DADS/DSHS EXECUTIVE FORMULARY COMMITTEE MINUTES

April 20, 2012
The Executive Formulary Committee convened on Friday, April 20, 2012 in Conference Room 240 - CO Building 2.  The meeting was called to order by Dr. Matthews, Chair at 9:39 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.
	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.
	(
	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, Lacie Rector, Pharmacy Student - ASH
Introduction and Other Information
The guests were introduced to the Committee members
Approval of Minutes of January 27, 2012
On a motion of Dr. Race, seconded by Dr. Heidel, the minutes of the January 27th meeting were approved as previously distributed.  

Conflict of Interest Disclosure Forms

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.
A 17 year-old white male was admitted to an acute psychiatric hospital on 9/28/11 for the treatment of bipolar disorder, mixed with psychotic features.  He had no known acute or chronic medical conditions.  His oral medications prior to admission included: aripiprazole (Abilify®) 30 mg at bedtime for mood stabilization and psychosis, carbamazepine (Tegretol®) 300 mg three times a day for mood stabilization, phenobarbital 30 mg three times a day for anxiety, trazodone (Desyrel®) 150 mg at bedtime for insomnia, and melatonin 5 mg at bedtime for insomnia.  Notable baseline labs drawn on September 29 were: normal fasting blood glucose, LFTs, electrolytes, and negative RPR.  The CBC showed WBC slightly low at 4.1 K/mm3 (range 4.5-11.0 K/ mm3), ANC 1.5 K/ mm3 (mild neutropenia, normal range 1.4-6.5 K/ mm3), neutrophils 36% (43-75%), monocytes 17% (2-12%), and eosinophils 6% (1-3%).  The RBC, hemoglobin, hematocrit, MCV and MCH were all within normal limits.  TSH and lipid panel drawn later in the admission were within normal limits as well.  His urinalysis showed amber-colored urine, with a specific gravity 1.036 (1.003-1.030), trace protein, trace ketones, rare WBCs and rare epithelial cells.  The carbamazepine was reduced to 200 mg three times a day at admission and trazodone was continued at the same dose.  The melatonin was increased to 6 mg at bedtime on September 29th.  In addition, the aripiprazole was reduced to 20 mg at bedtime on September 29th, and discontinued October 5th due to pseudoparkinson tremor.  Benztropine (Cogentin®) 1 mg twice daily was started October 6th to address the tremor.  Phenobarbital taper was begun on September 29th and was completed on October 6th.  On October 3rd, a carbamazepine level drawn at 0717 was within normal limits at 6.6 mcg/mL (normal range 4-12 mcg/mL).  On October 7th (Friday), a CBC drawn at 0705 showed WBC 3.2 K/ mm3 (mild leukopenia), ANC 1.4 K/ mm3 (moderate neutropenia), and platelet count showed a questionable result.  A message was sent to the physician to request a repeat lab.  Monocytes and eosinophils were elevated at 20.1% and 6.7%, respectively.  Neutrophils were low at 42.2%.  Later that day (10/7/11) at 1300, the CBC was recollected.  This lab showed WBC 2.7 K/ mm3 (moderate leukopenia), ANC 0.9 K/ mm3 (severe neutropenia), and platelets 16 K/ mm3 (severe thrombocytopenia).  Based on the results of this CBC, the carbamazepine was discontinued.  No fever or other vital sign abnormalities were noted on any of the days surrounding the abnormal CBCs.  A follow-up CBC on October 10th (Monday) at 0747 showed WBC 3.9 K/ mm3 (slightly low), ANC 1.2 K/ mm3 (moderate neutropenia), and platelets 181 K/ mm3 (normal).  Large platelets were noted.  A CBC done on October 11th at 0709 showed WBC 4.1 K/ mm3, ANC 1.4 K/ mm3, and platelets 230 K/ mm3.  All CBCs collected after this time were within normal limits.

In the next case, a 56 year old female had clonidine (Catapres®) 0.2 mg transdermal patches applied weekly to her back starting On July 7, 2011.  This week of March 14, 2012, it was observed that she had developed hyperpigmentation - seen as brown rectangular patches on her back, where the patches had been placed. Areas where older patches had been placed and removed were lighter brown in color.  The clonidine patches were subsequently discontinued.

A 61 year old male was admitted to a psychiatric hospital on September 21, 2011 as a transfer from another hospital on an extended commitment.  He had been at the prior psychiatric hospital since December 31, 2009 and is diagnosed with Psychosis NOS and Dementia secondary to traumatic brain injury.  Upon admission, he was oriented only to person, with extreme confusion, needing assistance with ADLs, history of aggression, and mixed delusions.  The patient also has multiple medical problems including traumatic brain injury due to anoxia from alcohol toxicity and respiratory depression; as well as a fall and head injury in 2007.  Other medical conditions include: hypertension, type 2 diabetes, GERD, urinary incontinence, chronic pain (unspecified), CHF/cor pulmonale, COPD, hyponatremia, anemia (unspecified), obesity, fall risk, seizure disorder (type unspecified but GTC suspected), and constipation.  His only allergy noted at the time of the adverse event was cefuroxime (Ceftin®) that lead to edema, itching, rash and hives which was considered severe.  Medication regimen included clozapine  (Clozaril®) 50 mg in the morning and 100 mg at bedtime for psychosis, levetiracetam (Keppra®) 1,000 mg twice daily for seizures, divalproex (Depakote®) 2,000 mg in the morning and 1,500 mg at bedtime for mood stabilization, phenytoin (Dilantin®) chewable 200 mg twice a day for seizures, diazepam (Valium®) 2 mg twice a day and 1 mg at noon for seizures,  hydrocodone/acetaminophen (Vicodin®) 5/325 mg every 6 hours as needed for abdominal pain, aspirin 81 mg in the morning for heart failure, lisinopril (Zestril®) 2.5 mg in the morning for hypertension, cor pulmonale, diabetes, furosemide (Lasix®) 20 mg daily for cardiovascular, metoprolol (Toprol®) 50 mg daily in the morning for hypertension, potassium chloride SR capsule 20 mEq twice daily for nutrition/diet, sodium chloride tablet 1,000 mg twice daily for chronic hyponatremia secondary to TBI, omeprazole (Prilosec®) 20 mg twice daily for GERD, acidophilus/bulgaricus - 4 tablets three times daily for abdominal bloating, fluticasone/salmeterol (Advair®) diskus 250/50 inhalation twice daily for COPD, albuterol nebulizing solution every 4 hours while awake for COPD, sliding scale regular insulin four times daily before meals and at bedtime for type 2 diabetes, and acetaminophen 325 mg three times daily as needed for mild pain.  The patient was transferred to a local medical hospital and was found to have a suspected ileus with pancolitis and was treated for these conditions at that time.  In addition, the patient’s ammonia level was found to be 117 mcg/dl at that time (October 7, 2011) with normal LFTs.  The elevated ammonia level was treated with lactulose 30 ml twice daily which resulted in an ammonia level of 40 mcg/dl on October 11th.  The lactulose was then discontinued on October 13th.  Over time, the patient began having increased reports of difficulty ambulating with an unstable gait and increased sedation.  The patient became more difficult to arouse and would be difficult to engage in conversation.  He complained of dizziness and body aches.  No significant rigidity was noted.  A repeat ammonia level on January 18, 2012 was 202 mcg/dl with normal LFTs.  The patient was transferred to a local medical hospital for treatment of altered mental status.  Divalproex was discontinued and a repeat ammonia level on January 31, 2012 was 33 mcg/dl without the need for lactulose and it was noted that he had improved mental status.

