DUR Appendix D:  Educational Articles
Section 36

The Drug Use Review (DUR) Board is composed of physicians and pharmacists.  One of the functions of the DUR Board is to identify common drug therapy problems and participate in the development of educational interventions for medical and pharmacy providers.  The purpose of this educational intervention component of DUR is to improve the quality and cost-effectiveness of prescribing and dispensing practices for Medi-Cal recipients.  Educational interventions include ongoing dissemination of information through the Medi-Cal provider bulletin process about clinically important, drug-specific therapy problems.  
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Cyclosporin

Oral Formulations

Cyclosporine is a cyclic polypeptide immunosuppressant used in allogenic transplants of the skin, heart, kidneys, pancreas, bone marrow, small intestine, liver and lungs.  It is available in two different oral formulations.  These formulations are not bioequivalent.  Sandimmune™ is the original formulation and Neoral™ or Sangcya™ is the newer microemulsion formulation.  The microemulsion formulation is described as “cyclosporine, modified.” Cyclosporine, modified (microemulsion), increases the absorption and decreases the pharmacokinetic variability of cyclosporine.

The narrow therapeutic index of cyclosporine requires close monitoring of a patient.  Low cyclosporine blood concentration may result in organ rejection and high blood concentrations may result in adverse effects, including nephrotoxicity, hepatotoxicity, CNS toxicity and infections.

Because the two oral formulations of cyclosporine are not bioequivalent, it is important that a patient who is stabilized on one formulation not be dispensed the other formulation, unless the prescriber is consulted with.
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DUR Drug Interaction

Update

Drug-Drug Interaction System Updated

Medi-Cal supports a Drug-Drug interaction system that sends an online alert to a pharmacist entering a certain drug that interacts with another drug on the recipient’s profile.  Currently, alerts are sent for only the most severe interactions.  Approximately 50,000 Drug-Drug interaction alerts are sent by Medi-Cal each month.  In November 1999, the Drug-Drug interaction system was expanded to accommodate the growing number of drugs and Drug-Drug interaction information.  Not only were the system’s storage and computational ability changed, but the severity level ratings of all current Drug-Drug interactions were updated.

What This Means to You

The pharmacy and individual pharmacist will see fewer Drug-Drug interaction alerts.  Some of the expected alerts for certain interactions will no longer appear, such as the alerts that occur due to multiple drug interactions with warfarin.  While many of these alerts are still significant, they are no longer categorized as most severe and therefore will not appear in the alert field. 

Severity Level Ratings

The severity level rating of Drug-Drug interactions creates a ranking and allows Medi-Cal to generate an alert for only the most severe of these interactions.  Even if an interaction is determined to be severe, it is not certain that a severe reaction will occur every time the two drugs are used together.  In fact, two interacting drugs may be combined in many different patients with no interaction occurring.  However, when this interaction does occur, severe illness or death can result.  For this reason, a pharmacist cannot justify ignoring a Drug-Drug interaction alert simply because many people have taken it without harm.  The potential for serious harm is always present.

Note:
The purpose of the online DUR alert process is to assist pharmacists in screening Medi-Cal prescriptions.  The alerts are only an adjunct to the Board of Pharmacy and federal requirements on screening of all prescriptions for therapy problems before delivery to the patient.
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Educational Information
Influenza 1999-2000

Viral influenza infections are responsible for significant morbidity and mortality worldwide.  In the United States alone, an average of 20,000 flu-related deaths occur annually and estimates of the economic loss range from $3-5 billion each year, and reach as high as $12 billion.

The flu is a respiratory disease that has its greatest impact on traditionally high-risk groups including the elderly, the very young, those with certain chronic medical conditions (such as asthma and chronic obstructive pulmonary disease) and the immunocompromised, though individuals outside these groups still suffer substantially.

The primary prevention for the flu in any season is vaccination.  Based on assessments by the Center for Disease Control (CDC), vaccination for influenza is severely underutilized, partially due to public misconceptions, including the idea that the vaccine can cause the flu.  Use of vaccination is especially important in health care providers, the high-risk groups mentioned above and their close family members.

Two new influenza treatments (neuraminidase inhibitors) are available this year, but they are only effective in reducing the duration of the flu by about 1 to 1.5 days.  The protective effect only occurs in those who actually have the flu virus (A or B) and who start treatment within the first 48 hours of initial symptoms.  Similarly, early treatment is needed if amantidine or rimantidine are used for treating influenza A.

Current Situation

During this current flu season, regular monitoring performed by the CDC has found nothing to suggest a pandemic.  However, all but a handful of states in the U.S. are reporting some level of flu activity. Furthermore, during the week ending November 6, 1999, the proportion of all deaths due to flu/pneumonia was greater than the established threshold limit (7.4 percent vs. 6.5 percent) for the 7th week in a row.

In the Medi-Cal population, it is too early in the flu season to report any definitive outcomes.  While the flu has a considerable secondary impact, the statistics that are easiest to track and count are the rates of flu-related diagnosis.  This gives a narrower view of the overall impact of influenza but still allows for comparison.  Last year, during the period from October 1998 to May 1999 (typically considered the flu season), over 4,000 recipients were diagnosed with the flu or flu with pneumonia and over 28,000 recipients were diagnosed with the flu and accompanying illnesses other than pneumonia.  This contrasts with the period from May to October 1999 (typically considered outside the flu season).  In this period, only 990 recipients were diagnosed with the flu or flu with pneumonia and just over 7,500 recipients were diagnosed with the flu and accompanying illnesses other than pneumonia.  This difference in flu-related illness illustrates that influenza has a substantial impact on the Medi-Cal population.

Role of the Provider

The changing features of illnesses related to influenza, as well as the new treatment options available, make the role of the health care professional an increasingly vital one.  Activities in this changing role include education and advocacy.  Providers should educate recipients by presenting current ideas on the prevention and management of influenza-related illness while also discrediting current misconceptions.  Providers should also use disease management tools such as vaccination, especially in high-risk groups.  The impact of influenza on the population is enormous and providers need to assume leadership now more than ever.

Resources for Current Information

Center for Disease Control – Influenza Web site:  www.cdc.gov/ncidod/diseases/flu/fluvirus.htm
Journal of the American Medical Association – Web site:  jama.ama-assn.org
Dr. Albertson contributed to this article.
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Educational Information
Influenza 2000-2001

Viral influenza infections continue to be responsible for significant morbidity and mortality worldwide.  In the United States alone, an average of 20,000 flu-related deaths occur annually and estimates of the economic loss range from $3 billion to $5 billion each year, and reach as high as $12 billion.

The flu is a respiratory disease and generally spreads from person-to-person when an infected person coughs or sneezes.  While certain high-risk groups are especially vulnerable (the very young, people with chronic medical conditions such as asthma and chronic obstructive pulmonary disease, pregnant women and the immunocompromised), the flu can cause severe illness and life-threatening complications in any age group.

The primary prevention for the flu in any season is vaccination.  The licensed vaccine used in the United States is made of inactivated or killed influenza viruses and cannot cause influenza infection or illness.  Effectiveness of vaccination has been shown to be 70-90 percent prevention of illness in healthy adults.  Onset of this protection occurs within one to two weeks of vaccination.  The primary side effects include soreness and swelling at the site of injection.  A less common side effect would be mild fever and body aches for one to two days.  Allergic reactions are rare but may occur in people with severe allergy to eggs.

A number of antiviral agents, including amantadine, rimantadine, zanamivir and oseltamivir, are available for treatment of acute, uncomplicated influenza; however, they are NOT a substitute for vaccination.  Their spectrum of coverage, dose, routes of administration and other details of use vary from drug to drug but all require administration prior to or early into the onset of the flu.  Any substantial delay reduces their efficacy considerably. 

Current Situation

For the current flu season, the vaccine will be a trivalent combination of A/Panama, A/New Caledonia and B/Yamanashi.  Two of these strains are new to the vaccine this year.  Unfortunately, a lower-than-anticipated production yield of this year’s vaccine has led to substantial delays in vaccine distribution.  While the total amount of influenza vaccine manufactured this year will be close to the amount manufactured last year, most of the vaccine will not be available until November, and the final vaccine lots will not be released until early December.  This will have potential effects on this year’s influenza season.

In response to this, the Centers for Disease Control and Prevention (CDC) have developed recommendations specific to this flu season.  Details of these recommendations can be found at the Web sites noted in this article but some key elements are summarized here.

· When influenza vaccine becomes available, vaccination efforts should be focused on people at high risk for complications associated with influenza disease and on health-care personnel working with them.  People at high risk are: 

1. Individuals older than 65; 

2. Residents of nursing homes and other chronic-care facilities that house people of any age who have chronic medical conditions; 

3. Children and adults who have chronic disorders of the pulmonary or cardiovascular systems, including asthma;

4. Children and adults who required regular medical follow-up or hospitalization during the preceding year because of chronic metabolic diseases (including diabetes mellitus), renal dysfunction, hemoglobinopathies, or immunosuppression (for example, caused by medications or human immunodeficiency virus);

5. People aged 6 months to 18 years who are receiving long-term aspirin therapy and, therefore, might be at risk for developing Reye syndrome after influenza; and

6. Women who will be in the second or third trimester of pregnancy during the influenza season.

· Implementation of organized mass influenza vaccination campaigns should be delayed until November.

· Immunization efforts should continue into December, especially for high-risk persons remaining unimmunized.

Role of the Provider

In the face of delayed vaccine availability, providers must include both continued support of vaccination as an essential form of disease prevention as well as careful planning of the timing of vaccinations during this year’s influenza season.  While the best time to vaccinate is in October or November, shots can be given anytime during flu season.  Good preparation by providers will reduce patient frustration and ensure that comprehensive vaccination will be achieved.

Resources for Current Information

CDC Influenza Web sites:

Disease surveillance information:  www.cdc.gov/ncidod/diseases/flu/fluvirus.htm
Vaccine availability information:  www.cdc.gov/nip/flu-vac-supply
Journal of the American Medical Association Web site:  jama.ama-assn.org
This article was prepared with the guidance of Dr. Tim Albertson, DUR Board member and Chief, Department of Pulmonology, University of California Davis Medical Center, Sacramento; Dr. Jude Simon-Leack, DUR Pharmacist, EDS/Medi-Cal, Sacramento; and Dr. Loring Dales, ImmunizationBranch, California Department of Health Services, Berkeley.


[image: image9.wmf]

[image: image10.wmf]D

RUG

U

EVIEW

R

SE


Educational Information
DUR and the Pharmacist

About DUR

Medi-Cal Fee-for-Service Drug Use Review (DUR) is a dynamic program that optimizes medical and pharmaceutical care for recipients while reducing the cost of care. The DUR program began in 1995 after Congress passed the Omnibus Budget Reconciliation Act (OBRA) of 1990, which required each state to establish a Drug Utilization Review program for covered outpatient drugs (Section 4401).  In addition to the Medi-Cal Fee-for-Service DUR, pharmacists have created in-store patient profile databases using stand-alone software to build an extensive electronic “net” intended to help pharmacists identify critical medication-dispensing concerns.

Professional Responsibility

Medi-Cal’s Fee-for-Service DUR system can alert pharmacists about potential problems with a recipient’s new prescription, which may create a perception that all possible problems are detected electronically.  This is not true. The Medi-Cal DUR program is an advisory-only program created to aid pharmacists’ decision-making.  Pharmacists have the final legal and professional responsibility for screening a recipient’s prescriptions against today’s knowledge about drug interactions and other potential dosing hazards.

Technological Limitations

While the Medi-Cal Fee-for-Service DUR program maintains a tremendously broad database, it does not contain a complete pharmaceutical or medical history for every recipient.  Information that is part of a recipient’s medical or pharmacy record may be stored outside the DUR program database.  The DUR program database only contains information about drugs purchased through the Medi-Cal program. Information about products purchased out-of-pocket (such as non-Medi-Cal-reimbursed or Share-of-Cost products) and those products covered by managed care programs are not reported to the DUR program.  Because of the technological limitations, pharmacists play a crucial role in providing safe medication dispensing to Medi-Cal recipients.
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Educational Information
Atypical Antipsychotic Educational Project

 DUR Update

Collaborative Review of Prescribing Patterns

The Medi-Cal Drug Use Review (DUR) Board and the California Department of Health Services (DHS) have been leading a collaboration of professionals for the past three years in reviewing prescribing patterns of atypical antipsychotics in the Medi-Cal population.  This review is necessary due to the high cost of these medications and the complex nature of their use.  (From a list of more than 1700 drugs, Olanzapine has the highest expenditures in fee-for-service Medi-Cal, with risperidone second and quetiapine eighth.)

In addition to the DUR Board members and DHS pharmacists, the group includes representatives from the Medi-Cal Fiscal Intermediary, EDS, and industry representation from Janssen Pharmaceutica, Eli Lilly and Company, Pfizer Inc, and AstraZeneca LP, with the later addition of Abbott Laboratories and Bristol-Myers Squibb Company. Furthermore, a faculty of 15 practitioners and a panel of seven independent reviewers have provided integral assistance and support.

Project Goals

The project has two main goals.  The first goal is to determine the prescribing patterns of atypical antipsychotics in the California Medi-Cal population and identify problematic prescribing practices.  Using this information, educational programs are developed and presented to encourage effective and economical application of antipsychotic therapy.  The data gathered is the foundation of a broad-based program that includes printed materials, a CD-ROM, continuing education lectures delivered throughout California, as well as at national and international professional forums.

The second goal of this project is to develop a new method for pharmaceutical industry support of drug use review, one that uses a multiple-manufacturer collaborative approach to reduce potential biases that may occur with single sponsor funding.  This cooperative method allows data and information resources to be shared, encourages objective critical thinking and may result in analyses that could not be performed without the financial and intellectual resources that manufacturers can provide.

Characteristics of the Study:

· Based on California Medi-Cal pharmacy claims from May 1999 through August 2000.

· Included recipients who received one of the three available atypical antipsychotics (risperidone, olanzapine or quetiapine) for more than 60 days.  No restriction on diagnosis was included.

· Did not include ziprasidone, which was not yet on the market during this time period.  

· A total of 116,114 recipients were reviewed for whom one or more claims for these drugs was submitted during the time period.
The literature research resulted in the identification of high-cost, low-evidence practices for treating psychosis.  Consequently, three major directions for investigation resulted from the Medi-Cal data analysis.

1. High Dose – In this group, recipients received high doses of atypical antipsychotics (as described by package insert or individual manufacturer recommendations), with a breakout by age and gender of recipients along a continuum of daily dose.  Frequency of high dose use was 8 percent for risperidone (>6 mg/day), 7 percent for olanzapine (>20 mg/day) and 1 percent for quetiapine (>800 mg/day).  Evidence provides little support for this costly treatment strategy.
2. Polypharmacy – In this group, recipients received atypical antipsychotic polypharmacy, defined as two or more atypical antipsychotics administered concomitantly for 60 or more days in any 75-day period during the study.  This is a very costly approach to therapy and there is virtually no evidence to support it.  In this study, 79 percent of the total study group received only monotherapy with one of the three agents, but 21 percent received two or more of these three atypical antipsychotics at some point during the 16-month period, although not necessarily concurrently.  A total of 4.1 percent of all recipients received long-term atypical antipsychotic polypharmacy for greater than 60 days. An additional analysis showed that polypharmacy with any two antipsychotics (either atypicals or conventionals) occurred in 11 percent of the recipient cases.
3. Augmentation – In this group, recipients received augmentation of atypical antipsychotic drugs with drugs that were not antipsychotics themselves, such as divalproex, gabapentin, etc.  The evidence for the various augmenting drugs varies, with drugs such as gabapentin showing little supportive evidence and drugs such as divalproex showing substantial support.  Analysis showed that 11 percent of recipients taking antipsychotics also received concurrent therapy with valproic acid or one of its salts for at least 60 days.
Analysis Results
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The data supports a conclusion that there is an opportunity to improve prescribing practices of atypical antipsychotics in the Medi-Cal population.  The data also supports the effectiveness of this collaborative analysis process.  The project has demonstrated that the participation and cooperation of organizations that are traditionally aligned in a competitive manner can produce a successful program.  The activity of this collaboration is expected to continue, performing short and long-term outcome evaluations, developing manuscripts for publication and Web-based distribution of program information, and coordinating multi-pronged efforts to contact individual providers, as well as the community of mental health care providers and advocates.
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Educational Information
The Drug-Drug Interaction Alert

A Better Understanding

The Medi-Cal Drug Use Review (DUR) program oversees the electronic alerts sent to pharmacy providers when a Medi-Cal drug claim processed through the Point of Service system interacts with certain clinical indicators.  These indicators are updated periodically, and occasionally the logic for an alert changes.  The Drug-Drug (DD) Interaction Alert has undergone considerable change in the past two years.  Providers were notified when the changes first occurred, but because of the complexity of the topic, an update is warranted.

Drug-Drug Interaction Module

The data references DUR uses for the DD alert originate from First DataBank (FDB).  The current FDB 
Drug-Drug Interaction Module (DDIM) is a clinically reviewed drug-drug interaction module.  This module contains only the most clinically significant drug-drug interactions.  A drug interaction is defined as a patient’s use of two or more drugs that create a different pharmacological response from what is expected when the agents are given separately.  This definition includes synergistic and antagonistic effects but excludes additive effects.  Clinical severity and the quantity and quality of documentation are some of the criteria considered when determining the inclusion of a drug interaction in the DDIM.  Frequency of occurrence is not part of the criteria for addition to the module.

Severity Level 1 Drug Interactions

The DDIM uses four different severity levels to classify drug interactions, but DUR only sends out alerts on the most severe interactions – Severity Level 1 drug interactions.  This is mainly to ensure that the message to the pharmacist is clear and consistent.  As defined by FDB, Severity Level 1 drug interactions are those drug combinations that are clearly contraindicated in all cases and should not be dispensed or administered concurrently to the same recipient.  A manufacturer’s label indicating the contraindication is sufficient to warrant including a drug combination in this category, regardless of clinical evidence or lack thereof.

Alerts Meant as Aids to Pharmacists

Pharmacists override about 81 percent of the DD alerts sent by the DUR system.  In other words, 19 percent of all DD alerts cause sufficient concern that the pharmacist chooses not to fill the prescription.  Evaluating these alerts can be difficult because DD interactions are not predictable except for their severity.  Pharmacists must always exercise caution and careful assessment before choosing to dispense interacting drugs.

Ultimately, it is the pharmacist’s decision whether or not to dispense interacting drugs.  The DUR alerts are meant to provide as much clinical advisory support as possible.  The pharmacist, in conjunction with the prescribing physician and the recipient, must balance the risk to the recipient against the potential benefit the recipient derives from taking potentially interacting medicines. 
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Alliance Working for Antibiotic

Resistance Education (AWARE)

The Medi-Cal Drug Use Review (DUR) program is actively involved in developing and supporting educational efforts to describe best practices in drug therapy.  The DUR board’s current activities include:  an atypical antipsychotics project, arthritis and asthma data analysis, and data and consulting support regarding antibiotic overuse.  Each of these efforts is driven by federally mandated goals to improve the quality of health care and reduce the costs related to drug therapy.

The AWARE Program

In January 2000, the California Medical Association (CMA) Foundation embarked on a multi-year, statewide effort to promote the appropriate use of antibiotics for respiratory tract infections.  The Alliance Working for Antibiotic Resistance Education (AWARE) is a partnership that includes physician organizations; health care providers; health plans; public health agencies; consumer and community-based organizations; federal, state and local governments; and the pharmaceutical industry.  The California Pharmacists Association and the California Society of Health-Systems Pharmacists, together with more than 80 other organizations, are part of AWARE’s statewide coalition, with more than 200 volunteers from these groups actively involved in AWARE activities.

Compendium of Clinical Practice Guidelines 

In 2001, the CMA Foundation conducted a survey of primary care physicians, interviewing 150 physicians throughout the state.  Over 75 percent of the physicians surveyed felt that a compendium of clinical practice guidelines would be an extremely useful tool in their practice.  Physicians indicated that a tool organizing and summarizing key practice guidelines could be of great assistance, as well as help to reduce unnecessary antibiotic prescribing.
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The CMA Foundation’s AWARE Project developed the Compendium of Clinical Practice Guidelines for acute respiratory infections in response to this need.  The compendium helps organize and summarize key practice guidelines and antibiotic prescribing recommendations.  It is a presentation designed to aid clinicians and pharmacists in understanding current practices in antibiotic prescribing for five areas: Otitis media (pediatric version), acute bacterial sinusitis, pharyngitis, acute bronchitis and 
non-specific upper respiratory infection.  According to the Centers for Disease Control and Prevention, these indicators comprise the bulk of antibiotic prescriptions in the state and nation.

To date, more than 70,000 copies of the October 2003 edition of the Clinical Compendium have been distributed in California, and it will be updated on a yearly basis to reflect new scientific findings in the field of antibiotic prescribing for acute respiratory infections.  There is an accompanying Continuing Medical Education (CME) program that will help introduce the compendium into practice.

The CME program also introduces clinicians and pharmacists to accompanying patient education materials.  The program, which offers reliable information about the latest ideas for prescribing antibiotic medications, is widely available with one hour of CME credit provided by the University of California, Davis, Health System Continuing Medical Education.

The Role of Pharmacists

Pharmacists are on the front lines of the appropriate antibiotic prescribing movement.  As an important link between health care provider and patient, the pharmacist can distribute flyers, called “bag stuffers,” with prescription medication bags from the pharmacy.  There are also many public speaking engagements through AWARE’s Speakers Bureau.  It is an opportunity to promote the importance of the pharmacist within the community as well as acclimate patients to the understanding that antibiotics must be used wisely and with care.  Studies have shown that resistance rates decline when antibiotics are prescribed appropriately.

The Medi-Cal Drug Use Review Board and the California Department of Health Services are pleased to partner with the AWARE Project in the promotion of appropriate antibiotic prescribing.  When antibiotics are used appropriately, everyone benefits.

For more information about the Clinical Compendium of Appropriate Prescribing Guidelines or to host a CME presentation, contact Anne M. Judson, AWARE Project Coordinator, at (916) 551-2543 or via e-mail at ajudson@cmanet.org.  In addition, there are numerous resources for pharmacists and other health care providers, including posters, patient education handouts and a public speakers bureau, available through the AWARE Web site at www.aware.md.
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Long-Acting Opioids

for Chronic Pain
Effective management of chronic pain has become an increasingly critical issue in health care.  Opioid agonists are among the most effective analgesics available for reducing pain perception; however, their use for chronic pain has been controversial.  This is due primarily to regulatory barriers, misunderstanding about pain management among primary caregivers, fear of adverse effects and misconceptions about risks of addiction.1
The last 10 years have brought acceptance that opioids can be used as a component of the management of chronic (lasting more than six months) non-cancer pain when other approaches have failed and quality of life is poor because of the pain.  A number of pain-related organizations and experts have recently expressed support for the judicious use of sustained-release or long-acting opioids in patients with chronic pain.  The American Academy of Pain Medicine and the American Pain Society have issued a statement that supports the use of opioids in selected patients with chronic non-cancer pain.2  Although these recommendations include both pharmacological and non-pharmacological approaches, several recommendations can be supported by 
Medi-Cal DUR activities when treating chronic pain:

· Administer opioids primarily via oral or transdermal routes, using long-acting medications when possible

· Use a fixed dose (“around-the-clock”) regimen

· Perform careful drug titration, balancing analgesia against side effects

· Continue efforts to improve analgesia via complementary approaches (e.g., behavioral approaches, formal rehabilitation programs, other medications)

· Monitor for evidence of drug hoarding, unauthorized dose increases and other aberrant behavior  

Medi-Cal Chronic Opioid Medication Use Evaluation (MUE)

The narcotic analgesics continue to rank among the top 10 therapeutic classes by total costs in the Medi-Cal 
fee-for-service population.  In February 2004, narcotic analgesics accounted for over 156,000 paid prescriptions at a cost of over $8.5 million for that month.  To assess the patterns of opioid use in the Medi-Cal population, a Medication Use Evaluation (MUE) was conducted.

The population was identified using the pharmacy claims database for Medi-Cal fee-for-service recipients between November 1, 2003 and April 30, 2004.  Patients were selected based having claims paid for 
Long-Acting Opioids (LAO) and/or Short-Acting Opioids (SAO). Duplicate, denied or reversed claims were excluded in order to reflect true usage.

Findings

The average monthly Medi-Cal fee-for-service eligible population selected for the study period was 3,137,741.  In the six-month time frame, a total of 39,948 patients were identified as having a paid claim for one or more LAO or chronic SAO (defined as greater than 90 days of use).  There were 48,299 unique prescription claims for opioids for the study population.

The Good...

· The percentage of patients on LAO therapy is 70.4 percent while 29.6 percent continue to receive SAO after 90 days of treatment.  Of the patients on LAO therapy, 32.3 percent are receiving therapy via transdermal patches.  This data suggests that the Medi-Cal prescribers are appropriately dosing LAO agents in the majority of patients.

· The age distribution of opioid users is very similar to national benchmarks with the majority of usage in the 35-64 year old group.

The Not-So-Bad...

· There were 2,832 patients (6.2 percent) taking more than one LAO or chronic SAO at the same time.  While there is no evidence from randomized trials to support the use of two LAOs or two SAOs at the same time, prescribers appear to be appropriately treating the majority of patients on multiple agents (78.81 percent) with an LAO and SAO for “rescue” or “breakthrough” analgesia.

	Combination
	Events
	Percent of Total

	LAO:LAO
	620
	21.9

	SAO:SAO
	150
	5.30

	SAO:LAO
	2062
	78.81


· Approximately 25 percent of patients are receiving chronic SAO for long-term therapy.

· There were 15,857 unique claims for patients receiving an acetaminophen-containing agent.  In a small number of cases (5 percent) the daily dose of acetaminophen exceeded the maximum dose of 4.1 grams.

· The daily average consumption for LAOs is slightly higher than the recommended doses for all agents except Duragesic.

The Ugly…

· The data shows that greater than 7.5 percent of opioid recipients receive drugs from four or more prescribers. The accuracy of this finding is limited by the quality of the prescriber data provided by pharmacies at the point of service (prescriber data is incomplete, inaccurate or missing).  Nevertheless, it indicates a potentially serious problem of patients doctor-shopping.

Commentary

The results of the Medi-Cal chronic opioid MUE suggest that the patterns of LAO and SAO use in the 
fee-for-service population are largely consistent with recommended standards.  The information regarding multiple prescribers requires further exploration and intervention.

Opioids can be beneficial and safe as a component of long-term pain management.  Restrictions on their use have been recently changed to increase appropriate patient access to pain medication and prevent the diversion of controlled substances for illicit use. 
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1 Garner-Nix, J. (2003)  Principles of Opioid Use in Chronic Noncancer Pain.  Can Med Assoc J; 169(1); 38-43  

2 Haddox JD, et.al. (1997)  The Use of Opioids for the Treatment of Chronic Pain. A Consensus statement from the American Academy of Pain Medicine and the American Pain Society.  Glenview, IL: American Pain Society
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Legislative Update:  SB 151

New Prescription Requirements
Senate Bill (SB) 151 enacted a number of changes concerning the prescription of controlled substances.  The goals of SB 151 include:

· Increasing patient access to appropriate pain medication and preventing the diversion of controlled substances for illicit use 

· Providing forms required by the act for controlled substance prescriptions that may be used to prescribe any prescription drug or device 

Major policies enacted by SB 151 include:

· Eliminating triplicates

· Creating new tamper-resistant prescription forms

· Simplifying prescribing rules

· Retaining the terminal illness exemption

· Making Controlled Substance Utilization Review and Evaluation System (CURES) permanent

· Extending CURES to Schedule III
Timeline of Major Changes:

	January 1, 2004
	July 1, 2004
	January 1, 2005

	All controlled substances prescriptions (including Schedule II) are valid for six months.

Only the signature and date on each Schedule II-IV prescription are required to be wholly written in ink in the handwriting of the prescriber.

All pharmacies are required to report Schedule II prescriptions to the CURES program.
	Triplicate is not required for Schedule II prescriptions.  

Prescribers may use new security prescription forms for Schedule II prescriptions.

New triplicate forms may not be ordered.


	All written controlled substance prescriptions (Schedules II-V) must be on security prescription forms.  Fax and oral prescriptions for Schedules III-V are still allowed.
Pharmacies must report Schedule III prescriptions information to the CURES program.  For most pharmacies, this means the software must be modified so that Schedule III information can be transmitted to the Department of Justice.




Tamper-Resistant Prescription Forms

The new forms cannot be faxed or photocopied as this will result in a prescription that reads “void.”  If the tamper-resistant form is faxed, the pharmacy must assure the prescription’s authenticity.  The forms may be printed in any size or format, but must have the following features:
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· Void protection to prevent duplication or chemical washing to alter prescriptions

· Watermark on the backside of the prescription with the text “California Security Protection”

· Thermo-chromic ink that changes color when exposed to heat

· Quantity check-off boxes

· Preprinted name, category of licensure, license number and federal controlled substance registration number of the prescribing practitioner

· May be ordered in any quantity or format desired by the prescriber

· Forms are not serialized or multi-copy

The tamper-resistant forms must be printed by approved security printers.  These printers are approved by both the Board of Pharmacy and the Department of Justice.  A list of approved printers is posted at www.pharmacy.ca.gov.
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Educational Information
Influenza 2004 – 2005

The Advisory Committee on Immunization Practices (ACIP) of the Centers for Disease Control (CDC) and Prevention recently issued recommendations on the prevention and control of influenza for the 
2004 – 2005 influenza season.  The recommendations appear in the 
May 28, 2004 recommendations and reports series of Morbidity and Mortality Weekly Report, and are available online at www.cdc.gov/mmwr/weekcvol.html.

The 2004 recommendations include new or updated information about the vaccination of health care workers with Live, Attenuated Influenza Vaccine (LAIV); influenza vaccine in children 6 to 23 months of age; personnel who may administer influenza vaccines; and an assessment of the vaccine supply and timing of the influenza vaccination.

Vaccination of Health Care Workers

Studies have shown that up to 25 percent of health care workers are infected with influenza every flu season.  Influenza vaccination of health care workers reduces transmission of influenza to high-risk persons who may have a suboptimal response to the vaccines.  Nationally, only 36 percent of health care workers receive annual influenza vaccinations.  Visit www.idinchildren.com/monograph/0402/cmei.pdf for a Web-based Continuing Medical Education (CME) course, “Importance of Vaccinating Health Care Workers Against Influenza.”  

2004 – 2005 Influenza Season

The 2004 – 2005 influenza vaccine formulation includes one virus from last year’s vaccine (A/NewCaledonia/20/99 [H1N1]-like) and two new viruses (A/Fujian/411/2002-like [H3N2] andB/Shanghai/361/2002-like).

Influenza vaccines are available for purchase from the manufacturers listed below and from distributors listed on the Health Industry Distributors Association (HIDA) Web site at www.hidanetwork.com/govtrelations/flulinks.asp.

	Manufacturer
	Telephone Number
	Vaccine

	Aventis Pasteur 
	1-800-822-2463
	Inactivated influenza vaccine

	Chiron 
	1-800-244-7668
	Inactivated influenza vaccine (only for people over 4 years of age)

	MedImmune 
	1-877-358-6478
	FluMist* (only for healthy people 5 to 49 years of age)


* Requires treatment authorization

Live Attenuated Influenza Vaccine (LAIV)

FluMist, a trivalent LAIV, for nasal administration, is licensed to prevent illness from influenza A and B in healthy persons between 5 and 49 years of age.  LAIV should not be given to anyone at increased risk for influenza-related complications (see list on a following page) or with a history of Guillain-Barré syndrome. Instead, inactivated vaccines should be given to such persons.

Health care workers not caring for severely immunocompromised patients may receive either LAIV or the inactivated vaccine.  An inactivated vaccine is preferred for vaccinating household members, health care workers and others who have close contact with severely immunocompromised persons during periods when such patients require care in a protected environment.  Health care workers receiving LAIV should avoid contact with severely immunocompromised patients for seven days after receiving the vaccine.

Influenza Vaccine For Children

Children 6 months of age or older may receive inactivated influenza vaccine.  Healthy children over 5 years of age may receive either inactivated influenza vaccine or LAIV.  

Note:  LAIV requires prior authorization if dispensed by a pharmacy.

Number of Doses  

Previously unvaccinated children under 9 years of age should receive two doses of influenza vaccine.  If the child is receiving inactivated vaccine, the two doses should be more than one month apart.  If the child is receiving LAIV, the two doses should be six to 10 weeks apart.  If a child under 9 years of age receives influenza vaccine for the first time and does not receive a second dose during the same season, only one dose of vaccine should be administered the following season.

Recommended Groups to Receive Influenza Vaccines

1. Groups at high risk for complications from influenza-related complications:

a. Healthy children between 6 and 23 months of age 
b. All persons 65 years of age and older
c. Persons 6 months of age or older who:
· Live in long-term care facilities that house persons with chronic medical conditions
· Have chronic cardiac or pulmonary conditions, including asthma
· Have required regular medical follow-up or hospitalization during the preceding year due to chronic metabolic diseases (including diabetes), renal dysfunction, hemoglobinopathies or immunosuppression (including immunosuppression caused by medications or HIV)
d. Persons between 6 months and 19 years of age who receive long-term aspirin therapy, and therefore might be at risk for Rye’s syndrome after an influenza infection
e. Women who will be pregnant during the influenza season.  Pregnant women have an increased risk of hospitalization due to complications from influenza.  No adverse fetal effects have been associated with flu vaccine.  Influenza vaccination can occur in any trimester. Previously, it was recommended that pregnant women, with no other risk factors, be vaccinated during the second or third trimester.

2. Persons who can transmit influenza to others at high risk:
a. All personnel in hospital and outpatient settings, including emergency response workers
b. Employees of long-term care facilities, assisted living and other residences for persons in high-risk groups who have contact with patients or residents
c. Persons who provide home care to those in high-risk groups
d. Household members (including children) of those in high-risk groups
e. Household contacts and out-of-home caretakers of children up to 23 months of age
3. Depending upon availability, influenza vaccine should be considered for the following:
a. Persons who provide essential community services
b. Students and others in institutional settings (for example, dormitories)
c. Persons at high risk due to plans to travel to the tropics or with large, organized tourist groups at any time of the year, or to the Southern Hemisphere between April and September.  If a flu vaccine is not available, these persons should be informed of the symptoms of influenza and be advised to carry anti-viral medications for prophylaxis or treatment.  Those who received flu vaccine during the flu season do not need to be revaccinated for travel before the next year’s influenza vaccine formulation is available.
d. Persons who wish to reduce the chances of becoming ill with influenza
Timing of Annual Influenza Vaccination

The Centers for Disease Control (CDC) will assess the vaccine supply throughout the manufacturing period and will make recommendations regarding the need for tiered timing of vaccination for different risk groups.

September or as soon as the vaccine is available:

· Primary care sites, medical specialty practices, home health agencies and hospitals:  Persons at risk for complications from influenza (see above) should receive a vaccination when they come for routine health care or are hospitalized.  This is particularly important for children under 9 years of age who receive the flu vaccine for the first time and therefore require two doses.

October, when flu vaccine is available:

· Long-term care facilities:  All residents and employees should be vaccinated.

· All inpatient and outpatient facilities and home health agencies:  Persons at risk, such as health care workers, contacts of high-risk persons, including household contacts and out-of-home caretakers of children up to 23 months of age.

· Vaccination clinics:  Should be scheduled for late October and November.

November through March:

· All health care facilities:  Patients and employees, including new hires and newly admitted unvaccinated patients, should continue to be vaccinated. 

· Non-medical facility worksites:  Begin vaccination.

· All facilities:  Anyone who wishes to avoid getting influenza.

Additional Recommendations
· Vaccinate throughout the flu season:  Flu season usually lasts until March or April. Influenza vaccine can and should be administered throughout the flu season (October – March).

· Administer Pneumococcal Vaccine (PPV23) to persons at risk:  People at risk for pneumococcal disease includes everyone over 65 years of age, people under 65 years of age with chronic medical conditions and residents of long-term care facilities.
· Standing Orders:  The use of standing orders is the single most effective strategy for increasing adult vaccination rates in traditional and non-traditional inpatient and outpatient settings.  For more information on strategies to increase adult immunization vaccination rates, visit the CDC Web site at www.cdc.gov/nip/publications/adultstrat.htm.
Antiviral Medications

Antiviral drugs are an adjunct, not a substitute for, vaccination for preventing and controlling influenza. Amantadine and rimantadine* are approved for the prophylaxis and treatment of influenza A.  Two neuraminidase-inhibitors, zanamivir and oseltamivir, are approved for the treatment of influenza A and B. Oseltamivir is also approved for prophylaxis of influenza A and B.

* Requires treatment authorization.

Additional Information
Centers for Disease Control (CDC) Influenza Web sites:

Disease surveillance information:  www.cdc.gov/professionals/surveillance.htm
Vaccine availability information:  www.cdc.gov/nip/news/shortages/default.htm
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Prospective Drug Utilization Review:

Early Refill Alerts

Early refill or over-utilization interventions are intended to protect patients from adverse events associated with using a prescribed medication beyond the recommended dose.  Serious consequences of over-utilization may include drug overdose, additive toxicity and increased side effects.  In addition, over-utilization of certain drugs may serve as an indication of uncontrolled disease.  For example, excessive use of a
beta-agonist inhaler, such as albuterol, should prompt the pharmacist to suspect poorly controlled asthma.  Most asthma attacks are preceded by periods in which the patient gradually increases the use of their beta agonist or “fast-acting” inhaler.  Recognizing this need and alerting the patient or the patient’s physician may result in the avoidance of emergency room visits and hospitalizations for asthma exacerbations.

In the first six months of 2004, the Medi-Cal prospective alert system issued 9,156,644 alerts.  Early refill or
over-utilization accounted for nearly one-third of these alerts.  Of the 2.7 million early refill alerts issued, less than 1 percent (0.08 percent) of the claims were cancelled; about 45 percent of claims with early refill alerts were dropped, meaning the pharmacist did not resubmit the claim with a DUR override; and 55 percent of alerts were overridden and the claims were filled as is. 

Top 10 Early Refill Alerts for January 2004 through June 2004:

	Rank
	Drug

	1
	Olanzapine

	2
	Gabapentin

	3
	Quetiapine Fumarate

	4
	Risperidone

	5
	Albuterol

	6
	Atorvastatin Calcium

	7
	Trazodone HCl

	8
	Paroxetine HCl

	9
	Amitriptyline HCl

	10
	Metformin HCl


The over-utilization of these drugs can result in adverse effects and serious clinical consequences.

Medi-Cal is concerned with the high frequency of overrides on the early refill alerts, coupled with the types of drugs that are most frequently overridden.  Medi-Cal reminds providers to carefully consider each early refill alert before they override it.  Continued high volumes of such overrides may force Medi-Cal to examine the use of a “hard edit,” such as requiring a Treatment Authorization Request, instead of its current “soft edit” safety alert program, in terms of clinical and economic outcomes.
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Appropriate Drug Billing Unit Standards for Medi-Cal

Each time a drug is billed to Medi-Cal, the claim must state how much of the drug was provided.  Knowing which unit measurement to use allows for proper reimbursement and decreases the likelihood of the provider being under- or over-paid.  This article summarizes the National Council on Prescription Drug Programs (NCPDP) Billing Unit Standards, provides examples of common billing unit errors, and briefly discusses how physicians and clinics bill for drugs.

I.  Pharmacies
Pharmacy claims follow a standard set of rules established by NCPDP.  These rules are summarized below.

Table 1: Adapted from NCPDP Billing Unit Standards Version 2.0 

	Dose Form
	Proper Unit of Measurement

	· Tablet (including convenience packs or oral contraceptive packs)
	· Each Tablet

	· Capsule (including convenience packs)
	· Each Capsule

	· Transdermal Patch
	· Each Transdermal Patch

	· Suppository
	· Each Suppository

	· Non-filled Hypodermic Syringe
	· Each Non-filled Hypodermic Syringe

	· Kit
	· Each Kit

	· Powder Packet
	· Each Powder Packet

	· Vial with Powder
	· Each Vial with Powder

	· Non-drug Products (test strips, swabs, alcohol wipes)
	· Each actual non-drug item in the container

	· Tape
	· Each Tape

	· Liquid (elixir, syrup, ophthalmic/otic liquids, bulk liquids, etc.)
	· mL or cc

· in the exact metric quantity, not rounded off

	· Reconstitutables (the volume in the container after the powder has been reconstituted into a liquid)
	

	· Liquid Pre-filled Syringes
	

	· Vial/Ampule with Liquid
	

	· Inhalers, Nebulized Solutions (when labeled as mL on product)
	

	· Solid (ointment, cream, bulk powder, etc.)
	· gm 

· in the exact metric quantity, not rounded off to whole numbers

· mcg is converted to gm

	· Inhalers (when labeled as mcg, mg or gm on product)
	


Exceptions to NCPDP Billing Unit Standards

The following products are current exceptions to the general rules regarding billing unit standards.  These products must be billed in units measured per each or eaches.

· EpiPen 
1 each

· Imitrex Kit Refill 
1 each
· Prevpac 
14 eaches
· Helidac 
56 eaches
· Pravigard
30 eaches

Inhalers:  As stated in the rules, use the unit of measurement listed on the product. If both volume and weight are listed on the product, then use the first unit listed.  For example, if the package states “14 gm (10 mL),” then 14 grams is used.  If the product weight is listed in terms of mcg or mg, the billing unit is converted to gm.  Please note that Pulmicort Turbuhaler is an exception to this rule and is billed as “each.”

Rounding Off:  Do not round off.  If the quantity is not a whole number, then submit the quantity in the metric decimal form.  For example, a 3.5 gm tube of ointment should be expressed as 3.500, rather than rounding to 4.  Do not include measurement units such as gm or cc.  For more information on rounding, see the Pharmacy Claim Form (30-1) Completion section in the provider manual.

Kits:  A kit must be billed as each kit rather than as separate components or according to units of measurement.  Kits have at least two different items in the same package, intended for dispensing as a unit, and the kit has a single NDC number.  The two items may or may not be drugs. Below are three different types of kits:

1. Two drug items that each have a different billing unit standard (example: tablet and liquid)  

2. One drug plus alcohol swab or cotton (example: Copaxone) 

3. Meter plus test strips

Proprietary Computer Systems:  Some computer systems convert the units that an operator enters.  For example, a “1” is entered for a four-ounce bottle of cough syrup and the computer system converts it to “120” because the bottle size is 120mL.  Medi-Cal has identified claims submitted for 14,400 units (mL) because the quantity entered was “120” and the pharmacy’s computer multiplied that by 120 for a total of 14,400 mL.

Table 2: Examples of Erroneous Billing 

	Quantity Dispensed
	Examples of

Erroneous Billing
	Type of Error
	Correct

Billing Unit

	Duragesic 50 mcg/hr Patches
1 box, 5 patches per box
	“10” for 10 days supply
	Over-billing
	5 patches

	
	“1” for 1 box
	Under-billing
	5 patches

	Augmentin 200mg/28.5 mg/5mL Suspension
	“200” for 200 mg
	Over-billing
	100 mL

	1 bottle of 100 mL
	“1” for 1 bottle 
	Under-billing
	100 mL

	Lovenox 30mg/0.3mL Pre-Filled Syringes
	“12” for 12 pre-filled syringes
	Over-billing
	3.6 mL

	12 syringes of 0.3 mL
	“4” for 3.6 mL rounded up to the nearest whole number 
	Over-billing
	3.6 mL

	Humalog 100U/mL
1 vial of 10 mL
	“1” for 1 vial
	Under-billing
	10 mL

	
	“1000” for 1000 units 
	Over-billing
	10 mL 

	Copaxone Pre-Filled Syringe Solution for Injection Kit
1 box (kit) of 30 pre-filled syringes
	“30” for 30 pre-filled syringes
	Over-billing
	1 kit

	
	“30” for 30 mL (1 mL per pre-filled syringe)
	Over-billing
	1 kit


II. Physicians and Clinics

Injection Codes

There are codes for claims submitted by physicians and clinics for drugs administered to recipients.  These codes do not necessarily follow NCPDP rules. Therefore, providers must look up the product in the list of codes for injections in the appropriate Part 2 provider manual. The injection codes are also listed in the following two ways:

1. Injection codes are listed in the Injections: List of Codes section of the appropriate Part 2 provider manual. 

2. Injection codes may also be found on the Medi-Cal Web site, www.medi-cal.ca.gov.  Go to the “Provider Manuals” section located on the right side of the Medi-Cal Web site home page.  Click “Inpatient/Outpatient.” On the “Inpatient/Outpatient Provider Manual” page, locate the link for the appropriate Part 2 provider manual.  Click on that link.  Scroll down the provider manual subject list until you find the link for “Injections: List of Codes.”  Click the link to view the list of injection codes.

Physician and Office-Administered Injection Pricing

The maximum amount payable for the first unit is the cost of the drug plus an administration fee.  For quantities greater than one unit, the cost of the additional units is added to the amount payable for the first unit.  The price per unit published by Medi-Cal is the price for the first unit (including the administration fee).

Providers may look up current Medi-Cal maximum reimbursement rates on the Medi-Cal Web site, 
www.medi-cal.ca.gov.  Go to the “Provider Reference” section on the left-hand side of the home page.  Click “Medi-Cal Rates.”  On the  “Medi-Cal Rates” page, either click “Download All Medi-Cal Rates” or “View Medi-Cal Rates by Procedure Code.”  To search rates by procedure code, click the link displaying the code range with the code you are searching for.
Conclusion

Incorrect billing practices generate erroneous payments and skew utilization information, which may trigger an audit review of provider claims and/or an investigation into possible fraudulent activity.  To avoid these outcomes and to increase the likelihood of correct claims processing and payment, providers should pay close attention to drug billing unit standards when they submit claims for reimbursement.
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FDA Warnings of Suicidal Behavior in Children
Taking Antidepressants or Atomoxetine

In September 2005, the Food and Drug Administration (FDA) released a public health advisory warning (similar to the warning released in 2004 regarding all antidepressant medications) of suicidal thinking and behavior in children and adolescents. This article summarizes the clinical trial data and information released by the FDA on atomoxetine and antidepressants, and provides utilization data on the use of these agents in the Medi-Cal pediatric population.

I.
Suicidality with Atomoxetine

The FDA and its Pediatric Advisory Committee recently requested an analysis of adverse event data from Eli Lilly’s atomoxetine database and clinical trials. The FDA’s request for this review was prompted by prior findings that antidepressants pose an increased risk of suicidal thoughts and behavior in children taking them. The analysis of atomoxetine data identified a statistically significant increased risk of suicidal thoughts among atomoxetine-treated children and adolescents as compared to placebo groups (4 per 1,000 patients in the atomoxetine group compared to none in the placebo group). There was one suicide attempt observed in among a total of 2,200 patients, and this patient was in the atomoxetine-treated group.

On September 29, 2005, the FDA issued a Public Health Advisory to alert patients and medical professionals of reports of suicidal thinking in children and adolescents taking atomoxetine. The FDA directed Eli Lilly to add a “boxed” warning on the labeling, and to create a medication guide for pharmacists to distribute with all new and refill prescriptions of atomoxetine for children/adolescents.

The FDA advised that upon starting treatment with atomoxetine or changing dose of the drug, pediatric patients must be closely monitored for a few months for the advent of the following signs/symptoms:

· Clinical worsening
· Unusual changes in behavior
· Agitation, irritability
· Suicidal thinking or behavior
It is not yet known if the suicidality in children/adolescents is a phenomenon that extends to the traditional ADHD medications. In early 2006, the FDA plans to complete an ongoing review of side effect data for all ADHD medications. 

II.
In 2004 the FDA Issued a Black Box Warning Regarding Suicidality in Children


and Adolescents with All Antidepressants

On September 16, 2004, the FDA released the following recommendations made by the Psychopharmacologic Drugs and Pediatric Advisory Committees:

· Concluded that increased risk of suicidality in pediatric patients applied to all the drugs studied (fluoxetine, sertraline, mirtazapine, paroxetine, venlafaxine, citalopram, bupropion, fluvoxamine, nefazodone) in controlled clinical trials.

· Recommended that warnings of increased risk of suicidality in pediatric patients be applied to all antidepressant drugs.

· Recommended a "black-box" warning and endorsed a Medication Guide with every prescription for this class of drugs.

· Recommended that the products not be contraindicated because access to these therapies is important.

On October 15, 2004, the FDA announced its decision to require a “Black Box Warning and Medication Guide” for the use of all antidepressants in children and adolescents under 18 years of age. New warning language did not prohibit the use of antidepressants in children and adolescents. It only warned of the risk of suicidality and encouraged providers to balance this risk versus benefit. The approved medication guide can be obtained at www.fda.gov/cder/drug/antidepressants/MG_template.pdf.

III.
How Are Medi-Cal Providers Impacted?
The FDA has issued two warnings to alert medical professionals of reports of suicidal thinking and behavior in children and adolescents taking antidepressants and atomoxetine. Between September 2004 and September 2005, a large number of Medi-Cal recipients were being treated with these agents. Therefore, it is important to properly counsel and closely monitor all pediatric patients who are starting new therapy with these agents, those who are titrating dosage, and those with a predisposition/history of bipolar disorder. 
Medi-Cal is actively monitoring the impact that the label changes have made to antidepressants and atomoxetine on the utilization of these drugs and clinical outcomes. 

To report any unexpected adverse events associated with these agents, contact the FDA MedWatch program at 1-800-FDA-1088; by fax at 1-800-FDA-0178; by mail to MedWatch; Food and Drug Administration; HFD-410; 5600 Fishers Lane; Rockville, MD 20857-9787; or online at www.fda.gov/medwatch/report.htm.
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Use of Inhaled Long Acting Beta2-Agonists in the Medi-Cal Fee-For-Service (FFS) Population

The Food and Drug Administration (FDA) has issued new warnings for all products containing long-acting beta2-agonists (LABAs).  The FDA has requested updates to product labels and a Patient Medication Guide given to patients receiving Serevent Diskus (salmeterol xinafoate), Foradil Aerolizer (formoterol fumarate) and Advair Diskus (salmeterol/fluticasone).

The FDA issued the following warnings about the use of a LABA medicine for the treatment of asthma:
· Even though LABAs decrease the frequency of asthma episodes, LABAs may increase the chance of severe asthma episodes, and death when those episodes occur. 
· LABAs should not be the first or only medicine used to treat asthma. 
· LABAs should be added to the treatment plan after the use of low- or –medium-dose corticosteroids have failed to control asthma symptoms, as recommended by the National Heart, Lung, and Blood Institute [NHLBI] Guidelines for the Diagnosis and Treatment of Asthma1. 
· Do not use LABA to treat sudden wheezing episodes or wheezing that is getting worse.  
Providers should also be aware of the following:

· The warning does not apply to chronic obstructive pulmonary disease (COPD).

· The warning does not pertain to short-acting beta agonists.

For more information about label changes or how to obtain Patient Medication Guides, see the following FDA Web site pages:

· www.fda.gov/cder/drug/advisory/LABA.htm
· www.fda.gov/cder/drug/infopage/LABA/default.htm
The NHLBI Guidelines for the Diagnosis and Management of Asthma1 recommends the following “Stepwise Approach” for managing asthma:

	Short-acting beta2-agonist * 
	(
	Add inhaled corticosteroid at low to medium dose 
	(
	Add long-acting beta2-agonist


*
All asthma patients should have a bronchodilator (inhaled short-acting beta2-agonist, preferred) to use as needed for symptoms.  
Medi-Cal conducted a retrospective study of recipients with a recorded diagnosis of asthma to determine if prescribers/patients are adhering to recommended treatment guidelines. Patients with a diagnosis of asthma (ICD-9 code 493) on a billed medical claim, and at least one pharmacy paid claim for a short-acting beta2-agonist (albuterol) between January 1, 2004 and June 30, 2004, were included in the initial analysis. The claims for these recipients were analyzed for a one-year study period between July 1, 2004 and June 30, 2005 to determine if there was appropriate asthma step-therapy with respect to the addition of inhaled corticosteroids and LABA agents. There were a total of 21,369 asthma recipients identified who received only a short-acting beta agonist agent during the six-month lead-in period. 

During the 12-month study period: 

· 12 percent of asthmatics began treatment with a LABA drug before trial/failure of monotherapy with an inhaled corticosteroid.

–
Of these beneficiaries, over 99 percent moved from Albuterol directly to Advair (salmeterol/fluticasone).

For all non-Medicare FFS Medi-Cal patients with a paid medical claim reporting a diagnosis of asthma in the same study period (N = 113,364), 26,912 recipients received at least one prescription for Advair. The study also yielded the following data:

· 15 percent of patients receiving Advair did not have a single paid claim in the same 
12-month period for a short-acting beta2-agonist agent as a quick reliever.

· 2 percent of patients receiving Advair had at least one occurrence of an inhaled corticosteroid filled on the same day as their Advair, with many patients showing up to 12 occurrences over the 12-month period.

Prescribers are reminded to refer to the NHLBI guidelines for the management of asthma patients.  Pharmacists should carefully screen for duplication of asthma therapy and to consult patients taking LABA about the risk of severe asthma exacerbations.  

Medi-Cal is monitoring the use and clinical outcomes of all long-acting beta2-agonists.  

To report any unexpected adverse events associated with these agents, contact the FDA MedWatch program at 1-800-FDA-1088; by FAX at 1-800-FDA-0178; by mail to MedWatch, Food and Drug Administration, HFD-410, 5600 Fishers Lane, Rockville, MD, 20857-9787; or online at www.fda.gov/medwatch/report.htm.

_________________________________________________________________________________________

1 National Asthma Education and Prevention Program Expert Panel Report.  Guidelines for the Diagnosis and Management of 
Asthma–Update on Selected Topics. Bethesda, MD: NIH/National Heart, Lung, and Blood Institute, (2002). (www.nhlbi.nih.gov).
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Rate of Hemoglobin A1C Testing in the Medi-Cal FFS Population

Glycemic control is paramount to the short-term and long-term management of diabetes.  Monitoring of blood glucose, via the hemoglobin A1C test and self-monitoring, is the standard of care for patients with diabetes. This bulletin focuses on the A1C test and provides information about the rate of testing in the Medi-Cal
Fee-For-Service (FFS) population.

Glucose Control and the Hemoglobin A1C Test

The results of the Diabetes Control and Complications Trial and the United Kingdom Prospective Diabetes Study demonstrate that tight control of blood glucose (with an average A1C < 7 percent) helps reduce the rate of secondary microvascular complications such as nephropathy, neuropathy, and retinopathy1,2.

Performing regular A1C tests allows the provider to:

· Document initial assessment of glucose control status and determine target range

· Assess average glucose levels over the past 2 to 3 months 

· Detect departures from target goal and allow for timely adjustments in therapy

· Verify the patient’s self-monitored glucose meter readings

American Diabetes Association (ADA) Standards of Medical Care in Diabetes Monitoring Recommendations3:

· Perform the A1C test twice a year in patients that are at glycemic goal and stable metabolic status

· Perform the A1C test every three months in patients that are not at glycemic goal or patients that have
changing therapy

· Use point-of-care testing of A1C to make therapy changes in a timely manner 
· The goal A1C for most patients is 7 percent or below

Frequency of A1C testing may depend on the clinical situation, the treatment regimen used, and the judgment of the clinician. Deviations from standard A1C goals and monitoring frequency may be appropriate for the following patients: pregnant, the young and the elderly (<13 years old and >65 years old), and those experiencing hypoglycemia.

Rate of Hemoglobin A1C Testing in the Medi-Cal FFS Beneficiary Population

A retrospective study of Medi-Cal FFS recipients with diabetes was conducted to determine if prescribers/patients are adhering to recommended ADA standards of care. Patients continuously enrolled in the Medi-Cal Fee-For-Service program between January 1, 2005 and December 21, 2005 with a diagnosis of diabetes (ICD-9 code 250.xx) who had two or more paid claims in an outpatient setting (excluding long-term and acute care settings) AND one paid claim for a diabetic medication that consisted of either a hypoglycemic agent, insulin or diabetic supplies were included in the analysis were included in the analysis. It should be noted that this diabetic definition does not follow HEDIS measures and, therefore, results should not be used as a direct comparison.  Recipients with a Medicare benefit were excluded. Claims for these recipients were analyzed to determine compliance with ADA guidelines concerning A1C testing (CPT-4 code 83036).

During the 12-month study period, 10,948 recipients with diabetes were identified:

· 76 percent had received at least one HbA1C test in 2005

· 42 percent received the ADA recommended two HbA1C tests in 2005

· 79 percent who are taking two or more drugs had an A1C test during the study period

The above results are a good start, and hopefully improvement will be made over time with an increase in A1C testing. Future studies in this area may expand diagnosis codes and place of service settings to measure the quality of care given to Medi-Cal recipients in long-term care and hospital settings.

Recommendations

Medi-Cal wants to ensure that the recipients utilizing diabetes medications are receiving adequate monitoring. The following steps should be followed by pharmacists and physicians:

· Prescribers are reminded to refer to ADA guidelines for the management of patients with diabetes
· Prescribers and pharmacists should make sure when changing or adding medications their patients are aware of the importance of compliance with their medication regimen
· Pharmacists should consult patients taking anti-diabetic drugs (particularly those starting or changing therapy) to be aware of their personal A1C test values and A1C goals
_________________________________________________________________________________________

1 Diabetes Control and Complications Trial/Epidemiology of Diabetes Interventions and Complications (DCCT-EDIC) Research Group: Retinopathy and nephropathy in patients with type 1 diabetes four years after a trial of intensive therapy.  N Engl J Med 342: 381-289, 2000.

2 UK Prospective Diabetes Study (UKPDS) Group: Intensive blood-glucose control with sulphonylureas or insulin compared with conventional treatment and risk of complications in patients with type 2 diabetes (UKPDS 33).  Lancet 353: 837-853, 1998.

3 Standards of Medical Care in Diabetes.  Diabetes Care 29(1), January 2006.
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Use of Topical Calcineurin Inhibitors in the Medi-Cal Fee-For-Service (FFS) Population

On March 10, 2005 the Food and Drug Administration (FDA) issued a Public Health Advisory for the topical calcineurin inhibitors Pimecrolimus Cream (Elidel®) and Tacrolimus Ointment (Protopic®)1.

On January 19, 2006, the FDA approved updates to the product labels and a Patient Medication Guide to be given to patients receiving pimecrolimus cream and tacrolimus ointment2.

Pimecrolimus cream and tacrolimus ointment are topical immunosuppressant calcineurin inhibitors that are applied to the skin, and are the only approved drugs in this class.

The FDA’s concerns are based on information from animal studies, case reports in small numbers of patients and on the mechanism of action of the drugs1.

· Although a causal relationship has not been established, there have been rare cases of malignancy reported in patients being treated with topical calcineurin inhibitors

· Phase I animal data suggest that the risk of cancer increases with increased exposure to topical pimecrolimus or tacrolimus
· Long-term safety data of these drugs has not been established

The FDA and the manufacturers recommend that healthcare providers, patients and caregivers consider the following1,3,4.

· Use as second-line treatment in patients unresponsive to, or intolerant of, other treatments (e.g. topical corticosteroids)

· Indicated for short-term and intermittent treatment of mild to moderate atopic dermatitis (eczema)

· Avoid the use of pimecrolimus and tacrolimus in children younger than 2 years of age.  The effect of these agents on the developing immune system in infants and children is not known

· Do not use in patients with a weakened or compromised immune system

· Use the minimum amount of pimecrolimus and tacrolimus needed to control the patient’s symptoms

Topical pimecrolimus and tacrolimus are NOT indicated in children less than 2 years old and high-dose tacrolimus (0.1%) is NOT indicated in children less than 16 years of age.4
For more information on label changes or to obtain Patient Medication Guides, visit:

www.fda.gov/bbs/topics/news/2006/NEW01299.html

Medi-Cal conducted a retrospective study of beneficiaries with paid pharmacy claims for calcineurin inhibitors.  Patients with at least one pharmacy paid claim for a calcineurin inhibitor between July 1, 2005 and December 31, 2005 were included in the analysis.  The claims for these beneficiaries were analyzed for an 18-month lead-in period of January 1, 2004 through June 30, 2005 to determine if prescribing patterns were appropriate, including the trial/failure of another agent prior to initiation of treatment with a calcineurin inhibitor.  It should be noted that only oral prednisone, oral methylprednisolone and topical corticosteroids were considered to determine previous therapies.  Medi-Cal also recognizes that other agents (i.e. prednisolone, oral dexamethasone, Vitamin D analogs, etc.) can be used to treat eczema that were not included in this analysis.

There were a total of 714 continuously eligible beneficiaries identified who received a calcineurin inhibitor agent during the study period (July 1, 2005 through December 31, 2005).

· 22 percent of patients began treatment with a topical calcineurin inhibitor drug before trial/failure of a topical corticosteroid, oral prednisone, or oral methylprednisolone

· 15 percent of all patients with paid claims for topical calcineurin inhibitors were infants less than 2 years old

· 36 percent of all patients ages 2 through 15 with a paid claim for tacrolimus ointment were treated with the high dose (0.1 percent) strength

Medi-Cal is monitoring the utilization of all topical calcineurin inhibitors for appropriate use.

To report any unexpected adverse events associated with these agents, contact the FDA MedWatch program at 1-800-FDA-1088; by FAX at 1-800-FDA-0178; by mail to MedWatch, Food and Drug Administration, HFD-410, 5600 Fishers Lane, Rockville, MD, 20857-9787; or online at www.fda.gov/medwatch/report.htm.

_________________________________________________________________________________________

1 FDA Public Health Advisory Elidel (pimecrolimus) Cream and Protopic (tacrolimus) Ointment. Food and Drug Administration, March 10, 2005. http://www.fda.gov/cder/drug/advisory/elidel_protopic.htm
2 FDA News FDA Approves Updated Labeling with Boxed Warning and Medication Guide for Two Eczema Drugs, Elidel and Protopic.  Food and Drug Administration, January 19, 2006. http://www.fda.gov/bbs/topics/news/2006/NEW01299.html
3 ELIDEL (Pimecrolimus, Novartis) Package Insert. http://www.pharma.us.novartis.com/product/pi/pdf/elidle.pdf

4 PROTOPIC (Tacrolimus, Astellas Pharma Inc.) Package Insert. http://www.astellas.us/docs/protopic.pdf
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Over Utilization of Migraine Medications in the Medi-Cal FFS Population

Migraine headaches affect more than 29 million people in the United States.1  It is a debilitating disease, characterized by throbbing head pain, usually located on one side of the head and often accompanied by nausea and sensitivity to light and/or sound.2  The pain is disabling for patients, making it difficult for them to work or perform daily activities.  A World Health Organization (WHO) survey rated migraines as one of the most disabling chronic disorders.2
The average age of onset of migraines is during adolescence and most migraines commonly occur between 15 and 55 years of age.1  Women are three times more likely than men to have migraine attacks.

Migraine attacks occur periodically and can last from four to 72 hours.2  Symptoms vary by episode and individual.  This can make it difficult for patients to determine if and when to take abortive migraine medications.  There are currently seven medications on the market classified as triptans to use as abortive therapy.  There are also ergotamine and narcotic pain medications that can be used for acute migraine treatment (typically in combination with abortive therapy).  Included with pharmacologic therapy, there are non-pharmacologic measures that can be utilized to help prevent a migraine attack.  These include education about the disorder, how migraines occur and changes in lifestyle.2
Patients with any one of the following symptoms should be considered for preventative therapy for migraines:3,4
· Two attacks per month, with disability totaling three or more days.  If the pain severity is high, then less than two attacks per month should be considered for preventative therapy

· If migraine interferes with normal daily activity

· Use of abortive migraine medications greater than two times per week5
· Abortive medications contraindicated, ineffective or not tolerated
Over utilization of abortive and other acute migraine medications should be discouraged by medical professionals.  Patients should be educated on possible consequences when abortive medications are overused, and that rebound migraines can occur.  Preventative therapy can assist in decreasing the overall rate of migraine occurrences and decrease the number of emergency room visits for migraine.

Payments to pharmacies in the Medi-Cal fee-for-service (FFS) program for abortive anti-migraine drug therapy, triptans and ergotamine, for the period of October 1, 2005 through September 30, 2006 totaled $6.2 million.  Usage of triptans accounted for $5.7 million of that total.

A retrospective study of Medi-Cal FFS beneficiaries (excluding Medicare beneficiaries) with migraines was conducted to determine if patients are over utilizing migraine medications, using preventative medications to control migraine attacks and whether they are frequently using hospital emergency rooms when seeking treatment for their migraines.  Patients who were Medi-Cal FFS in 11 out of 12 months during the period of October 2005 through September 2006, and who had two or more paid claims for migraine medications were considered for the study.

· Using decision support software (Identification of Migraine Prevention and Acute Therapy, or IMPACT, developed by Ortho-McNeil Neurologics), 5,787 Medi-Cal beneficiaries met the criteria.

· 84 percent of beneficiaries using triptans were female (4,879 out of 5,787). American Migraine Prevalence and Prevention Study (AMPP) data showed 77 percent of participants being female.

· 47 percent of beneficiaries with migraines were between 46 and 64 years of age.

· 59 percent of beneficiaries would be considered “high utilizers” due to their use of three or more doses per month of a triptan.  This is based on current California Department of Health Services (CDHS) policy of three dispensings of a triptan prescription for tablets/nasal spray or 10 dispensings of the injectable kit in a 12-month time period.  Anything beyond this would be considered a “high utilizer” and would require a Treatment Authorization Request (TAR) for payment.

· Further analysis determined that 62 percent of beneficiaries taking migraine medication were also taking some sort of preventative (prophylactic) medication.  There are four categories of preventative medication that are commonly used, but only a small number are FDA approved to help prevent migraines.  Information on whether these patients are taking the preventative medications for true prevention or just taking it due to a co-morbid disease state is not known.  However, even if not taken specifically for prevention, the outcome of decreased migraine occurrences should still occur.
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Additionally, of the 7,978 Medi-Cal FFS beneficiaries that had at least one claim for 
a triptan or an ergotamine in this same time frame, 9 percent had been seen in the emergency room with a diagnosis of migraine.  These patients may not be getting satisfactory relief and/or prevention of their migraine episodes, and would be ideal candidates for initiation of or adjustment to their preventative therapy.

Recommendations

Medi-Cal wants to make certain that beneficiaries that suffer from migraines can get both the acute treatment needed and the preventative therapy that may be warranted.  The following steps should be followed by all providers: 

· Prescribers should monitor how frequently their patients are experiencing migraines through both consultation with the patient regarding the use of medications and use of patient migraine journals.

· Pharmacists should consult beneficiaries regarding the consequences of over utilization of abortive migraine medication and use of a preventative therapy and should contact the prescriber if over utilization continues without the use of preventative therapy.  Pharmacists should also discuss what may be triggering a migraine and how to avoid those triggers.

· For all providers, follow the guidelines on when to initiate preventative therapy for migraine sufferers.

_________________________________________________________________________________________

1 Lipton R.B. et al, Migraine Prevention Patterns in a Community Sample:  Results from the American Migraine Prevalence and Prevention 

  (AMPP) Study.  Poster presented at the 2005 annual meeting of the American Headache Society & AMPP Study Fact Sheet.

2 Goadsby P.J., Lipton R.B., Ferrari M.D.  Migraine – Current Understanding and Treatment.  N Engl J Med 2002; 346:257-270.

3 Snow V et al, for the American Academy of Family Physicians and the American College of Physicians – American Society of Internal 

  Medicine.  Ann Intern Med. 2002; 137:840-849.

4 Ramadan NM et al, and the US Headache Consortium. 2000:1-55.

5 Silberstein S, Practice Parameter:  Evidence-Based Guidelines for Migraine Headache (an evidence-based review):  Report of the Quality  

  Standards Subcommittee of the American Academy of Neurology. Neurology 2000; 55:754-762.
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Lipotropics and Liver Function/Cholesterol Testing in the Medi-Cal 
Fee-For-Service Population

High cholesterol is a major contributor to coronary heart disease (CHD).  There are approximately 100 million people with high cholesterol (>200mg/dL) in the United States.1  Heart disease is the leading cause of death in the United States.  High cholesterol attributes to narrowing of the arteries and plaque formation in coronary arteries.2  High cholesterol is a changeable risk factor in heart disease.  Some instances of high cholesterol can be familial, but diet also contributes to a patient’s total cholesterol count.

There are different types of medications used to help lower cholesterol levels in the body. These include HMG-CoA Reductase Inhibitors (statins), other anti-lipemic agents (non-statins) and combination therapy.  In addition to pharmacologic treatment for high cholesterol, there are also therapeutic lifestyle changes (TLC) that are essential to assist in the lowering of cholesterol.3
The Detection, Evaluation and Treatment of High Blood Cholesterol in Adults (Adult Treatment Panel III – ATP III) recommends that providers follow a progression of drug therapy and cholesterol evaluation schedule.  They suggest the following:4
· Initiate LDL-lowering drug therapy and check cholesterol levels in six weeks.

· If the LDL goal is not realized, increase the dose of medication or add another type of cholesterol-lowering medication to the current regimen and recheck in 
six weeks.

· If the LDL goal is met, then continue the course of treatment including therapeutic changes and recheck every four to six months.  If the goal is not met, then consider a referral to a specialist.

A retrospective study of Medi-Cal fee-for-service (FFS) recipients was conducted to determine if providers are following ATP III guidelines for cholesterol testing in patients starting cholesterol drug therapy.  Since laboratory test results are not available to Medi-Cal to determine if lower cholesterol levels were achieved, the study focused on whether there was appropriate follow-up after patients began cholesterol drug treatments.  Cholesterol testing included both cholesterol screening tests and liver function tests.  Patients who were continuously eligible for 11 out of 12 months during the period of October 2005 through September 2006 and started cholesterol drug therapy between January through June 2006 were included in the study.

· 11,317 Medi-Cal recipients who met the continuous eligibility criteria had at least two claims for cholesterol medications during the study period, and had no claims for cholesterol medications in the last six months of 2005. 

· 60 percent had follow-up testing after starting drug therapy, though only 32.5 percent of the recipients had follow-up testing within the ATP III guidelines.

· 71 percent of recipients were tested prior to beginning cholesterol drug therapy.
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The above results show that providers are providing follow-up care for their patients on cholesterol medications.  Medi-Cal wants to make certain that recipients that utilize cholesterol medication are getting the best possible care.  

· Providers should follow the current ATP III guidelines and other best practices with respect to initiating therapy and laboratory follow-up.

· Pharmacists can use prescription consultation as an opportunity to remind patients to have their cholesterol tested at the proper times after initiating or changing therapy.  The pharmacist can encourage them to make appropriate lifestyle changes to help lower their cholesterol through non-pharmacologic means.

· Providers and pharmacists should consult their patients on the side effects of these medications, and the importance of using these medications correctly.  Patients should also be monitored and informed about possible drug-drug interactions if they are taking more than one cholesterol-lowering medication.
_________________________________________________________________________________________
1 American Heart Association. Heart Disease and Stroke Statistics – 2006 Update.  Dallas, TX:  American Heart Association; 2006.      

  Available at http://www.americanheart.org. 

2 National Committee for Quality Assurance (NCQA).  Cholesterol Management After a Heart Attack.  State of Health Care Quality Report, 

  2003.

3 Grundy, S, Cleeman, J, et al.  Implications of Recent Clinical Trials for the National Cholesterol Education Program (NCEP) Adult    

  Treatment Panel III Guidelines.  Circulation.  2004; 110:  227-239.

4 National Cholesterol Education Program.  Executive Summary of the Third Report of the National Cholesterol Education Program (NCEP). 

  Expert Panel on Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults (ATP III).  Bethesda, MD:  National Institutes of 

  Health; 2002.
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Follow-Up Care for Attention Deficit Hyperactivity Disorder (ADHD) in Medi-Cal FFS Population

Attention Deficit Hyperactivity Disorder (ADHD) is considered one of the most widespread childhood behavioral complaints that physicians address1.  The symptoms of ADHD can impact multiple areas related to children’s performance in their everyday activities at school, home or in the community.  There is some concern about over-diagnosis of ADHD and increase in stimulant use for treatment of ADHD.  It has been shown that stimulant medication can increase the capacity for the patient to stay on task and follow rules, and can decrease emotional outbreaks.  The American Academy of Child and Adolescent Psychiatry (AACAP) has recommendations for the care of children with ADHD 2.  Their recommendations include:

· Providers should institute management programs to treat ADHD as a chronic condition.

· Treatment evaluation should include the patient, family, teachers and other adults in the patient’s life.

· Environmental and behavioral techniques should be included with drug therapy.

· Follow-up with the patient to target outcomes and decrease side effects.

Follow-up care for ADHD includes:

· Should be instituted the month after medications are initiated. 3
· Follow-up office visits at periodic time intervals after the patient is stabilized on an appropriate dose.  This number should be individualized to the patient’s clinical needs. 4
A retrospective study of Medi-Cal Fee-For-Service (FFS) recipients was conducted that measured the extent that recipients had medical follow-up visits after initiating ADHD medication therapy.  It is recognized that physician phone follow up cannot be tracked through administrative claims and, therefore, could not be identified in this analysis.  Recipients who were continuously eligible throughout the January 2006 to March 2007 period and started ADHD drug therapy between July 2006 through September 2006 were included in the study.

· 1,247 Medi-Cal recipients under age 17 had claims for ADHD drugs during the study period and met the continuous eligibility criteria.

· Over 39 percent of the recipients between 0 – 5 years old had follow-up care within 180 days after starting drug therapy, though less than 18 percent had follow-up care within 30 days as recommended by the AACAP

· Overall, follow-up care within 180 days after initiating ADHD drug therapy decreased in older age groups, as 33 percent of recipients between 6 – 12 and only 18 percent of recipients between 13 – 16 had follow-up doctor visits after initiating ADHD drug therapy

· Median number of days before the first follow-up visit was 37 days for the recipients seen within 180 days of initiating ADHD drug therapy
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Overall, pediatric patients are getting follow-up care when diagnosed with ADHD and receiving medication to treat the condition.  The percentage of patients receiving follow-up within AACAP recommendations could be improved upon. Medi-Cal recommends:

· Providers follow current AACAP recommendations for treatment and follow-up for patients with an ADHD diagnosis
· Schedule follow-up visits at periodic intervals
· Providers obtain information on the efficacy of the medication from multiple caregivers, including family, teachers and the community
· Pharmacists inquire when patients pick up medications that a follow-up visit has been scheduled and are always available to discuss the advantages and side effects of ADHD medications
_________________________________________________________________________________________
1 Rushton JL, Fant KE, Clark SJ. Use of practice guidelines in the primary care of children with attention-deficit/hyperactivity disorder. Pediatrics 2004; 114(1):e23-e28. 

2 American Academy of Child and Adolescent Psychiatry. Practice Parameters for the Assessment and Treatment of Children and Adolescents with Attention-Deficit/Hyperactivity Disorder. www.aacap.org/galleries/PracticeParameters/New_ADHD_Parameter.pdf. 2007.

3 Harpaz-Rotem I, Rosenheck RA. Prescribing practices of psychiatrists and primary care physicians caring for children with mental illness. Child Care Health Dev 2006; 32(2):225-237.

4 American Academy of Child and Adolescent Psychiatry. Practice Parameters for the Assessment and Treatment of Children and Adolescents with Attention-Deficit/Hyperactivity Disorder. www.aacap.org/galleries/PracticeParameters/New_ADHD_Parameter.pdf. 2007.
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Persistence of Beta-Blocker Treatment After Myocardial Infarction

Myocardial infarction is classified as the death of a segment of the heart due to lack of blood supply.  National statistics indicate there will be an estimated 700,000 Americans that suffer a myocardial infarction or other type of cardiac attack this year.1  According to data collected by the National Center for Health Statistics, over the five-year period from 1999 through 2004, an estimated 7.9 million patients had an acute myocardial infarction (AMI).2  The American Heart Association and American College of Cardiology both have guidelines for treatment after an AMI that recommend beta-blockers during the hospital stay and upon discharge for those patients who do not have contraindications to beta-blocker use.  Beta-blockers decrease myocardial oxygen demand along with slowing heart rate and lowering blood pressure.

A retrospective study of Medi-Cal Fee-for-Service (FFS) recipients was conducted to measure the extent of compliance with treatment with beta-blocker medications after discharge from hospital after a heart attack.  The study of Medi-Cal FFS recipients followed the study design prepared by the National Committee for Quality Assurance (NCQA) for HEDIS 2008.3  The study, “Persistence of Beta-Blocker Treatment After a Heart Attack,” outlines the specific diagnosis codes used to identify acute myocardial infarction (AMI) along with the diagnosis codes to use for excluding patients where beta-blocker therapy would be contraindicated.  Though the HEDIS study covered a 12-month period, Medi-Cal used a 9-month period to find those patients who had a heart attack, with an additional 6 months to track prescriptions for beta-blockers after their heart attack.
· 576 Medi-Cal FFS recipients met the criteria outlined in the HEDIS 2008 study for inclusion in this study.

· Though 80% filled a prescription for beta-blockers medications within 180 days of their discharge from a hospital after suffering an AMI, only 32% met the HEDIS criteria for continuing treatment for 6 months following their heart attack

· Over 53% of patients filled a prescription for beta-blocker medications within 30 days of discharge from hospital
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The Medi-Cal data shows that about one-half of patients are filling an initial prescription for beta-blocker after an AMI, but the long term, continuing treatment for their condition is not occurring.  Because compliance is often an issue, physicians should be talking to their patients about the importance of taking medications as prescribed at every appointment.  Pharmacists can also help monitor that patients are getting their beta-blockers refilled at appropriate time intervals and by asking patients how they are coping with any side effects that may be occurring due to the medication.  This can occur when other prescriptions are picked up and possibly through mailed notices or phone reminders that their prescriptions needs to be refilled.

Medi-Cal recommends prescribers and other health professionals follow the most current recommendations by the American Heart Association and American College of Cardiology for treatment after a myocardial infarction.  The most current recommendations can be found at:

www.americanheart.org/presenter.jhtml?identifier=3003999.

_________________________________________________________________________________________
1 AHA/ASA Heart Disease and Stroke Statistics 2007 Update. 

2 Rosamond, et al. Heart Disease and Stroke Statistics – 2007 Update:  A report from the American Heart Association Statistics Committee and Stroke Statistics Subcommittee.  Circulation 2007; 115; 69-171.

3 National Committee for Quality Assurance (NCQA). Persistence of Beta-Blocker Treatment After a Heart Attack.  HEDIS 2008, Volume 2 Technical Specifications.
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Appropriate Testing of Children with Pharyngitis

Acute pharyngitis is a common illness occurring in children and adolescents.  
Group A beta-hemolytic streptococcus (GABHS) is the most frequent cause of acute pharyngitis, accounting for 15 – 30 percent of cases in children, while the remaining 
70 – 85 percent can be attributed to a number of viruses and non-streptococcal bacteria.1 In most cases, acute pharyngitis is both benign and self-limiting. However, group A streptococcal infection is an illness for which antimicrobial therapy is indicated.2

Appropriate diagnosis by testing for and antibiotic treatment of group A streptococcal infections is necessary to prevent suppurative sequelae such as peritonsillar or retropharyngeal abscess, cervical lymphadenitis, mastoiditis, otitis media and sinusitis3, and most importantly, preventing acute poststreptococcal glomerulonephritis and acute rheumatic fever.4 The clinical manifestations of GABHS and non-streptococcal pharyngitis have an extensive overlap, thus requiring either a Rapid Antigen Detection Test (RADT) and/or throat culture for confirmation of the definitive diagnosis and appropriate subsequent treatment.5 Without a definitive diagnosis, providers are more likely to over-treat with antibiotics rather than properly diagnose and treat group A streptococcus pharyngitis.  

A 12-month retrospective study – from July 2006 to June 2007 – of Medi-Cal fee-for-service (FFS) recipients was conducted to determine whether children, between 2 and 18 years of age, diagnosed with acute pharyngitis, tonsillitis or streptococcal sore throat, were given a strep test along with antibiotic medications. The study, designed using specific diagnosis codes, procedural codes and criteria from “Appropriate Testing of Children with Pharyngitis” by the National Committee for Quality Assurance (NCQA) for HEDIS 2008,6 yielded the following data:

· 11,362 Medi-Cal FFS recipients were diagnosed with pharyngitis and received a prescription for an antibiotic in the first eligible episode during the study period.

–
Only 21 percent (2357) of patients received a streptococcal test in the initial episode diagnosed and a prescription for an antibiotic medication.

–
Over 81 percent (9183) received penicillin or its congeners, which are the recommended antibiotics for treating GABHS.

The Medi-Cal data shows that about 80 percent of patients received antibiotics without being given a strep test in the initial episode. It is important to recognize that due to an extensive overlap of clinical manifestations of acute pharyngitis by group A streptococcal and non-streptococcal infection, current diagnosis and treatment guidelines indicated by Infectious Diseases Society of America (IDSA) and the American Academy of Pediatrics advocate a definitive diagnosis by either a RADT and/or throat culture7 (see algorithm chart). A negative RADT result should be confirmed with a throat culture result. Both tests are reimbursable by Medi-Cal. Antimicrobial therapy is indicated if the presence of GABHS is confirmed by either RADT or by culture.

Since the great majority of pharyngitis episodes (about 70 – 80 percent of cases) are not caused by group A streptococci, empiric antibiotic treatment will result in significant over treatment. Overuse of unwarranted antibiotic treatment and/or usage of broad-spectrum antibiotics can lead to the development of antibiotic resistance.
Medi-Cal recommends providers follow IDSA guidelines when treating children with pharyngitis.

If GABHS is confirmed, the gold standard for treatment of GABHS pharyngitis is narrow-spectrum penicillin. Amoxicillin is an appropriate alternative due to its similar spectrum of coverage as well as better palatability in the suspension form. If compliance is an issue, one dose of benzathine penicillin G via intramuscular injection can be given. For patients with allergies to penicillin, but without cross-sensitivity, first-generation cephalosporins such as cephalexin are suitable alternatives. Erythromycin is the first-line agent for patients with anaphylactic reactions to penicillin or cross-sensitivity
 to cephalosporins. For erythromycin-resistant group A streptococcal infections, clindamycin is an appropriate alternative treatment choice. Broad-spectrum antibiotics such as fluoroquinolones and 
third-generation cephalosporins are not recommended due to higher costs, a propensity for increasing antibiotic resistance in a broader range of bacterial pathogens, and for the most part, they are unwarranted due to lower-cost alternatives.
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Avoidance of Antibiotic Treatment in Adults with Acute Bronchitis

Acute bronchitis is one of the most common diagnoses for adults in the United States. Approximately 5 percent of adults self-report an episode each year and up to 90 percent of these people seek medical attention.1 According to the American College of Chest Physicians (ACCP), acute bronchitis is defined as an acute cough illness, with or without phlegm production, lasting for up to three weeks.2 ACCP limits treatment assessment and guideline to patients who are considered to have “uncomplicated” acute bronchitis. Patients with underlying issues such as AIDS, chemotherapeutic treatments, and congestive heart failures, along with the co-morbid conditions listed in Chart 1, are excluded from the discussion. Acute bronchitis is a self-limiting respiratory disorder that is diagnosed only in the absence of pneumonia, the common cold, acute asthma, or an exacerbation of chronic obstructive pulmonary disorder.3
The etiology of acute bronchitis can be either bacterial or viral in nature. Several randomized trials and meta-analysis studies (on the effects of antibiotics on the duration and severity of cough) have led to the conclusion that viral infections are the primary cause of acute bronchitis.4 Respiratory viruses such as influenza A and B, respiratory syncytial virus, coronavirus, rhinovirus and a few others are responsible for more than 90 percent of the cases of acute bronchitis.5 Yet, viruses are rarely identified because viral cultures and serologic assays are seldom performed. Although rapid diagnostic tests exist for several bacteria that are linked to acute bronchitis, their routine use is not cost-effective because bacteria are the causative agent in less than 10 percent of the cases.6, 7
Despite the low rate of infection by bacterial agents, the diagnosis of acute bronchitis has become synonymous with antibiotic treatment8. Studies have shown that 70 – 90 percent of office visits for acute bronchitis receive antibiotic treatment even though this illness is (without the presence of pneumonia) often self-limited.9 Routine treatment with antibiotics does not have consistent impact on duration or severity of illness or on potential complications such as pneumonia.10 However, despite multiple evidences that antibiotics are ineffective, an average of 80 percent of patients received an antibiotic.11
The primary diagnostic objective needs to be the exclusion of pneumonia. According to ACCP guidelines, the absence of abnormalities in vital signs and chest exams sufficiently reduces the likelihood of pneumonia. Normal vital signs criteria are: a) heart rate less than 100 beats per minute; b) resting respiratory rate less than 24 breaths per minute; c) oral temperature less than 38 degrees Celsius. For chest exams, the absence of asymmetrical lung sounds, rales, and egophony will minimize the likelihood of pneumonia. If any of the variables are positive, then the recommendation is to perform a chest X-ray for diagnosis of pneumonia. (See Diagram for Treatment Algorithm for Adult Acute Cough Illness.)12 

An exception to non-antibiotic treatment of acute bronchitis is in cases with an etiology of Bordetella pertussis. Pertussis bronchitis occurs in 10 – 20 percent of the cases where the cough lasts longer than 2 – 3 weeks.13 There are no clinical features to distinguish pertussis from acute bronchitis. Pertussis in adults with previous immunity does not lead to the classic features of whooping cough that is normally present in children. Suspicion for diagnosis and treatment of pertussis in primary acute bronchitis is limited to patients with the high probability of exposure, such as during a time of documented outbreaks.14 Antibiotic treatment, in this case, is definitely necessary to limit the spread of the disease. In addition if a patient has a post-infectious cough lasting for ≥ 2 weeks without another apparent cause and it is accompanied by paroxysms of coughing, post-tussive vomiting, and/or an inspiratory whooping sound, the diagnosis of a B. pertussis infection should be made unless another diagnosis is proven. The Centers for Disease Control (CDC) and ACCP guidelines recommend macrolides, such as erythromycin or azithromycin, as first-line therapy for pertussis. If erythromycin cannot be given, alternative choices are doxycycline or trimethoprim/sulfamethoxazole. In all cases, diagnostic tests for pertussis must always be performed along with antibiotic treatment.

A 12-month retrospective study – July 2006 to June 2007 – of Medi-Cal Fee-for-Service (FFS) recipients was conducted to determine whether adults between 18 – 64 years of age with acute bronchitis filled a prescription for an antibiotic within three days of being diagnosed. The study included only those patients who are normally healthy and were considered to have “uncomplicated” acute bronchitis. Patients with the co-morbid conditions listed in Chart 1 were excluded from the study. The study followed specific diagnosis codes, procedural codes and criteria from “Avoidance of Antibiotic Treatment in Adults with Acute Bronchitis” by the National Committee for Quality Assurance (NCQA) for HEDIS 2008.15 It yielded the following data: 

· 11,773 Medi-Cal FFS recipients met the criteria for inclusion in the study

– Over 69 percent of recipients filled a prescription for an antibiotic medication.

– Of the recipients who received an antibiotic, 50 percent received a broad-spectrum antibiotic.

The data suggest that patients are being over-treated with antibiotics for acute bronchitis. Half of the patients that received an antibiotic were prescribed a 
broad-spectrum antibiotic, which is a contributing factor to the emergence and spread of antibiotic-resistant bacteria.16 Rather than prescribing an antibiotic as an empiric treatment, ACCP recommends symptomatic treatments for patients.

Bacterial bronchitis, viral bronchitis and the common cold share many of the same symptoms, thus, making the clinical distinctions between these diagnoses difficult if not impossible.17 Nonetheless, studies have shown that antibiotic treatment shows no benefit on duration of illness, limitation of activity or loss of work.18, 19 Patient satisfaction with care is not dependent on an antibiotic prescription, but rather on physician-patient communications.20 Studies have shown that physician-educational intervention to reduce the use of antibiotics for acute bronchitis did not lead to greater patient dissatisfaction, longer duration of illness or greater utilization of services such as non-antibiotic prescriptions or return visits.21 Based on such findings and the treatment guidelines of ACCP, Medi-Cal encourages clinicians to refrain from routine prescribing of antibiotics for uncomplicated acute bronchitis.

	Chart 1

	COMORBID CONDITIONS EXCLUSIONS

	Cystic Fibrosis

	Disorders of the Immune System

	Malignancy Neoplasms

	Chronic Bronchitis

	Emphysema

	Bronchiectasis

	Extrinsic Allergic Alveolitis

	Chronic Airway Obstruction

	Chronic Obstructive Asthma

	Pneumoconiosis and other Lung Disease Due to External Agents

	Other Diseases of the Respiratory System

	Congestive Heart Failure
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Rosiglitazone’s Role in Diabetes Treatment

Diabetes mellitus type 2 (T2DM) is a serious and life-threatening disease currently affecting an estimated 19 million Americans, of which as many as six million remain undiagnosed.1 An estimated 1.5 million new cases are diagnosed each year.2 Diabetes is a serious condition with complicated sequelae, costing about 11 percent of the U.S. health care expenditure.3 Microvascular complications such as neuropathy, retinopathy, and nephropathy can lead to limb amputations, blindness, and kidney failure. Macrovascular complications, which include, but are not limited to cardiovascular disease, can lead to significant diabetic mortality and morbidity.4 It is therefore imperative for the patient’s well-being and societal healthcare cost that the disease is diagnosed early and effectively treated to prevent future complications.

Treatment recommendations of the American Diabetes Association (ADA) and the American Association of Clinical Endocrinologists (AACE) include a multi-faceted plan for managing diabetes. The primary goal of diabetes treatment is to achieve and maintain near-normal glycemic levels early in the progression of the disease to preserve the insulin producing beta-cell function. Improvement of beta-cell function and delaying its progressive loss will result in the reduction of diabetic complications.5 Studies have documented that for every 1 percent reduction in HbA1C, there is a 35 percent reduction in the risk of microvascular complications.6 Macrovascular diseases associated with diabetes can be minimized by the reduction of cardiovascular risks such as regulation and control of hypertension and hyperlipidemia.7,8 Current treatment guidelines do not outline systematic pharmacologic treatment regimens for diabetes; they only provide treatment goals as listed in the following chart.9
	Chart 1
	
	

	AACE and ADA Recommended Treatment Goals

	Glycemia
	Lipids
	Blood Pressure

	HbA1C ≤ 6.5%
	LDL-C < 100 mg/dL
	<130/80mm Hg

	Fasting Blood Glucose <110mg/dL
	LDL-C < 70 mg/dL 

(Pt with DM & CAD)
	 

	2-hour Postprandial Glucose <140mg/dL
	HDL-C >40mg/dL in Men
	 

	 
	HDL-C >50mg/dL in Women
	 

	 
	Triglycerides <150mg/dL
	 


Current standard treatment guidelines also emphasize the importance of lifestyle modifications such as patient education, diet and exercise, and regular follow-up appointments to prevent or delay complications. It is estimated that weight reduction of 10 kg (or 22 lbs) can result in a 5 to 20 mm Hg reduction in blood pressure; for each 10 mm Hg reduction in systolic blood pressure, there is an approximate 12 percent decrease in diabetes complications, 15 percent decrease in diabetes-related deaths and an 11 percent reduction in myocardial infarction.10 When lifestyle modifications are not effective in achieving normal glycemic levels, oral therapeutic classes of medications, used as monotherapy or in various combinations, are available for the treatment of diabetes. These include sulfonylureas, biguanides, alpha-glucosidase inhibitors, glinides, dipeptidyl-peptidase-4-inhbitors and thiazolidinediones.

Recently, the Food and Drug Administration (FDA) has re-reviewed the safety profile of the thiazolidinediones drug class and has issued a black box warning against its usage in certain patient populations. Thiazolidinedione’s (TZD) mechanism of action is not fully understood; however, studies have shown it to improve beta-cell activity, slow the progressive loss of beta-cells, and act to improve muscle, liver, and adipose tissue sensitivity to insulin.11,12 TZD generally lowers HbA1c levels to the same degree as metformin and sulfonylureas.13 The side effect profile of this class of drugs includes weight gain, frequent edema and increased LDL levels and has been associated with an increased risk of heart failure and heart attack.
According to the FDA and Nesto et al., significant, excessive, rapid weight gain, shortness of breath and edema, which are indications of heart failure, occurred after starting TZD therapy.14,15 In August, following multiple reviews and warnings against its usage in certain patient populations, the TZD class of drugs received a black box warning in regard to the increased risk of heart failure.16 On November 14th, the FDA added new information to the existing black box warning to the drug rosiglitazone (Avandia®) regarding the potential increased risk for heart attacks.17 This revised warning was based on the Nissen and Wolski’s meta-analysis of 42 clinical studies, comparing rosiglitazone to placebo, with results showing rosiglitazone to be associated with a significantly increased risk of myocardial ischemic events such as angina or myocardial infarction.18 In addition, the study found “an increase in the risk of death from a cardiovascular event that was of borderline significance.”19
Meta-analysis estimates of cardiovascular morbidity have limitations and are less convincing than a large prospective trial designed to assess specific outcomes and endpoints. Three important clinical trials, the ADOPT (A Diabetes Outcome Progression Trial), the DREAM (Diabetes Reduction Assessment with Ramipril and Rosiglitazone Medication), and the interim analysis of the RECORD (Rosiglitazone Evaluated for Cardiac Outcomes and Regulation of Glycaemia in Diabetes), did not show conclusive evidence confirming or excluding the increase overall risk of hospitalization or death from cardiovascular causes in patients on rosiglitazone versus placebo or other oral antidiabetic agents.20,21,22 However, an analysis of a retrospective cohort study by Lipscombe et al. using health care databases in Ontario for patients 66 years and older, has shown that treatments with rosiglitazone are associated with significantly increased risks of congestive heart failure, acute myocardial infarction and mortality among older persons with diabetes compared with other oral diabetes medications.23 Despite non-conclusive results, continuation of rosiglitazone should be considered on an individual basis for potential benefits and risks.

A retrospective analysis of Medi-Cal Fee for Service (FFS) recipients was conducted to determine whether patients who filled a prescription for rosiglitazone (N=6880) had also been diagnosed with one or multiple co-morbid conditions that may potentially increase their risk for heart attack and/or heart failure (N=4651). Patients diagnosed with co-morbid conditions listed in Chart 3 between September 1, 2005 and August 31, 2007 were compared to patients taking prescription drugs for diabetes between August 1, 2007 and November 30, 2007 in Chart 2.
	Chart 2

	Results of the 77,799 patient filled prescriptions for diabetic 
drugs between 8/1/07 to 11/30/07

	6,880
	patients filled a prescription for rosiglitazone

	1,484
	patients filled ONLY rosiglitazone

	979
	patients had a diagnosis for a co-morbid condition

	5,396
	patients filled rosiglitazone and other diabetic drugs

	3,672
	patients had a diagnosis for a co-morbid condition

	Chart 3
	

	Co-morbid Conditions at Risk with Rosiglitazone 

	Diagnosis
	ICD-9

	Acute Myocardial Infarction
	410, 414.8, 412, 411.1

	Congestive Heart Failure
	428

	Stroke
	434.91, 434.11, 434.01

	Unstable Angina
	411.1

	Stable Angina
	413.9

	Transient Ischemic Attack
	435.1,435.9,437.0,437.1,414.9

	Elevated LDL
	272.0, 272.4


The result of the analysis indicates that approximately 67 percent of patients who filled a prescription for rosiglitazone may have one or multiple co-morbid conditions that may increase their potential risk of heart attack and/or heart failure. It is per FDA recommendations that patients with T2DM who have underlying heart disease or who are at high risk of heart attack and who are currently taking rosiglitazone should be re-evaluated for appropriate treatment options or closely monitored for cardiovascular risks.24
Although the FDA has concluded that there is currently not enough evidence to indicate that the risk of heart attack or death is different between rosiglitazone and other oral diabetes treatments, the FDA advises health care providers to closely monitor patients taking rosiglitazone for cardiovascular risks.25 Effective management of T2DM requires persistent monitoring and adjustment of therapy.26 Early and aggressive management of glycemia by addressing mean glucose levels is vital to preventing or delaying the development of diabetic complications.27 Medi-Cal recommends following AACE and ADA guidelines for treatment goals and for physicians and patients to weigh the benefits and risks of treatment with rosiglitazone.
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Pharmacotherapy Management of COPD Exacerbation

Chronic obstructive pulmonary disease (COPD) is a complicated health problem with
multi-factorial risk factors leading to frequent and recurrent acute exacerbations. COPD includes both chronic bronchitis and emphysema and is a major cause of morbidity and mortality in the United States, particularly in the 65 years and older population.  Appropriate and timely pharmacologic treatment of acute exacerbations is essential to minimize or avoid repeated hospitalizations that are costly to a burdened health care system. 

COPD is a progressive disease leading to the gradual loss of lung function. It is the fourth leading cause of death in the United States.1  The social and economic burden associated with COPD is substantial and continues to increase.  In 2005, an estimated 721,000 hospital discharges were reported, and the estimated total cost of COPD in 2007 was $42.6 billion.2  The World Health Organization projects COPD to be the 3rd leading cause of death in 2020 due to an expanding epidemic of smoking, increasing pollution, and changes in the aging demographics.3 

Acute exacerbations account for the largest cost (58 percent of total costs attributed to hospitalizations) for the treatment of COPD.4  The American Thoracic Society (ATS) and the Global Initiative for Chronic Obstructive Lung Disease (GOLD) define exacerbation of COPD as “an acute change in a patient’s baseline dyspnea, cough, and/or sputum beyond day-to-day variability to warrant a change in therapy.”1,4 Exacerbations typically manifest as increased sputum production, more purulent sputum and/or worsening of dyspnea.5  Although infectious etiologies account for 
50 percent of exacerbation episodes, exposure to allergens, pollutants or inhaled irritants also play a role.3,4,5 A patient’s symptoms and lung function may take several weeks to recover from an exacerbation episode.3  It is therefore vital that acute exacerbations are managed appropriately.  The ATS has recommended strategies for the management of exacerbations (Figure 1) which include the use of pharmacological agents such as beta2-agonists, anticholinergics, corticosteroids, methylxanthines, and antibiotics when indicated.3 

Short acting inhaled beta2-agonists (e.g. albuterol) are the preferred bronchodilators for treatment of exacerbations and should be administered as soon as possible.3,5 When prompt response does not occur, the addition of an anti-cholinergic (e.g. ipratropium, tiotropium) is recommended.  The use of methylxanthines such as aminophylline and theophylline may help to improve diaphragmatic function. These agents are considered second-line therapy due to their potential for toxicity and side effect profile and are used only when there is inadequate or insufficient response to short acting beta2-agonists, anticholinergics, and corticosteroids.3,5 

Investigations have shown that at least 50 percent of patients have high concentrations of bacteria in their lower airways during exacerbations.3  Studies have shown antibiotics to have a small but important effect on the clinical recovery and outcome in some patients; however, the lack of a well designed, prospective trial limits the ability to recommend that antibiotic therapy should be a part of the standard of care.4  On the basis of current available evidence, antibiotics should be given to the following patients:3
· Those with exacerbations with the following three cardinal symptoms of COPD:  increased dyspnea, increased sputum volume, and increased sputum purulence

· Those with exacerbations with two of the above cardinal symptoms, if one of those symptoms is increased purulence of sputum

· Those with severe exacerbation requiring mechanical ventilation

Approximately one-third of patients discharged from the emergency department (ED) with acute exacerbations have recurrent symptoms within 14 days, and 17 percent relapse and require hospitalization.1  Numerous studies suggest the use of systemic corticosteroids to be initiated at the first sign of exacerbations.  Prescribing a short course of corticosteroids provides significant benefits to patients with exacerbations.5  This therapeutic regimen will result in physiologic improvement over the first 72 hours and increase the patient’s FEV1.  Further benefits include a decrease in both the duration of hospital stays and the odds of a treatment failure over the subsequent 
30 days.4  In addition, by decreasing the number of exacerbations during a period of time, patients are less likely to suffer frequent exacerbations in the future and will also maintain longer disease-free intervals.4  No set criteria have been established to determine which patients will benefit the most from corticosteroid therapy; therefore, all patients who do not have serious contraindications should receive systemic corticosteroids.5

A 12-month retrospective analysis of Medi-Cal fee-for-service recipients, from October 2006 to September 2007, was conducted to determine whether members 
40 years of age and older who had an acute inpatient discharge or ED encounter were dispensed appropriate medications.  The analysis included specific diagnosis codes, procedural codes, and criteria from “Pharmacotherapy Management of COPD Exacerbation” by the National Committee for Quality Assurance (NCQA) for HEDIS 2008.6 

	Chart 1

	Analysis Using Healthcare Effectiveness Data and Information (HEDIS) Criteria

	7419
	Total patients included in the analysis

	6301 (85%)
	Patients filled a prescription of bronchodilators within 30 days of episode date†

	4737 (64%)
	Patients filled a prescription for corticosteroids within 14 days of episode date†


†
Episode Date: Date of discharge for acute inpatient claim/encounter or date of service for ED claim/encounter.

The result of the analysis (Chart 1) indicates that 36 percent of patients did not fill a prescription for corticosteroids.  A further analysis of these patients shows that 
53 percent were admitted to a hospital stay for COPD within 7 days of the episode date. 

In addition to appropriate pharmacologic therapy, non-pharmacologic preventative measures also need to be taken by all COPD patients.  Improving exercise tolerance through regular exercise as well as adopting and maintaining a healthy lifestyle may help slow the progression of COPD.  Decreasing exposure to occupational dusts and chemicals and indoor pollutants would also diminish risks attributed to COPD exacerbations.  Exposure to second hand smoke may also contribute to respiratory symptoms and COPD by increasing the lungs’ total burden of inhaled particles and gases.3
First hand cigarette smoke is the most detrimental and most commonly encountered risk.  Smoking is attributed to a greater annual rate of decline in FEV1 than any other risk factor; hence, elimination of this risk factor would be an important step toward the prevention and control of COPD.  The GOLD report states that just three minutes of counseling to urge a smoker to quit smoking results in a 5-10 percent smoking cessation rate.3  It is therefore recommended that this is the very least that providers should do for every COPD patient at every office visit. 

Another important preventive measure is active immunizations, including influenza and pneumococcal vaccinations; both of which are covered by Medi-Cal.  Influenza vaccinations will reduce serious illnesses and deaths by 50 percent in COPD patients.3  Pneumococcal vaccination, currently already recommended for patients age 65 years and older with or without COPD, can also be highly beneficial for patients younger than 65 years with a predicted FEV1 <40 percent.3  Vaccination against pneumococcal disease reduces the risk of community-acquired pneumonia in patients with COPD and the likelihood of bacteremia in patients with pneumonia.1,3

Frequent exacerbations are often associated with impaired quality of life and a faster decline in lung function over time.4  Although pharmacological therapy can help to decrease symptoms and/or complications associated with this disease, currently, there are no existing medications that can modify the long-term decline in lung function of COPD.  It is vital that appropriate acute exacerbation management, chronic drug maintenance, and non-pharmacologic measures are taken to control symptoms and reduce the frequency and severity of exacerbations, sequentially preventing long-term complications.

Medi-Cal recommends following the American Thoracic Society standard guidelines for the treatment of acute exacerbation of COPD for patients.
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Lamotrigine

Antihypertensives
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Clonidine

•

Propranolol

Decongestants

•

Pseudoephedrine

•

Phenylephrine

SSRIs
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Fluoxetine
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Sertraline

Levodopa

Theophylline

MAOIs

Caffeine and Caffeine

-

Containing Products

Quinidine

Oral Contraceptives

CNS Stimulants

•

Methylphenidate

•
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•

Dextroamphetamine

•

Modafinil

Bupropion

Thyroid Hormones

Steroids

Table 6: Drugs with Insomnia as a Potential Side Effect*

*List of drugs is not all

-

inclusive.  Adapted from references 3 and 9.
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Adverse Effects

Usual Dosage

Approximate Time 

To Benefit

Drug


[image: image58.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 

[image: image59.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 


[image: image60.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 

[image: image61.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 

[image: image62.wmf]Medi-Cal Conventional vs Atypical Antipsychotic Use by Amount Paid

July 1996 - June 2001

$-

$5,000,000

$10,000,000

$15,000,000

$20,000,000

$25,000,000

$30,000,000

$35,000,000

$40,000,000

Jul-96

Sep-96

Nov-96

Jan-97

Mar-97

May-97

Jul-97

Sep-97

Nov-97

Jan-98

Mar-98

May-98

Jul-98

Sep-98

Nov-98

Jan-99

Mar-99

May-99

Jul-99

Sep-99

Nov-99

Jan-00

Mar-00

May-00

Jul-00

Sep-00

Nov-00

Jan-01

Mar-01

May-01

Date

Amount Paid ($)

Conventionals

Atypicals

[image: image63.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 

[image: image64.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 

[image: image65.jpg]



[image: image66.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 


[image: image67.png]R

Druc Use Review
Educational Information




[image: image68.wmf]Pharyngitis DX 

(Possible Group A 

Strep

)

RADT

(Rapid Antigen Detection Test)

Strep. Culture

(SCTX)

Symptomatic 

Treatment

Antimicrobial Therapy

Drug of Choice

Penicillin

Or

Amoxicillin 

(acceptable alternative)

PCN Allergy

-

1

st

/2

nd

Gen. Cephalosporin 

(no anaphylactic 

rxn

hx

)

-

Erythromycin

(anaphylactic 

rxn

hx

)

(

-

) Negative

(

-

) Negative

(+) Positive

(+) Positive

TREATMENT ALGORITHM

[image: image69.wmf]12,887 (66.1%)

Female

19,488 (100%)

Total

2,176 (11.2%)

65+

12,885 (66.1%)

40 

-

64

4,011 (20.6%)

19 

-

39

52 (0.27%)

0 

-

12

364 (1.9%)

13 

-

18

19,448 (100.0%)

Total

Age Group

6,601 (33.9%)

Male

Gender

Table 1: Zolpidem Recipient Population by Gender 

and Age Group

19,488 (100.0 %)

Total

1,089 (5.6%)

•

706 (64.8 %) : IR 

à

ER 

•

381 (35%): ER 

à

IR

•

2 

(0.2%):

IR + ER

Both

4,000 (20.5 %)

Extended

-

Release

14,399 (73.9 %)

Immediate

-

Release

Table 2: Recipient Population by Formulation of 

Zolpidem Prescription

[image: image70.wmf]Extended

-

Release

Immediate

-

Release

12.5 mg

6.25 mg

10 mg

5 mg

Extended

-

Release

Immediate

-

Release

Table 3b: Total Zolpidem Claims by Strength Within Each Formulat

ion 

11,413 (78.6%)

3,110 (21.4%)

30,011 (71.1%)

12,217 (28.9%)

56,751 (100.0%)

Table 3a: Total Zolpidem Claims by Strength

56,751 (

100.0%)

14,523 (25.6%)

42,228 (74.4%)

14,523 (100.0%)

42,228 (100.0%)

11,413 (20.1%)

3,110 (5.5%)

30,011 (52.9%)

12,217 (21.5%)

12.5 mg

6.25 mg

10 mg

5 mg

Extended

-

release

Immediate

-

release

Table 3: Total Zolpidem Claims by Formulation

[image: image71.wmf]Chart 1: Percentage of Recipients Within Each 

Cumulative Days Supply Range 

1 - 90 Days:

71%

91 - 180 Days:

17%

180+ Days:

12%

Graph 1 : Number of Recipients Within Each Cumulative Days Supply Range

0

1,000

2,000

3,000

4,000

5,000

6,000

7,000

8,000

9,000

1 - 30

31 - 60

61 - 90

91 - 120

121 -

150

151 -

180

181 -

210

211 -

240

241 -

270

271 -

300

301 -

330

331 -

360

360+

Days Supply

Number of Recipients


[image: image72.wmf]Antiepileptics

•

Phenytoin

•

Lamotrigine

Antihypertensives

•

Clonidine

•

Propranolol

Decongestants

•

Pseudoephedrine

•

Phenylephrine

SSRIs

•

Fluoxetine

•

Sertraline

Levodopa

Theophylline

MAOIs

Caffeine and Caffeine

-

Containing Products

Quinidine

Oral Contraceptives

CNS Stimulants

•

Methylphenidate

•

amphetamine

•

Dextroamphetamine

•

Modafinil

Bupropion

Thyroid Hormones

Steroids

Table 6: Drugs with Insomnia as a Potential Side Effect*

*List of drugs is not all

-

inclusive.  Adapted from references 3 and 9.


[image: image73.wmf]6/01/07

5/31/08

3/01/07

90

-

Day Washout

Zolpidem New Start

Continuous Eligibility

3/01/07

5/31/08

[image: image74.emf]Chart 1: Medi-Cal FFS Recipients with Dx for Rheumathoid 

Arthritis 

(n = 1,889)

Percentage of 

Recipients Who 

Filled a Rx for 

DMARD: 

74% (n = 1,407)

Percentage of 

Recipients Who 

Did Not Fill a Rx for 

DMARD: 

26% (n = 482)


[image: image75.emf]Chart 2: Percent Study Recipients Prescribed DMARD for RA

85.3%

85.0%

74.4%

68.2%

67.7%

0.0%

10.0%

20.0%

30.0%

40.0%

50.0%

60.0%

70.0%

80.0%

90.0%

NCQA Commercial

Insurance

Kahn et al cohort study Medi-Cal FFS NCQA Medicaid NCQA Medicare


[image: image76.wmf]Table 1: Examples of DMARDs

1, 6, 7

Nonbiologic

Agents

GI symptoms, early flu

-

like 

symptoms, elevated 

LFTs

, hepatic 

toxicity (rare)

50

-

150 mg 

qd

2 to 3 months

Azathioprine

Biologic Agents

Severe infusion reactions: MI, 

anaphylactic shock, DEATH; renal 

toxicity; arrhythmias

1 gm IV infusions 

on days 1 and 15 in 

combination with 

methotrexate

2 to 4 weeks

Rituximab

GI symptoms, 

stomatitis

, rash, 

alopecia, hepatic and pulmonary 

toxicity (rare)

7.5 

–

20 mg q week

1 to 2 months

Methotrexate

Rash, GI intolerance, 

myelosuppression

1 gm bid to 

tid

1 to 3 months

Sulfasalazine

Rash, diarrhea, retinal toxicity (rare)

200 mg bid

2 to 6 months

Hydroxychloroquine

Adverse Effects

Usual Dosage

Approximate Time 

To Benefit

Drug


[image: image77.wmf] 

D

 

RUG

 

U

 

EVIEW

 

R

 

SE

 

E

 

ducational 

 

I

 

nformation

 










References

1. American Thoracic Society. COPD Guidelines: Standards for the Diagnosis and Management of Patients with COPD. http://www.thoracic.org/sections/copd/index.html
2. American Lung Association. Trends in COPD (Chronic Bronchitis and Emphysema): Morbidity and Mortality, December 2007:
http://www.lungusa.org/atf/cf/{7a8d42c2-fcca-4604-8ade-7f5d5e762256}/COPD_DEC07.PDF

3. Rabe KF, Hurd S, Anzueto A, et al. Global Strategy for the Diagnosis, Management, and Prevention of Chronic Obstructive Pulmonary Disease. Gold Executive Summary. Am J Respir Crit Care Med 2007; 176:532-555

4. Anzueto A, Sethi S, Martinez FJ. Exacerbations of Chronic Obstructive Pulmonary Disease. Proc Am Thorac Soc 2007; 4:554-564

5. Hunter MH, King DE. COPD Management of Acute Exacerbation and Chronic Stable Disease. American Family Physician 2001; 64:603-611

6. National Committee for Quality Assurance (NCQA). HEDIS 2008; 2:103-105

Utilization of Zolpidem in New Start Recipients

Insomnia is one of the most common complaints brought to a physician’s office affecting approximately one-third of the adult population in the United States.1  While there are a number of pharmacologic treatment options available, many are associated with undesirable adverse effects such as daytime drowsiness, memory and psychomotor impairment, orthostatic hypotension, and blurred vision.2  Tolerance and dependency may also occur with prolonged use of some agents.3  Zolpidem immediate release (IR) (Ambien®) and zolpidem extended-release (ER) (Ambien CR®) are among the most utilized drugs for the management of insomnia.  Their documented efficacy with minimal residual effects, decreased risk of tolerance, and lowered potential for abuse are reasons for their popularity.4  Pharmacy claims data for Medi-Cal fee-for-service (FFS) showed that since January 2006, the total number of claims for zolpidem IR and zolpidem ER combined averaged approximately 18,000 per month.  To understand this utilization better, a retrospective analysis was conducted to determine utilization characteristics of zolpidem among FFS recipients who were new starts on zolpidem IR or zolpidem ER between June 1, 2007 and May 31, 2008.

A recipient was considered a new start if they filled a prescription for zolpidem between June 1, 2007 and May 31, 2008.  Recipients were excluded if they filled a prescription for any sleep aid, including zolpidem, between March 1, 2007 and 
May 31, 2007.  Recipients were also excluded if they filled a prescription for a 
non-zolpidem sleep aid within 90 days prior to their initial prescription for zolpidem.  This allowed for a 90-day washout period prior to the start of zolpidem.  In order to account for all pharmacy claims, recipients were excluded if they were not continuously eligible for FFS between March 1, 2007 and May 31, 2008. 

We identified 19,488 FFS recipients who met the above criteria and included them in our analysis.  Table 1 presents our recipients by gender and age group.  Many studies have found insomnia to be more prevalent among females.5  It was therefore not unusual to see two-thirds of the recipients were females.  This increased prevalence may also be due to there being more female (60 percent) than male recipients in the general FFS population.  
Insomnia also has greater prevalence among the elderly population.6  Sixty-six percent of the recipients were 40 – 64 years of age and 11 percent were 65+.  The greater majority of recipients in the 40 – 64 age group may in part be due to the greater number of recipients belonging to that age group in the general FFS population to begin with.  The 65+ age group may be under-represented in the analysis since the majority of patients who are 65+ should have their prescription drugs covered under Medicare Part D.  Significant changes in zolpidem utilization under FFS occurred as a result of the implementation of Medicare Part D.  In 2005, there were 137,605 zolpidem recipients with a total of 564,129 claims for zolpidem.  In 2006 the number of zolpidem recipients decreased by over 50 percent to 68,238 and a total of 223,881 zolpidem claims. 


During the 12-month period of our analysis, almost 75 percent of the recipients were on the IR formulation of zolpidem and 20 percent were on the ER formulation 
(Table 2).  The remaining 5 percent of the recipients had at least one claim for each formulation.  Of the recipients that had been on both, 65 percent started on the IR formulation before switching to the ER formulation.  There were two recipients who had a claim for both formulations on the same day.  Approximately half of those recipients who had switched from one formulation to another, made their switch within 90 days of their initial zolpidem prescription.  

Between June 1, 2007 and May 31, 2008, there were a total of 56,751 claims for zolpidem (Table 3).  Almost 75 percent of these claims were for zolpidem IR.  More than 50 percent of all zolpidem claims (Table 3a) and 71 percent of claims for the IR formulation (Table 3b) were for the 10 mg strength. Zolpidem IR is indicated for the “short-term treatment of insomnia characterized by difficulties with sleep onset”; whereas zolpidem ER is indicated for “insomnia characterized by difficulties with sleep onset and/or sleep maintenance.”7 - 8  The greater utilization of zolpidem IR over zolpidem ER may indicate the majority of our recipients may have problems with initiating sleep rather than maintaining sleep, or both.  The recommended dose of zolpidem IR and zolpidem ER for adults is 10 mg and 12.5 mg, respectively.7 - 8  Patients who are elderly or debilitated may be especially sensitive to the effects of zolpidem.7 - 8 

Patients who have hepatic insufficiency do not clear zolpidem as rapidly as normal patients.7 - 8 Therefore, the recommended zolpidem dose for both patient populations is 5 mg for zolpidem IR and 6.25 mg for zolpidem ER.7 - 8  Since the majority of our elderly patients 65+ would have their prescription drug coverage under Medicare 
Part D and because the majority of our recipient population instead were adults 
40 – 64 years of age, it was not unusual to see a larger number of claims for the 10 mg and 12.5 mg strengths.  

Ninety-four percent of all claims for zolpidem were for a 30-day supply.  The cumulative days supply for all these claims during the 12-month period was generated for each recipient.  Chart 1 presents the percentage of recipients within each cumulative days supply range.  The majority of our recipients had a cumulative days supply between 1 – 90 days and 12 percent had more than 180 days supply.  Graph 1 depicts the number of recipients within each cumulative days supply range.  The greater majority of our recipients had a cumulative days supply of 1 – 30 days.  Although few, some of our recipients had more than 360 days supply.

Some commonly used drugs are known to disrupt normal sleep (Table 6).  The claims history of our recipient population was searched for these drugs. Fifty-three percent of our recipients had at least one claim for one of the drugs listed.  Each patient’s response to a drug is generally individualized, but should always be considered as possible contributors when evaluating patients experiencing insomnia.9 


From the results of our analysis, a few areas of utilization stood out:

· More than 50 percent of our recipients had a claim for a drug that may have contributed to their insomnia or can counter the effects of zolpidem.  If a primary root cause for a patient’s insomnia exists, whether it is a drug or medical condition, it is important that it be identified and appropriately addressed to avoid treating insomnia as merely a symptom of that cause.

· The large majority of our recipients had a cumulative days supply of 1 – 30.  The shorter duration of use in these recipients may indicate the acute nature of their insomnia or it may suggest the possible ineffectiveness of zolpidem, requiring a switch to an alternate medication.  A further analysis of this group of recipients found that 39 percent had a claim for a possible sleep aid after they started taking zolpidem.  However, since many drugs used to treat insomnia are also used for other medical conditions, we were unable to distinguish between a true switch versus a new treatment for a separate medical condition. 

· Twelve percent of our recipients were on zolpidem for more than 180 days.  This demonstrates the possible chronic nature of insomnia.  Patients often continue to report symptoms for many years after the onset of their insomnia.10  This results in patients taking sedative hypnotics for longer duration than is clinically evaluated and recommended.10  There is currently no published data supporting the efficacy and safety of zolpidem beyond six months.10 

In comparison to many other insomnia treatment medications, zolpidem may have improved safety profiles.  Despite this improvement, there are still risks associated with its use. A retrospective study by Wang PS, et al. found the use of zolpidem by individuals 65 years of age and older was associated with nearly twice the risk of hip fracture.11  There have been reports of hallucinations and sensory distortions even at therapeutic doses of zolpidem.2  Behaviors such as sleep-driving, preparing and eating food, making phone calls, or having sex have been reported with zolpidem with the patient having no recollection of the event(s).7 - 8  There were also reports in the media on the use of zolpidem possibly contributing to accidents on the road.12  Due to the lack of sufficient evidence supporting the efficacy and safety of long-term use of zolpidem beyond six months, the risks of adverse effects from the use of zolpidem may be under-recognized.  It therefore remains essential that patients who receive treatment for insomnia with zolpidem are informed of the possible risks associated with it, in addition to receiving adequate follow-up care with their physicians to monitor for efficacy and safety.
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Immunization Recommendations in Preconception, Pregnant, and Postpartum Women

Vaccines play an important role in keeping a pregnant woman and her baby healthy before, during and after pregnancy.1  A mother’s immunity is passed to her baby during pregnancy, protecting the baby from certain diseases during the first few months of life until the baby can be vaccinated.2  For some vaccines, preconception or postpartum immunization is preferable to vaccination during pregnancy.3  Vaccines that are of particular importance in women who are pregnant or plan on becoming pregnant are Tdap (tetanus, diphtheria and pertussis), MMR (measles, mumps, and rubella), varicella, influenza and hepatitis B.1  The Centers for Disease Control and Prevention’s (CDC) Advisory Committee for Immunization Practices (ACIP) has recommendations to help assess the immunization needs of each patient.

Tdap (Tetanus, Diphtheria and Pertussis)

Until Tdap was licensed in 2005, there existed no licensed pertussis-containing vaccine for use in persons older than 6 years of age.  Because most women of childbearing age have not received Tdap and because pertussis immunity wanes over time, most women of childbearing age are susceptible to pertussis.  Although pertussis is not likely to cause serious disease in healthy adults, it can cause severe and fatal disease in young infants.  Furthermore, studies have shown that the primary source of infected infants too young to be vaccinated tend to be infected parents. 4 

Consequently, women of childbearing age who have not previously received Tdap are recommended to receive Tdap at a routine health assessment before conception or in the immediate postpartum period.  Women who receive Tdap before conception do not need to wait after vaccination to become pregnant as Tdap contains only toxoids and purified bacterial components.  ACIP also recommends the use of Tdap among adults and adolescents who have not received Tdap; it is also particularly important for those who anticipate pregnancy and/or contact with an infant younger 
than 12 months of age for both personal protection and to reduce the risk of transmitting pertussis to the infants.5 
Although pregnancy is not a contraindication to receiving Tdap, ACIP recommends administration of Tdap in the immediate postpartum period before discharge from the hospital or birthing center.  This recommendation is due to insufficient evidence that supports routine administration of Tdap in pregnant women (pregnant women were excluded from the clinical trials).  If the dose of Tdap cannot be administered at or before discharge, it should be administered as soon as feasible thereafter.5
An interval of 10 years since the receipt of the most recent Td (tetanus and diphtheria) dose is recommended for the Tdap booster dose.  For adolescents (ages 11 thru 18), an interval of five years is encouraged.  However, to reduce the risk for women exposing their infants to pertussis, an interval as short as two years between the most recent Td dose and administering Tdap is suggested for postpartum women.   Shorter intervals may be used if the risks of pertussis outweigh risks of immunization in these women.5
If a pregnant woman has increased risk for pertussis (e.g., adolescent, increased rate of pertussis in the community or other exposures placing her at higher risk), healthcare providers may choose to administer Tdap instead of Td during pregnancy to add protection against pertussis, after discussing the theoretical benefits and risks before vaccination.  Healthcare providers who choose to vaccinate pregnant women with Tdap are encouraged to report such administration to the manufacturers’ pregnancy registry so that data can be collected on use of Tdap during pregnancy. When a pregnant woman has an indication for tetanus or diphtheria booster protection and has not received Tdap, ACIP recommends receipt of Td during pregnancy (for protection against neonatal tetanus).5
MMR (Measles, Mumps and Rubella)

The risk of congenital rubella and its consequences indicates the need to continue to screen and vaccinate susceptible women of childbearing age.6
Prenatal serologic screening is indicated for all pregnant women who lack acceptable evidence of rubella immunity.  Women who have serological evidence of rubella immunity do not need to be rescreened in subsequent pregnancies.  Upon completion or termination of their pregnancies, these women should be vaccinated with MMR before discharge from the healthcare facility.6
Although a monovalent vaccine for rubella is available, the use of combined MMR is recommended.  The use of the combined MMR vaccine provides the potential additional benefit of protection against measles and mumps.  In addition, the benefit/cost ratio for routine measles, mumps, and rubella vaccination is even greater when the vaccines are administered as combined MMR vaccine.6
MMR vaccine and its component vaccines contain attenuated, live viruses and therefore, should not be administered to women known to be pregnant.  Women should be counseled to avoid becoming pregnant for four weeks after vaccination with measles or mumps vaccines, MMR or other rubella-containing vaccines.7
Varicella

A woman who becomes infected with varicella while pregnant runs the risk of transmitting the varicella-zoster virus (VZV) to her fetus or newborn.  Intrauterine infection with the VZV can result in congenital varicella syndrome, neonatal varicella or herpes zoster during infancy or early childhood.  If a pregnant woman has onset of varicella disease from five days before to two days after delivery, a very severe varicella infection, which can lead to death, can occur in an estimated 17 – 30 percent of exposed newborn infants.8

Prenatal assessment for evidence of varicella immunity is recommended due to the potential severe consequences of varicella infection during pregnancy and the early postpartum period.  Evidence of immunity includes documentation of vaccination 
(two doses), laboratory evidence of immunity or confirmation of disease, or diagnosis of a history of varicella disease or herpes zoster by a healthcare provider.  Those who do not have evidence of immunity should receive two doses of single-antigen varicella vaccine at least four weeks apart.  However, because the effects the varicella virus vaccine has on the fetus is unknown; women who are pregnant should not be vaccinated.  The first dose of the vaccine should instead be administered upon completion or termination of their pregnancy, before discharge from the healthcare facility.  The second dose should be administered 4 – 8 weeks later or at the postpartum visit for those who gave birth, which usually occurs 6 – 8 weeks after delivery.  Women should be advised not to become pregnant for one month after each dose of the vaccine.8
Influenza

Case reports and epidemiologic studies have indicated that pregnancy increases the risk for influenza complications for the mother.9  The most effective method for preventing influenza virus infection and its complications is through annual influenza vaccination.9  ACIP, the American College of Obstetricians and Gynecologists and the American Academy of Family Physicians (AAFP) recommend annual vaccination against influenza in women who are pregnant or will be pregnant during influenza season.9  Passive transfer of anti-influenza antibodies that may provide protection from the mother to neonate has been reported.  Women who were not vaccinated while pregnant but gave birth during influenza season should be vaccinated postpartum to protect the infant from influenza.9  Infants cannot be vaccinated for influenza prior to 6 months of age and are at high risk of hospitalization and complications due to influenza infection.9  Maternal influenza antibodies protect infants during the first few months of life until they can be vaccinated.10  Maternal immunization with influenza vaccine has been shown to have significant effectiveness, with a reduction of 63 percent in laboratory-proven influenza illness in infants up to 6 months of age and reduced approximately 1/3 of febrile respiratory illness in both mothers and infants.10
Women who are pregnant should only be vaccinated with the trivalent inactivated influenza vaccine (TIV) and not the live, attenuated influenza vaccine (LAIV), which may only be used in healthy, non-pregnant persons 2 – 49 years of age.  Available data have indicated that TIV does not cause fetal harm when administered to a pregnant women or affect reproductive capacity.9
Thimerosal is a mercury-containing anti-bacterial compound used as a preservative in multidose vial preparations of TIV.9  According to many experts, including ACIP, there is no scientifically conclusive evidence that has demonstrated harm from exposure to thimerosal-containing vaccines.9  Because of California’s Mercury Free Act of 2004, it is against the law in California to administer vaccines whose mercury content exceeds the legal limit (e.g., influenza vaccines from multi-dose vials) to women who are known to be pregnant and children under 3 years of age.11  For the upcoming 2008 – 2009 influenza season, there should be plenty of thimerosal-free influenza vaccines available for pregnant women and children under 3 years of age.12
Hepatitis B

Pregnant women infected with hepatitis B virus (HBV) may transmit HBV to their infant.13  Perinatal transmission from infected mothers and horizontal transmission from infected household contacts are the two primary sources of HBV for infants.13 Infection with hepatitis B virus early in life poses the highest risk of chronic hepatitis B infection, which can lead to cirrhosis, hepatocellular carcinoma and premature death.13  Chronic infection occurs in approximately 90 percent of infected infants, compared with less than 5 percent of those infected after 5 years of age.13  Follow-up data on persons infected as infants or young children show one-fourth of those with chronic infection die prematurely from cirrhosis and liver cancer, the majority remain asymptomatic until onset of end-stage liver disease.14
Perinatal transmission of HBV may be prevented by appropriate postexposure prophylaxis (i.e., administration of HBIG and hepatitis B vaccine within 12 hours of birth).  Therefore, all pregnant women should be tested routinely for hepatitis B surface antigen (HBsAg) during an early prenatal visit (e.g., first trimester).  Screening should be repeated for each pregnancy, despite previous vaccination or testing.  Women who were not screened prenatally, those who engage in behaviors that put them at high risk for infection, and those with clinical hepatitis should be tested for HBsAg at the time of hospital admission for delivery.13
All HBsAg positive pregnant women should be referred to the local health department case-management program in order to ensure that their infants receive timely postexposure prophylaxis and follow-up care.  In addition, the hospital where the delivery is planned and the healthcare provider who will care for the newborn should be notified of the woman’s HBsAg status.  All infants born to HBsAg-positive women should receive the hepatitis B vaccine and hepatitis B immune globulin (HBIG) within 12 hours of birth.13  Infants born to mothers with unknown HBsAg status should receive hepatitis B vaccine alone within 12 hours of birth.  The mother’s HBsAg status should be determined as soon as possible and if positive, the infant should receive HBIG as soon as possible, but no later than one week after birth.13

Some experts recommend all HBsAg-positive pregnant women be tested for hepatitis B e antigen (HBeAg).  Although all HBsAg-positive persons are infectious; those who are also HBeAg positive are more infectious because their blood contains higher titers of HBV and therefore, have an increased risk of transmitting HBV to their infants.  Women who are HBeAg positive should be referred for possible antiviral treatment during pregnancy.  Newborn infants whose mother is positive for both HBsAg and HBeAg are at 70 – 90 percent risk for chronic HBV infection by 6 months of age in the absence of postexposure immunoprophylaxsis.  Administration of both HBIG and hepatitis B vaccine within 12 – 24 hours of birth, followed by completion of a 3-dose vaccine series is 85 – 95 percent effective in preventing hepatitis B infection in infants, and hepatitis B vaccine alone within 12 hours of delivery has been demonstrated to prevent 70 – 95 percent of perinatal infections in infants born to mothers who are both HBsAg and HBeAg positive.13
Unfortunately, not all women are screened for hepatitis B prenatally and, for those women who are tested, errors in testing, interpretation of test results, or delays in reporting of test results may occur.13  Because of these challenges, ACIP, AAP (American Academy of Pediatrics), and AAFP recommend administration of hepatitis B vaccine for all infants soon after birth to ensure that at risk infants are protected.15,16  This serves as a safety net to protect infants from perinatal hepatitis B transmission and also early protection to infants at risk after the perinatal period.13,15 

The most effective measure to prevent HBV infection and its consequences is through hepatitis B vaccination.13  Pregnant women at risk for HBV infection during pregnancy should be vaccinated.17  Persons at risk for infection include those having more than one sex partner during the previous six months, being evaluated or treated for an STD, recent or current injection drug use, or having had a sex partner who was positive for HBsAg.17
Pregnancy is not a contraindication to vaccination with hepatitis B vaccine.  Limited data indicate no risk for adverse events to the developing fetus when hepatitis B vaccine is administered to pregnant women.13
Discussion

Immunization plays an important role in keeping a pregnant woman healthy before, during, and after pregnancy.1  Immunizations will not only protect the mother, but her newborn as well, and any future babies.  Although the risk to a developing fetus from vaccination of the mother during pregnancy is primarily theoretical, it is best that a woman is up-to-date on routine adult immunizations prior to becoming pregnant.1, 17
To avoid missed opportunities for vaccination, immunizations should be offered during routine healthcare visits or during hospitalizations.  Immunizations should also be offered to persons who could serve as a source of disease transmission.  This is particularly important for contacts of infants as young infants are at particular risk of severe disease due to their immature immune systems and are too young to be fully immunized.  Adults and adolescents should be encouraged to maintain personal vaccination records to minimize administration of unnecessary vaccinations. 

In summary, clinicians should:

· Review immunization status and other evidence of immunity to vaccine preventable diseases for all patients.

· Vaccinate all unvaccinated pregnant and postpartum women for influenza during influenza season.

· Vaccinate all unvaccinated preconception and postpartum women for pertussis (with Tdap) varicella.

· Vaccinate all preconception and postpartum susceptible women for rubella (with MMR vaccine) and varicella.

· Provide postexposure prophylaxis for all infants of HBsAg infected mothers.

For additional information on immunizations please visit the California Department of Public Health Immunization Branch Web site at http://www.getimmunizedca.org and http://www.pregnancyshotsca.org.
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Disease-Modifying Antirheumatic Drug Therapy for Rheumatoid Arthritis

Rheumatoid arthritis (RA) is an autoimmune disorder of unknown etiology characterized by chronic, symmetric, erosive synovitis (influx of inflammatory and immune cell movement into the synovial tissue), and a wide array of multi-system 
co-morbidities from cardiovascular problems to depression, infections and gastrointestinal ulcers.1, 2 RA affects 1 percent of the adult population and results in more than 9 million physician visits and more than 250,000 hospitalizations each year, considerably impacting the quality of life.1 The economic impact of RA is magnified by the level of functional impairment that it causes. Approximately 90 percent of patients with RA have some form of disability within two decades of onset.3 If left untreated, 20 – 30 percent of persons with RA become permanently work-disabled within two to three years of diagnosis.2 Early diagnosis and aggressive treatment with disease-modifying antirheumatic drugs (DMARDs) is critical for successful treatment and management of RA.

As there is no cure for RA, early referral, diagnosis and initiation of treatment is of paramount importance. Past pharmacologic treatment of RA was managed using a pyramid approach in which symptom-alleviating treatment was started at diagnosis and dosage changes or addition of medication occurred only with progression of symptoms.2   

Current treatment approaches are more aggressive, in which DMARDs (Table 1) are initiated earlier to slow disease progression.2 With the potential to reduce or prevent joint damage and preserve joint integrity and function,1 early DMARD treatment provides a unique opportunity to change the course of the disease.4 Early DMARD treatment has been shown to improve short and long term outcome and patient quality of life 3 and should be considered for all patients with RA.2 Although the use of nonsteroidal anti-inflammatory drugs (NSAIDs) and glucocorticoids may alleviate symptoms of RA, joint damage may continue to occur and progress.1 The American College of Rheumatology (ACR) recommends initiating DMARD treatment within three months of diagnosis, barring contraindications, inactive disease or patient refusal.5 For specific recommendations on the use of individual or combinations of DMARDs (both nonbiologic and biologic) depending on the patients’ disease duration, disease activity, and prognosis, please refer to American College of Rheumatology 2008 Recommendations for the Use of Nonbiologic and Biologic Disease-Modifying Antirheumatic Drugs in Rhuematoid Arthritis (Arthritis and Rheumatism. 2008;59[6]:762-84).


Since RA affects only 1 percent of the adult population, the average physician develops little experience with its diagnosis or management.1 Clinical evidence has indicated that patients whose RA is managed by a rheumatologist versus a 
non-specialist tend to maintain functional ability and quality of life over the long term.3 Therefore, referral to a rheumatologist when there is clinical suspicion of RA is recommended as early symptoms of RA are sometimes non-specific and inconclusive and newer treatments require specialized administration and monitoring for maximal efficacy and safety.3 Criswell et al. showed differences between rheumatologists and non-rheumatologists in initiating DMARDs for the treatment of RA, with non-rheumatologists generally delaying treatment.3  

An evaluation of data from 14 randomized controlled trials of DMARD treatment in RA indicated that patients with longer disease duration without treatment did not have as good of a response as those treated at earlier stages of the disease.3 Additionally, a cohort study of 489 patients by Symmons et al. showed patients with RA who presented and were treated in the early stages of the disease did better than those who presented late,3 concluding that early treatment improves prognosis and as a result, patients may have a milder form of the disease.3  
A retrospective analysis (November 2007 – October 2008) of Medi-Cal 
fee-for-service (FFS) recipients was conducted to determine the percentage of recipients who were diagnosed with RA and were prescribed at least one DMARD 
(n = 1889). The analysis included specific diagnosis codes, procedural codes and criteria from “Disease Modifying Anti-Rheumatic Drug Therapy for Rheumatoid Arthritis” by the National Committee for Quality Assurance (NCQA) for HEDIS 2008.8 Inclusion criteria are listed in Table 2.











The analysis yielded the following results:

The same analysis was conducted by the NCQA (with the exception of excluding recipients ≥65 years) on commercial insurance, Medicare and Medicaid.9 Kahn et al. conducted a retrospective cohort study on 568 patients with confirmed diagnosis of RA from various practice settings to determine the percentage of patients who received DMARDs.10 Chart 2 shows the results of these studies.

Results of the analysis on Medi-Cal FFS recipients showed treatment rates above the national average for Medicare (74.4 percent vs. 67.7 percent) and Medicaid 
(74.4 percent vs. 68.2 percent), but were below the national average for commercial insurance (74.4 percent vs. 85.3 percent) and the treatment rate for the cohort study by Kahn et al. (74.4 percent vs. 85 percent).  

A further analysis of Medi-Cal FFS recipients was conducted to determine the prescriber/provider specialty of these recipients and if their RA was being managed with NSAIDs (including, COX-2 inhibitors, and salicylates) and/or glucocorticoids if not treated with a DMARD. The following results were obtained:

Of the 1,889 Medi-Cal FFS recipients that had a diagnosis for RA, 1,407 
(74.4 percent) recipients filled a prescription for a DMARD.

· Prescriber specialty

· Internal Medicine: 41.9 percent

· Rheumatology: 27.9 percent

· General Practice: 11.6 percent

· Family Practice: 7.9 percent

· Other: 10.7 percent

· 482 (25.5 percent) recipients did not fill a prescription for a DMARD; 372 (77.2 percent) recipients filled a prescription for a NSAID and/or glucocorticoid, or both.

· NSAID only: 226 (60.8 percent) recipients

· Glucocorticoid only : 53 (14.2 percent) recipients

· Both : 93 (25 percent) recipients

· Prescriber specialty

· Internal Medicine: 27.0 percent

· General Medicine: 20.3 percent

· Family Practice: 18.3 percent

· Emergency Medicine: 8.9 percent

· OB – GYN: 4.3 percent

· Rheumatology: 4.1 percent

· Other: 17.1 percent

110 (22.8 percent) recipients did not fill a prescription for a NSAID or glucocorticoid.

· Prescriber specialty

· Internal Medicine: 33.3 percent

· Family Practice: 17.4 percent

· General Practice: 15.9 percent

· Rheumatology: 5.3 percent

· Other: 28.1 percent

The analysis indicates a lack of referrals to a rheumatologist as only ~28 percent of Medi-Cal FFS recipients who were prescribed a DMARD, were done so by a rheumatologist. For those recipients that did not fill a prescription for a DMARD but did fill a prescription for a NSAID and/or glucocorticoid, 4.1 percent were prescribed by a rheumatologist. Of the remaining 110 (22.8 percent) recipients who did not fill a prescription for a DMARD, NSAID or glucocorticoid, 5.3 percent had their RA diagnosed by a rheumatologist.

The analysis was extended further for the 482 recipients who did not fill a prescription for a DMARD to determine the number of newly diagnosed RA recipients during the study period (November 2007 – October 2008). Review of claims data from November 2005 – October 2007 revealed that 174 (36.1 percent) recipients were newly diagnosed with RA and did not fill a prescription for a DMARD during this time.*


An aggressive treatment approach is essential for controlling RA disease activity effectively and achieving optimal results4 since complications from RA may start to develop as early as a few months after symptom onset.2 Early DMARD intervention slows the progression of structural joint damage and improves long term outcome, as well as overall patient quality of life.3 The DMARD treatment rate for Medi-Cal FFS recipients, albeit greater than the averages for Medicare and Medicaid, were lower than commercial insurance and a cohort study, and can be improved upon. In addition, a proportion of newly diagnosed recipients were not treated with DMARD(s) during the stage of the disease most crucial for DMARD therapy. The analysis also indicated an under-referral to and under-treatment by rheumatologists. Based on clinical evidence showing differences between rheumatologists and 
non-rheumatologists in initiating DMARD treatment, this may suggest Medi-Cal FFS recipients are having delays in getting appropriate treatment for their RA. