DADS/DSHS EXECUTIVE FORMULARY COMMITTEE MINUTES

April 9, 2010
The Executive Formulary Committee convened on Friday, April 9, 2010 in Conference Room 240 - CO Building 2.  The meeting was called to order by Dr. Matthews, Chair at 9:45 a.m. 

	Janet Adams, MSN, RN, CNS 
	Absent
	Julie Graves Moy, M.D., M.Ph. (non-voting)
	(

	Emilie A. Becker, M.D.
	(
	Nina Muse, M.D. (non-voting)
	Absent

	Rosha Chadwick, R.Ph.
	Absent
	Peggy Perry (non-voting)
	Absent

	Catherine S. Hall, Pharm.D.
	(
	Chris Adams (non-voting)
	Absent

	Jeanna Heidel, Pharm.D.
	(
	Mike Maples (non-voting)
	Absent

	J. Brett Hood, M.D.
	Absent
	Bob Burnett (non-voting)
	Absent

	Jeff Matthews, M.D.
	(
	Valerie Kipfer, MSN, RN (non-voting)
	Absent

	Connie Millhollon, RN
	(
	Jay Norwood, MSN, RN (non-voting)
	Absent

	Victoria Morgan, M.D.
	(
	Vacant Center Position
	

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

	Bill Race, M.D. 
	(
	Vacant Center Position
	

	Robert L. Ward, D.O.
	(
	
	


Guest Present: Prudence Hofmann, Pharm.D., BCPS
Approval of Minutes of January 29, 2010
On a motion of Dr. Heidel, seconded by Ms. Millhollon, the minutes of the January 29th meeting were approved as previously distributed.  

Conflict of Interest Disclosure Forms

Each Committee member in attendance reported no significant changes in their disclosure statements.
Each individual completing a drug monograph completed their disclosure form.  Dr. Hofmann does not have any conflicts of interest to disclose.  Dr. Saklad’s disclosure is included in his monograph.

Adverse Drug Reaction Reports

The Executive Formulary Committee received several adverse drug reaction reports.  In the first case, a 43 year old white female was admitted to a state hospital for the treatment of bipolar disorder with psychosis.  Her medical conditions included: nasal allergies, sinus headaches, hypertension, hypothyroidism, GERD, hyperlipidemia, type 2 diabetes mellitus, urinary incontinence, back pain and prolonged QTC.  Her medications included: clozapine (Clozaril®), aripiprazole (Abilify®), loxapine (Loxitane®) – tapering to discontinue, divalproex (Depakote®), lorazepam (Ativan®), loratadine (Claritin®), hydrochlorothiazide (Oretic®), verapamil (Calan®) sustained release , levothyroxine (Synthroid®), omeprazole (Prilosec®), simvastatin (Zocor®), metformin (Glucophage®), oxybutynin (Ditropan®), glucosamine, ibuprofen (Motrin®) as needed and permethrin (Elimite®) cream.  On November 5th, topiramate (Topamax®) 25 mg daily was started for mood stabilization, as patient refused to take any other mood stabilizer.  The topiramate dose was increased in a stepwise fashion to 75 mg on November 9th.  On the day of discharge (November 13th), the patient reported eye pain with decreased vision.  Her eyes appeared red.  She was immediately sent to the hospital medical clinic and was then referred to a glaucoma clinic.  She was seen by the specialist within two hours and was diagnosed with acute angle closure glaucoma.  The treating clinician consulted with the clinical pharmacist regarding potential medication causes of acute angle closure glaucoma and it was determined that the most likely potential medication cause was topiramate, therefore it was discontinued.  On November 13th, ophthalmology recommended initiation of cyclopentolate (Cyclogyl®), prednisolone (Pred Forte®), brimonidine/timolol (Combigan®), and brinzolamide (Azopt®).  Upon follow up on November 16th prior to discharge, the patient’s eye pressure was normalized and vision was significantly improved.  The patient had further follow up appointments with ophthalmology after discharge.
In the second report, a 22 year old African American male was admitted to a state hospital on October 22nd for the treatment of schizoaffective disorder bipolar type.  Prior to this hospitalization the patient had been incarcerated since July and according to the records had been tried on paliperidone (Invega®), risperidone (Risperdal®) and quetiapine (Seroquel®).  Upon admission, the patient was exhibiting symptoms of mania and psychosis.  The urine drug screen was negative.  Additional labwork showed that the UA, CMP, lipids, and TSH were within normal limits.  The CBC was within normal limits except for mild decreases in his red blood cells, hemoglobin and hematocrit.  His RPR and HIV were nonreactive.  Initially, quetiapine (Seroquel®) and divalproex (Depakote®) ER were started on October 26th and November 2nd, respectively.  Divalproex ER was titrated to 3,000 mg at bedtime on November 14th.  Olanzapine (Zyprexa®) was started on November 18th and the quetiapine was eventually discontinued on December 14th due to lack of response.  Clozapine (Clozaril®) titration was begun on December 29th due to the lack of response to olanzapine.  On January 8th, the CBC was within normal limits except for hemoglobin 13.8 g/dl, hematocrit 41.6%, RDW 16.9% and absolute monocytes 0.8 K/mm3.  On January 9th, the patient was receiving clozapine 300 mg/day, divalproex ER 3,000 mg/day (level 108.5 mcg/ml on 12/28), olanzapine 10 mg daily and he was noted to be having temperature fluctuations (range 97.2 to 104.3 degrees F), tachycardia (pulse 110-127 beats/minute), blood pressure fluctuation (133-153/80-100 mmHg), shaking and sweating.  The patient complained of feeling cold and was wearing layers of clothing.  Viral etiology was suspected and the patient was given alternating doses of acetaminophen (Tylenol®) and ibuprofen (Motrin®).  The patient did not have acute mental status changes, stiffness, pain or labored breathing.  On January 11th the CBC was within normal limits except for red blood cells 4.32 M/mm3, hemoglobin 12.9 g/dl, hematocrit 39.4%, RDW 17.1% and absolute monocytes 1.11 K/mm3; CMP was within normal limits except for albumin 3.3 g/dl and AST 43 U/L.  His valproic acid level was 107.3 mcg/ml.  The olanzapine was tapered and discontinued by January 11th as the patient was noted to be sedated and pulse was still elevated.  On January 13th, divalproex ER was decreased to 2,500 mg/day and clozapine was increased to 350 mg daily.  On January 13th, the patient’s CMP was within normal limits except albumin 3 g/dl and AST 63 U/L (hemolyzed specimen); CBC was within normal limits except for red blood cells 4.28 M/mm3, hemoglobin 12.9 g/dl, hematocrit 38.9%, RDW 17.1% and absolute monocytes 0.9 K/mm3.  In addition the direct bilirubin was within normal limits and the mono spot was negative.  On January 15th, the patient reported feeling sedated, nauseous, and having decreased appetite.  He was sent to the medical clinic and prescribed promethazine (Phenergan®) 25 mg every 6 hours prn for nausea.  A clozapine level obtained on January 15th at 7:55 am was high with a clozapine value of 1,447 ng/ml and a norclozapine level of 251 ng/ml (wnl).  The clozapine dose was decreased to 300 mg daily.  On January 16th at 8:40 pm, the patient had tachycardia (pulse 112 beats/min), tachypnea, respiratory rate 36 breaths/minute, running a fever (102.8 degrees F), confused and had elevated blood pressure (150/120 mmHg).  The patient was given promethazine for nausea but denied vomiting, diarrhea, coughing or sneezing.  Other medications at this time were divalproex ER 2,500 mg/day, clozapine 300 mg/day and verapamil (Calan®) 240 mg/day (initiated on January 14th due to tachycardia and elevated blood pressure).  The patient was transferred to a medical hospital and was diagnosed with acute pancreatitis possible due to divalproex ER and thrombotic thrombocytic purpura (TTP) secondary to pancreatitis.  The patient was treated with bowel rest for pancreatitis along with discontinuation of the clozapine and divalproex ER.  The patient was given daily plasmapheresis for treatment of TTP.  The patient remained at the medical hospital for about 2 weeks and returned to the state hospital on risperidone 2 mg daily, chewable multivitamin and olanzapine 5 mg every 12 hours as needed.  The patient was discharged February 17th on these medications without any further events.
An 18 year old female was admitted to a state hospital on December 28th for the treatment of major depression.  Her medical conditions include obesity, self-reported osteoarthritis, and a history of asthma.  Her labs on December 29th were within normal limits except triglycerides 298 mg/dl and total protein 6.1 g/dl.  The patient reported a history of polysubstance abuse, including alcohol and crack cocaine.  No toxicology screens were obtained on admission as the patient had been continuously hospitalized since November 22nd at another facility.  The patient had been taking quetiapine (Seroquel®) 600 mg at bedtime and citalopram (Celexa®) 20 mg in the morning and these were continued.  Transdermal nicotine patches was added along with prns for ibuprofen (Motrin®) and albuterol (Ventolin®).  An EKG was also ordered on admission.  The EKG showed a prolonged QT (464 msec) and QTc (510 msec).  Following the EKG results, the quetiapine was discontinued and citalopram was increased to 40 mg daily.  Trazodone (Desyrel®) was added to the patient’s medication regimen.  A follow up EKG obtained on December 31st showed QT 420 msec, QTc 472 msec.  Another EKG was obtained later and it showed improvement in the QT and QTc.
A 36 year old African American female was admitted on October 31st after a recent stay from 12/8/08 to 10/28/09.  The patient was discharged on clozapine (Clozaril®) 350 mg/day, lithium 1,050 mg/day, and various medications for her diabetes, hypertension, and hyperlipidemia.  The patient was placed in a group home after her previous discharge.  At the group home she displayed agitation and aggression which led to her admission to the state hospital.  Current diagnoses include Impulse Control Disorder NOS, mild mental retardation, bilateral deafness, diabetes, hypertension, and hyperlipidemia by history.  The patient has a remote history of seizure, but had been well controlled for quite some time.  During the course of this hospitalization, the patient was continued on lithium and clozapine.  The lithium dose was changed to 450 mg twice a day.  Due to disruptive behavior and aggression the daily dose of clozapine was increased as follows:

10/28/09 – 350 mg (discharged)

10/31/09 – 200 mg (readmission)

11/2/09 – 250 mg

11/4/09 – 300 mg

11/9/09 – 350 mg
11/19/09 – 400 mg

12/22/09 – 450 mg

1/7/10 – 500 mg

1/11/10 – 550 mg

The patient’s CBC was within normal limits during the time with the exceptions of slightly below normal values for her RBC, hemoglobin and hematocrit.  Based on available labs, her glucose was well controlled and her lithium level ranged from 0.46 – 1.02 mEq/L.  At the time of this adverse drug reaction, the patient was taking atorvastatin (Lipitor®) 10 mg/day, benazepril (Lotensin®) 10 mg/day, sitagliptin (Januvia®) 100 mg/day, metformin (Glucophage®) 2,000 mg/day, glipizide (Glucotrol®) ER 5 mg/day, insulin glargine (Lantus®) 18 units/day, aspirin 81 mg/day, regular insulin sliding scale, Lo-Seasonique®, and lorazepam (Ativan®) prn.  The patient had discontinued lorazepam 1 mg twice daily on January 14th.  On January 16th, it was reported that the patient was chasing another patient, tripped and hit her head resulting in a small laceration and injured right ankle.  She was transferred to a medical hospital for evaluation of her injuries.  An x-ray of her ankle and CT of her head were both negative so the patient was returned to the state hospital.  On January 17th at 11:20 am, the patient suffered a seizure based on nursing notes.  The patient was given lorazepam 2 mg intramuscular.  On January 18th the patient was scheduled to return to the medical hospital for further follow up of her ankle injury and an EEG, but she refused to get out of bed to obtain treatment.  The clozapine dose was decreased on January 19th to 450 mg due to suspicion that the seizure on January 17th was precipitated by the recent clozapine dosage increase on January 11th.  On January 21st, the clozapine dose was further decreased to 400 mg daily due to patient somnolence and refusal to get out of bed.  At 4 pm on January 21st, the patient had another seizure and was transported to a medical facility for evaluation.  The patient reported vomiting the night before.  She was treated with phenytoin (Dilantin®) for her seizures and the clozapine dose was further decreased to 200 mg daily.  Her clozapine level on January 22nd was 833 ng/ml.  She was transferred back to the state hospital where she continued to experience profuse vomiting.  On January 23rd, the patient was transferred to a different medical hospital due to persistent vomiting.  She was treated with promethazine (Phenergan®) 25 mg prn for nausea or vomiting.  In addition, she was treated with doxycycline (Vibramycin®) for seven days due to suspected fluid on the lung (pneumonia).  In reviewing this case, the state hospital noted a combination of factors that could have led to the seizure activity.  These include the discontinuation of scheduled lorazepam on January 14th, minor head injury on January 16th, and possible combination of increased clozapine dose along with possible increase in brain excitability due to discontinuation of lorazepam and/or minor head injury.
Based on review of these adverse drug reactions, the Committee recommended distributing information to the field in a separate memo regarding the potential that topiramate can cause glaucoma; the need to taper benzodiazepines over time; and the potential problem of using clozapine in patients with seizure disorder.

New Drug Applications

(Please refer to Attachment A for the monographs and applications that were considered when determining action by the committee.)

iloperidone (Fanapt®) - presented by Dr. Hall (developed by Dr. Hall and Dr. Prudence Hofmann)

Iloperidone is a piperidinyl-benzisoxazole derivative with mixed D2/5-HT2 receptor antagonism with high affinity for 5-HT2a, α1- adrenergic, α2c- adrenergic D2, and D3 receptors; moderate affinity for D4, 5-HT6 and 5-HT7 receptors; and low affinity for 5-HT1a, 5-HT2c, D1 and H1 receptors.  It was synthesized with the intention to develop an atypical antipsychotic with a low potential for EPS.  Affinity of the 5-HT2c receptors may enhance iloperidone’s efficacy in treating the negative symptoms of schizophrenia and provide some anxiolytic activity.  Binding at the α2c- adrenergic receptors (increasing postsynaptic dopamine and norepinephrine concentrations) and the 5-HT1A receptors (increasing extracellular glutamate) may improve attention and cognitive function in patients with schizophrenia.  Iloperidone is approved for the acute treatment of schizophrenia in adults.  Current labeling does not recommend iloperidone as first line treatment.  The recommended starting dose of iloperidone is 1 mg twice daily, slowly titrated to a target dose of 6 to12 mg twice daily.  The slow titration schedule consists of daily dosage adjustments to 2 mg twice daily, 4 mg twice daily, 6 mg twice daily, 8 mg twice daily, 10 mg twice daily and 12 mg twice daily on days 2, 3, 4, 5, 6 and 7, respectively.  This schedule is recommended to avoid severe orthostatic hypotension.  It is noted that due to the slow titration schedule, control of symptoms may be delayed during the first week of therapy.  The maximum recommended dose is 24 mg/day.  Iloperidone can be taken without regard to meals.
Elderly patients with dementia-related psychosis are at a higher risk of cerebrovascular adverse events (i.e. stroke, TIA) and death when treated with atypical antipsychotic drugs.  Iloperidone is not approved for treatment of dementia-related psychosis.  In an open-label QTc study in patients with schizophrenia or schizoaffective disorder (n=160), iloperidone was associated with QTc prolongation of 9 msec at an iloperidone dose of 12 mg twice daily.  The effect of iloperidone on the QT interval was augmented by the presence of CYP450 2D6 or 3A4 metabolic inhibition (paroxetine 20 mg once daily and ketoconazole 200 mg twice daily, respectively).  Iloperidone 12 mg twice daily was associated with a mean QTcF increase from baseline of about 19 msec.  No cases of torsade de pointes (TDP) or other severe cardiac arrhythmias have been observed with iloperidone; however, TDP has occurred with some other antipsychotics.   Therefore, iloperidone should be avoided in patients with a history of significant cardiac disease (i.e. acute myocardial infarction), cardiac conduction defects (i.e. AV block, bundle-branch block, cardiac arrhythmias), QT prolongation, uncompensated heart failure, or electrolyte imbalances (i.e. hypokalemia, hypomagnesemia) since these conditions may increase the risk of drug-induced QT prolongation.  The drug should be discontinued in any patient with persistent QTc measurements greater than 500 msec.  A baseline EKG is recommended; however, there are no specific monitoring parameters identified by the manufacturer.  There may be possible potentiation of QTc prolongation when iloperidone is administered with Class 1A (i.e. quinidine, procainamide) or Class III (i.e. amiodarone, sotalol) anti-arrhythmics, antipsychotic medications (e.g. chlorpromazine, thioridazine), antibiotics (i.e., gatifloxacin, moxifloxacin) or other classes of medication known to prolong the QTc interval (i.e. pentamidine, levomethadyl acetate, methadone).  Iloperidone should also be avoided in patients with congenital long QT syndrome and in patients with a history of cardiac arrhythmias.  Caution is warranted with prescribing iloperidone with drugs that inhibit iloperidone metabolism and in patients with reduced activity of CYP2D6.  It is recommended that patients being considered for iloperidone treatment who are at risk for significant electrolyte disturbance have a baseline serum potassium and magnesium measurements with periodic monitoring.  Hypokalemia (and/or hypomagnesemia) may increase the risk of QT prolongation and arrhythmia.
Following discussion, on motion of Dr. Becker, seconded by Dr. Ward, the request to add iloperidone (Fanapt®) to the formulary as a reserve drug was approved.  The Formulary Drug Check List was completed.  Since this is a newly marketed drug, it will need to be reviewed in six months for adverse events and medication errors.
The reserve criteria for use of iloperidone are as follow:
· For use in patients that have failed on two antipsychotics given for a sufficient time; or
· For patients who cannot tolerate other antipsychotics due to akathisia 
On a motion of Dr. Morgan, seconded by Dr. Heidel, the reserve criteria for iloperidone were approved.
olanzapine pamoate (Zyprexa® Relprevv™) - presented by Dr. Richards (developed by Dr. Saklad)

Olanzapine pamoate is the long-acting injectable form of olanzapine.  It was approved for the treatment of schizophrenia.  The change from an orally absorbed to a slow, salt dissolution rate-controlled intramuscular absorption is the fundamental pharmacokinetic difference between the administration of oral olanzapine and olanzapine pamoate long acting injection.  Like all other depot antipsychotics, olanzapine pamoate exhibits flip-flop pharmacokinetics; the absorption rate is slower than the elimination rate.  Slow dissolution of olanzapine pamoate, a practically insoluble salt, after a deep intramuscular gluteal injection yields olanzapine plasma concentrations (Cp) that are sustained over a period of weeks to months.  A gluteal injection every 2 or 4 weeks provides olanzapine plasma concentrations that are similar to those achieved by daily doses of oral olanzapine.  The steady-state plasma concentration for olanzapine pamoate 150 – 405 mg q 2-4 weeks are within the range of steady-state olanzapine plasma concentration observed after olanzapine oral doses of 5 – 20 mg/day.  The observed half-life (t1/2) for olanzapine after intramuscular olanzapine pamoate administration is ~30 days.  In contrast, oral olanzapine has an observed t1/2 ~30 hours.  Detectable olanzapine plasma concentrations may persist for months after an olanzapine pamoate intramuscular injection.  The product label states that olanzapine plasma concentration peaks within the first week after injection and are at nadir prior to the next injection.  The olanzapine plasma concentration fluctuation between the peak and trough is comparable to the peak and trough fluctuations associated with once daily oral dosing.
The oral to intramuscular dose correspondence is shown in the following table:

	Olanzapine Dose Correspondence

at Steady State

	Oral Daily
	Intramuscular

	10
	150 mg q 14 Days

	10
	300 mg q 28 Days

	15
	210 mg q 14 Days

	15
	405 mg q 28 Days

	20
	300 mg q 14 Days


Even though this table shows a 150 mg q 14 days dose, at this time, olanzapine pamoate is not available in a 150 mg specific dose.

Olanzapine plasma concentrations during the first injection interval are likely to be less than the corresponding oral dose.  Steady state plasma concentrations would be expected to require about three months (3.3 x T1/2 = 90% of steady state).  Despite lower plasma concentrations, supplementation with orally administered olanzapine was generally not necessary in clinical trials.
The major warning/precaution with the use of olanzapine pamoate is the Post-Injection Delirium/Sedation Syndrome (PDSS).  In particular, sedation (including coma) and/or delirium, were reported in patients following an injection of olanzapine pamoate.  These events occurred in <0.1% of injections and in approximately 2% of patients who received injections for up to 46 months.  These events were correlated with an unintentional rapid increase in serum olanzapine concentrations to supra-therapeutic ranges in some cases.  While a rapid and greater than expected increase in serum olanzapine concentration has been observed in some patients with these events, the exact mechanism by which the drug was unintentionally introduced into the blood stream is not known.  Clinical signs and symptoms included:
· Dizziness,

· Confusion,

· Disorientation,

· Slurred speech,

· Altered gait,

· Difficulty ambulation,

· Weakness,

· Agitation,

· Extrapyramidal symptoms,

· Hypertension,

· Convulsion, and

· Reduced level of consciousness ranging from mild sedation to coma

Time after injection to event ranged from soon after injection to greater than 3 hours after injection.  The majority of patients were hospitalized and some required supportive care, including intubation, in several cases.  All patients had largely recovered by 72 hours.  The risk of an event is the same at each injection, so the risk per patient is cumulative (i.e., increases with the number of injections).

Healthcare professionals are advised to discuss this potential risk with patients each time they prescribe and administer olanzapine pamoate.

Due to the risk of PDSS, olanzapine pamoate is available only through a restricted distribution program.  Olanzapine pamoate must not be dispensed directly to a patient.  For a patient to receive treatment, the prescriber, healthcare facility, patient and pharmacy must all be enrolled in the ZYPREXA RELPREVV Patient Care Program.  Included in the Patient Care Program are training requirements for the prescriber, healthcare facility and nursing.
Olanzapine pamoate muse be administered in a registered healthcare facility (such as a hospital, clinic, residential treatment center, or community healthcare center) with ready access to emergency response services.  After each olanzapine pamoate injection, a healthcare professional must continuously observe the patient at the healthcare facility for at least 3 hours and must confirm that the patient is alert, oriented, and absent of any signs and symptoms of post-injection delirium/sedation syndrome prior to being released.  All patients must be accompanied to their destination upon leaving the facility.  For the remainder of the day of each injection, patients should not drive or operate heavy machinery, and should be advised to be vigilant for symptoms of post-injection delirium/sedation syndrome and be able to obtain medical assistance if needed.  If post-injection delirium/sedation syndrome is suspected, close medical supervision and monitoring should be instituted in a facility capable of resuscitation.  If parenteral benzodiazepines are required for patient management during an event of post-injections delirium/sedation syndrome, careful evaluation of clinical status for excessive sedation and cardiorespiratory depression is recommended.  It was noted in the monograph, that the three-hour post-injection observation must be completed by a health care professional.  By definition, a healthcare professional is a “person who by education, training, certification, or licensure is qualified to and is engaged in providing health care” (Mosby’s Medical Dictionary, 8th edition. © 2009, Elsevier.).
After much discussion, on a motion of Dr. Ward, seconded by Dr. Morgan, it was recommended that the decision regarding the addition of olanzapine pamoate to the Formulary be tabled until the next meeting.  In the meantime, feedback from the outpatient clinics will be obtained.
Paliperidone palmitate (Invega® Sustenna™) Review
At the September 2009 meeting, paliperidone palmitate was added to Formulary.  At that time, it had been on the market less than six months, therefore, it was scheduled for a review for adverse drug reactions and medication errors at this meeting.  Dr. Richards contacted the pharmacy directors at the State Hospitals and State Supported Living Centers to see if their facilities had seen any adverse drug reactions or medication errors with the product.  The response indicated that there was minimum use and no adverse drug reactions or medication errors were detected.  One pharmacy director reported that nurses wanted to store the product in the refrigerator instead of storing it at room temperature.  Due to the minimal response, Dr. Richards contacted the College of Psychiatric and Neurologic Pharmacists (CPNP) list serve to obtain this information from its members.  The feedback provided indicated very few medication errors.  One reported an error in which the prescriber wrote the injection to be given every two weeks versus once a month.  The pharmacist reviewing the order detected the problem and notified the prescriber.  Other CPNP members suggested that prescribing errors were potential medication errors with this product, especially with the use of the loading dose strategy.  CPNP members responding felt that educating the prescriber about the loading dose helps prevents dosing errors.  Another CPNP member indicated that they have had problems with switching patients from risperidone long acting injection (Risperdal® Consta™) to paliperidone palmitate.  Even though the manufacturer indicates that the patient should be switched to a maintenance dose, they have found that to be inadequate.  Two CPNP individuals reported possible side effects.  One reported a seizure that occurred the day following the injection, however, the individual was not sure about the relationship between the injection and the seizure.  Another CPNP member reported a low ANC with the use of paliperidone palmitate that resolved when the paliperidone palmitate was discontinued.
After reviewing this information, the Committee did not recommend any changes to the formulary status of paliperidone palmitate.
Antipsychotic Audit Criteria

Dr. Richards updated the Atypical Antipsychotic Audit Criteria to reflect the addition of the recently released atypical antipsychotic medications.  The following changes were made:
· Add Zyprexa® Relprevv™ pending addition to Formulary

· Add iloperidone (Fanapt®)

· Under indications added iloperidone to the following “bipolar disorder (not paliperidone or iloperidone)

· Added quetiapine to the indication for “adjunct for patients on antidepressants for major depressive disorder”

· In the Drug Interactions of Major Significance added “iloperidone: CYP 3A4 and 2D6”

After reviewing the audit criteria, the Committee recommended adding the following:

· Under Patient Monitoring, add:

·  “EKG at baseline for iloperidone” as a separate entry

· Serum potassium and magnesium baseline and periodic for patients on iloperidone who are at risk for significant electrolyte disturbances

On a motion of Dr. Heidel, seconded by Dr. Ward, the antipsychotic audit criteria were approved as modified.  See Attachment B.
Update Formulary Indications

The indications for valproic acid (Depakene®)/divalproex (Depakote®) found in the audit criteria was compared to the FDA and non-FDA indications listed in MicroMedex®.  The audit criteria lists the following as indications for valproic acid and divalproex:

· Cyclic mood disorders

· Aggressive behavior secondary to a psychiatric disorder

· Chronic pain

· Acute mania

Besides seizure disorders, MicroMedex® shows the following indications for valproic acid and divalproex sodium:

FDA-Labeled:

· Manic bipolar I disorder 

· Migraine; Prophylaxis

Non-FDA Labeled:

· Alcohol hallucinosis (valproic acid)
· Bipolar disorder (valproic acid)

· Myelodysplastic syndrome (valproic acid)

· Alcohol withdrawal syndrome (divalproex sodium)

· Bipolar I and II disorder, Maintenance (divalproex sodium)

· Headache disorder, chronic (divalproex sodium)

· Posttraumatic headache (divalproex sodium)

· Schizoaffective disorder, bipolar type (divalproex sodium)

On a motion of Dr. Morgan, seconded by Dr. Becker, the Committee recommended to delete “chronic pain” as an indication for valproic acid/divalproex and add impulse control disorders.  See Attachment C.
Naltrexone Dosing

It was brought to the Committee’s attention by a Supported Living Center that the maximum dose of naltrexone (ReVia®) is no longer listed in the Drug Formulary Book as indicated on the psychotropic audit criteria.  Therefore, a new maximum dose needs to be determined.  Since the State Supported Living Center uses naltrexone mainly for self-injurious behavior, the article “Self-Injurious Behavior and the Efficacy of Naltrexone Treatment: A Quantitative Synthesis,” (MRDD Research Reviews 2004;10:193-200) was reviewed.  In this article, peer-reviewed published literature from 1983 – 2003 documenting the use of naltrexone for the treatment of self-injurious behavior was analyzed.  Based on this article, on a recommendation of Dr. Heidel, seconded by Ms. Millhollon, it was recommended that the maximum daily dose of naltrexone be 200 mg/day.
New Dosage Strengths

It was recommended to add paliperidone (Invega®) 1.5 mg extended release tablets and linezolid (Zyvox®) 100 mg/5 ml suspension to the Formulary.  On a motion of Dr. Ward, seconded by Dr. Heidel, the recommendation to add these dosage strengths to the Formulary was approved.

Possible TAC Change
The Committee is still pursuing the option of changing the TAC regarding the requirements for the completion of an evaluation for movement disorders for typical and atypical antipsychotics.  At this time, a Work Group has not been formed.
FDA Alerts

The FDA has issued the following alerts that may have impact on our facilities.

