  Therefore, it was recommended that the following products be added to formulary:
Tablet: Acetaminophen 300 mg – Hydrocodone 5 mg

Tablet: Acetaminophen 300 mg – Hydrocodone 10 mg

Tablet: Acetaminophen 300 mg – Hydrocodone 7.5 mg

With the addition of lurasidone (Latuda®) 20 mg tablet to the market, it was recommended that this tablet strength be added to formulary.

On a motion of Dr. Heidel, seconded by Ms. Millhollon, the recommendation to add these product strengths to the Formulary was approved.

USP Standards vs. Other Standards
Currently, the Committee has only allowed supplements that are USP Verified to be on Formulary.  The contracted wholesaler does not provide any USP Verified products for omega-3 fish oil.  However, they do provide other products that are certified by other organizations.  The following are other certification processes and the product lines that they certify.
· Good Manufacturer Practices (GMPs)
Certifies – Nature’s Way, Country Life, Twin

· Consumer Labs (CL)
Certifies – Good Neighbor Pharmacy, Sundown

· United States Pharmacopoeia (USP)
Certifies – Nature Made

· National Sanitation Foundation (NSF)
Certifies – GNC Nutritional Supplements
In reviewing these organizations, it was noted that most of these organization complete similar types of evaluations.  They will test the raw materials and the final product to make sure that the label reflects the content of the product.  The company requesting certification will pay a fee for this process.  This is very similar to The Joint Commission, in which hospitals pay a fee to be surveyed for accreditation.  Many of these organizations will certify other products or commodities besides over-the-counter products, such as water systems.
On a motion of Dr. Ward, seconded by Dr. Heidel, it was recommended to add these four certifying organizations to the list of supplements that are on formulary.  That is, supplements that are on the formulary must be certified by one of these four organizations. 
Psychotropic Audit Criteria & Guidelines - Antidepressants
The Antidepressant Audit Criteria and Guidelines have not been reviewed.
Psychotropic Audit Criteria & Guidelines – Chemical Dependence Adjunct

The Chemical Dependence Adjunct Audit Criteria and Guidelines have not been developed.
Probiotics Review
Dr. Hall provided a review of probiotics.  Probiotics are defined by the Food and Agriculture Organization (FAO) and World Health Organization (WHO) as “live microorganisms which when administered in adequate amounts confer a health benefit on the host.”  The normal flora of the human gastrointestinal tract contains over 500 distinct bacterial species and plays a pivotal role in maintaining nutrition, metabolism, and immunity.   Many things disrupt the balance of beneficial and harmful organisms in the gut.  These include antibiotics, surgery, radiation, etc.  Probiotics are commonly used to restore the normal flora of the GI tract and thus improving gastrointestinal and overall health.  Probiotics are able to accomplish this by producing acids and other substances that suppress the growth of pathogenic organisms, strengthening the mucosal protective barrier, and competitively blocking pathogenic organisms from colonizing the GI tract.  Probiotics are available in food products, such as yogurt and dairy drinks, and in dietary supplements sold over-the-counter as capsules, tablets, packets, liquids, and powders.  There are many different microorganisms and products available.  Products may contain one or more microorganism species.  Since products contain live microorganisms, some products require refrigeration and compliance with expiration date is vital for their effectiveness.  It should be noted that probiotics effects tend to be strain specific, so generalization about the health benefits of probiotics as a class cannot be made.  Excellent articles on this topic include: 
Williams N. Probiotics. Am J Health-Syst Pharm. 2010;67:449-58.

Floch MH, Walker A, Madsen K, et al. Recommendations for Probiotic Use-2011 Update. J Clin Gastroenterol. 2011:45(suppl 3):S168-171.
It was recommended that the review developed by Dr. Hall and Dr. Payton be placed on our website with the other monographs.  See Attachment C for Probiotics monograph.
Drug Formulary Sectional Review-
Gastrointestinal

Muscle Relaxants

Dr. Hall provided the review on the agents in the gastrointestinal section.  See Attachment D.  Dr. Hall recommended that the following products be deleted from the Formulary:

· tegaserod (Zelnorm®)

· psyllium granules

· attapulgite

· cascara Sagrada

· docusate sodium with casanthrol
· ipecac

In addition, Dr. Hall recommended that the following be removed from this section as they are included in the Antiemetic/Antivertigo sections:
· meclizine (Antivert®, Bonine®)

· prochlorperazine (Compazine®)

· trimethobenzamide (Tigan®)

Dr. Hall recommended that ondansetron (Zofran®, Zofran® ODT) be moved from the Gastrointestinal section to the Antiemetic/Antivertigo section.
On a motion of Dr. Heidel, seconded by Dr. Ward, the recommendations made by Dr. Hall were approved.  

Dr. Hall provided the review on the agents in the Muscle Relaxant section.  See Attachment E.  Dr. Hall recommended that this section be broken down into two subsections.  One section would be for antispasticity agents and would include: baclofen, tizanidine (Zanaflex®), dantrolene (Dantrium®) and diazepam (Valium®).  The other group would be for antispasmodic agents and this would include: cyclobenzaprine (Flexeril), diazepam (Valium®), methocarbamol (Robaxin®) and tizanidine.  On a motion of Dr. Ward, seconded by Dr. Hall, the recommendation to split this section into these two subsections was approved.
Issues from the Clinical Director’s Meeting
Dr. Becker reported that olanzapine (Zyprexa®), risperidone (Risperdal®) and quetiapine (Seroquel®) continue to be the most prescribed antipsychotics.  As of the end of March, all three antipsychotics are generically available.  This should impact the overall drug costs for all facilities.
FDA Drug Safety Communications
Dr. Richards reported that the FDA safety communications that have been issued since the last meeting are not applicable to the majority of the patient population served by our agencies. 
Quarterly Non-Formulary Drug Justification Report

For the third quarter of fiscal year 2012, all facilities reported use of non-formulary agents.  The following were the top non-formulary agents that were prescribed:

Fish oil capsules 

Melatonin

Calmoseptine (Risamine®) ointment

With the approval of other organizations for product certification, it is expected that the number of non-formulary fish oil orders will decline significantly or be eliminated.
Sectional Review for Next Meeting

The following sections will be reviewed at the next meeting:
Infectious Disease
Antineoplastic

Table Review

Reserve Drug Review

Other Issues
The following information was shared with the Committee members:

Pfizer has agreed to change the label on its Centrum® multivitamin supplements so that it will no longer include claims that it benefits “breast health” and “colon health.” The Center for Science in the Public Interest threatened Pfizer with a suit, if it did not remove the claims. 

According to a study in the Journal of the American Medical Informatics Association, “Having computerized physician order-entry systems in place doesn't eliminate the risk of wrong-patient orders, but interventions that require providers to double-check their work can greatly reduce the likelihood that such errors will occur.”  Investigators first evaluated a tool for measuring wrong-patient orders that occur with CPOE systems.  The tool identified orders that were quickly retracted and then reordered for a different patient, was able to correctly pinpoint 76% of wrong-patient orders, according to the study.
Alexza Pharmaceuticals announced that the Food and Drug Administration accepted a new drug application for Adasuve® (loxapine), a treatment for schizophrenia and bipolar disorder.  The FDA, in May, reported deficiencies in Alexza's manufacturing facility in Mountain View, California.  Alexza is pairing the long-used medication with an inhaler delivery system for ease of use and rapid effect. 

The Morristown (NJ) Daily Record reported that, “The use of prescription pills among adolescents and teenagers has reached epidemic proportions in New Jersey and has led to increased heroin addiction, one expert said.” Frank Greenagel, a recovery counselor and Rutgers University professor, “said the rise in heroin addiction is directly tied to the number of painkillers readily available by legal means and on the black market.” Greenagel said that “the over prescription of painkillers by doctors and dentists' needs to be curbed.”
Eli Lilly & Co. said it gained six more months of exclusivity in the US for Cymbalta® by studying its effects in children. That carries its exclusivity through December 2013 as part of an FDA program designed to increase pediatric studies. Lilly did two studies of the drug's effects on children and adolescents, but it does not plan to pursue approval for the drug in those age groups because there were no clear benefit over a placebo for pediatric depression. 

Purdue Pharma is considering running studies on OxyContin® in a time-frame that could give the company a six-month extension of patent protection “worth hundreds of millions of dollars.” Purdue Pharma was first asked by the FDA to do such studies on children 10 years ago, and “the company's long delay in complying with the Food and Drug Administration's request rankles critics, who say it is coming far too late for many children,” as "doctors have prescribed OxyContin® to tens of thousands of children and teenagers without the benefit of study data to guide them." 

It was reported that tests are underway “to determine whether ketamine, a hallucinogen commonly used to anesthetize horses, can offer a new avenue for relieving the low mood and self-esteem and feelings of hopelessness that plague as many as 121 million people worldwide.” Tests in animals “show ketamine promotes the growth of brain nerve-cells and their connections that are the cornerstones of learning and memory. Scientists are trying to see if the compound has the same dramatic effect in severely depressed and suicidal people.” 

The Food and Drug Administration approved a new drug for cleansing the colon before colonoscopy exams that requires drinking only 10 ounces of the product, not the two liters required with some current products such as GoLytely®. The patient must drink other fluids as well, but that can be water, soda or other pleasant-tasting liquids. This new cleansing agent, called Prepopik™, is expected to be marketed by October, according to the manufacturer, Ferring Pharmaceuticals Inc. of Parsippany, NJ.
It was reported that “EnVivo Pharmaceuticals Inc.'s pill designed to stimulate the same brain receptors as nicotine helped improve memory in Alzheimer's patients after 23 weeks, an early trial showed.” With the 2 mg dose, patients “improved on two measures of memory,” while those taking the 1 mg and 0.3 mg doses “improved whether or not they were taking another Alzheimer's medication.” The medication “targets the nicotinic A7 receptors,” and “activates the processes that boost learning and memory, without nicotine's side-effects.” This experimental medication is called EVP-6124 

Next Meeting Date

The next meeting was scheduled for October 19, 2012.  
Adjourn

There being no further business, the meeting was adjourned at 12:57 p.m.

	Approved:
	

	
	Emilie Becker, M.D., Acting Chairman


Attachments 



Attachment A – New Drug Application

Attachment B – Antipsychotic Tier Schedule

Attachment C – Probiotics Monograph


Attachment D – Gastrointestinal Agents Sectional Review

Attachment E – Muscle Relaxants Agents Sectional Review

Minutes Prepared by:

Ann L. Richards, Pharm.D., BCPP
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