DADS/DSHS EXECUTIVE FORMULARY COMMITTEE MINUTES

October 14, 2011
The Executive Formulary Committee convened on Friday, October 14, 2011 in Conference Room 240 - CO Building 2.  The meeting was called to order by Dr. Matthews, Chair at 9:44 a.m. 

	Emilie A. Becker, M.D.
	Absent
	Robert L. Ward, D.O. (via phone)
	(

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

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

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

	Tran Quan, D.O.
	Absent
	Jay Norwood, MSN, RN (non-voting)
	Absent

	Marla Knight, Pharm.D., CGP, FASCP
	(
	Peggy Perry (non-voting)
	Absent

	Jeff Matthews, M.D.
	(
	Chris Adams (non-voting)
	Absent

	Connie Millhollon, RN
	(
	Mike Maples (non-voting)
	Absent

	Victoria Morgan, M.D.
	(
	Kerry Raymond (non-voting)
	Absent

	Kenda Pittman, Pharm.D.
	Absent
	Vacant Center Position
	

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

	Bill Race, M.D. 
	(
	Vacant Center Position
	


Guests Present: Lisa Mican, Pharm.D., Assistant Pharmacy Director –ASH; Morgan Snyder, Pharm.D., Resident; Obinna Izundu, Pharmacy Student; Heather Dodson, Pharmacy Student
Introduction and Other Information
The guests were introduced to the Committee members
Approval of Minutes of July 1, 2011
On a motion of Dr. Heidel, seconded by Ms. Millhollon, the minutes of the July 1st meeting were approved as previously distributed.  

Conflict of Interest Disclosure Forms

A few Committee members reported attending CE lunch programs that had meals provided.  The Committee did not think this would be an issue in their decision making process.
Each individual completing a drug monograph completed their disclosure form.  No conflicts were noted.
Adverse Drug Reaction Reports

The Executive Formulary Committee discussed several adverse drug reactions.
In the first case, a 50 year old African American male was admitted to a psychiatric hospital on April 20, 2011 with a psychiatric diagnosis of paranoid schizophrenia, history of ethanol abuse, and medical diagnosis of hypertension.  His outpatient pharmacy records show that he was receiving risperidone (Risperdal®) 3 mg at bedtime; cyclobenzaprine (Flexeril®) 10 mg at bedtime; lisinopril/hydrochlorothiazide (Zestoretic®) 20 mg/12.5 mg - two tablets daily; and tramadol (Ultram®) 50 mg twice a day as needed.  On April 21st, the labs of note were sodium 135 mEq/L, chloride 97 mEq/L, AST/ALT 175 and 131 U/L (hemolyzed); and total bilirubin 1.3 mg/dl (hemolyzed).  He was continued on his previous home medications with the addition of nicotine patch 21 mg daily.  Risperidone was titrated to 4 mg twice a day on May 3rd.  The patient was also started on fluoxetine (Prozac®) 20 mg daily on May 3rd, and olanzapine (Zyprexa®) 5 mg twice a day on May 4th.  On May 4th, the patient was found to have a sodium level of 121 mEq/L and a chloride level of 87 mEq/L.  He was sent for evaluation by the Medical Clinic, with repeat labs showing sodium 116 mEq/L and chloride 87 mEq/L.  He was referred to a local medical hospital for evaluation of hyponatremia.  He reported that he had been very thirsty lately.  He was asymptomatic, other than some complaints of dizziness and was diagnosed with acute exacerbation of chronic hyponatremia, secondary to SIADH (possibly due to hydrochlorothiazide and fluoxetine) and possible excessive fluid intake.  SIADH was considered the likely cause due to a serum osmolality of 243 mOsm/kg, and urine osmolality of 690 mOsm/kg.  The patient had positive orthostatics suggesting possible low fluid status.  Fluoxetine, hydrochlorothiazide, and lisinopril were discontinued.  He was placed on fluid restriction of 1 liter/day, and the patient’s serum sodium increased from a nadir of 112 mEq/L to a level of 128 mEq/L, at an appropriately slow rate (less than 12 mEq/L per day) over the course of two days.  He returned to the psychiatric hospital on May 9th with a 1.5 liter/day fluid restriction and reluctantly gave up a large bottle of water.  On May 11th, he was sent back to the medical hospital due to new onset of tonic-clonic seizures (two episodes) with a 3-4 minute postictal period.  He received a fosphenytoin (Cerebyx®) loading dose, followed by fosphenytoin 100 mg PE every 8 hours.  He was diagnosed with new onset seizures despite the slow correction of sodium.  It was determined that he did not need to continue seizure medications, which were stopped prior to discharge.  On May 12th, the patient had a head CT and EEG performed, which were both negative.  On May 13th, his sodium level was 135 mEq/L and the patient remained on fluid restriction.  On May 19th, his sodium was 138 mEq/L.  The patient discharged from the hospital with no further events.

A 19 year old female was admitted to a psychiatric hospital on May 25, 2011 with a diagnosis of schizophrenia paranoid type and no notable medical conditions.  At the time of admission, she was one week post an over-dose of acetaminophen and was noted to be off of all psychiatric medications.  She had been prescribed olanzapine (Zyprexa®) 20 mg daily and mirtazapine (Remeron®) 30 mg at bedtime during a previous admission in 2010 with a follow up WBC 4.7 K/mm3 and ANC 1.5 K/mm3 (mild neutropenia) prior to discharge.  During this admission her baseline WBC was within normal limits at 5.3 K/mm3 and ANC was moderately low at 1.2 K/mm3.  Her other labs were within normal limits except for LDL 157 mg/dl.  Trazodone (Desyrel®) 50 mg at bedtime, multivitamin with minerals daily, mirtazapine 15 mg at bedtime, olanzapine ODT 10 mg at bedtime and clonazepam (Klonopin®) 0.5 mg at 6 pm were prescribed at the time of admission.  The olanzapine was increased to 20 mg at bedtime on May 31st.  On June 3rd a follow-up WBC was mildly low at 3.3 K/mm3 and ANC was severely low at 0.7 K/mm3 (nadir).  The olanzapine was discontinued on June 3rd and a follow-up CBC was only slightly better on June 9th with WBC 3.6 K/mm3 and ANC 0.8 K/mm3.  Trazodone and mirtazapine were then discontinued and a follow-up WBC was 3.5 K/mm3 and ANC 1 K/mm3 on June 13th.  The WBC and ANC gradually improved to a WBC of 4.2 K/mm3 and an ANC of 1.7 K/mm3 on July 5th.  It appears this patient has low baseline WBC and ANC sensitive to medications which may further decrease leukocytes or neutrophils. 
A 22 year old African American male was admitted to the psychiatric hospital on June 22, 2011 after being off of his medications for 3 weeks in jail.  He has a psychiatric diagnosis of depression NOS.  Relevant history includes asthma and marijuana use.  It is unknown if the patient has been tested for sickle cell disease.  He was initiated on fluoxetine (Prozac®) 20 mg in the morning and quetiapine (Seroquel®) 300 mg twice daily on June 22nd.  Quetiapine was changed to 600 mg at bedtime on June 29th.  He also received quetiapine 100 mg stat on June 27th, and 200 mg at bedtime as needed for mood on June 28th and 29th.  He spit out one dose of 600 mg on July 5th.  He received trazodone (Desyrel®) 50 mg once on June 26th.  However, per the discharge summary, the patient had been found to be hoarding quetiapine with a stash of 20 tablets found.  On July 7th around 10 am, the patient was transferred to UMCB due to priapism lasting 1 ½ hours with reported 10/10 pain.  He reported experiencing this previously.  Priapism was treated with needle aspiration and he was discharged back to the state hospital with pseudoephedrine (Sudafed®) 60 mg twice daily as needed.
A 17 year-old white female was admitted to an inpatient psychiatric hospital on August 4, 2011.  Her Axis I diagnoses include Bipolar Disorder Not Otherwise Specified and Polysubstance Abuse.  She has no Axis II or III diagnoses.  Upon admission, she reported auditory hallucinations beginning at 12 years of age and mood symptoms consistent with bipolar disorder.  She was not taking any prescribed medications prior to admission, and reported taking no prescribed psychotropic medications since January 2011.  She reported alcohol, cannabis, and alprazolam (Xanax®) abuse prior to admission.  Upon admission, she was prescribed risperidone (Risperdal®) 1mg orally at bedtime for psychosis and mood stabilization, which was increased four days later to 1mg twice daily.  Lithium was prescribed on August 8th for mood stabilization.  Concurrent medications prescribed during admission included: chlordiazepoxide (Librium®) PRN for 8 days for alcohol withdrawal, multivitamin, folic acid, and thiamine for one week for alcohol withdrawal, nicotine patch, fish oil 2,400mg daily at bedtime for mood stabilization, and medroxyprogesterone (Depo-Provera®) 150mg IM q3 months for contraception administered on August 11th.  On August 30th, the patient reported to a nurse that she believed she was pregnant because she was lactating.  The unit psychiatrist and nurse evaluated the patient and a white liquid discharge from the breast was noted.  A prolactin level was ordered on August 30th and it was elevated.  On August 30th, the risperidone was discontinued and aripiprazole (Abilify®) was initiated at 2 mg daily and subsequently titrated to 10 mg daily by September 5th.  A follow-up prolactin level was obtained on September 6th and it was within the normal range.  The patient experienced no more symptoms of galactorrhea. 
A 51 year old male was transferred from a regional medical center to an inpatient psychiatric hospital on July 11, 2011.  He presented at the regional medical center with chest pain but was sent to the inpatient psych hospital after he told staff that he was having thoughts about suicide.  No medication list was included in the discharge paperwork from the regional medical center. He reported being on two antihypertensives (didn’t know names), two medications for diabetes, hydrocodone/acetaminophen (Lortab®) for chronic back pain, and alprazolam (Xanax®) for anxiety.  On July 12th, he was started on duloxetine (Cymbalta®) for depression/anxiety/pain, lisinopril (Zestril®) for hypertension, hydrocodone/acetaminophen prn for pain.  On the night of July 12th, he developed chest pain and extensive angioedema from below the nipple line to above the knee.  He was transferred to the infirmary where troponin, EKG, CPK were obtained and prednisone and diphenhydramine were started.  Lisinopril and duloxetine were discontinued and diltiazem (Cardizem®) was started.  By July 14th, he reportedly had much less itching and was transferred back to the acute unit.  By July 15th, the rash was noted to be much improved.

At the July’s meeting, there was an adverse drug reaction report submitted that involved a 23 year old male with a reported 13 mm nodule in his lung.  The Committee was concerned about this issue and requested follow up from the State Hospital.  The State Hospital reported that the patient was discharged with the recommendation for follow up with a C/T scan in 6 months.
New Drug Applications

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

Brompheniramine/phenylephrine (Dimetapp Cold and Allergy®) - presented by Dr. Richards (developed by Abigail Thompson Pharm.D. student reviewed by Ann L. Richards, Pharm.D., BCPP)
Brompheniramine/phenylephrine (Dimetapp Cold and Allergy®) is a combination product used to alleviate upper respiratory symptoms including: runny nose, itchy-watery eyes, nasal congestion, and sneezing.  Breathing through the nose becomes easier by relieving pressure, nasal drainage, and congestion.  The dose for adult and adolescents (12 years and older) is four teaspoons (20 ml) every 4 hours as needed.  For children age 6 to 11, it is two teaspoons (10 ml) every 4 hours as needed.  This product is commonly used throughout the facilities for relief of cold symptoms.
Following discussion, on motion of Ms. Millhollon, seconded by Dr. Heidel, the request to add brompheniramine/phenylephrine (Dimetapp Cold and Allergy®) to the formulary was approved.  The Formulary Drug Check List was completed.  
Glycopyrrolate (Robinul®) - presented by Obinna Izundu, Pharm.D. student (reviewed by Lisa M. Mican, Pharm.D., BCPP)

Glycopyrrolate is a quaternary ammonium anticholinergic agent similar to atropine, and exerts its effect by inhibiting the action of acetylcholine on structures innervated by postganglionic cholinergic nerves.  It also exerts its effect on smooth muscle that respond to acetylcholine but lack cholinergic innervation.  As a result, it diminishes the volume and free acidity of gastric secretions; and controls excessive pharyngeal, tracheal and bronchial secretions.  As an antimuscarinic agent, glycopyrrolate also antagonizes muscarinic symptoms such as bronchorrhea, bronchospasm, bradycardia and intestinal hypermotility which are induced by cholinergic medications.  The occurrence of CNS related side effects is minimal at recommended dosage because the quaternary ammonium group of glycopyrrolate limits its passage across lipid membranes such as the blood brain barrier.  The oral tablets are FDA approved for use in adults as adjunctive therapy for the treatment of peptic ulcers.  The oral solution is FDA approved to reduce chronic severe drooling in patients 3 to 16 years of age with neurologic conditions associated with problematic drooling (e.g., cerebral palsy).  Glycopyrrolate has an unlabeled use for the treatment of gustatory hyperhidrosis and drug-induced sialorrhea.  For drug-induced sialorrhea, the dose is initially 1 mg orally twice a day with adjustments based on response up to 1 to 3 mg two or three times a day with a maximum dose of 8 mg/day.  In a double blind randomized crossover study, glycopyrrolate was effective in the treatment of clozapine-induced sialorrhea, resulted in a greater reduction in the Drooling Rating Scale scores compared to biperiden (Akineton®), and displayed less impact on cognitive function than biperiden per MMSE scores.
Following discussion, on motion of Dr. Heidel, seconded by Dr. Knight, the request to add glycopyrrolate (Robinul®) tablets to the formulary was approved.  The Formulary Drug Check List was completed.  

darifenacin (Enablex®) - presented by Dr. Hall (developed by Abigail Thompson Pharm.D. student reviewed by Catherine Hall, Pharm.D., BCPP)

Darifenacin is a selective muscarinic (M3) receptor antagonist that decreases urinary bladder contraction while decreasing symptoms of urinary frequency, urgency and urge incontinence.  It is FDA indicated for the treatment of the symptoms of an overactive bladder including urgency, urinary frequency, and urge incontinence.  For the treatment of adults with bladder muscle dysfunction, the initial dose is 7.5 mg daily.  Two weeks after initiation, the dose can be increased to 15 mg, if necessary.  No dose adjustment is needed for renal impairment or mild hepatic impairment.  For moderate hepatic impairment the maximum dose is 7.5 mg.  Darifenacin is not recommended in severe hepatic impairment.  Some studies suggest that darifenacin is less likely to cause cognitive impairment which might be an advantage in an elderly population.
Following discussion, on motion of Dr. Ward, seconded by Dr. Morgan, the request to add darifenacin (Enablex®) to the formulary was approved.  The Formulary Drug Check List was completed.  

Possible TAC Change

The TAC addressing psychotropic use remains in a holding pattern.
Drug Deletion

At the previous meeting, the Committee did not have any recommendations for deletions.
New Dosage Strengths

The Committee did not have any new dosage strengths to review.

Lurasidone (Latuda®) Review

Lurasidone was added to the Formulary approximately six months ago.  Since it was a newly marketed drug at the time of addition, the Committee is reviewing adverse drug reactions and medication errors that may have been reported.  Dr. Richards contacted the Pharmacy Directors regarding adverse drug reactions and medication errors.  No errors were reported with lurasidone.  One facility reported two adverse drug reactions which were not considered significant.  In one case an intolerable side effect was noted but the side effect was not specified.  In the other case, a patient had nausea and an upset stomach.  No other side effects were reported.  Based on this information, the Committee did not make any changes to the status of lurasidone.

Psychotropic Audit Criteria & Guidelines
The Psychotropic Audit Criteria Work Group has not met.  Dr. Richards has other priorities that are being worked on.  Dr. Ward volunteered for the group. 
Antipsychotic Prescribing

Dr. Richards provided a brief summary of the tier groups.  There will be three tiers under this approach.  The drugs in the first tier will be available to use without any special requirements.  The second tier will require additional documentation for use and the third tier will require approval.  Currently, the Tier Work Group has placed iloperidone (Fanapt®) in the Tier One group.  The Committee has iloperidone as a reserve drug for patients that have failed on two antipsychotics given for sufficient time or for patients who cannot tolerate other antipsychotics due to side effects.  The reserve placement was based on following obtained from the package insert
“When deciding among the alternative treatments available for this condition, the prescriber should consider the finding that FANAPT is associated with prolongation of the QTc interval [see Warnings and Precautions (5.2)]. Prolongation of the QTc interval is associated in some other drugs with the ability to cause torsade de pointes-type arrhythmia, a potentially fatal polymorphic ventricular tachycardia which can result in sudden death. In many cases this would lead to the conclusion that other drugs should be tried first. Whether FANAPT will cause torsade de pointes or increase the rate of sudden death is not yet known.”

In reviewing this, the Committee recommended that the Tier Work reconsider the placement of iloperidone in Tier One.  Dr. Richards will follow up with the Tier Work Group.
Drug Formulary Sectional Review-
Analgesics/Antipyretics

Anticonvulsants


Sedatives and hypnotics

Dr. Hall provided the review on the agents in the Analgesics/Antipyretics section.  See Attachment B.  Dr. Hall did not make any recommend changes to this section.
Dr. Hall provided the review on the agents in the anticonvulsant section.  See Attachment C.  Dr. Hall noted that lacosamide (Vimpat®) and rufinamide (Banzel®) were recently added to the Formulary.  At this time, vigabatrin (Sabril®) has not been requested or used within the facilities.  Dr. Hall did recommend deleting mephobarbital (Mebaral®) from the Formulary as no facilities has purchased this drug.
On a motion of Dr. Knight, seconded by Ms. Millhollon, the recommendation to delete mephobarbital from the Formulary was approved.  Feedback will be obtained from the facilities.

Dr. Hall provided the review on the agents in the Sedatives/Hypnotics section.  See Attachment D.  Dr. Hall did not recommend any changes to this section.  However, later in the meeting it was recommended that amobarbital (Amytal®) be removed from the Formulary.  See Psychotropic Tables – Formulary Book.
Psychotropic Tables – Formulary Book

The Committee reviewed the psychotropic tables in the Formulary book and made the following recommended changes:

· For the Children and Adolescent Treatment of Behavioral Emergencies, Intramuscular Short-Acting Agents

· Change the maximum total dose per day of chlorpromazine (Thorazine®) for children less than 12 years old to 75 mg
· Add an asterisk to diphenhydramine in both tables with the asterisk referring to the following statement: “Diphenhydramine use in behavioral emergency is not supported in the literature and there is a high rate of paradoxical reactions in this population/”

· For the Adult Treatment of Behavioral Emergencies Intramuscular Short-Actin Agents

· Change the maximum total dose per day of fluphenazine (Prolixin®) from 20 mg to 10 mg and add the following note: “Use doses exceeding 10 mg daily with caution.”

· Update references as appropriate
· For Antipsychotics

· Add lurasidone (Latuda®) with the maximum adult dose of 80 mg/day

· Delete molindone (Moban®) since it is no longer available on the market

· For paliperidone, delete “ID” from the child listing and change the adolescent “ID” listing to “< 50 kg = 6” and “≥ 50 kg = 12”

· For perphenazine (Trilafon®), change the adolescent dose from 64 mg to 32 mg

· For risperidone (Risperdal®) Consta™ add “per 2 weeks” for the dose and for oral risperidone, change the child maximum dose from 2 to 3

· Add foot notes to the table: “Clozapine therapeutic concentration > 350 ng/ml” and the statement “If therapeutic concentrations are not listed, then those drugs do not have an established range”
· For Antidepressants
· Add bupropion XL (Wellbutrin XL®) with a maximum adult dose of 450 mg/day.  For the Adolescent dose, add “XL” to indicate that the dose refers to the XL product

· Change citalopram (Celexa®) maximum dose for adults from 60 mg to 40 mg

· Remove “(Lit)” for the adolescent dose of escitalopram as there is an FDA approved dose

· Change fluoxetine (Prozac®) maximum dose from 60 mg to 80 mg

· Change fluvoxamine (Luvox®) maximum dose for adolescents from 200 mg to 300 mg

· Change imipramine (Tofranil®) maximum child dose from 5 mg/kg to 4 mg/kg
· Change nortriptyline (Pamelor®) maximum child dose from 3 mg/kg to 2.5 mg/kg
· For sertraline (Zoloft®), add “(Lit)” to the child dose of 200 mg

· Add a footnote for citalopram, fluoxetine, paroxetine (Paxil®) and sertraline that states: “Dose varies with diagnosis.”
· For Mood Stabilizers

· For carbamazepine (Tegretol®) change the maximum child dose from 800 mg to “< 6 y/o = 35 mg/kg; 800 mg (6-12 mcg/ml)”

· For oxcarbazepine (Trileptal®) delete “Limited data” for both the child and adolescent dosing
· For topiramate (Topamax®) change the adult dose of 1,600 mg to 400 mg and delete “Limited data” from both the child and adolescent dosing

· For valproic acid (Depakene®) and divalproex (Depakote®) change the child listing to: “20 mg/kg (< 10 y/o); 60 mg/kg (≥ 10 y/o); #” and for the adolescent listing add “60 mg/kg” to the current listing

· For Stimulants
· Add 72 mg for the adult dose of Concerta®

· For Miscellaneous Drugs Used For Psychotropic Purposes
· Add clonidine extended release (Kapvay®) – non-formulary with a maximum dose of 0.4 mg in adults, 0.4 mg (not studied in children < 6 years old) for children and 0.4 mg in adolescents

· Delete the propranolol doses for child and adolescent

· For Anxiolytics

· Place a footnote for chlordiazepoxide (Librium®), clorazepate (Tranxene®) and diazepam (Valium®) that states the following: “Long acting benzodiazepines are not recommended in the geriatric population”

· For Sedatives and Hypnotics

· Delete amobarbital (Amytal®) from the table as well as the Formulary since only the injectable is available

· Change the hydroxyzine (Atarax®, Vistaril®) under 65 years old to 400 mg

· For triazolam (Halcion®) add a footnote that indicates that doses for conscious sedation may be 0.5 mg in the under 65 years population and 0.25 mg for the over 65 years population

· For Therapeutic Serum Concentrations of Some Anticonvulsants

· The only change made was to update the reference

Changes in doses for the child and adolescent patients were based on the “Psychotropic Medication Utilization Parameters for Foster Children.”
On a motion of Dr. Heidel, seconded by Ms. Millhollon, the recommended changes to the psychotropic tables were approved.

Since it was recommended that amobarbital and molindone be deleted from the Formulary, feedback will be obtained from the field.

Reserve Drugs – Formulary Book

The Committee reviewed the reserve drug section and made the following recommendations:

· Delete amobarbital as previously discussed
· Delete cefuroxime (Ceftin®) from reserve status as DADS and DSHS only bought $3,544 worth of this drug in FY11

Dr. Richards noted that the group developing the tier process for antipsychotics is considering having iloperidone (Fanapt®) in the readily accessible tier group.  Currently, iloperidone is a reserve drug with the criteria of having to fail on two antipsychotics and for patients who cannot tolerate other antipsychotics due to akathisia.  After discussing this issue, the Committee recommended that the tier group be informed that the Committee will continue to place iloperidone in the reserve category at this time.
On a motion of Dr. Heidel, seconded by Ms. Millhollon, the recommended changes to the reserve drugs were approved.

2012 DSHS/DADS Drug Formulary Book

Dr. Richards presented the 2012 Drug Formulary.  The 2012 Drug Formulary will include all the changes that have been made at this meeting.  In addition, it was recommended that the Non-Formulary Drug Justification form be deleted from the Formulary since the non-formulary list is being extrapolated from WORx™ on a monthly basis.  It was also recommended that the psychotropic consent list be updated and added to the Formulary book.  On a motion of Dr. Heidel, seconded by Dr. Ward the recommendation to approve the 2012 Drug Formulary was approved.

Issues from the Clinical Director’s Meeting
Dr. Race reported that the number of polypharmacy cases has decreased overtime and especially those that involve three or more antipsychotics.  With the increasing olanzapine (Zyprexa®) prices due to the loss of patent later this month, the olanzapine expenditures have remained steady.  The increase in use of generic risperidone (Risperdal®) and clozapine (Clozaril®) has offset the higher cost for olanzapine.  Rusk State Hospital and Kerrville State Hospital have made significant progress in decreasing costs.  Overall, the Clinical Directors do use a targeted approach for identifying and following up on patients with higher drug costs.
FDA Drug Safety Communications
The FDA has issued the following safety communications that may have impact on our facilities.

