DADS/DSHS EXECUTIVE FORMULARY COMMITTEE MINUTES

July 1, 2011
The Executive Formulary Committee convened on Friday, July 1, 2011 in Conference Room 240 - CO Building 2.  The meeting was called to order by Dr. Matthews, Chair at 9:42 a.m. 

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

	Mary Bowers RN, BSN
	Absent
	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.
	(
	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
	Absent
	Mike Maples (non-voting)
	Absent

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

	Kenda Pittman, Pharm.D.
	(
	Vacant Center Position
	

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

	Bill Race, M.D. 
	Absent
	Vacant Center Position
	


Guests Present: None
Introduction and Other Information
Dr. Quan was introduced as the new physician representative for the State Supported Living Center.  Dr. Quan is the Medical Services Director at Richmond State Supported Living Center.  Dr. Muthali was noted to be the new Medical Services Coordinator State Supported Living Center.  She was unable to attend this meeting due to a prior commitment.  
Approval of Minutes of April 1, 2011
On a motion of Dr. Becker, seconded by Dr. Heidel, the minutes of the April 1st meeting were approved as previously distributed.  

Conflict of Interest Disclosure Forms

One Committee member reported attending a CE lunch program on a non-psychiatric medication.  As a new member, Dr. Quan will complete a conflict of interest form.
Each individual completing a drug monograph completed their disclosure form.  The Committee did not feel that any of the potential conflicts noted for the individuals that wrote monographs would affect the presentation of the monograph.
Adverse Drug Reaction Reports

The Executive Formulary Committee discussed several adverse drug reactions.
In the first case, a 23 year old male was admitted to the psychiatric hospital on 2/18/11.  He has a psychiatric diagnoses of bipolar disorder NOS, personality disorder NOS, and autistic spectrum disorder as well as the medical conditions Crohn’s disease, seizure disorder, dental carries, and right hand fracture.  He came to the psychiatric facility from jail and had been noted in jail to be standing most of the day for 3 days with legs and feet appeared to be swollen and painful.  It was reported that he was waiting for his family or someone to come and take him home.  Initially during this hospitalization, he was aggressive and agitated and refusing all oral medications for his psychiatric and medical illnesses.  Admission labs were refused, but the patient had a prior recent admission and had the following labs on 1/3/11, CMP within normal limits except BUN 3 mg/dl, lipids within normal limits except LDL 151 mg/dl and HDL 30 mg/dl, lithium Cp < 0.25 mEq/L, RPR nonreactive, TSH within normal limits at 0.97 mIU/L, and CBC with differential within normal limits.  He received stat emergency medication for aggression consisting of haloperidol (Haldol®) 10 mg, lorazepam (Ativan®) 2 mg and diphenhydramine (Benadryl®) 50 mg intramuscular on February 18th at 9 pm.  The medication was noted to be effective and he went to bed and was reported to be resting quietly.  The next morning he was noted to be difficult to arouse and spent the morning sleeping.  Around 6 pm on February 19th, he was found on the floor in the dressing area unconscious.  He became conscious with stimulation and then would fall back into unconsciousness.  Vitals were blood pressure 80/47 mmHG, pulse 72 beats/minute, and O2 saturation 86% and temperature 95.5 degrees.  EMS was called and he was transported to a local medical hospital.  At the medical hospital, he was found to have bilateral pulmonary embolus and a 13 mm nodule in the right upper lung per CT chest angiogram with contrast as well as occlusive thrombus in the right popliteal vein and anterior tibial vein per ultrasound of lower extremity venous duplex.  CT of the head, cerebrospinal fluid tap with cultures, EEG, and ECHO were all normal.  The patient had no prior history of thrombus or embolus and no family history of hypercoagulable state.  He was not administered haloperidol again during this stay, but was administered subsequent doses of lorazepam and diphenhydramine intramuscular as needed for agitation or aggression without further event and he was maintained on warfarin for treatment of pulmonary embolism and deep vein thrombosis.  Interestingly the patient had experienced a similar episode without deep vein thrombosis or pulmonary embolism detected after an emergency injection of haloperidol 10 mg, diphenhydramine 50 mg, and lorazepam 2 mg IM on 1/3/11 at 2:21 pm during his last admission.  Shortly thereafter (time not specified) the patient became nonresponsive except to painful stimuli and exhibited dyspnea.  EMS was called and the patient was transferred to a local medical hospital and vitals were noted as blood pressure 96/67 mmHg, respiratory rate 14 breaths/minute, pulse 67 beats/minute, temperature 99.1 degrees, and O2 saturation 100% on nonrebreather with sluggish pupils noted as 3 bilaterally.  By 3:30 pm the patient was still on a nonrebreather with Glasgow coma scale score of 9.  The patient was administered IV fluids.  By 3:45 pm the patient was improved with a Glasgow coma scale score of 15 and vitals blood pressure 115/90 mmHg, pulse 103 beats/minute, respiratory rate 20 breaths/min, and O2 saturation 100% on room air.  The patient was returned to the psychiatric hospital improved.  He did receive two additional emergency injections of diphenhydramine and lorazepam IM with one of the doses consisting of 75 mg of diphenhydramine and 3 mg of lorazepam during his stay with no further event, making the haloperidol suspect in the ADR.  The patient had not received haloperidol previous to 1/3/11 and this was his first exposure to this medication with this current admission being his third inpatient admission and exposure to other antipsychotics in the past.  Due to the repeat nature of this event, haloperidol was added to the patient’s allergy list so he would not be prescribed this medication again in the future.  As a follow up, the hospital submitting this report will be contacted about the health of this patient.
In a second case, a 29 year old male was admitted to the psychiatric hospital on 3/8/11 diagnosed with bipolar I disorder, most recent episode manic, polysubstance abuse, antisocial traits, and hypertension.  The patient had been picked up on a warrant 2 days prior to admission.  Social history includes patient report of daily use of THC, smokes 2 packs/day cigarettes, Ecstasy, alcohol (3-4 beers, prior social history notes 1/5 hard liquor), and PCP daily as he embalms his cigarettes and marijuana cigarettes with this.  He was originally prescribed hydrochlorothiazide 25 mg daily, nicotine patch 21 mg daily, olanzapine (Zyprexa®) 15 mg twice daily (titrated to this dose by March 10th), trazodone (Desyrel®) 200 mg at bedtime for insomnia and lorazepam (Ativan®) 2 mg four times daily.  Initially he was only sporadically compliant with medications.  By March 13th he began to comply with prescribed medications and allowed for his first laboratory tests to be drawn on March 16th which showed CMP within normal limits except total protein 6.1 g/dl, AST 59 U/L and ALT 82 U/L, lipids were within normal limits except HDL 31 mg/dl, amylase normal, lipase was low at 11 U/L (normal 14-51), RPR nonreactive, TSH within normal limits at 2.44 mIU/L, HIV nonreactive, CBC within normal limits except RBC 4.31 M/mm3.  Trazodone 200 mg at bedtime was changed to prn insomnia on March 16th.  On March 21st the patient was seen at the hospital medical clinic to follow-up on abnormal liver function tests and hypertension.  Amlodipine (Norvasc®) 2.5 mg daily was added to hydrochlorothiazide and additional laboratory tests were ordered due to elevated liver function tests.  Lorazepam was tapered beginning March 21st and ultimately discontinued completely by April 5th.  On March 22nd, Hepatitis A, B and C tests were negative, hepatic function was within normal limits except AST 76 U/L and ALT 161 U/L.  On March 25th, olanzapine was tapered to 10 mg twice daily as it was suspected of possibly contributing to liver tests elevation.  On March 28th hepatic function was within normal limits except AST 59 U/L and ALT 140 U/L, and he was positive for h pylori.  The liver function tests only slightly decreased so olanzapine was tapered to 5 mg twice daily on March 28th and lithium and paliperidone (Invega®) were prescribed instead.  Olanzapine was subsequently discontinued completely by April 1st and by April 4th hepatic function was within normal limits except ALT 61 U/L.

A 27 year old white female was admitted to the psychiatric hospital on 10/9/10 for self injurious behavior and suicidal ideation.  Diagnoses at the time of admission include impulse control disorder NOS, mild mental retardation, hyperlipidemia, hypothyroidism, seizures (type not specified), obesity and seasonal allergies.  Diagnosis of schizophrenia was suspected later due to history of psychosis including auditory hallucinations as well as other symptoms.  Initially, she was treated with quetiapine (Seroquel®) with a normal prolactin level of 10 ng/ml (normal 2.8-29.2) on 1/21/11.  Other medications included: topiramate (Topamax®), oxcarbazepine (Trileptal®), levothyroxine (Synthroid®), and fenofibrate.  She was subsequently prescribed risperidone (Risperdal®) 0.5 mg twice daily starting on 1/31/11 and titrated to 3 mg twice daily by February 3rd.  Risperidone microspheres (Risperdal® Consta®) 25 mg every 2 weeks was initiated on February 15th.  A follow-up prolactin level on March 25th at 7:38 am before morning medication was 199.7 ng/ml.  The only noted symptom at this time was sedation.  The patient never reported symptoms of hyperprolactinemia, but due to intellectual disability, may have had difficulty reporting side effects.  Per staff report the patient continued to have her regular menses.  No recent seizure activity was noted.  Risperidone was discontinued on March 29th and the patient was switched to clozapine (Clozaril®).  A follow up prolactin level obtained on April 26th was normal at 19.6 ng/ml.  Her medications for her comorbid medical conditions had remained the same during her admission. 

A 71 year old male was admitted to the psychiatric hospital on 3/31/11 with a history of bipolar disorder and medical conditions type 2 diabetes and hypertension.  He was diagnosed recently at a medical hospital with deep vein thrombosis of his right lower extremity on March 9th per ultrasound.  At the time of admission to the psychiatric hospital, he was noted to be sporadically compliant with warfarin (Coumadin®, Jantoven®) and on physical exam had positive Homan’s sign of the right lower extremity in addition to 2-3 plus edema, 2 plus pedal pulses bilaterally as well as hyperpigmentation consistent with chronic venous insufficiency bilaterally.  He was continued on medications prescribed at the time of transfer from the medical hospital including warfarin 7 mg daily, lisinopril (Zestril®) 5 mg daily, olanzapine (Zyprexa®) 10 mg at bedtime daily, and sliding scale regular insulin four times daily before meals and at bedtime.  Labs on April 1st showed an INR of 1.99, prothrombin time (PT) 21.2 seconds, partial thromboplastin time  (PTT) 35.4 seconds, CBC within normal limits except hemoglobin 13.8 g/dl, hematocrit 41.5% and RDW 14.9%, CMP was within normal limits except glucose 129 mg/dl, BUN 28 mg/dl, creatinine 1.32 mg/dl and potassium 5.4 mEq/L.  It was decided after the physical examination and review of the labs to initiate bridge therapy due to subtherapeutic INR with enoxaparin (Lovenox®) 105 mg twice daily (patient weight 105 kg).  Due to slightly elevated potassium, the lisinopril was decreased to 2.5 mg daily and hydrochlorothiazide 12.5 mg daily was added.  On April 4th, the INR 2.17 and PT 23.1 seconds, the CBC showed RBC 4.54 M/mm3, hemoglobin 13.4 g/dl, hematocrit 39.7% and RDW 14.7%.  On April 5th, the CMP was within normal limits except glucose 112 mg/dl.  On April 6th, at 11:55 am the patient was seen in the medical clinic at the psychiatric hospital and it was noted that if the follow-up INR ordered for April 7th was therapeutic, then enoxaparin would be discontinued.  Later that day, at 9.56 pm the nurse noted that the patient was complaining of lower right quadrant pain so a referral was made for the patient to be seen in the medical clinic the following day.  The following day (April 7th) the INR was 2.72, PT 24.2 seconds, CBC within normal limits except RBC 4.2 M/mm3, hemoglobin 12.3 g/dl, hematocrit 37%, and RDW 14.7%.  That afternoon the patient began to complain of severe abdominal pain and was transferred to a local medical hospital and was diagnosed with an abdominal wall hematoma.  Two units of fresh frozen plasma was administered along with IV normal saline.  A Greenfield IVC filter was placed in his right groin and all anticoagulation products were on hold including enoxaparin and warfarin.  The patient was discharged from the psychiatric hospital to the medical facility.

A 29 year old white male was admitted to the psychiatric hospital from jail on 2/10/11 with diagnoses of schizophrenia paranoid type, substance abuse (recent heroin, alcohol, remote crack cocaine and marijuana), mild mental retardation, complex partial seizures with aura, hepatitis C positive, and obesity.  No past history or family history of hyperlipidemia noted.  Prior to admission, the patient had been incarcerated since September 2010 and was noted to be prescribed olanzapine (Zyprexa®), bupropion (Wellbutrin®), trazodone (Desyrel®) and levetiracetam (Keppra®) while in jail.  Upon admission to the psychiatric hospital, he was prescribed levetiracetam 500 mg twice daily and olanzapine 20 mg at bedtime.  Admission labs were primarily within normal limits with AST 35 U/L, ALT 65 U/L, total bilirubin 0.7 mg/dl and direct bilirubin 0.2 mg/dl.  Divalproex ER (Depakote® ER) 1,500 mg daily was added to the medication regimen on February 18th.  On March 15th the patient’s fasting triglycerides were 916 mg/dl and HDL 12 mg/dl (no prior lipid panel available).  On March 21st, labs were AST 52 U/L, ALT 86 U/L and total bilirubin 1 mg/dl and noted to be hemolyzed lipemic specimen more than a month after divalproex was prescribed.  The patient was also noted to have gained weight since admission as the admitting weight was 184 lbs and was 201 lbs on March 12th.  On March 22nd, fenofibrate 200 mg at bedtime, fish oil 4,800 mg twice a day and a low cholesterol diet were prescribed due to elevated triglycerides.   The olanzapine was discontinued as it was suspected of contributing to triglyceride elevation.  Aripiprazole (Abilify®) was prescribed in its place due to more favorable metabolic side effect profile.  On April 8th, hepatitis C RNA 583,085 log 5.766 (range 1.6-7.8).  On April 13th (approximately 2 weeks after initiation of the fenofibrate), the significant labs were: AST 227 U/L, ALT 462 U/L, total bilirubin 0.6 mg/dl and direct bilirubin 0.2 mg/dl.  On April 21st the divalproex was decreased to 1,000 mg daily and was discontinued on April 28th. The levetiracetam was continued.  Fenofibrate was discontinued on April 22nd as it was thought to have contributed to the severe elevation in liver function tests.  Follow-up liver function tests on May 6th showed significant improvement with AST 78 U/L, ALT 272 U/L, total bilirubin 0.6 mg/dl and direct bilirubin 0.2 mg/dl.  Follow-up lipids on May 10th showed improvement as well with triglycerides 376 mg/dl, HDL 28 mg/dl, and LDL 117 mg/dl.  The patient also lost 9 lbs within a month after the discontinuation of olanzapine.  It is possible that the olanzapine contributed to severe hypertriglyceridemia and weight gain and fenofibrate contributed to significant elevation in AST and ALT.

A 38 year old female was reported by the on-call resident on 2/19/11 to be in a bad catatonic state, no rigidity on the right side, moderate to severe rigidity on her left side with eyes opened and a very dry mouth.  She was awake but not alert and not oriented.  Vital signs were blood pressure 102/62 mmHg, pulse rate 114 beats/minute, temperature 99 degrees, and respiratory rate 22 breaths/minute.  The resident reported an abnormal creatine kinase of 448 U/L.  The patient was transferred to an acute care hospital.  The emergency room physician reported that the patient presented with altered mental status and catatonia.  The onset was 2-3 days ago.  The course/duration of symptoms was worsening and the location was generalized.  The symptoms present included: awake, non-verbal, not able to cooperate with care at the psychiatric hospital.  Not taking food or fluid.  The degree of onset was moderate.  The degree at present is severe.  Risk factors for this included the use of lithium and clozapine.  Final emergency room report states: differential diagnosis of electrolyte imbalance, hypokalemia, hypernatremia, drug toxicity, renal failure, serotonin syndrome, lithium toxicity, neuroleptic malignant syndrome.  The neurologist reported the following: The patient was previously on clozapine, but was stopped while pregnant.  She delivered her third child one week prior to admission to the psychiatric hospital with a diagnosis of schizoaffective disorder.  At the psychiatric hospital her clozapine was resumed.  Three days prior to the admission to the medical hospital, the patient had decreased activity and progressed to a catatonic state with altered mental status, mildly elevated sodium and creatine kinase level as high as 1,031 U/L.  She initially had no fever but has had fluctuating elevations of temperature since then.  She has also had elevated white blood count on several occasions.  Her blood pressure has been high and low representing autonomic dysfunction.  Her prior medical history includes schizoaffective disorder, bipolar disorder and her third delivery of a living child 2 weeks ago.  She had gestational diabetes.  The patient is now intubated on a ventilator and propofol (Diprivan®).  Her creatine kinase levels have fallen and yet she has not awakened and becomes very much agitated when the propofol is diminished.  EKG has shown right axis deviation and incomplete right bundle branch block with prolonged QT interval.  WBC has been elevated as high as 12,900 K/mm3.  Clozapine and other neuroleptic drugs have been stopped.  Impression: fever, rigidity, elevated creatine kinase (3 major criteria) and tachycardia, altered consciousness, increased white count along with rigidity (3 or more minor criteria) confirm the diagnosis of neuroleptic malignant syndrome especially as the differential diagnostic possibilities including infection and encephalitis have largely been excluded.  In the discharge summary, the physician reported that the patient had been admitted to the medical ICU in an altered mental state secondary to neuroleptic malignant syndrome likely secondary to recent initiation of clozapine along with renal failure, hypernatremia, and wide anion gap metabolic acidosis.  She was started on IV fluids, IV antibiotics – ceftriaxone (Rocephin®), vancomycin (Vancocin®) along with dantrolene (Dantrium®) and supportive measures including lorazepam (Ativan®) in case of agitation.  Two days later, the antibiotics were discontinued after all her initial cultures were negative, and she was continued on dantrolene.  However, her sensorium started deteriorating further and on February 22nd, the patient was not able to protect her airway and her ABG showed severe respiratory acidosis with a pH of 7.25 and PCO2 of 61, requiring mechanical ventilation for support.  She was put on ventilator support and dantrolene and lorazepam were stopped.  Neurology input was sought who opined neuroleptic malignant syndrome and advised starting on bromocriptine (Parlodel®) which was received for 2 days and subsequently changed to ropinirole (Requip®) 0.25 mg TID.  Her rigidity and her muscle strength improved, but she continued to have high grade pyrexia.  She was re-cultured and the blood cultures and urine cultures were negative.  However, a chest x-ray revealed an evolving right basal pneumonia along with pleural effusion.  She had a chest CT done which revealed necrotizing pneumonia in the right lower lobe with moderate sized loculated right-sided effusion.  She had a BAL done which grew Pseudomonas aeruginosa, sensitive to piperacillin and tazobactam (Zosyn®).  She was started on piperacillin/tazobactam along with ciprofloxacin (Cipro®).  She was weaned off ventilator support gradually.  However, she had a weak musculature as she recovered especially her thoracic muscles in view of the poor respiratory effort; she underwent tracheostomy and was continued on ventilator support with an aim of weaning her to spontaneous mode.  She successfully passed her single breath test (SBT), and she was extubated, and the tracheostomy was capped.  She received intense physical therapy.  At time of discharge from the medical hospital her vital parameters were within normal limits (March 14).  The patient was discharged directly to her home.  The patient was readmitted to the psychiatric hospital on April 2nd.  She was restarted on clozapine on 4/26/11 and remains on clozapine without a repeat of this event as of May 23rd.

New Drug Applications

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

lacosamide (Vimpat®) - presented by Dr. Richards (developed by Celest Pedraza, Pharm.D. student reviewed by Ann L. Richards, Pharm.D., BCPP)
Lacosamide is an amino acid in which the precise antiepileptic mechanism is unknown.  It appears to offer dual mode of action by controlling neuronal hyperexcitability via selective sodium channel slow inactivation, and binding to collapsin response mediator protein-2 (CRMP-2) which is part of the signal transduction cascade of neurotropic factors.  Lacosamide is indicated as an adjunct in partial-onset seizures.  The initial dose is 40 mg twice a day and is increased weekly by 100 mg/daily given in two divided doses.  The maintenance dose is 200 to 400 mg/day administered with or without food.  In mild renal impairment, no dosage adjustment is required.  For severe renal impairment (CrCl ≤ 30 mL/min or ESRD), the maximum dose is 300 mg/day.  For mild to moderate liver disease, the maximum dose is 300 mg/day.  Lacosamide is not recommended in severe liver disease.  Most of the state supported living centers have purchased lacosamide.
Following discussion, on motion of Dr. Morgan, seconded by Dr. Becker, the request to add lacosamide (Vimpat®) to the formulary was approved.  The Formulary Drug Check List was completed.  
Since lacosamide is a new agent, it will be reviewed in six months for medication errors and adverse drug reactions.
Possible TAC Change

Dr. Becker noted that revised TACs seem to be taking longer to go through our revision process due to workload issues.  Therefore, the TAC addressing psychotropic use remains in a holding pattern.
Drug Deletion

At the January meeting, it was recommended that quinidine gluconate, quinidine sulfate, timolol tablets, nadolol and guanethidine be deleted from the Formulary.  Since the minutes were released late, no action was taken at the April meeting.  No responses were received from the field; therefore these agents will be deleted from formulary.  Oral Fleet Phosphate Soda, as well as its generics has been removed from the market.  Therefore, it was recommended that this product be deleted from Formulary.  On a recommendation of Dr. Heidel, seconded by Dr. Becker, the recommendation to delete these products was approved.  
New Dosage Strengths

The Committee did not have any new dosage strengths to review.
Proposed Drug Formulary Review Schedule
A proposed three year formulary review schedule was presented to the Committee for their review.  In this schedule, the psychotropic tables and reserve drugs are scheduled to be reviewed on an annual basis in the fall.  On a motion of Dr. Heidel, seconded by Dr. Morgan, the proposed formulary review schedule was approved.
Psychotropic Audit Criteria & Guidelines
Dr. Richards noted that the psychotropic audit criteria and guidelines have not been completely reviewed in several years.  It was suggested that a work group be formed to review the audit criteria and guidelines.  This review can be facilitated through the use of webinars.  The work group would complete sectional reviews by therapeutic categories with the goal of completing antipsychotics for presentation at the January meeting.  It was suggested that the work group consist of Committee members as well other individuals.  Dr. Richards will contact potential work group members.  Dr. Muthali will be contacted to see if the State Supported Living Centers want to participate in this review.
Antipsychotic Prescribing

Dr. Becker reported that even though the drug expenditures for antipsychotics have declined over the year, the agency has not reached a plateau in decreasing drug costs.  Several health care organizations across the country have initiated different tier approaches for prescribing antipsychotics.  The state of Maryland has implemented a tier system that appears to be very simple and easy to use.  In this approach, first line antipsychotics are identified.  Second line antipsychotics can be used but require some type of approval process.  The outpatient VA system has a tier approach.  For example, atypical antipsychotics can not be used as a mood stabilizer in bipolar disorder unless the patient has failed to respond to the non-atypical antipsychotic mood stabilizers.  It was recommended that a work group be formed to develop a tier approach for the State Hospitals.  Dr. Becker will lead the work group and will contact clinical directors for potential members.  Besides physicians, Dr. Becker requested that a pharmacist serve on the work group.
Dr. Becker reported that some outpatient clinics and hospitals are not aware that long acting atypical antipsychotic injections require prior approval by the outpatient clinic before starting hospitalized patients on these medications.  The long acting atypical antipsychotic injection approval form was updated to reflect the names of the long acting atypical antipsychotic injections.  On a motion of Dr. Heidel, seconded by Dr. Hall, the revised form was approved.  Dr. Becker will distribute the form to the clinical directors and the form will be placed on our website.
L-methylfolate (Deplin®) – a medical food

At the last meeting, it was recommended that the Committee review L-methylfolate (Deplin®).  Deplin® is an orally administered medical food for use under medical supervision for the dietary management of suboptimal folate levels in depressed patients.  Folate is essential for DNA synthesis, amino acid metabolism, cellular maturation and division, fetal neural tube development, and the production of serotonin, norepinephrine, and dopamine.  Folate’s role in the treatment of depression is unclear; folate augmentation of antidepressants may help depressive symptoms.  The impact of serum folate status on the efficacy of folate augmentation is also undetermined.  Other names for L-methylfolate includes methylfolate, methyltetrahydrofolate and 5-MTHF.  A four step process transforms folic acid into L-methylfolate, the form which can cross the blood brain barrier.  These reactions occur in the intestines and the liver.  In the first step, dihydrofolate reductase (DHFR) converts folic acid into dihydrofolate (dietary folate); in the second step, DHFR converts dihydrofolate into tetrahydrofolate.  The third step involves the conversion of tetrahydrofolate into 5,10 methylene tetrahydrofolate.  The enzyme methylenetetrahydrofolate reductase (MTHFR) performs the final step, converting 5,10 methylene THF into L-methylfolate, the form which crosses the blood brain barrier.  Once inside the brain, L-methylfolate regulates tetrahydrobiopterin (BH4), a critical cofactor for tryptophan and tyrosine hydroxylase, the rate-limiting enzymes for the synthesis of serotonin and dopamine/norepinephrine respectively.  See Attachment B.
Based on a review that pooled  two small studies, folate augmentation of antidepressant therapy reduced Hamilton Depression Rating Scale  (HDRS) scores an average of 2.65 points (95%, CI = 0.38-4.93) and that the NNT with folate for one additional person to experience a 50% reduction in HDRS score was 5 (95% CI = 5 to 33).  One of the trials included in the review used folic acid as an augmenting agent while the other used methylfolate.  Studies with Deplin® have been sponsored by the manufacturer.  
According to the FDA, a medical food is a food which is formulated to be consumed or administered enterally under the supervision of a physician and which is intended for the specific dietary management of a disease or condition for which distinctive nutritional requirements, based on recognized scientific principles, are established by medical evaluation.  Medical foods do not have to undergo premarket review or approval by the FDA and individual medical food products do not have to be registered with the FDA.
On a motion of Dr. Heidel, seconded by Dr. Becker, it was recommended that Deplin® not be added to the Drug Formulary.

Drug Formulary Sectional Review-
Genitourinary Agents
Dr. Hall provided the review on the agents in the Genitourinary Agents Section.  See Attachment C.  Dr. Hall recommended the following:

· Move terbutaline injection to the Miscellaneous section for genitourinary agents

· Add a “Medications for BPH” section

· Move tamsulosin (Flomax®) from the “Miscellaneous” section to the “Medications for BPH” section

On a motion of Dr. Becker, seconded by Dr. Pittman the recommendations for the genitourinary agent section were approved.

Dr. Hall recommended that finasteride (Proscar®) be added to the formulary.  
Finasteride is a specific and competitive inhibitor of both hepatic and tissue 5α-reductase, which blocks the conversion of testosterone by type 2 5α-reductase to 5α-dihydrotestosterone (DHT).  This results in inhibition of the conversion of testosterone to dihydrotestosterone and significantly suppresses serum dihydrotestosterone levels.  The onset of action for BPH is 6 months and three months or more for male pattern hair loss.  For benign prostatic hyperplasia the dose is 5 mg a day.  Clinical response occurs within 12 weeks to 6 months of initiation of therapy.  Long term administration is recommended for maximal response.  No adjustment is needed for renal impairment.  Caution is needed for use in patients with liver function abnormalities because finasteride is metabolized extensively in the liver.  See Attachment D for monograph.  Following discussion, on motion of Dr. Becker, seconded by Dr. Pittman, the request to add finasteride (Proscar®) to the formulary was approved
Issues from the Clinical Director’s Meeting
Dr. Race was unavailable for the meeting so Dr. Richards presented his report.  The atypical antipsychotic costs has declined over time, however, the decrease in cost has plateaued and has started to increase.  The cause for this increase has not been determined.  The clinical directors have been encouraged to examine the prescribing habits of doctors that have higher per patient costs.  
Three or more polypharmacy has improved.  Currently, there are 23 patients that are receiving three antipsychotics and there are no cases of patients being on four antipsychotics.

As olanzapine (Zyprexa®) becomes generic in the fall, it is hoped that our buying group will quickly establish a contract with the generic manufacturer.  Due to exclusivity issues, it is possible that only one company will have the ability to produce generic olanzapine, so the cost of this drug many not decrease significantly.

FDA Drug Safety Communications
The FDA has issued the following safety communications that may have impact on our facilities.

The FDA notified healthcare professionals and patients that the Prescribing Information for varenicline (Chantix®) will be strengthened to inform the public that use of varenicline may be associated with a small, increased risk of certain cardiovascular adverse events in patients who have cardiovascular disease. This safety information will be added to the Warnings and Precautions section and the patient Medication Guide.  The FDA reviewed a randomized, double-blind, placebo-controlled clinical trial of 700 smokers with cardiovascular disease who were treated with varenicline or placebo. While cardiovascular adverse events were infrequent overall, certain events, including heart attack, were reported more frequently in patients treated with varenicline than in patients treated with placebo. The events included angina pectoris, nonfatal myocardial infarction, need for coronary revascularization, and new diagnosis of peripheral vascular disease or admission for a procedure for the treatment of peripheral vascular disease. The FDA is continuing to evaluate the cardiovascular safety of varenicline and is requiring the manufacturer to conduct a large, combined analysis (meta-analysis) of randomized, placebo-controlled trials. The FDA will update the public when additional information is available. Healthcare professionals should be aware that smoking is an independent and major risk factor for cardiovascular disease, and smoking cessation is of particular importance in this patient population. The known benefits of varenicline should be weighed against its potential risks when deciding to use the drug in smokers with cardiovascular disease.

The FDA notified healthcare professionals and the public of medication error reports in which patients were given risperidone (Risperdal®) instead of ropinirole (Requip®) and vice versa. In some cases, patients who took the wrong medication needed to be hospitalized. The FDA determined that the factors contributing to the confusion between the two products include:
· Similarities of both the brand (proprietary) and generic (established) names 

· Similarities of the container labels and carton packaging 

· Illegible handwriting on prescriptions 

· Overlapping product characteristics, such as the drug strengths, dosage forms, and dosing intervals.

Healthcare Professionals are reminded to clearly print or spell out the medication name on prescriptions and make certain their patients know the name of their prescribed medication and their reason for taking it.

The FDA notified healthcare professionals that it is recommending limiting the use of the highest approved dose of the cholesterol-lowering medication simvastatin (Zocor® and generics) (80 mg) because of increased risk of muscle damage. Patients taking simvastatin 80 mg daily have an increased risk of myopathy compared to patients taking lower doses of this drug or other drugs in the same class. This risk appears to be higher during the first year of treatment, is often the result of interactions with certain medicines, and is frequently associated with a genetic predisposition toward simvastatin-related myopathy. The most serious form of myopathy, called rhabdomyolysis, can damage the kidneys and lead to kidney failure which can be fatal. The FDA is requiring changes to the simvastatin label to add new contraindications (should not be used with certain medications) and dose limitations for using simvastatin with certain medicines. The new changes to the drug labels for simvastatin-containing medicines are based on FDA's review of the Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine (SEARCH) trial and other data described in the Agency's March 2010 Ongoing safety review of high-dose simvastatin (Zocor®) and increased risk of muscle injury. Simvastatin 80 mg should be used only in patients who have been taking this dose for 12 months or more without evidence of muscle injury (myopathy). It is recommended that simvastatin 80 mg should not be started in new patients, including patients already taking lower doses of the drug.
Quarterly Non-Formulary Drug Justification Report

For the third 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

Brompheniramine/phenylephrine (Dimetapp®)

The Committee recommended that brompheniramine/phenylephrine (Dimetapp®) be considered for Formulary addition in the future.

Sectional Review for Next Meeting

The following sections will be reviewed at the next meeting:
Analgesic/antipyretic agents

Anticonvulsants

Sedative and hypnotics

In addition to the above sections, the psychotropic tables and reserve drugs will be reviewed.
Other Issues
The following information was shared with the Committee members:

The Food and Drug Administration recommended that patients using the orally disintegrating tablet form of lansoprazole via oral syringes or feeding tubes not take the version manufactured by Teva Pharmaceutical Industries, Ltd.  The National Drug Code numbers for the affected products are: 0093-7448-65, 0093-7448-19, 0093-7449-65, and 0093-7449-19

A study reported in Diabetes Care suggests the diabetes drug pioglitazone (Actos®) may be associated with a bladder cancer risk. The researchers retrieved reports between 2004 and 2009 on anti-diabetic medication use from the Food and Drug Administration Adverse Event Reporting System (AERS). They found 138 cases of bladder cancer in patients taking at least one of more than 15 different anti-diabetic medications. Notably, over 20% the patients with bladder cancer took pioglitazone. 

It was reported that older epilepsy drugs such as phenobarbital, phenytoin (Dilantin®), valproate (Depakene®, Depakote®) and carbamazepine (Tegretol®) can double or triple the risk of birth defects if a pregnant woman ingests them during the first trimester of pregnancy.  A study published in the Journal of the American Medical Association confirms that the newer medications, which include lamotrigine (Lamictal®), oxcarbazepine (Trileptal®), topiramate (Topamax®), gabapentin (Neurontin®) and levetiracetam (Keppra®), appear to cause no increase in birth defects.
The consumer group Public Citizen of Washington petitioned the Food and Drug Administration to remove the 23 milligram dose of donepezil (Aricept®) to treat moderate to severe Alzheimer's from the US market. The group maintains that “higher doses” of the medicine “endanger patients and don't enhance the treatment's effectiveness.”  The group suggested that the higher dose as compared to 10 mg could increase adverse effects, such as slowed pulse rate, nausea, vomiting, diarrhea, urinary incontinence, fatigue, dizziness and agitation. Vomiting can be particularly problematic for Alzheimer's patients because of the additional risk of pneumonia, massive gastrointestinal bleeding, esophageal rupture and even death.
According to a study presented at the American Psychiatric Association, combining two antidepressants for patients with chronic or recurrent major depression does not produce better outcomes than monotherapy. This study looked at three treatment regimens: escitalopram (Lexapro®) plus placebo; sustained-release bupropion (Wellbutrin®) plus escitalopram; and extended-release venlafaxine (Effexor®) plus mirtazapine (Remeron®) in 660 patients. The researchers found that "patients who received either of two dual-drug combinations were no more likely to achieve responses or remission at 12 or 28 weeks than those treated with a single agent." 

Another report presented at the APA meeting showed that lurasidone (Latuda®) is still metabolically superior to risperidone (Risperdal®) at one year, though it offers comparable compliance. Investigators randomized over 400 patients, ages 18 to 75, to lurasidone, and over 200 to risperidone. They found that "significantly more patients in the risperidone group gained 7% or more of their body weight, while more of those in the lurasidone group lost 7% or more of their body weight." 

Research presented at the APA meeting showed that "Whether given in the morning or at bedtime, extended-release guanfacine (Intuniv®) added to stimulant medications for attention deficit-hyperactivity disorder (ADHD) in children and teens improved symptom control." Researchers randomized over 400 children and adolescents with ADHD to guanfacine either in the morning before school or at bedtime or to placebo, in addition to stimulant drugs they were already using. Compared with placebo, guanfacine "cut scores on the ADHD Rating Scale-IV by an additional four to five points after about two months of therapy (P<0.05)." 

According to a study published in the June issue of Sleep Medicine, "The use of atypical antipsychotics (AAs) is associated with an increased risk for obstructive sleep apnea (OSA) in patients with depression, but not in those with bipolar disorder or other mental health conditions."  In a study involving "84 patients with a variety of mental health disorders, including depression, bipolar disorder, psychosis, and anxiety, who were using AAs, as well as 200 patients with depression and 331 mentally healthy controls who were not AA users," researchers found that "AA use was associated with a significantly increased risk of OSA in patients diagnosed with depression after adjusting for the effect of depression and several common medical/pharmacological confounds." 

According to research presented at the New Clinical Drug Evaluation Unit 51st Annual Meeting, "antipsychotic-naive children who receive these medications for the first time experience rapid cardiometabolic changes - including increased adiposity and insulin resistance = just weeks after use of these drugs is initiated." Researchers "randomized 125 antipsychotic-naive children aged 6 to 18 years (mean age, 11.5 years) with target symptoms of aggression, as determined by an Aberrant Behavior Checklist (ABC) irritability subscale score of at least 18, to 12 weeks of treatment with aripiprazole, risperidone, or olanzapine." The investigators found that "body fat, as measured by dual energy x-ray absorptiometry, increased by a mean of 8.98% (range, 2% – 119%; P < .0001) and whole-body insulin sensitivity, as measured by stable isotopomer tracing during hyperinsulinemic-euglycemic clamps, was decreased by a mean of 2.99 (P = .055)." 

Next Meeting Date

The next meeting was scheduled for October 14, 2011.  
Adjourn

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

APPROVED:
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	Jeff R. Matthews M.D., Chairman


Attachments 



Attachment A – New Drug Application

Attachment B – L-methylfolate (Deplin®) monograph

Attachment C – Genitourinary Agents Sectional Review

Attachment D – finasteride (Proscar®) monograph
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