DADS/DSHS EXECUTIVE FORMULARY COMMITTEE MINUTES
October 18, 2013


The Executive Formulary Committee convened on Friday, October 18, 2013 in Room 1077 - ASH Building 631.  The meeting was called to order by Dr. Wright, Chair at 9:50 a.m. 


	Phillip Balfanz, M.D.
	
	Jennifer Wright, M.D.
	

	James Baker, M.D.
	
	Valerie Kipfer, MSN, RN (non-voting)
	Absent

	Mary Bowers RN, BSN
	Absent
	Lilani Muthali, M.D. (non-voting)
	Absent

	Catherine Hall, Pharm.D.
	
	Nina Muse, M.D. (non-voting)
	Absent

	Jeanna Heidel, Pharm.D. 
	
	Jay Norwood, MSN, RN (non-voting)
	Absent

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

	Jeff Matthews, M.D.
	
	Joe Vesowate (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 Medical Director Position
	

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

	Robert L. Ward, D.O.
	
	Vacant DADS Physician
	



Guests Present: Daniel Dispensa, Pharm.D., Pharmacy Resident, Michelle Blair, Pharm.D., Pharmacy Resident, Lisa Mican, Pharm.D., ASH


Introduction and Other Information

Dr. Baker was introduced as the newest member of the Executive Formulary Committee.  Dr. Baker is the new Medical Director, DSHS Hospital Section.


Approval of Minutes of July 12, 2013

On a motion of Dr. Matthews, seconded by Dr. Hall, the minutes of the July 12th meeting were approved as previously distributed.  


Conflict of Interest Disclosure Forms

Dr. Baker submitted his conflict of interest disclosure form.  Dr. Baker did not report any conflicts of interest.  Dr. Heidel reported that she had attended a dinner sponsored by Sunovion.  Both Dr. Morgan and Dr. Pittman reported being contacted by Lundbeck’s representatives.  Lundbeck is the manufacturer of clobazam (Onfi®).


Issues from the Clinical Directors’ Meeting

Dr. Baker reported that Formulary-wise, the Clinical Directors are concerned about drugs that lengthen the QT intervals and how to handle this issue in the patient population that is served.  Staffing issues in both the recruitment and retention areas are a concern for the facilities.  The Clinical Directors are also concerned about the CMS issues that were raised at Terrell and the impact those issues will have throughout all of the facilities.


Adverse Drug Reaction Reports

The Executive Formulary Committee discussed several adverse drug reaction reports.  


In the first case, a routine annual dental exam detected a lesion with exposed bone in a 60 year old male.  This individual is edentulous and the lesion was in tooth #8 position.  A consult with oral surgeon was completed on August 9th.  A biopsy was obtained while under general anesthesia.  The biopsy was read on August 20th as dead bone, fibrotic tissue, actinomyces and the diagnosis was made as “a lesion as a result of bisphosphonate therapy.”  The bisphosphonate was discontinued on July 19th.  Post biopsy, he was treated with penicillin VK 500 mg TID x 10 days and hydrocodone/acetaminophen (Norco®) for pain.  A consult to an Infectious Disease Specialist is pending as well as a consult to Endocrinology regarding future treatment of osteoporosis.


A 50 year old male was admitted to a psychiatric hospital with the diagnoses of MDD with psychotic features and alcohol dependence, hepatitis C and scoliosis.  Prior to admission, he reported drinking 6 beers daily.  Initially, he was placed on chlordiazepoxide (Librium®) detox protocol for the first few days, sertraline (Zoloft®) 50 mg, and hydroxyzine (Atarax®) as needed for anxiety and sleep.  He was also given multivitamins, B12, folic acid, thiamine 100 mg (3 IM doses followed by daily oral doses), and ibuprofen (Motrin®) 600 mg every 6 hours as needed for headaches.  Over the course of the next month, he was noted to have slight cognitive slowing and confusion.  On July 16th, aripiprazole (Abilify®) 10 mg daily was initiated for psychosis.  He received his first dose at 11:30 am.  At 12:20 pm, he had fallen in the dayroom and reported feeling dizzy.  Later that day, he appeared to have a change in mental status including significant cognitive slowing and confusion as well as a report of physical weakness.  At that time, aripiprazole was discontinued, and he did not receive a dose the following morning.  He was transferred to a local medical hospital that afternoon for a work-up of his new onset altered mental status.  He was diagnosed with AMS due to Wernicke’s or a medication side effect.  He returned to the psychiatric hospital on July 23rd, and he was restarted on his previous medications and appeared to be back to his baseline.  Aripiprazole was restarted at the previous dose of 10 mg on July 25th.  He was again transferred back to the medical hospital on July 28th for increased confusion, worsened bilateral leg weakness, and inability to move his legs.  The patient also reported that he had an unwitnessed seizure the night before.  The Naranjo ADR Probability Scale Score was 8.


A 59 year old male developed lethargy, urinary retention, hypoxia, and leukocytosis on April 16th, shortly after bilateral amputation above the knee on April 8th.  He was sent to ER and was diagnosed with UTI and sepsis.  He was hospitalized from 16th to the 22nd.  The PCP attributed the events to the intrathecal baclofen titration as this reportedly occurred during previous intrathecal baclofen titrations.  The intrathecal baclofen is very slowly being tapered by the movement disorder specialists at TIRR.  No reported problems have occurred since the taper began.

Of interest, Austin State Supported Living Center and Abilene State Supported Living Center verbally reported similar cases at their facilities.  Apparently, this type of adverse effect is a known issue that tends to occur about five years after being on intrathecal baclofen.  The Committee expressed some concern about whether the baclofen used was a manufacturer’s product or a compounded product.


A 51 year old female with a stable history of seizure disorder since age 7 and recurrent pneumonias non-aspiration was started on denosumab (Prolia®) on July 9th.  She was admitted to the hospital on August 1st  for hypoglycemia, hypotension and hypothermia diagnosed as sepsis secondary to Proteus mirabilis.  She spent time in the ICU on a vasopressor.  She was discharged on August 6th with a diagnosis of sepsis due to a UTI caused by Proteus mirabilis, dehydration and pneumonitis.  Nitrofurantoin prophylaxis was discontinued on return.  On August 10th, she developed emesis and was admitted for pneumonia.  She was initially treated with piperacillin/tazobactam (Zosyn®) and levofloxacin (Levaquin®) but this was changed to tigecycline (Tygacil®) and the piperacillin/tazobactam was discontinued.  She was diagnosed with pneumonia but it was transposed as aspiration pneumonia on return.  She was discharged from the medical hospital on August 17th.  On August 30th, she was transferred to a medical hospital for altered mental status and hypothermia.  At this time, she was diagnosed with severe sepsis and had a rocky course requiring vasopressors to maintain her blood pressure.  She returned to the facility on September 8th.


An individual was initiated on a starting dose of clobazam (Onfi®) 30 mg BID on March 26th  per epileptologist's recommendation. In April, it was noted that this individual's aggression and self-injurious behaviors were increasing.  A review of the package insert showed aggression was more prevalent at higher doses (14% incidence at 60 mg/day compared to 3% incidence at lower doses).  The dose of clobazam was decreased to 40 mg/day and his behaviors improved.


Quetiapine (Seroquel®, Seroquel® XR) Purchases

Dr. Richards reviewed the State Hospital purchases and returns of Seroquel® and Seroquel® XR from July through September.  The State Supported Living Centers’ purchases were not reviewed since these facilities receive Medicare Part D funding for the majority of their residents.  The following is a summary of the State Hospitals’ Seroquel® and Seroquel® XR purchases:

	Facility
	July
	August
	September
	Total
	# Patients for Quarter

	Austin
	$1,121.88
	0
	($1,121.88)
	0
	1

	Big Spring
	0
	0
	$1,424.71
	$1,424.71
	1

	Rio Grande
	$1,121.88
	0
	$2,220.46
	$3,342.33
	7

	Terrell
	0
	0
	$11,628.60
	$11,628.60
	1

	Vernon
	$3,383.86
	$1,691.93
	$3,348.72
	$8,424.51
	2

	Total
	$5,627.62
	$1,691.93
	$17,500.61
	$24,820.16
	12



The facilities that did not purchase or return Seroquel® or Seroquel® XR are not included in the table.  Currently, there are six patients on Seroquel® XR: Three at Rio Grande State Center - all by the same physician; one at Terrell State Hospital – was on immediate release from 7-23-13 to 8-12-13; and two at the Vernon campus, both have been in a state hospital continuously since 2007.  