A 15 year-old African American male was admitted to an acute psychiatric hospital on January 23, 2012 for the treatment of Bipolar Disorder with psychotic features and intermittent explosive disorder.  In addition he has a history of mental retardation.  His medications prior to admission included: lithium carbonate 600 mg twice daily for mood stabilization, quetiapine (Seroquel®) 200 mg four times daily for mood stabilization, and a multivitamin once daily.  Labs obtained at a medical facility just prior to admission to the State Hospital on January 20th at 6:10 am were notable for: low WBC 3.6 K/ mm3 (4.5-13.5), low ANC 1.7 K/ mm3 (1.8-7.8), elevated monocytes 8.3% (0-4), and elevated eosinophils 5.5% (0-3).  The RBC, hemoglobin, hematocrit and MCV were within normal limits.  Glucose, electrolytes, and liver enzymes were also within normal limits.  The TSH was 0.7 mmol/L (0.6-1.2).  The urine drug screen was negative and UA was normal.  Lithium SR 600 mg twice daily was continued at admission for 4 days (1/23-1/27) and then discontinued due to intolerable side effects (anxiety, feeling sluggish, and tremors).  Divalproex (Depakote®) ER 1,000 mg at bedtime was started on January 30th for mood stabilization.  A quetiapine taper was initiated due to non-response to this medication.  The quetiapine dose was reduced to 200 mg in the morning and 400 mg at bedtime on January 27th and then further reduced to 200 mg twice daily on January 30th.  Olanzapine (Zyprexa®) ODT was initiated January 30th at 10 mg twice daily.  The quetiapine dose was further reduced to 200 mg at bedtime for 4 days (2/3-2/7), 100 mg at bedtime x 2 days (2/8-2/9), and then discontinued.  Labs obtained on February 3rd at 3:10 pm showed: glucose slightly elevated at 110 mg/dl, WBC low at 2.9 K/mm3 (normal 4.5-11.0 K/mm3), ANC low-normal at 1.7 K/mm3 (normal range 1.4-6.5 K/mm3), neutrophils slightly low at 42% (43-75%), monocytes 7% (2-12%), eosinophils 2% (1-3%).  The RBC was low at 3.92 M/mm3 (4.6-6.2 M/mm3), hemoglobin low at 12.8 g/dL (14-18 g/dL), hematocrit low at 36.3% (42-52%), MCV 92.7 fL (80-100), MCH 32.6 PG (27-34), and platelets 274 K/mm3 (130-400) were within normal limits.  Valproic acid level was within the therapeutic range at 72.5 mcg/mL.  Other CMP measures were within normal limits.  On February 6th, a CBC drawn at 7:15 AM showed decreased WBC 3.1 K/mm3 (mild leukopenia), ANC 1.0 K/mm3 (severe neutropenia), RBC 3.97 M/mm3 (low), hemoglobin at 12.8 g/dl (low) and hematocrit 36.9% (low), neutrophils at 32.3% (low), and elevated eosinophils 4.3% (high). Leukopenia and neutropenia was observed while the patient was on a combination of quetiapine (being tapered), divalproex ER 1,000 mg at bedtime, and olanzapine ODT (newly started medication).  Repeat CBC on February 7th collected at 7:25 AM showed WBC was low at 3.5 K/mm3 (mild leukopenia), ANC 1.6 K/mm3 (mild neutropenia), RBC, hemoglobin and hematocrit were low but slightly improved at 4.06 M/mm3, 13 g/dL, and 38.6% respectively.  Vitamin B12 and folate levels were normal at 757 pg/mL (180-914) and >24.8 ng/mL (>5.0), respectively.  G6PD was also normal at 13.3 U/g Hb (7.0-20.5).  A hematology consult was requested which reported the changes in the CBC were nonspecific, and suggested considering the possibility of a medication side effect or an infection.  Diagnosis: mild leukocytopenia, mild normochromic, normocytic anemia.  No fever or abnormal vital signs were documented during this admission.  A follow-up CBC on February 14th at 0712 showed improved WBC 4.1 K/mm3 (low), RBC 4.32 K/mm3 (low), hemoglobin 14.0 g/dl (normal), hematocrit 40.1 % (slightly low), ANC 1.8 K/mm3 (normal), neutrophils 42.4% (low), and eosinophils 3.6% (high).

A 78 year old female had an elevated BUN of 31 mg/dl and serum creatinine of 1.32 mg/dl was noted on 5/18/11.  The patient had recently been placed on fenofibrate (Tricor®) 48 mg daily, losartan (Cozaar®) 12.5 mg daily and the dose furosemide (Lasix®) had recently been increased.  On 10/17/11, the patient had an  elevated BUN of 19 mg/dl and elevated serum creatinine of 1.32 mg/dl while the patient was being switched to captopril (Capoten®) from losartan (8/19/11) along with an increase in the fenofibrate dose to 145 mg daily starting 8/11/11.  The furosemide dose had been left unchanged for several months at 10 mg daily.   On 11/14/11, the BUN was 27 mg/dl and the serum creatinine was 1.51 g/dl.  At this time, the patient was still on fenofibrate 145 mg daily, and the captopril was switched back to losartan at an elevated dose of 25 mg daily on 11/4/11.  On 12/12/11, the BUN was 16 mg/dl and serum creatinine was 1.34 mg/dl.  At the time of this blood draw, the patient had been receiving fenofibrate 48 mg daily for 11 days.  Normal lab values had been obtained from January 2012 onward with patient taking captopril 6.25 mg twice a day and furosemide 10 mg daily.  No fenofibrate or losartan has been used during this time.

A 53 year old female was being bathed by support staff.  As they moved her to the side they heard a loud popping noise.  She was moved back into her wheelchair.  Her left leg had significant deviation inward.  An x-ray performed at the local Medical Center revealed a subtrochanteric complete fracture with a medial spike.  The fracture was repaired by ORIF.  Since this fracture happened with no trauma, it was decided to report it as an atypical fracture possibly related to her long-term bisphosphonate therapy.  She began therapy for osteoporosis more than 6 years ago with oral alendronate (Fosamax®).  Through the years, she was changed to ibandronate (Boniva®) IV, but her therapy has been continuous until she was put on drug holiday beginning in August of 2011. 