The FDA notified healthcare professionals and patients that it is reviewing the primary data from a large, long-term clinical study, RECORD, on possible cardiovascular risks with the diabetes drug, rosiglitazone (Avandia®).  In addition to the clinical trial, a number of observational studies of the cardiovascular safety of rosiglitazone have been published and FDA has been reviewing these on an ongoing basis.  These reviews are ongoing and no new conclusions or recommendations about the use of rosiglitazone in the treatment of type 2 diabetes have been made at this time.  Once the FDA completes its review of the data from the RECORD study, the agency will present the totality of new and existing cardiovascular safety data on rosiglitazone at a public meeting in July 2010.  The Agency will provide an updated assessment of the risks and benefits of rosiglitazone in the treatment of type 2 diabetes.  The FDA recommends that health care professionals follow the recommendations in the drug label when prescribing rosiglitazone, including the Boxed Warning.  
The FDA and Amgen notified healthcare professionals and patients that all erythropoiesis-stimulating agents (ESAs) must be used under a risk management strategy (REMS) risk management program.  As part of the risk management program, a Medication Guide explaining the risks and benefits of ESAs must be provided to all patients receiving an ESA.  Under the ESA APPRISE Oncology program, Amgen will ensure that only those hospitals and healthcare professionals who have enrolled and completed training in the program will prescribe and dispense ESAs to patients with cancer.  Amgen is also required to oversee and monitor the program to ensure that hospitals and healthcare professionals are fully compliant with all aspects of the program.  The FDA is requiring a REMS because studies show that ESAs can increase the risk of tumor growth and shorten survival in patients with cancer who use these products.  Studies also show that ESAs can increase the risk of heart attack, heart failure, stroke or blood clots in patients who use these drugs for other conditions.  It should be noted that the following applies to the non-cancer use of ESAs:
· Healthcare professionals who prescribe ESAs for anemia not caused by cancer chemotherapy are required to provide a copy of the Medication Guide to each patient or their representative when an ESA is dispensed.

· Healthcare professionals who use ESAs only for non-cancer uses are not required to enroll in the ESA APPRISE Oncology program.

The FDA notified healthcare professionals and consumers that, due to safety concerns, the FDA is requiring a risk management strategy (REMS) and class-labeling changes for all long-acting beta-agonists (LABAs).  The REMS will require a revised Medication Guide written specifically for patients, and a plan to educate healthcare professionals about the appropriate use of LABAs.  These changes are based on FDA’s analyses of studies showing an increased risk of severe exacerbation of asthma symptoms, leading to hospitalizations in pediatric and adult patients as well as death in some patients using LABAs for the treatment of asthma.  Healthcare professionals are reminded that to ensure the safe use of these products:
· Single-ingredient LABAs should only be used in combination with an asthma controller medication; they should not be used alone.

· LABAs should only be used long-term in patients whose asthma cannot be adequately controlled on asthma controller medications.
· LABAs should be used for the shortest duration of time required to achieve control of asthma symptoms and discontinued, if possible, once asthma control is achieved.  Patients should then be maintained on an asthma controller medication.
· Pediatric and adolescent patients who require the addition of a LABA to an inhaled corticosteroid should use a combination product containing both an inhaled corticosteroid and a LABA, to ensure compliance with both medications.

The FDA has determined that the benefits of LABAs in improving asthma symptoms outweigh the potential risks when used appropriately with an asthma controller medication in patients who need the addition of LABAs.  The FDA believes the safety measures recommended will improve the safe use of these drugs.
The FDA notified healthcare professionals and patients that at this point, the data that the FDA has reviewed have not shown a clear connection between bisphosphonate use and a risk of atypical subtrochanteric femur fractures.  The FDA is working with outside experts, including members of the recently convened American Society of Bone and Mineral Research Subtrochanteric Femoral Fracture Task Force, to gather more information and evaluate the issue further.  The FDA recommends that healthcare professionals follow the recommendations in the drug label when prescribing oral bisphosphonates.  
The FDA notified healthcare professionals and patients that a Boxed Warning has been added to the prescribing information for clopidogrel (Plavix®), an anti-blood clotting medication.  The Boxed Warning in the drug label will include information to:

· Warn about reduced effectiveness in patients who are poor metabolizers of clopidogrel.  Poor metabolizers do not effectively convert clopidogrel to its active form in the body.

· Inform healthcare professionals that tests are available to identify genetic differences in CYP2C19 function.

· Advise healthcare professionals to consider use of other anti-platelet medications or alternative dosing strategies for clopidogrel in patients identified as poor metabolizers.
The FDA notified healthcare professionals and patients that, based on review of data from a large clinical trial and other sources, there is an increased risk of muscle injury in patients taking the highest approved dose of the cholesterol-lowering medication, simvastatin (Zocor®) 80 mg compared to patients taking lower doses of simvastatin and possibly other drugs in the “statin” class.  The FDA is also reviewing data from other clinical trials, observational studies, adverse event reports, and data on prescription use of simvastatin to better understand the relationship between high-dose simvastatin use and muscle injury.
Lilly and the FDA notified healthcare professionals of changes to the Prescribing Information for olanzapine (Zyprexa®) related to its indication for use in adolescents (ages 13-17) for treatment of schizophrenia and bipolar I disorder (manic or mixed episodes).  The revised labeling states that:
Section 1, Indications and Usage: When deciding among the alternative treatments available for adolescents, clinicians should consider the increased potential (in adolescents as compared with adults) for weight gain and hyperlipidemia.  Clinicians should consider the potential long-term risks when prescribing to adolescents, and in many cases this may lead them to consider prescribing other drugs first in adolescents.

Section 17.14, Need for comprehensive Treatment Program in Pediatric Patients: Olanzapine is indicated as an integral part of a total treatment program for pediatric patients with schizophrenia and bipolar disorder that may include other measures (psychological, educational, social) for patients with the disorder.  Effectiveness and safety of olanzapine have not been established in pediatric patients less than 13 years of age.

The FDA notified healthcare professionals and patients that it is evaluating data from a long-term clinical trial called Stalevo Reduction in Dyskinesia Evaluation – Parkinson’s Disease (STRIDE-PD), that may suggest that patients taking carbidopa/levodopa/entacapone (Stalevo®) may be at an increased risk for developing prostate cancer.  Other controlled clinical trials evaluating Stalevo® or entacapone (Comtan®) did not find an increased risk of prostate cancer.  The FDA is still reviewing the available information and has not concluded that Stalevo® increases the risk of developing prostate cancer.  Healthcare professionals should be aware of this possible risk and follow current guidelines for prostate cancer screening.  The FDA recommends that healthcare professionals follow the recommendations in the drug label when prescribing Stalevo® and entacapone.
Quarterly Non-Formulary Drug Justification Report

For the second quarter of fiscal year 2010, all facilities reported use of non-formulary agents.  The following were the top non-formulary agents that were prescribed:

Quetiapine extended release (Seroquel XR®)

Cetirizine (Zyrtec®)

Esomeprazole (Nexium®)

Propoxyphene with acetaminophen (Darvocet®)

Levalbuterol (Xopenex®)

Brompheniramine/phenylephrine (Dimetapp®)

The Committee plans on considering:  esomeprazole, cetirizine, levalbuterol and bupropion XL for formulary addition sometime in the future.  
Drug Formulary Sectional Review-
Antidiabetic

Antidotes

Antihistamine

Antineoplastic


Blood Modifying

The antidotes, antihistamine and antineoplastic sections were tabled.

Dr. Hall provided the review on the agents used in the treatment of diabetes.  See Attachment D.  
Dr. Hall provided information on the safety of rosiglitazone (Avandia®).  The Pharmacist Letter noted that that there is no benefit of using rosiglitazone over pioglitazone (Actos®).  Pioglitazone has comparable A1C lowering abilities and is not likely to increase heart attack risk.  Pioglitazone has a more favorable effect on lipids.  Rosiglitazone increases LDL and triglycerides while pioglitazone tends to lower triglycerides, raises HDL more, and not raise LDL as much.  Both rosiglitazone and pioglitazone increases edema and heart failure and both are linked to an increase in fractures.  The current therapy approach for the treatment of type 2 diabetes is lifestyle changes with metformin (Glucophage®).  If non-responsive, then an alternative next step approach adds pioglitazone to the regimen.
On a motion of Dr. Ward, seconded by Dr. Heidel, it was recommended that rosiglitazone (Avandia®) be removed from the Formulary.  The field will be notified of this consideration and a final decision will be taken at the next Committee meeting.

Dr. Hall provided the review on the Blood Modifying Agents.  In her review, Dr. Hall did not recommend any changes.  See Attachment E.
Sectional Review for Next Meeting

A decision regarding the next sectional review will be made at a later date.
Other Issues
Dr. Richards noted that a hospital pharmacy audit is currently being completed.  The objective of the audit is:
· To determine if DSHS has established adequate controls to ensure compliance with existing rules and regulations relating to the operation of the hospital pharmacies; this will include ordering, receiving, dispensing, and maintaining an accurate inventory of drugs.

· To determine if individual hospital practices and procedures are adequate to ensure: accurate and timely administration of prescription medicine, maintain security of the pharmaceutical inventory, and to ensure that purchasing, receiving and payment operations are in compliance with established policy and procedures.

Dr. Becker reported that a work group will be formed to review TIMA.  The goal of the work group will be to determine whether or not TIMA will continue, if so, will it continue in the same format or will it be revised.  And if not continued, will any form of guidelines be implemented.  

Dr. Becker noted that the agency will be providing continuing medication education (CME) programs in the near future.

Next Meeting Date

The next meeting was scheduled for July 9, 2010.  
Adjourn

There being no further business, the meeting was adjourned at 1:50 p.m.
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