Dr. Baker inquired about the message the Committee would like to provide to the field regarding the use of Seroquel® XR.  The Committee recommended that the hospital medical staff be educated about the differences between extended release product and the immediate release product of quetiapine, including pharmacokinetics, adverse effects and costs.  For example, if the six patients currently on the extended release product were switched to immediate release product, there would be a cost savings of about $74,000 annually.  It was noted that due to different cost systems, this same message should not be provided to the community centers.

The Committee recommended to continue to monitor this information. 


Drug Deletions

At the last meeting, based on the sectional review it was recommended to delete the following drugs from Formulary:

· Sulfur/resorcinol (Sulforcin®, Rezamid®)
· Dibucaine (Nupercainal®)
· Calcium undecylenate (Caldesene®)
· Zinc undecylenate (Desenex®)
· Methotrexate	
· Benzalkonium chloride (Zephiran®)

The field did not provide any feedback regarding this deletion.  On a motion of Dr. Ward, seconded by Dr. Matthews, the drugs were deleted.


New Dosage Strengths

The Committee recommended that lurasidone (Latuda®) 60 mg and 120 mg tablets be added to the Formulary.  On a motion of Dr. Ward, seconded by Dr. Matthews, these dosage strengths were added to Formulary.


Psychotropic Audit Criteria and Guidelines

The Atypical Antipsychotics Audit Criteria and Guidelines were updated to include Abilify® Long Acting Injection (LAI).  The Committee recommended using Maintena™ instead of using “LAI” in the antipsychotic listing. See Attachment A and B.


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.


Recalls

During the past quarter, two drugs that are prescribed frequently within our facilities had drug recalls.  Benztropine injection manufactured by Nexus Pharmaceuticals was recalled due to visible particulate matter in the vials.  There were two specific lot numbers that were recalled.  The second recall involved Risperdal® Consta™ 25 mg dose pack.  In this case, a stability sample tested positive for Alternaria alternata, a mold commonly found in the environment.  Again, a specific lot number was recalled.  For both recalls, the Pharmacy Directors were notified so that they could take appropriate action for their facility.


New Drug Applications

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

Clobazam (Onfi®) - developed by Trushar Patel, Pharm.D. student, reviewed and presented by Dr. Richards

Clobazam is an antiepileptic that is indicated for the adjunctive treatment of seizures associated with Lennox-Gastaut syndrome (LGS) in patients 2 years or age or older.  The exact mechanism of action is not fully understood but is thought to involve potentiation of the GABAergic neurotransmission resulting from binding at the benzodiazepine site of the GABAA receptor.  The usual dose is 20 to 30 mg/day given in two doses a day with the maximum dose of 60 mg/day.  Patients on high-dose clobazam were more likely to show significant improvements  in overall symptoms compared to low-dose clobazam.  
Following discussion, on motion of Dr. Matthews, seconded by Dr. Heidel, the request to add clobazam (Onfi® ) to the formulary was approved.  


meloxicam (Mobic®) – developed and presented by Michelle Blair, Pharm.D. Resident, reviewed by Lisa Mican, Pharm.D.

Meloxicam is a non-steroidal anti-inflammatory (NSAID) drug that has anti-inflammatory, analgesic, and antipyretic activity by reversibly inhibiting cyclooxygenase-1 and 2 (COX-1 and 2) enzymes, which result in decreased formation of prostaglandin precursors.  Meloxicam may be slightly selective for COX-2, thus gastrointestinal (GI) toxicity may be decreased.  Meloxicam is indicated for the treatment of osteoarthritis, rheumatoid arthritis, and juvenile idiopathic arthritis (JIIA) in patients 2 years of age and older.  Meloxicam carries a black boxed warning that is the same as other NSAIDS regarding an increased risk of adverse cardiovascular thrombotic events, including myocardial infarction (MI) and stroke.  For osteoarthritis and rheumatoid arthritis, the initial dose is 7.5 mg once a day, which may be increased to 15 mg/day daily.  The maximum dose is 15 mg/day.  Currently, meloxicam is used frequently as a non-formulary agent.

Following discussion, on motion of Dr. Matthews, seconded by Dr. Pittman, the request to add meloxicam (Mobic® ) to the formulary was approved.  


Drug Formulary Sectional Review-	Dermatologicals – Part Two
	Irrigation Solutions
	Immunological Agents

Dr. Hall provided the review on the agents in the Dermatologicals (Scabicides to Wound Agents) sections.  See Attachment D.  After reviewing this section, Dr. Hall did not make any recommended changes.


Dr. Hall provided the review on the agents in the Irrigation section.  See Attachment E.  Dr. Hall did not make any recommended changes.


In reviewing the immunological Agents, Dr. Hall didn’t recommend any changes.  See Attachment F.  


Drug Formulary Table Review

Drug Formulary Tables were reviewed.  The “Psychotropic Medication Utilization Parameters for Children and Youth in Foster Care” was the primary reference used in determining maximum dose in children and adolescents.  In some instances, Lexicomp® Online was used as a reference.  The following changes were recommended.  Unless noted, the reference for the change was the Foster Care Guidelines.

Children and Adolescent Treatment of Behavioral Emergencies Intramuscular short-Acting Agents
· Updated the “Drug Information Handbook” reference to “Lexicomp® Online (accessed 10-8-13)”

Adult Treatment of Behavioral Emergencies Intramuscular Short-Acting Agents
· Update reference 1 to 2013
· Updated reference 3 to “Lexicomp® Online (accessed 10-8-13)”
· Update reference 8 to 2013

Antipsychotics Table
· Add aripiprazole long acting injection (Abilify® Maintena™) with a maximum adult dose of 400 mg
· Chlorpromazine (Lexicomp® Online – accessed 10-8-13)
· Child dose: 500 (≤ 45.5 kg) (Lit)
· Adolescent dose: 800 (> 45.5 kg) (Lit)
· Haloperidol
· Child dose: 0.15 mg/kg (Lit)
· Adolescent dose: 15 (Lit)
· Lurasidone
· Child and Adolescent – ID
· Olanzapine
· Adolescent dose: 20 (Lit)
· Paliperidone
· Child – ID
· Adolescent dose: 6 (< 51 kg) and 12 (≥ 51 kg) (Lit)
· Perphenazine
· Child – ID
· Adolescent dose: 64 (Lit)
· Quetiapine
· Child dose: 400 (≤ 9 y/o); 800 (10-12 y/o) (Lit)
· Adolescent dose: 800 (Lit)
· Ziprasidone
· Child dose: 806 (≤ 45 kg); 407 (Lit)
· Adolescent dose: 1606 (> 45 kg); 407 (Lit)
· Add footnotes: 6Bipolar Disorder; 7Tourettes

It was recommended that boxes under the child and adolescent columns that do not contain any information regarding dosing be shaded to indicate the lack of information.


Antidepressants Table
· Bupropion
· Child dose: “Lesser of 6 mg/kg4 or 300 (Lit)”
· Adolescent dose: “Lesser 6 mg/kg4 or 300 (Lit)”
· Bupropion SR
· Adolescent dose: 4004 (Lit)
· Bupropion XL
· Adolescent dose: 4504 (Lit)
· Duloxetine
· Adolescent dose: 60 (Lit)
· Escitalopram 
· Adolescent dose: 30 (Lit)
· Imipramine
· Child dose: “Lesser of 4 mg/kg or 200 (Lit) 4”
· Adolescent dose: “Lesser of 4 mg/kg or 200 (Lit) 4”
· Mirtazapine
· Delete the child and adolescent dose recommendation
· Nortriptyline
· Child dose: “Lesser of 2 mg/kg or 100 (Lit) 4”
· Adolescent dose: “Lesser of 2 mg/kg or 100 (Lit) 4”
· Trazodone
· Child – ID
· Adolescent dose: 100 (Lit) 5
· Venlafaxine
· Child dose: 150 (Lit)
· Adolescent dose: 375 (Lit)
· Change the footnote for #5 to “sedative hypnotic”




Mood Stabilizers Table
· Lithium
· Child dose: # (0.6 – 1.2 mEq/L) (Lit)
· Adolescent dose: # 1,800 (0.6 – 1.2 mEq/L) (Lit)
· Oxcarbazepine
· Child dose: 60 mg/kg or 1,500 (Lit)
· Adolescent dose: 60 mg/kg or 2,100 (Lit)
· Valproic acid/valproate/divalproex/divalproex ER
· Adolescent maximum therapeutic serum concentration – max 125 mcg/ml (Lit)


Stimulants Table
· Methylphenidate sustained release
· Adolescent dose: Concerta® - 2 mg/kg (not to exceed 108 mg/day) (Lit)


Miscellaneous drugs Used for Psychotropic Purposes Table
· clonidine
· Child dose: 0.2 (27 - 40.5 kg); 0.3 (40.5 – 45 kg); # (Lit)
· Adolescent dose: 0.4 (> 45 kg) # (Lit)
· Guanfacine
· Child dose: 2 (27 - 40.5 kg); 3 (40.5 – 45 kg); # (Lit)
· Adolescent dose: 4 (> 45 kg) # (Lit)


Anxiolytics Table
· No changes recommended


Sedatives and Hypnotics Table
· Chloral hydrate(Lexicomp® Online – accessed 10-8-13)
· Child dose: “#Lesser of 100 mg/kg or 2 g”
· Adolescent dose: “#Lesser of 100 mg/kg or 2 g”
· Hydroxyzine
· Child dose: 25 (3 – 6 y/o); 50 (6 – 12 y/o) (Lit)
· Adolescent dose: 100 (>12 y/o) (Lit)
· Temazepam
· Remove the dosing for both child and adolescent
· Trazodone
· Child dose: ID
· Adolescent dose: 100 (Lit)
· Triazolam 
· Remove the dosing for both child and adolescent


Therapeutic Serum Concentrations of Some Anticonvulsants Table
· Only recommended change was to update the reference to “Lexicomp® Online (accessed 10-8-13)”

On a motion of Dr. Morgan, seconded by Dr. Ward, the recommended changes to the Formulary Tables were approved.




Reserve Drugs Review

In reviewing the Reserve Drugs in the Drug Formulary, Dr. Richards did not recommend any changes.  On a motion of Dr. Matthews, seconded by Dr. Heidel, the Reserve Drugs were approved.


DSHS/DADS 2014 Drug Formulary

The 2014 Drug Formulary was presented to the Committee.  It was recommended that the changes made in the meeting be included in the 2014 version.  On a motion of Dr. Matthews, seconded by Dr. Heidel, the 2014 Drug Formulary was approved.

Dr. Richards will facilitate the updating of the Formulary and will arrange for posting on our website.


FDA Drug Safety Communications

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


The FDA notified healthcare professionals and patients that acetaminophen (Tylenol®) has been associated with a risk of rare but serious skin reactions.  These skin reactions, known as Stevens-Johnson Syndrome (SJS), toxic epidermal necrolysis (TEN), and acute generalized exanthematous pustulosis (AGEP), can be fatal.  These reactions can occur with first-time use of acetaminophen or at any time while it is being taken.   Other drugs used to treat fever and pain/body aches (e.g., non-steroidal anti-inflammatory drugs, or NSAIDS, such as ibuprofen and naproxen) also carry the risk of causing serious skin reactions, which is already described in the warnings section of their drug labels.   Health care professionals should be aware of this rare risk and consider acetaminophen, along with other drugs already known to have such an association, when assessing patients with potentially drug-induced skin reactions.  Any patient who develops a skin rash or reaction while using acetaminophen or any other pain reliever/fever reducer should stop the drug and seek medical attention right away.  Anyone who has experienced a serious skin reaction with acetaminophen should not take the drug again and should contact their health care professional to discuss alternative pain relievers/fever reducers.  The FDA will require that a warning be added to the labels of prescription drug products containing acetaminophen to address the risk of serious skin reactions. In addition, the FDA will also request that manufacturers add a warning about serious skin reactions to the product labels of OTC acetaminophen drug products marketed under a new drug application and will encourage manufacturers of drug products marketed under the OTC monograph do the same.


As previously discussed, Nexus Pharmaceuticals Inc. is recalling two lots of benztropine mesylate injection 2 mg/2 mL (1mg/mL) in 2 mL single dose vials due to the presence of visible particulate matter in the vials. The product is manufactured by Allergy Laboratories, Inc. and was distributed by Nexus Pharmaceuticals Inc. Affected product includes Lot Numbers 030712, 112911.  The administration of particulate, if present in a parenteral drug, poses a safety risk to patients.  Sequelae of thromboembolism, some life-threatening (such as pulmonary emboli), may occur.  There is also risk for particulates causing phlebitis, mechanical block of the capillaries or arterioles, activation of platelets, subsequent generation of microthrombi, and emboli. Patients with preexisting condition of trauma or other medical condition that adversely affects the microvascular blood supply are at an increased risk.  Administration of a particulate can also lead to formation of granulomas, which represent a protective local inflammatory response to the foreign material and are typically non-serious.  Nexus Pharmaceuticals is notifying its distributors and is arranging for return of all recalled products. 


The FDA is requiring color changes to the writing on fentanyl (Duragesic®) pain patches so they can be seen more easily.  The FDA continues to learn of deaths from accidental exposure to fentanyl patches.  Patients and health care professionals are reminded that fentanyl patches are dangerous even after they’ve been used because they still contain high amounts of strong narcotic pain medicine. Accidental exposure to these patches can cause serious harm and death in children, pets, and others.  In an effort to minimize the risk of accidental exposure to fentanyl patches, the FDA is requiring all manufacturers of fentanyl patches to print the name and strength of the drug on the patch in long-lasting ink, in a color that is clearly visible to patients and caregivers.  The current ink color varies by strength and is not always easy to see.  This change is intended to enable patients and caregivers to more easily find patches on patients’ bodies and see patches that have fallen off, which children or pets could accidentally touch or ingest.  Patients should be aware that patches that are not stuck to the skin tightly enough may accidentally fall off a patient and stick to someone in close contact, such as a child.  


Quarterly Non-Formulary Drug Justification Report

For the fourth quarter of fiscal year 2013, all facilities reported use of non-formulary agents.  The DADS facilities submitted 662 non-formulary requests and the DSHS facilities had 492 requests. The following were the top non-formulary agents that were prescribed:

Meloxicam (Mobic®)
Guanfacine ER (Intuniv® ER)
Quetiapine extended release (Seroquel® XR)
Lansoprazole (Prevacid®) Solutab

Meloxicam (Mobic®) was added to the Formulary earlier in the meeting.


Sectional Review for Next Meeting

The following sections will be reviewed at the next meeting:

Blood Modifying Agents
Antidotes/Deterrents/Poison Control Agents
Antidiabetic Agents
Intravenous Solutions & Additives


Other Issues

The following information was shared with the Committee members:

The US Food and Drug Administration announced approval of  the use of NEBA Health’s Neuropsychiatric EEG-Based Assessment Aid System as the “first brain wave test to help diagnose attention deficit hyperactivity disorder in children.” The approval was based in part on data that the Augusta, Georgia-based medical device manufacturer submitted to the FDA “from a study of 275 children and adolescents, ages 6 to 17, with attention or hyperactivity problems.” In the study, clinicians used the NEBA System in “combination with traditional testing methods, like listing the criteria in the Diagnostic and Statistical Manual of Mental Disorders, behavioral questionnaires and I.Q. testing.” 