The FDA notified healthcare professionals that children born to mothers who take the anti-seizure medication valproate sodium or related products (valproic acid – Depakene® and divalproex sodium – Depakote®) during pregnancy have an increased risk of lower cognitive test scores than children exposed to other anti-seizure medications during pregnancy. This conclusion is based on the results of epidemiologic studies that show that children born to mothers who took valproate sodium or related products throughout their pregnancy tend to score lower on cognitive tests (IQ and other tests) than children born to mothers who took other anti-seizure medications during pregnancy.   In 2009, the FDA warned against use of valproate during pregnancy because of the risk for neural tube defects. Valproate products are FDA-approved drugs to treat seizures, and manic or mixed episodes associated with bipolar disorder (manic-depressive disorder), and to prevent migraine headaches. They are also used off-label (for unapproved uses) for other conditions, particularly for other psychiatric conditions.  Healthcare professionals should inform women of childbearing age of the increased risk for adverse effects on cognitive development with prenatal valproate exposure, and should continue to counsel women of childbearing potential taking valproate about the increased risk of major malformations, including neural tube defects, when valproate is used during pregnancy. In addition, healthcare professionals should weigh the benefits and risks of valproate when prescribing this drug to women of childbearing age, particularly when treating a condition not usually associated with permanent injury or death. Alternative medications that have a lower risk of adverse birth outcomes should be considered. 

The FDA has received reports of serious central nervous system (CNS) reactions when the antibacterial drug linezolid (Zyvox®) is given to patients taking psychiatric medications that work through the serotonin system of the brain. Linezolid is used to treat infections, including pneumonia, infections of the skin, and infections caused by a resistant bacterium (Enterococcus faecium). It is a reversible monoamine oxidase inhibitor (MAOI). Although the exact mechanism of this drug interaction is unknown, linezolid inhibits the action of monoamine oxidase A — an enzyme responsible for breaking down serotonin in the brain. It is believed that when linezolid is given to patients taking serotonergic psychiatric medications, high levels of serotonin can build up in the brain, causing toxicity. This is referred to as Serotonin Syndrome — signs and symptoms include mental changes (confusion, hyperactivity, memory problems), muscle twitching, excessive sweating, shivering or shaking, diarrhea, trouble with coordination and/or fever. Linezolid should generally not be given to patients taking serotonergic drugs. However, there are some conditions that may be life-threatening or require urgent treatment with linezolid such as when:

· Linezolid is used to treat vancomycin-resistant Enterococcus faecium (VRE) infections. 

· Linezolid is used to treat infections such as nosocomial pneumonia and complicated skin and skin structure infections, including cases caused by methicillin-resistant Staphylococcus aureus (MRSA).

The FDA notified healthcare professionals and patients that the antidepressant citalopram (Celexa®) should no longer be used at doses greater than 40 mg per day because it can cause abnormal changes in the electrical activity of the heart. Changes in the electrical activity of the heart (prolongation of the QT interval of the electrocardiogram [ECG]) can lead to an abnormal heart rhythm (including Torsade de Pointes), which can be fatal. Patients at particular risk for developing prolongation of the QT interval include those with underlying heart conditions and those who are predisposed to low levels of potassium and magnesium in the blood. Studies did not show a benefit in the treatment of depression at doses higher than 40 mg per day. Previously, the citalopram drug label stated that certain patients may require a dose of 60 mg per day. The citalopram drug label has been revised to include the new drug dosage and usage recommendations, as well as information about the potential for QT interval prolongation and Torsade de Pointes.  Citalopram causes dose-dependent QT interval prolongation. Citalopram should no longer be prescribed at doses greater than 40 mg per day. Citalopram should not be used in patients with congenital long QT syndrome. Patients with congestive heart failure, bradyarrhythmias, or predisposition to hypokalemia or hypomagnesemia because of concomitant illness or drugs, are at higher risk of developing Torsade de Pointes. 

The FDA is warning the public that serious allergic reactions have been reported with the use of the antipsychotic medication asenapine (Saphris®). The Contraindications, Warnings and Precautions, Adverse Reactions, and Patient Counseling Information sections of the asenapine drug label have been revised to include information about this risk and to inform healthcare professionals that asenapine should not be used in patients with a known hypersensitivity to the drug. A search of the FDA's Adverse Event Reporting System (AERS) database identified 52 cases of Type I hypersensitivity reactions (allergic reactions) with asenapine use. Hypersensitivity reactions can be classified into four categories (Type I to Type IV). Type I hypersensitivity reactions typically require a history of previous exposure to the drug. However, the absence of a known prior exposure does not exclude the reaction, because sensitization may have occurred to a cross-reactive compound in the past even if the patient showed no signs of allergy to the sensitizing product. To date, no specific drug has shown cross-reactivity with asenapine.  Signs and symptoms of Type I hypersensitivity reactions may include anaphylaxis (a life-threatening allergic reaction), angioedema (swelling of the deeper layers of the skin), low blood pressure, rapid heart rate, swollen tongue, difficulty breathing, wheezing, or rash. These signs and symptoms are consistent with the reactions reported in the 52 cases. Several cases reported multiple hypersensitivity reactions occurring at the same time, with some of these reactions occurring after the first dose of asenapine. Of the 52 cases, 15 reported a resolution of symptoms following asenapine’s discontinuation, while two of these cases reported a reappearance of symptoms upon reintroduction of asenapine. Nineteen of the cases resulted in hospitalization or emergency room visits, and therapeutic interventions were reported in seven cases. Healthcare professionals should be aware of the risk of hypersensitivity reactions with asenapine and counsel patients who are receiving the drug about how to recognize the signs and symptoms of a serious allergic reaction. Asenapine should not be used in patients with a known hypersensitivity to the drug. 

The FDA has approved an update to the drug label for zoledronic acid (Reclast®) to better inform healthcare professionals and patients of the risk of kidney (renal) failure. Kidney failure is a rare, but serious, condition associated with the use of zoledronic acid in patients with a history of or risk factors for renal impairment. Cases of acute renal failure requiring dialysis or having a fatal outcome following zoledronic acid use have been reported to FDA. These labeling changes are being made to the Reclast® label only, although zoledronic acid, also sold as Zometa® is approved for treatment of cancer-related indications. Renal toxicity is already addressed in the Warnings and Precautions section of the Zometa® label. Dose reductions for Zometa® are provided for patients with renal impairment. Risk factors for developing renal failure include underlying moderate to severe renal impairment, use of kidney-damaging (nephrotoxic) or diuretic medications at the same time as zoledronic acid, or severe dehydration occurring before or after zoledronic acid is given. The risk of developing renal failure in patients with underlying renal impairment also increases with age. The revised label states that Reclast® should not be used (is contraindicated) in patients with creatinine clearance less than 35 mL/min or in patients with evidence of acute renal impairment. The label also recommends that healthcare professionals screen patients prior to administering Reclast® in order to identify at-risk patients. Healthcare professionals should also monitor renal function in patients who are receiving Reclast®. The Reclast® Medication Guide for patients is being updated to contain information about the risk of severe kidney problems. 

The FDA is informing the public of an ongoing safety review of the anti-nausea drug ondansetron (Zofran®). Ondansetron may increase the risk of developing abnormal changes in the electrical activity of the heart, which can result in a potentially fatal abnormal heart rhythm. Changes in the electrical activity of the heart (prolongation of the QT interval of the electrocardiogram [ECG]) can lead to an abnormal and potentially fatal heart rhythm (including Torsade de Pointes). Patients at particular risk for developing Torsade include those with underlying heart conditions, such as congenital long QT syndrome, those who are predisposed to low levels of potassium and magnesium in the blood, and those taking other medications that lead to QT prolongation. The FDA has reviewed all available information and is making interim changes to the drug labels. The manufacturer of Zofran® (GlaxoSmithKline) is being required to conduct a thorough QT study to assess the potential for the drug to prolong the QT interval. The results from this study are expected to be available in the summer of 2012. Additional label changes may result after the additional information has been reviewed. The ondansetron drug labels already contain information about the potential for QT prolongation. The labels are being revised to include a warning to avoid use in patients with congenital long QT syndrome because these patients are at particular risk for Torsade. Additionally, recommendations for ECG monitoring in patients with electrolyte abnormalities (e.g., hypokalemia or hypomagnesemia), congestive heart failure, bradyarrhythmias, or in patients taking other medications that can lead to QT prolongation, are being included in the labels.

Quarterly Non-Formulary Drug Justification Report

For the fourth quarter of fiscal year 2011, all facilities reported use of non-formulary agents.  The following were the top non-formulary agents that were prescribed:

Quetiapine extended release (Seroquel XR®)

Melatonin

Lansoprazole (Prevacid®) oral disintegrating tablets
Zolpidem (Ambien®) CR

Sectional Review for Next Meeting

The following sections will be reviewed at the next meeting:
Nasal/Mouth/Throat Agents
Otic Agents
Ophthalmic Agents
Other Issues
The following information was shared with the Committee members:

The National Institutes of Health has finalized rules to reduce financial conflicts of interests among federally funded researchers who also receive payments or stock from drug and medical device companies. New regulations state that if a researcher receives at least $5,000 from a drug or device company they must disclose the funds, although institutions will not be required to post that information online, as originally proposed. The new rules were created following several cases where "federally funded researchers failed to disclose millions of dollars from companies with a financial interest in the outcome of their work." 
A study published July 4 online in the Archives of General Psychiatry reports that expectant mothers who take certain antidepressant medication during their pregnancy may have an increased risk of giving birth to a child with autism.  It was reported that children exposed to selective serotonin reuptake inhibitors (SSRIs) “during the first trimester were nearly four times as likely to develop an autism spectrum disorder (ASD), compared with unexposed children, according to the study” of 298 youngsters with an ASD and 1,507 youngsters without an ASD identified from the Kaiser Permanente patient database. After adjusting for confounding factors, “the researchers found that any exposure to the drugs in the womb increased the risk of ASD diagnosis 2.2-fold, while first-trimester exposure increased the risk 3.8-fold.”
A study published in the Canadian Medical Association Journal suggests that patients who take varenicline (Chantix®) are increasing their risk of heart problems, even if they have no prior history of heart disease. This study “compiled data from 14 random, blinded, placebo-controlled clinical trials that tracked cardiovascular outcomes.” Researchers “found 52 out of 4,908 people taking Chantix® had serious cardiovascular events, a rate of 1.06 percent, compared with 27 out of 3,308 people taking a placebo, a rate of 0.82 percent. While the absolute difference is only 0.24 percent, the weighted, relative difference is 72 percent.”
According to a study published in the Aug. 2 issue of the British Medical Journal, “tricyclic antidepressants may be safer in people over the age of 65.” After analyzing “prescription data on more than 60,000 patients aged 65 to 100 who had been newly diagnosed with depression,” researchers found that “over the course of a year, 10.6 percent of seniors taking an SSRI died vs. eight percent of those taking tricyclics and seven percent of those taking no antidepressant at all.” Patients on SSRIs had an increased risk for death, falling, seizures, and bone breaks, compared to seniors not on any antidepressant. 

According to a study published online in the August 17 Lancet, “the manic episodes experienced by those with bipolar disorder are better controlled by antipsychotic drugs than mood stabilizers.” After analyzing “results from 68 randomized, controlled trials with more than 16,000 participants over a 30-year period,” researchers also discovered that “three antipsychotics -- first-generation haloperidol (Haldol) along with later formulations of risperidone (Risperdal) and olanzapine (Zyprexa) -- outperformed 11 other” medications, including aripiprazole, asenapine, carbamazepine, valproate, gabapentin, lamotrigine, lithium, quetiapine, topiramate, ziprasidone, and gabapentin. 

According to a study published online in Neuropsychopharmacology: “In utero exposure to selective serotonin reuptake inhibitors (SSRIs) appears to alter neurobehavioral development in the fetus.” In “96 women with psychiatric disorders who took SSRIs throughout gestation (medicated group), 37 women who had discontinued SSRI therapy in gestation or before conception (unmedicated group), and 130 healthy women without mental disorders who never took SSRIs (control group),” researchers found that “fetuses exposed to standard and high doses of SSRIs exhibited disrupted emergence of quiet, non–rapid eye movement (non-REM) sleep during the third trimester, ‘characterized by continual bodily activity and, thus, poor inhibitory motor control during this sleep state near term.’” 

Apricus Bioscience has announced that the Food and Drug Administration has approved the company's Hydrocortisone-D, which is “a reformulation of the active ingredient in popular anti-itch therapies, such as Cortizone and Cortaid, combined with Apricus' NexACT molecules, which increase the absorption of medications through the skin.” The FDA last week approved Tolnaftate-D, which combined a “foot fungus drug with NexACT.” 

In August, the watchdog group Public Citizen asked the FDA to warn Americans that proton-pump inhibitors, intended to combat acid reflux and heartburn, under the brands Nexium, Prilosec, Zegerid and Prevacid, “can be habit-forming and carry a wide range of other dangers” including: “rebound acid hypersecretion;” “severe magnesium deficiencies;” “fractures of the hip, wrist and spine;” reduced “effectiveness of some heart drugs when they are taken together;” possible “interference with cancer chemotherapies;” and “higher rates of recurrent C difficile infection, causing severe diarrhea.” Public Citizen is requesting that the FDA “add black box warnings and other safety information to the packaging of these medications.”
Dr Morgan shared the following information for inclusion in the minutes. During the monthly DADS Psychiatrists staff meeting (scan call) on September 8, 2011, numerous psychoactive medications were discussed to clarify and standardize classifications across the state for the purpose of determining polypharmacy.  It was agreed that DADS psychiatry would use psychotropic medication classifications taken from the DSHS/DADS Drug Formulary, Psychotropic Dosage Guidelines tables, as the primary reference for classifying medications. 
Dr. Heidel noted that with the economic difficulties, many patients are using the $4 retail programs or similar programs.  She is expressed concern as to whether or not our Formulary adequately represents drugs that are on these low cost programs.  Since Wal-Mart is a commonly used program, it was suggested that Wal-Mart’s $4 prescription list be reviewed to determine whether or not a drug from each therapeutic class is on our formulary.  Dr. Heidel volunteered to review the list.  In the future, other commonly used retail lists may be reviewed.
Next Meeting Date

The next meeting was scheduled for January 27, 2012.  
Adjourn

There being no further business, the meeting was adjourned at 1:45 p.m.
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