A 49 year old female was prescribed iloperidone (Fanapt®) 1 mg twice a day beginning on 12/27/2011, increased to 2 mg twice a day on 12/29/2011, and then increased to 4 mg twice a day on 12/30/11.  The patient developed edema of lower extremities and face appeared puffy starting 1/4/2012.  The symptoms worsened and the psychiatrist started tapering iloperidone on 1/6/2012 due to the periorbital edema and pitting edema of lower extremities.  The symptoms dissipated when the iloperidone was stopped.
A 73 year old female was started on iloperidone (Fanapt®) on February 9, 2011.  In early July, the patient was lethargic, had cognitive and functional decline followed by extreme muscle rigidity resembling that of Parkinson’s disease.  The patient was initially treated with benztropine (Cogentin®) but it was not effective and it was discontinued.  An UTI was diagnosed on 7/12/11 and treated with sulfamethoxazole/trimethoprim (Bactrim®), then amoxicillin/clavulenic acid (Augmentin®), and then ciprofloxacin (Cipro®).  The patient was refusing food, unable to chew and was very rigid.  The iloperidone was held on 7/21/11 for 2 doses then restarted at 6 mg twice a day.  It was held again on 7/25/11 for 2 doses then restarted at 4 mg twice a day.  It was discontinued on 7/27/11.  On 7/20/11, TSH was 0.8 mlU/L; on 7/28/12 TSH was 3.0 mlU/L; on 8/11/11, the TSH was 19.6 mlU/L; on 8/12/11 the TSH was 21 mlU/L with a free T4 of 0.9 ng/L; and on 8/19/11, TSH was 6.8 mlU/L with free T4 1.1 ng/L.  A trial of levodopa/carbidopa (Sinemet®) 25/100 was started on 8/15/11 and some improvement was seen.  The neurologist saw her in September 2011 and diagnosed rapid-onset Parkinson’s disease.  Later in September, she was sent for an MRI of the head and the levodopa/carbidopa was held for a period of time prior to the test.  There was no change in her rigidity so the levodopa/carbidopa continued to be held.  After a period of more than a week, there was no increase in rigidity without the levodopa/carbidopa so the decision was made to discontinue this drug.  She was seen by the Neurologist again in October and the diagnosis of Parkinson’s was withdrawn.  

A 61 year old male became lethargic, with low oxygen saturation and hypotension.  He exhibited cognitive and functional decline and a weight loss of 30 lbs over a three month period.  He was admitted to the Infirmary with the diagnoses of cognitive/functional decline, thrombocytopenia, and weight loss.  On 12/3/2011 after lab results were received, the divalproex (Depakote®) ER and iloperidone (Fanapt®) were discontinued immediately.  The patient’s gabapentin (Neurontin®) dose was decreased from 1.200 mg three times a day to 600 mg three times a day.  A CBC was ordered daily and began to improve almost immediately.  The lethargy resolved and the leukopenia and thrombocytopenia are stabilizing after discontinuation of the divalproex and iloperidone.

A 16 year old female was admitted to an acute psychiatric hospital on 9/13/2011 for the treatment of mood disorder NOS, anxiety disorder NOS, and eating disorder NOS.  Her only known medical condition was GERD.  Medications prior to admission were risperidone (Risperdal®) 1 mg every morning and 2 mg at bedtime for mood stabilization and lamotrigine (Lamictal®) 100 mg twice daily for mood stabilization.  The patient had been taking both medications for greater than 2 years prior to her admission.  She reported that of the many medications she had tried; risperidone had been the most helpful medication for her mood.  Both medications were continued.  Pantoprazole (Protonix®) 40 mg daily for GERD, clindamycin topical gel for acne, and PRN ibuprofen (Motrin®) for pain were the only medications initiated at the hospital.  She was not taking any oral or injectable contraceptive medications.  Baseline labs including fasting blood glucose, electrolytes, liver function tests, CBC, TSH and fasting lipid panel were all within normal limits.  Serum pregnancy was negative, and an RPR was non-reactive.  The urine drug screen was negative.  Lamotrigine was titrated to 125 mg twice daily on 10/14/11.  On 10/25/11, the patient reported to the attending physician and nurse that she had not had a period for 2 months.  A prolactin level was obtained 10/26/11 at 0720, which was significantly elevated at 107.2 ng/mL (normal range: 2.8-29.2).  Risperidone was tapered to 1 mg twice daily on 10/27/11, and then 1 mg in the morning and 0.5 mg at bedtime on 10/31/11.  Quetiapine (Seroquel®) was initiated on 10/26/11 at 50 mg at bedtime, and ultimately titrated to 150 mg at bedtime on 11/1/11.  The prescriber was hesitant to discontinue the risperidone so quickly, as the patient decompensated shortly after the reduction in the risperidone dose.  A follow-up prolactin level obtained 11/9/11 at 0717 had shown a decrease, but remained elevated at 45.1 ng/mL.  A further follow-up prolactin level obtained 11/18/11 at 0715 was elevated at 60.6 ng/mL.  The patient did report a menstrual cycle occurring prior to discharge from the hospital.  She was discharged on risperidone 0.5 mg twice a day and quetiapine 25 mg in the morning and 125 mg at bedtime with instructions to continue to taper risperidone slowly and ultimately discontinue this medication.

A 27 year-old white female was admitted to an acute psychiatric hospital on 9/27/2011.  Her admission diagnoses included: Schizoaffective disorder and a history of polysubstance abuse.  She had no known medical conditions.  Notable medical history includes giving birth to a child in April 2011.  She was transferred to the inpatient psychiatric hospital directly from jail, and had been there since 7/26/11.  Medications prior to her inpatient psychiatric admission included olanzapine (Zyprexa®) 30 mg daily and sertraline (Zoloft®) 50 mg daily.  Early during her admission, the olanzapine was discontinued.  Risperidone (Risperdal®) 2 mg twice a day was started 10/3/2011 for psychosis.  The dose of risperidone was ultimately titrated to 8 mg at bedtime on 11/2/11 and continued until 2/22/12.  The patient reported amenorrhea to her treating psychiatrist 1/24/12, and an ob-gyn referral was placed.  The patient reported to a facility ob-gyn physician that she gave birth in April 2011, had a menstrual cycle May 2011, but had not had a menstrual cycle since that time.  She reported her last intercourse was July 2011, and she denied taking any oral contraceptives or medroxyprogesterone injection.  The ob-gyn prescribed a 5-day course of medroxyprogesterone (Provera®) 10 mg daily for anovulation (1/26-1/30) with a follow-up in 3 weeks.  The patient did not have a menstrual cycle following the medroxyprogesterone course, so she was seen again in the facility medical clinic 2/17/2012.  Serum prolactin, pregnancy, FSH, and TSH were ordered 2/17/12.  These labs were drawn 2/21/12 at 7:10 am and showed serum pregnancy negative (HCG < 1), FSH 4.7 mIU/ml (adult female mid-follicular normal range 3.8-8.8), TSH 0.16 mIU/mL (low, normal range: 0.34-5.6), and prolactin significantly elevated at 253.9 ng/mL (normal range: 2.8-29.2).  The patient was sent for an MRI to rule-out the presence of prolactin-secreting pituitary tumor.  An MRI of the brain and pituitary with and without contrast was performed 2/22/12.  No pituitary adenoma or lesion was detected and no acute abnormalities were noted.  The attending psychiatrist discontinued the risperidone 2/22/12 and started aripiprazole (Abilify®) 20 mg every morning.  The ob-gyn physician consulted with a clinical psychiatric pharmacist who suggested that since the MRI was normal, one might consider risperidone as a cause of the significantly elevated prolactin and recommended follow-up prolactin level in one week to see if level decreased.  A prolactin level obtained 2/29/12 was normal at 18.7 ng/ml.  The patient was started on an oral contraceptive 2/22/12 after a negative pregnancy test.  The patient finished her active oral contraceptive tablets 3/10/12, and started her menstrual cycle 3/13/12.  Of note, it is thought that the quick resolution of hyperprolactinemia occurred due to the abrupt discontinuation of the risperidone and start of aripiprazole, which has partial D2 agonist, and has been reported to reduce prolactin levels in some patients.

New Drug Applications

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

Acamprosate (Campral®) - presented by Dr. Mican (updated by Erin D. Skehan, ASH Pharmacy Volunteer and Young E. You, ASH Pharmacy Student reviewed by Lisa M. Mican, Pharm.D., BCPP)
Acamprosate was previously presented at the October 2006 meeting.  Acamprosate is indicated for the maintenance of alcohol abstinence in alcohol dependent patients who are abstinent at initiation of treatment.  Medication treatment with acamprosate should be part of a comprehensive management program that includes psychosocial support.  The mechanism of action is not completely understood.  Chronic alcohol exposure is thought to negatively alter the normal balance between neuronal excitation and inhibition  In vitro and in vivo animal studies suggest acamprosate may interact with the glutamate and GABA neurotransmitter systems centrally, and has led to the hypothesis that acamprosate restores this balance.  The recommended dose of acamprosate is two of the 333 mg tablets taken three times a day.  For patients with moderate renal impairment (CrCl 30-50 ml/min), the recommended dose is one of the 333 mg tablet three times daily.  Baseline serum creatinine should be obtained in order to estimate the creatinine clearance.  Although dosing may be done without regard to meals, dosing with meals was employed during clinical trials and is suggested as an aid to compliance in those patients that regularly eat three meals a day.  Treatment should be initiated as soon as possible after the period of alcohol withdrawal when the patient has achieved abstinence, and should be maintained if the patient relapses.  Patients should be monitored for the emergent symptoms of suicidality or depression.  In clinical trials, adverse events of a suicidal nature (ideation, attempts, completed suicides) were more common with acamprosate (1.4%) than placebo (0.5%) in trials lasting 6 months or less.  For trials lasting up to a year, rates of suicidal natures were 2.4% for acamprosate and 0.8% for placebo.
Following discussion, on motion of Ms. Millhollon, seconded by Dr. Becker, the request to add acamprosate (Campral®) to the formulary was approved.  The Formulary Drug Check List was completed.  

Azelastine (Astelin®, Astepro®)) - presented by Lacie Rector, ASH Pharmacy student (developed by Lacie Rector reviewed by Lisa M. Mican, Pharm.D., BCPP)

Azelastine is a second generation histamine H1 antagonist that is indicated for the treatment of the symptoms of seasonal allergic rhinitis such as rhinorrhea, sneezing, and nasal pruritus in adults and children 5 years and older, and for the treatment of the symptoms of vasomotor rhinitis, such as rhinorrhea, nasal congestion, and postnasal drip in adults and children 12 years and older.  Azelastine competes with histamine for H1-receptor sites and inhibits the release of histamine and other mediators involved in the allergic response; reduces hyperactivity of the airways; increases the motility of bronchial epithelial cilia, improving mucociliary transport.  Azelastine nasal spray is available in two different concentrations: 0.1% (137 mcg/spray) and 0.15% (205.5 mcg/spray).  The 0.15% concentration is not available generically.  The 0.1% concentration is FDA approved for children 5 to 11 years old.  Azelastine is administered twice a day and the number of sprays depends on the indication for use.  
Following discussion, on motion of Dr. Morgan, seconded by Dr. Becker, the request to add azelastine (Astelin®) to the formulary was approved but only the azelastine 0.1% product was added since it is available generically.  The Formulary Drug Check List was completed.  

Doxycycline (Oracea®) - presented by Dr. Hall (developed by Dr. Nicole Cupples, Pharmacy Resident reviewed by Catherine Hall, Pharm.D., BCPP)

Doxycycline is a tetracycline antibiotic.  In this new drug application, the specific 40 mg capsule of immediate release and delayed release doxycycline is being considered for Formulary.  Doxycycline 40 mg is indicated for the treatment of inflammatory lesions (papules and pustules) or rosacea in adults.  Doxycycline 40 mg has not shown a meaningful effect for generalized erythema and has not been evaluated for the treatment of erythematous, telangiectatic, or ocular components of rosacea.  Doxycycline inhibits the expression of nitric oxide synthase, matrix metalloproteinases and proinflammatory cytokines which play a role in the pathophysiology of rosacea.  Reactive oxygen species generated by neutrophils are also reduced.  Doxycycline 40 mg is formulated at a sub-antimicrobial dose to allow for efficacious treatment without increasing the risk of possible bacterial resistance.  Doxycycline 40 mg has not been studied for the treatment of infections and is not bioequivalent or interchangeable with other  doxycycline products.  The dose is 40 mg once daily in the morning on an empty stomach.  Duration of treatment has not been specified, however, clinical efficacy beyond 16 weeks and safety beyond 9 months has not been established.
Following discussion, on motion of Dr. Knight, seconded by Dr. Heidel, the request to add doxycycline (Oracea®) to the formulary was denied because the use within the facilities will be limited and the price of the 40 mg product is 10 times the price of conventional doxycycline treatment.  
dapsone - presented by Dr. Richards (developed by Dipa Patolia, SASH Pharmacy student  reviewed by Ann L. Richards, Pharm.D., BCPP)

Dapsone is a miscellaneous antimycobacterial that has FDA indications for the treatment of leprosy and dermatitis herpetiformis.  It is also used in HIV infection for Pneumocystis pneumonia, treatment and prophylaxis and for Toxoplasmosis, prophylaxis in HIV infection.  Dapsone is a sulfone antimicrobial.  The mechanism of action of the sulfones is similar to that of the sulfonamides.  Sulfonamides are competitive antagonists of para-aminobenzoic acid (PABA) and prevent normal bacterial utilization of PABA for the synthesis of folic acid.  The mechanism of action of dapsone in the treatment of dermatitis herpetiformis is unknown; however, dapsone only suppresses the disease, and cutaneous IgA and complement deposition are not affected by this drug.  Dapsone’s dosing depends on the indication.
Following discussion, on motion of Dr. Heidel, seconded by Dr. Morgan, the request to add dapsone to the formulary was approved.  The Formulary Drug Check List was completed.  

Zoledronic acid (Reclast®, Zometa®) - presented by Dr. Hall
Zoledronic acid is a bisphosphonate derivative.  It is used for both oncologic and non-oncologic conditions.  For use in oncology, it is indicated for the treatment of hypercalcemia of malignancy (albumin-corrected serum calcium > 12 mg/dl); treatment of multiple myeloma; and treatment of bone metastases of solid tumor.  The Zometa® form is used for these indications.  For Formulary addition, zoledronic acid is being considered for its non-oncologic indications which include: treatment of osteoporosis in postmenopausal women; prevention of osteoporosis in postmenopausal women; treatment of osteoporosis in men (to increase bone mass); treatment and prevention of glucocorticoid-induced osteoporosis [in patients initiating or continuing prednisone ≥ 7.5 mg/day (or equivalent) and expected to remain on glucocorticoids for at least 12 months]; and treatment of Paget’s disease of bone.  The Reclast® form is used for non-oncologic indications.  Bisphosphonates inhibit osteoclast-mediated bone resorption.  This reduces bone turnover and leads to an indirect increase in bone mineral density.  For the prevention of osteoporosis, the dose is 5 mg IV infused over at least 15 minutes every 2 years.  For the treatment of osteoporosis, the dose is 5 mg IV infused over at least 15 minutes once a year.  Zoledronic acid is not recommended in patients with a creatinine clearance of < 35 ml/min.  
Following discussion, on motion of Dr. Knight, seconded by Dr. Pittman, the request to add zoledronic acid (Reclast®) to the formulary was approved.  The Formulary Drug Check List was completed.  

Lovastatin (Mevacor®) versus pravastatin (Pravachol®) - presented by Dr. Richards (developed by Krista Garcia, SASH Pharmacy student  reviewed by Ann L. Richards, Pharm.D., BCPP)
Based on the review of Walmart’s $4 prescription list, it was decided to consider the addition of lovastatin and/or pravastatin so that at least one statin drug on the Walmart’s list would be on Formulary.  Both drugs are very similar, however, lovastatin is contraindicated in patients that are receiving HIV protease inhibitors and in combination with other strong CYP3A4 inhibitors (e.g. clarithromycin, erythromycin, itraconazole, ketoconazole).  Both products are available in generic form.  
Following discussion, on motion of Dr. Becker, seconded by Ms. Millhollon, it was decided that the addition of pravastatin (Pravachol®) to the formulary was approved.  The Formulary Drug Check List was completed.  

Quetiapine (Seroquel®) Generic Status
Dr. Richards reported that quetiapine is available as generic products and that the field was informed of its availability.  The following is a relative comparison of costs for these products as of April 4th.
	Strength
	Seroquel®
	Seroquel® XR

	25 mg
	37 times cost of generic
	NA

	50 mg
	~38 times cost of generic
	~31 times cost of generic

	100 mg
	~37 times cost of generic
	NA

	200 mg
	~39 times cost of generic
	~30 times cost of generic

	300 mg
	~38 times cost of generic
	~29 times cost of generic

	400 mg
	~38 times cost of generic
	~29 times cost of generic


Seroquel® XR is available in a 150 mg tablet strength that is not available in the immediate release.  Since quetiapine is one of the most widely prescribed antipsychotic in the State Hospitals, switching to generic quetiapine should save a significant amount of money.

Quetiapine (Seroquel®) XR Use

For the State Hospitals, quetiapine XR is a non-formulary drug and is considered a Tier 3 drug, which requires approval by the Clinical Director.  This extra step along with higher costs as compared to generic quetiapine should limit its use.  In order to minimize the use of quetiapine XR, it was recommended that purchases of this product be monitored.
Drug Deletion

At January’s meeting, it was recommended to delete cromolyn (Intal®) oral inhalation, doxycycline powder for injection and doxycycline syrup from the Formulary.  The Committee did not receive any objections from the field; therefore these drugs will be deleted from the Formulary.
New Dosage Strengths

The Committee did not have any new dosage strengths for consideration for addition to the Formulary.
Wasting Controlled Substances
The Committee discussed the wasting of controlled substances and the potential for drug diversion.  The Pharmacy Operating Guidelines states: “If the tablet or capsule is a controlled substance it must be destroyed using the waste water system or by placing it in a sharps container, as appropriate.”  Placing items in the waste water system is an environmental issue.  However, placing items in the sharps container can lead to the potential for diversion.  Access to the sharps container is minimal since they are kept in the medication room and normally stored in locked area prior to pick up.  The facilities use a limited amount of controlled substances.  There are commercially available systems that are available for wasting controlled substances in an environmentally friendly method and preventing diversion.  However, these can be extremely expensive.  Based on the type of controlled substances used, the risk for diversion is not as great as a medical hospital.  Therefore, it was recommended that each facility should decide how to dispose controlled substances that are being wasted and that either waste water or sharps container are appropriate methods to waste controlled substances.
Psychotropic Audit Criteria & Guidelines - Antidepressants
The Antidepressant Audit Criteria and Guidelines have not been reviewed.
Psychotropic Audit Criteria & Guidelines – Chemical Dependence Adjunct

The Chemical Dependence Adjunct Audit Criteria and Guidelines have not been developed.
Drug Formulary Sectional Review-
Psychotropics
For the review of psychotropics, Dr. Hall reviewed the non-formulary purchases for psychotropics during 2011 in order to determine if these non-formulary agents should be considered for addition to the drug formulary.  Quetiapine (Seroquel®) XR was the most purchased non-formulary drug during this time.  During this time period, the manufacturer of Seroquel®, made the extended release (XR) product cheaper than the immediate release product.  The XR product will remain on patent until 2017 and the immediate release product went off patent in March.  The next most purchased item by dollar volume was modafinil (Provigil®), followed by desvenlafaxine (Pristiq®), lamotrigine (Lamictal®) extended release and dexmethylphenidate (Focalin®) extended release.  The question arose as to why facilities are using modafinil.  In reviewing this list, the Committee did not recommend considering any of these non-formulary purchases for addition to the formulary.  However, the Committee did recommend that the field be contacted about the reason that modafinil is being used.
Issues from the Clinical Director’s Meeting
Dr. Race reported that at the end of February, the hospitals did not have any patients on 4 or more antipsychotics and that fourteen patients were on 3 antipsychotics.  The average cost for antipsychotics has been decreasing since December and has fallen below $20 per day.  This decrease in cost may be due to generic olanzapine (Zyprexa®).  Future costs should be impacted by generic quetiapine.
The clinical directors discussed and approved a definition for metabolic syndrome that was approved by the American Heart Association and the National Heart, Lung, and Blood Institute.  The following is the definition of metabolic syndrome that was approved:

Diagnosis is established when >3 risk factors are present:
	Risk Factor
	Defining Level

	Waist Circumference*


Men


Women
	> 102 cm (> 40 in)

> 88 cm (> 35 in)

	TG#
	≥ 150 mg/dl

	HDL-C#


Men

Women
	< 40 mg/dl

< 50 mg/dl

	Blood pressure#
	≥ 130/ ≥ 85 mm Hg

	Fasting glucose#
	≥ 100 mg/dl≥


* Some U.S. adults of non-Asian origin with marginal increases should benefit from lifestyle changes.  Lower cutpoints (≥90 cm in men and ≥ 80 cm in women) for Asian Americans.
# Or on drug treatment for the risk factor

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

The FDA notified the public that the use of stomach acid drugs known as proton pump inhibitors (PPIs) may be associated with an increased risk of Clostridium difficile–associated diarrhea (CDAD).  A diagnosis of CDAD should be considered for patients taking PPIs who develop diarrhea that does not improve.  The FDA is working with manufacturers to include information about the increased risk of CDAD with use of PPIs in the drug labels.  The FDA is also reviewing the risk of CDAD in users of histamine H2 receptor blockers.  H2 receptor blockers are used to treat conditions such as gastroesophageal reflux disease (GERD), stomach and small intestine ulcers, and heartburn.  Proton pump inhibitors (PPIs) are marketed under various brand and generic drug names as prescription and over-the-counter (OTC) products.  They work by reducing the amount of acid in the stomach.  Prescription PPIs are used to treat conditions such as gastroesophageal reflux disease (GERD), stomach and small intestine ulcers, and inflammation of the esophagus.  Over-the-counter PPIs are used to treat frequent heartburn.  Clostridium difficile (C. difficile) is a bacterium that can cause diarrhea that does not improve. Symptoms include watery stool, abdominal pain, and fever, and patients may go on to develop more serious intestinal conditions. The disease can also be spread in hospitals.
The FDA issued updated recommendations concerning drug-drug interactions between drugs for human immunodeficiency virus (HIV) or hepatitis C virus (HCV) known as protease inhibitors and certain cholesterol-lowering drugs known as statins.  Protease inhibitors and statins taken together may raise the blood levels of statins and increase the risk for muscle injury (myopathy).  The most serious form of myopathy, called rhabdomyolysis, can damage the kidneys and lead to kidney failure, which can be fatal.  The labels for both the HIV protease inhibitors and the affected statins have been updated to contain consistent information about the drug-drug interactions.  These labels also have been updated to include dosing recommendations for those statins that may safely be co-administered with HIV or HCV protease inhibitors.  The following is additional information for healthcare professionals:
· Co-administration of human immunodeficiency virus (HIV) or hepatitis C virus (HCV) protease inhibitors with certain statins can increase the risk of myopathy/rhabdomyolysis. 

· Healthcare professionals should follow the recommendations in the drug labels when prescribing HIV or HCV protease inhibitors with statins (also see Statin Dose Limitations below). 

Statin Dose Limitations 
	Statin
	Interacting protease inhibitor(s)
	Prescribing recommendation

	Atorvastatin
	· Tipranavir + ritonavir 

· Telaprevir
	Avoid atorvastatin

	
	· Lopinavir + ritonavir
	Use with caution and use with the lowest atorvastatin dose necessary

	
	· Darunavir + ritonavir 

· Fosamprenavir 

· Fosamprenavir + ritonavir 

· Saquinavir + ritonavir
	Do not exceed 20 mg atorvastatin daily

	
	· Nelfinavir
	Do not exceed 40 mg atorvastatin daily

	Fluvastatin
	 
	No data available

	Lovastatin
	· HIV protease inhibitors 

· Boceprevir 

· Telaprevir
	Contraindicated

	Pitavastatin
	· Atazanavir ± ritonavir 

· Darunavir + ritonavir 

· Lopinavir + ritonavir
	No dose limitations

	Pravastatin
	· Darunavir + ritonavir 

· Lopinavir + ritonavir
	No dose limitations

	Rosuvastatin
	· Atazanavir ± ritonavir 

· Lopinavir + ritonavir
	Limit rosuvastatin dose to 10 mg once daily

	Simvastatin
	· HIV protease inhibitors 

· Boceprevir 

· Telaprevir
	Contraindicated


HIV=human immunodeficiency virus
The FDA has approved important safety label changes for the class of cholesterol-lowering drugs known as statins. These changes were made to provide the public with more information for the safe and effective use of statins and are based on FDA’s comprehensive review of the statin class of drugs. The changes include the following:

Monitoring Liver Enzymes
Labels have been revised to remove the need for routine periodic monitoring of liver enzymes in patients taking statins.  The labels now recommend that liver enzyme tests should be performed before starting statin therapy and as clinically indicated thereafter.  The FDA has concluded that serious liver injury with statins is rare and unpredictable in individual patients, and that routine periodic monitoring of liver enzymes does not appear to be effective in detecting or preventing serious liver injury.

Adverse Event Information
Information about the potential for generally non-serious and reversible cognitive side effects (memory loss, confusion, etc.) and reports of increased blood sugar and glycosylated hemoglobin (HbA1c) levels has been added to the statin labels.  The FDA continues to believe that the cardiovascular benefits of statins outweigh these small increased risks.

Drug Interactions
The lovastatin (Mevacor®) label has been extensively updated with new contraindications (situations when the drug should not be used) and dose limitations when it is taken with certain medicines that can increase the risk for muscle injury.

Additional Information for Healthcare Professionals includes:
· Healthcare professionals should perform liver enzyme tests before initiating statin therapy in patients and as clinically indicated thereafter.  If serious liver injury with clinical symptoms and/or hyperbilirubinemia or jaundice occurs during treatment, therapy should be interrupted.  If an alternate etiology is not found, the statin should not be restarted. 

· There has been rare post-marketing reports of cognitive impairment (e.g., memory loss, forgetfulness, amnesia, memory impairment, confusion) associated with statin use.  These reported symptoms are generally not serious and reversible upon statin discontinuation, with variable times to symptom onset (1 day to years) and symptom resolution (median of 3 weeks). 

· Increases in glycosylated hemoglobin (HbA1c) and fasting serum glucose levels have been reported with statin use. 

· Healthcare professionals should follow the recommendations in the lovastatin label regarding drugs that may increase the risk of myopathy/rhabdomyolysis when used with lovastatin. 

Lovastatin drug-drug interactions
Information regarding drug-drug interactions and contraindications and dose limitations has been added to the lovastatin label.  Subsequent to the June 2011 label revisions to the simvastatin (Zocor®)-containing products, which were based largely on the Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine (SEARCH) trial, a review of drug-drug interactions with lovastatin was conducted because the physicochemical and pharmacokinetic properties of lovastatin are comparable to those of simvastatin.

Lovastatin is a sensitive in vivo cytochrome P450 3A4 (CYP3A4) substrate.  Strong CYP3A4 inhibitors are predicted to significantly increase lovastatin exposure.  A literature review indicates that itraconazole (Sporanox®), a strong CYP3A4 inhibitor, increases lovastatin exposure up to 20-fold and the drug interaction appears to result in rhabdomyolysis.  The effect of itraconazole on lovastatin exposure can therefore be extrapolated to other strong CYP3A4 inhibitors, including ketoconazole (Nizoral®), posaconazole (Noxafil®), erythromycin, clarithromycin (Biaxin®), telithromycin (Ketek®), human immunodeficiency virus (HIV) protease inhibitors, boceprevir (Victrelis®), telaprevir (Incivek®), and nefazodone (Serzone®).
Lovastatin Dose Limitations
	Previous lovastatin label
	New lovastatin label

	Avoid lovastatin with:

· Itraconazole 

· Ketoconazole 

· Erythromycin 

· Clarithromycin 

· Telithromycin 

· HIV protease inhibitors 

· Nefazodone
	Contraindicated with lovastatin:

· Itraconazole 

· Ketoconazole 

· Posaconazole 

· Erythromycin 

· Clarithromycin 

· Telithromycin 

· HIV protease inhibitors 

· Boceprevir 

· Telaprevir 

· Nefazodone

	Do not exceed 20 mg lovastatin daily with:

· Gemfibrozil 

· Other fibrates 

· Lipid-lowering doses (≥1 g/day) of niacin 

· Cyclosporine 

· Danazol
	Avoid with lovastatin:

· Cyclosporine 

· Gemfibrozil

	
	Do not exceed 20 mg lovastatin daily with:

· Danazol 

· Diltiazem 

· Verapamil

	Do not exceed 40 mg lovastatin daily with:

· Amiodarone 

· Verapamil
	Do not exceed 40 mg lovastatin daily with:

· Amiodarone

	Avoid large quantities of grapefruit juice (>1 quart daily)
	Avoid large quantities of grapefruit juice (>1 quart daily)


The FDA is clarifying dosing and warning recommendations for the antidepressant citalopram (Celexa®).  In August 2011, the FDA issued a Drug Safety Communication stating that citalopram should no longer be used at doses greater than 40 mg per day because it could cause potentially dangerous abnormalities in the electrical activity of the heart.  Citalopram use at any dose is discouraged in patients with certain conditions because of the risk of QT prolongation, but because it may be important for some of those patients to use citalopram, the drug label has been changed to describe the particular caution that needs to be taken when citalopram is used in such patients. The revised drug label also describes lower doses that should be used in patients over 60 years of age.  Changes in the electrical activity of the heart (specifically, prolongation of the QT interval of the electrocardiogram [ECG]) can lead to a risk of an abnormal heart rhythm called 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 having low levels of potassium and magnesium in the blood.  The citalopram drug label was revised on August 12, 2011 and again on March 27, 2012, to include new warnings about the potential for QT interval prolongation and Torsade de Pointes, as well as new drug dosage and usage recommendations.
The following changes have now been made to the citalopram drug label as of 3/27/12:

· Recognition that although citalopram use should be avoided, if possible, in patients with certain conditions because of the risk of QT prolongation, ECG monitoring and/or electrolyte monitoring should be performed if citalopram must be used in such patients. 

· Patients with congenital long QT syndrome are at particular risk of Torsade de Pointes, ventricular tachycardia, and sudden death when given drugs that prolong the QT interval.  Nevertheless, the labeling recommendation for patients with congenital long QT syndrome has been changed from “contraindicated” to “not recommended,” because it is recognized that there may be some patients with this condition who could benefit from a low dose of citalopram and who lack viable alternatives. 

· The maximum recommended dose of citalopram is 20 mg per day for patients older than 60 years of age. 

· Citalopram should be discontinued in patients who are found to have persistent QTc measurements greater than 500 ms. 
Additional Information for Healthcare Professionals (updated from 8/24/2011) is as follows:
· Citalopram causes dose-dependent QT interval prolongation, which can cause Torsades de Pointes, ventricular tachycardia, and sudden death. 

· Citalopram is not recommended for use at doses greater than 40 mg per day because such doses cause too large an effect on the QT interval and confer no additional benefit. 

· Citalopram is not recommended for use in patients with congenital long QT syndrome, bradycardia, hypokalemia, or hypomagnesemia, recent acute myocardial infarction, or uncompensated heart failure.  Citalopram use is also not recommended in patients who are taking other drugs that prolong the QT interval. 

· The maximum recommended dose of citalopram is 20 mg per day for patients with hepatic impairment, patients who are older than 60 years of age, patients who are CYP 2C19 poor metabolizers, or patients who are taking concomitant cimetidine (Tagamet®) or another CYP2C19 inhibitor, because these factors lead to increased blood levels of citalopram, increasing the risk of QT interval prolongation and Torsade de Pointes. 

· Electrolyte and/or ECG monitoring is recommended in certain circumstances 

· Consider more frequent ECG monitoring in patients for whom citalopram use is not recommended, but is, nevertheless, considered essential.  

· Patients at risk for significant electrolyte disturbances should have baseline serum potassium and magnesium measurement, with periodic monitoring.  Hypokalemia and/or hypomagnesemia may increase the risk of QTc prolongation and arrhythmia and should be corrected prior to initiation of treatment with periodic monitoring.

· Citalopram should be discontinued in patients found to have persistent QTc measurements greater than 500 ms. 

· Advise patients on citalopram to contact a healthcare professional immediately if they experience signs and symptoms of an abnormal heart rate or rhythm (e.g., dizziness, palpitations, or syncope).  If patients experience symptoms, the prescriber should initiate further evaluation, including cardiac monitoring. 

Data Summary
The FDA has received post-marketing reports of QT interval prolongation and Torsade de Pointes associated with citalopram.  The FDA evaluated the results of thorough QT studies assessing the effects of doses of citalopram and its active S-isomer escitalopram (Lexapro®) on the QT interval in adults.  Both studies are randomized, double-blind, placebo-controlled, crossover studies.  In the citalopram study, 119 subjects received citalopram 20 mg/day and 60 mg/day, moxifloxacin 400 mg/day, and placebo.  In the escitalopram study, 113 subjects received escitalopram 10 mg/day and 30 mg/day, moxifloxacin 400 mg/day, and placebo.

The summary of findings is presented in Table 1. As of March 27, 2012, this table has been updated to provide comparative information for escitalopram.  Citalopram is a racemic mixture of S- and R-isomers. Escitalopram is the S-isomer of citalopram.  The antidepressant activity of citalopram is limited to the S-isomer; therefore, each row of table below shows equally effective doses of citalopram and escitalopram.  The maximum recommended dose of escitalopram is 20 mg once daily.

Citalopram and Escitalopram: Dose-dependent Change in Corrected QT Interval (QTc)
	Citalopram
	Escitalopram

	Dose
	Change in QTc 
(90% Confidence Interval)
(ms)
	Dose
	Change in QTc 
(90% Confidence Interval)
(ms)

	20 mg
40 mg*
60 mg
Moxifloxacin 400 mg
	8.5 (6.2, 10.8)
12.6 (10.9, 14.3)
18.5 (16.0, 21.0)
13.4 (10.9, 15.9)
	10 mg
20 mg*
30 mg
Moxifloxacin 400 mg
	4.5 (2.5, 6.4)
6.6 (5.3, 7.9)
10.7 (8.7, 12.7)
9.0 (7.3, 10.8)


Estimate based on the relationship between citalopram (and escitalopram) blood concentrations and QT interval
Although the antidepressant effects of the drugs are known to be limited to the S-isomer, the difference between the effects of citalopram racemate and escitalopram on the QT interval presumably means that the QT effects are not specific to the S-isomer.
These studies show that citalopram causes dose-dependent QT interval prolongation that is clinically significant with the 60 mg daily dose. In addition, clinical trials do not show any added effectiveness of citalopram at 60 mg/day compared to 40 mg/day.  Therefore, citalopram should not be used at doses above 40 mg per day.  Important safety information about the potential for QT interval prolongation and Torsade de Pointes with updated drug dosage and usage recommendations have been added to the citalopram drug label.  Given that these findings were not observed with escitalopram, there are no changes planned for escitalopram at this time.

The Committee discussed the distribution of the information from the drug safety communications.  Dr. Richards noted that the information is normally shared with the pharmacy directors for the state hospital and supported living centers.  Dr. Pittman reported that she shares the information with Dr. Muthali.  Dr. Richards suggested that the state hospital clinical directors could be informed via email at the same time the pharmacy directors are notified.
Quarterly Non-Formulary Drug Justification Report

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

Quetiapine extended release (Seroquel XR®)

Lansoprazole (Prevacid®) solutab

Fish oil capsules 

Melatonin

Guanfacine extended release (Intuniv®)

Different forms of probiotics were on the non-formulary list.  The Committee suggested reviewing probiotics to see if there is literature to support their use.  

Sectional Review for Next Meeting

The following sections will be reviewed at the next meeting:
Gastrointestinal
Muscle relaxants

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

During a meeting with its Pediatric Advisory Committee, the FDA recommended adding angioedema and anaphylaxis to the Contraindications and Postmarketing sections of the label for dexmethylphenidate (Focalin® and Focalin® XR).  

The FDA approved Shire Pharmaceuticals' lisdexamfetamine (Vyvanse®) for use in adults with attention deficit and hyperactivity disorder.  Previously, lisdexamfetamine only had an indication for children.
According to a study published online Feb. 23 in the British Medical Journal (BMJ), “Elderly nursing home residents who take certain antipsychotic drugs for dementia have an increased risk of death,”  “The study of more than 75,000 nursing home residents with dementia, all of whom were 65 or older, found that residents taking the drug Haldol [haloperidol] had double the risk of death as those taking Risperdal [risperidone],” with the risk being “highest during the first 40 days of treatment.” 

A study published online March 5 in the Archives of General Psychiatry shows benefits and risks to continuing medication during pregnancy and concludes that more study is needed on the topic.  Investigators studied 7,696 pregnant women, which included 570 women with depression who were not on medication and 99 women with depression who were being treated with selective serotonin reuptake inhibitors (SSRIs), a common class of antidepressants.  The study found that pregnant women taking certain antidepressants may be more likely to deliver infants with reduced head growth.  In addition, the investigators found that SSRIs appeared to be associated with a higher risk of preterm birth.  The study authors pointed out that smaller head growth “suggests that imbalance in the brain's serotonin -- a chemical that helps the brain send signals from one area to another -- is not good for infants' developing brains.” What's more, “fetal head circumference may be an indicator of brain weight, and small head size in infants from birth to four weeks of age may be predictive of behavioral problems and psychiatric disorders, the researchers noted.” 

According to a study published online Feb. 21 in the Journal of Clinical Psychiatry, “the use of statin drugs to lower cholesterol in people with stable coronary artery disease (CAD) is associated with a significantly reduced risk for depression.”  After tracking “statin use and depressive symptoms” in 965 patients with stable CAD for about six years, then adjusting for confounding factors, researchers found that “statin use was associated with a decrease of 38 percent in the odds of developing depressive symptoms during the follow-up period.” 

The Lundbeck Company said its anti-alcoholism treatment nalmefene helped patients cut consumption by an average of 66 percent in three clinical trials.  During a presentation at a medical meeting, the company said, “Results of the final stage of clinical trials showed nalmefene helped curb drinking more than a placebo and medical advice. Nalmefene users reported a 64 percent to 79 percent drop in total alcohol intake, compared with 49 percent to 64 percent for those on placebo.”  In December, “Lundbeck submitted nalmefene, which may become the first new medicine sold to treat heavy drinking in more than 15 years, to the European Medicines Agency based on the research.” 

According to a study published March 8 in the New England Journal of Medicine, “Alzheimer's disease (AD) patients who are taking a commonly prescribed drug can still benefit from it after they progress to moderate- to-severe illness, when it can be tough to tell whether it's doing any good.”  “The study of Aricept [donepezil HCl] also found some benefit if the patient switches to another frequently used drug, Namenda [memantine].”  However, “it found that combining the two drugs, a common strategy in the United States, was not significantly more effective than using Aricept alone.” 

An analysis published online March 5 in the Archives of General Psychiatry, antidepressants may benefit people suffering from depression, even those whose depression is just mild or moderate.  Researchers arrived at that conclusion after examining data from 12 studies on fluoxetine conducted with adult patients, four studies each of the medication taken by young people and seniors, respectively, and 21 studies of venlafaxine HCl in adults.  In seniors, however, the effects of fluoxetine were clearly reduced.  In an interview with Reuters, study lead author Robert Gibbons, PhD, of the University of Chicago, was quoted as saying, “Clearly the efficacy of antidepressants is age-dependent.” 

According to a study published online March 8, in the American Journal of Psychiatry, a publication of the American Psychiatric Association: “For pregnant women with a history of postpartum psychosis or bipolar disease (BD), the decisions about prophylaxis to prevent relapse of psychosis should be guided by her past pattern of episodes, “ The study found that, “Women whose episodes of psychosis occurred only during the postpartum period can avoid prophylaxis during pregnancy, as was shown by the finding that no gestational relapses occurred among 29 women with this history.”  “In contrast, among 41 women with bipolar disorder, 24.4% relapsed during pregnancy (P<0.01), suggesting a strong need for maintenance treatment, the researchers reported.” 

According to a study published March 22 in the British Journal of Clinical Pharmacology, “Pregnant women taking the antidepressants known as selective serotonin reuptake inhibitors (SSRIs) face a slightly increased risk of developing dangerously high blood pressure.”  The researchers “looked at more than 1,200 women who had high blood pressure during pregnancy that did or did not result in preeclampsia and who had no history of high blood pressure before pregnancy, and compared them with more than 12,000 healthy women,” and found that “women taking SSRIs had a 60 percent higher risk of developing high blood pressure.” 

In a study presented at the American Association for Geriatric Psychiatry (AAGP) 2012 Annual Meeting, “Lithium is just as effective for treating mania in older patients with bipolar disorder (BD) as the more commonly used valproate.”  The study was based on a screening of “2408 older adult patients with bipolar 1 disorder,” though “only 224 were selected for randomization.”  The study found, “Both lithium and valproate were adequately tolerated, and side effects were not the primary reason for attrition.” 

According to a retrospective cohort study, published online in the Archives of Internal Medicine, “Older patients with dementia face a time-limited increased risk of heart attack if they are placed on antipsychotic medications.”  The study found that “community-dwelling seniors placed on antipsychotic drugs had a significantly increased risk of heart attack in the first month after they began taking the medications, with a hazard ratio of 2.19 (95% CI 1.11 to 4.32) compared with dementia patients not taking antipsychotic medications,” although “the risk gradually trailed off over the next year.” The authors conclude that “doctors should be cautious about using the medications.” The study covered “37,138 people 66 and older who had become new users of cholinesterase inhibitors between Jan. 1, 2000, and Dec. 31, 2009,” of whom “10,969 (or 29.5%) started antipsychotic drugs during the study period.” 

According to research presented at the American Association for Geriatric Psychiatry's annual meeting, “Discontinuing risperidone in patients with Alzheimer's disease (AD) who have psychosis or agitation/aggression significantly increases the risk for relapse in these behavioral symptoms.”  “In a study funded by the National Institutes of Health (NIH) of 180 “patients with AD who were treated for four months previously with risperidone, there was a significantly greater rate of relapse in psychosis and agitation symptoms in patients who were switched to placebo, compared with those who continued receiving the active” medication. 

According to a study published online April 2 in the Archives of General Psychiatry, “Babies born to women who took antipsychotic drugs during pregnancy had poorer scores on a standard neuromotor test six months after birth, whereas no such effect was seen with antidepressants.”  “Mean scores on the Infant Neurological International Battery (INFANIB) were 64.71 for 22 infants with fetal exposure to antipsychotic agents, compared with 71.9 in 85 babies with no psychiatric drug exposure in utero (P=0.01),” the study found.  “Among 202 babies born to mothers who took antidepressants during pregnancy, mean INFANIB scores were 68.57, also significantly higher than for the infants with antipsychotic exposure (P=0.01),” researchers reported. 

The “New National Institutes of Health-sponsored research by the University of Kentucky and other institutions indicates that intramuscular injection of medication allows paramedics to stop life-threatening seizures faster than traditional intravenous (IV) treatment.”  Researchers “compared two medicines known to be effective in controlling seizures, midazolam and lorazepam” and found that “73 percent of patients in the group receiving midazolam via autoinjector were seizure-free upon arrival at the hospital, compared to 63 percent of patients who received IV treatment with lorazepam.”  What's more, “patients treated with midazolam were also less likely to require hospitalization than those receiving IV lorazepam.” 

Dr. Richards distributed the common strategies to delay or advance generic drugs that was published in MMCAP Clinic Focus in April.  These include:
1. Patent infringement litigation

2. “Evergreening” a patent

3. Authorized generics

4. Pay for delay

5. Six-month exclusivity for generics

6. Pediatric exclusivity for brands

7. Generics tend to win patent challenges
The complete list is attached in Attachment B
Next Meeting Date

The next meeting was scheduled for July 13, 2012.  
Adjourn

There being no further business, the meeting was adjourned at 2:07 p.m.
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