According to research presented at the Alzheimer’s Association International Conference, “an investigational drug targeting a key enzyme involved in beta-amyloid protein release dramatically reduced production of the protein in a small, early-stage trial.” During a one-week trial that included 30 individuals “with mild to moderate Alzheimer’s disease, daily doses of 12 to 60 mg/day of a BACE1 inhibitor called MK-8931 led to reductions in cerebrospinal fluid (CSF) levels of both major types of beta-amyloid protein of up to 84%, whereas those given placebo showed slight increases, said Mark Forman, MD, PhD, of Merck Research Laboratories.” 


Valby, Denmark-based H. Lundbeck A/S and Tokyo-based Otsuka Pharmaceutical Company announced Tuesday that their investigational Alzheimer’s treatment, Lu AE58054, improved cognitive performance in patients with a moderate form of the disease. During the six-month, Phase II clinical trial, the study participants who were treated with Lu AE58054 as adjunctive therapy to donepezil had a statistically significant improvement in cognitive symptoms compared to the group that was treated with donepezil only, Lundbeck and Otsuka said. They are planning to launch a 3,000-patient, Phase III clinical trial to test the novel therapy within the next few months. 


Transition Therapeutics Inc. announced  that the US Food and Drug Administration has granted its investigational Alzheimer’s disease treatment, ELND005, fast track status. The Toronto-based biopharmaceutical company is testing ELND005 as a treatment for AD-related neuropsychiatric symptoms (NPS). Additionally, Transition’s licensing and marketing partner, Dublin-based Elan Corporation, is testing ELND005 for several other neuropsychiatric indications. 


According to a study published in the journal Neuropharmacology,  the synthetic chemical 3,4-methylenedioxypyrovalerone (MDPV), which is “found in illicit drugs known as ‘bath salts’ may be more addictive than methamphetamine.” The researchers at the Scripps Research Institute in La Jolla, California, conducted a series of tests, which showed that after a exposing a group of rats to MDPV, the rodents “went on to press a lever for a single intravenous infusion of MDPV” for an average of 600 times compared to an average of 60 presses for meth “across a wide range of doses.” 


The FDA has taken more interest in the impact that sleep aids like zolpidem have on users the next day, particularly their role in automobile accidents. The agency rejected Merck’s application for suvorexant last month because of testing showing an impact on the next day’s driving. Warnings have also been given by the FDA about the drowsiness impacts of allergy medications like diphenhydramine. It has also ordered halving the dosages of zolpidem for women. Overall, the FDA is asking pharmaceutical companies to conduct more extensive driving tests for new sleep medications, and asserted it now will take a longer look at any medication that causes extended drowsiness. 


According to a study published online Aug. 14 in JAMA Psychiatry, brain gyrification patterns, that is, cortical folding, may serve as a biomarker as to whether people with psychosis will respond to antipsychotic medications. After using magnetic resonance imaging to scan the brains of 46 mentally healthy controls and 80 patients who had experienced their first episode of psychosis both at study start and again 12 weeks later after the patients had started taking antipsychotics, researchers discovered that patients with psychosis who did not respond to treatment with medication appeared to have less brain gyrification, particularly in the frontal and temporal lobes.  


According to a study published online Aug. 13 in the journal Bipolar Disorders, youngsters “at high risk for developing bipolar disorder [BD] are likely to react badly to antidepressant treatment.” The study involved “21 exposed children were drawn from a cohort of 118 youths, aged between 9 and 20 years, who had at least one parent with bipolar I disorder.” Researchers found that “more than half of exposed children in the study had to discontinue treatment,” due to increases in aggression, irritability or impulsivity, psychosis, insomnia, suicidal ideation, or increased hyperactivity. 
Haloperidol, commonly used to prevent delirium in critical care, showed no such effect in a double-blind
study reported in the Lancet Respiratory Medicine.  Researchers randomized 140 adult patients requiring mechanical ventilation in an intensive care unit to either 2.5 mg of haloperidol every 8 hours for up to 14 days, or saline placebo. Patients with agitation received limited doses of rescue antipsychotics, most often haloperidol. The two groups spent about the same amount of time free of delirium and coma. The haloperidol group had less need for rescue antipsychotics. The authors conclude: "Haloperidol did not modify the prevalence or duration of delirium or coma." A commentator agrees that the study "constitutes evidence of no benefit." She asks whether delirium requires drug therapy, saying that "the challenge lies in the distress delirium symptoms cause in caregivers." Her final question: "Are we treating the patients or our own discomfort?"


According to a study published online Aug. 21 in JAMA Psychiatry, the use of antipsychotic medications may increase the risk of type 2 diabetes (T2D) in youngsters as well as in adults. What’s more, children taking antipsychotics appear to have an even greater risk for developing T2D than adults do. 


According to a study published online Aug. 21 in the BMJ, “antidepressant use by pregnant women around the time of delivery is linked to an increased risk for postpartum hemorrhage.” The study of 106,000 pregnant women of childbearing age diagnosed with either anxiety or a mood disorder revealed “a 1.5-fold increased risk for postpartum hemorrhage associated with all classes of antidepressants and not just selective serotonin reuptake inhibitors.” An accompanying editorial called the increased risk a “cause for concern.” 


According to a study published online Aug. 28 in the American Journal of Psychiatry, “a single intravenous dose of ketamine, a glutamate N-methyl-D-aspartate (NMDA) receptor antagonist, improved depression in 64% of patients within 24 hours of administration vs. 28% of patients who received the anesthetic midazolam.” The study involved “73 participants with treatment-resistant major depression” who were randomized “in a 2:1 ratio to receive IV ketamine (n = 47) or midazolam (n = 25).” 


[bookmark: S14]According to a study published online Aug. 28 in JAMA Psychiatry, “suspicions that psychiatric medications increase the mortality risk associated with mental illness were not borne out in a review of clinical trial data.” In the majority of cases, “death rates among more than 90,000 adult participants in trials of drugs for depression, schizophrenia, bipolar disorder, anxiety, and attention-deficit/hyperactivity disorder (AD/HD) were, for the most part, the same or lower in those assigned to active” medications versus placebo, with the sole exception of “heterocyclic antidepressants, a class of old-line agents such as imipramine and amitriptyline.” 


A new study from the Centers for Disease Control and Prevention’s National Center for Health Statistics found that sleeping medication use increases with a person’s age and level of education. The study found that around four percent of adults aged 20 and older had taken sleep medication, with three percent of people without high school diplomas reporting use of “sleep aids, compared with 4.4 percent of those with high school degrees or higher education.” 


Research published online in the Journal of Clinical Endocrinology and Metabolism suggests that “the use of selective serotonin reuptake inhibitors (SSRIs) or tricyclic antidepressants among women in midlife didn’t lead to a greater rate of bone loss.” Researchers found that, “among women enrolled in the longitudinal Study of Women’s Health Across the Nation, yearly decrease in bone mineral density (BMD) at the lumbar spine averaged 0.63% in new users of SSRIs compared with 0.68% in those not taking antidepressants (P=0.37).” The study also indicated that “among those taking the tricyclic antidepressants, the annual lumbar spine BMD decrease was 0.40% (P=0.16 compared with nonusers).” 


The Food and Drug Administration approved vortioxetine (Brintellix), a novel SSRI variant. Announcing its decision, the FDA noted the drug was shown to be “‘effective in treating depression’ in six clinical trials that compared outcomes in subjects taking the drug against those of subjects who received a placebo.” The medication “will carry a boxed warning alerting patients and physicians that with children, adolescents and young adults between 18 and 24, antidepressants can increase the risk of suicidal thoughts and behavior.” According to the FDA’s acting director of the Center for Drug Evaluation and Research’s division of psychiatry, Dr. Mitchell Mathis, “Since medications affect everyone differently, it is important to have a variety of treatment options available for patients who suffer from depression.” 


Next Meeting Date

The next meeting was scheduled for January 31, 2014.  


Adjourn

There being no further business, the meeting was adjourned at 1:26 p.m.



	Approved:
	[image: ]

	
	Jennifer Wright, M.D., Chairman




Attachments 	

	Attachment A – Atypical Antipsychotics Guidelines
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	Attachment E – Irrigation Sectional Review
	Attachment F – Immunological Sectional Review






Minutes Prepared by:
Ann L. Richards, Pharm.D., BCPP
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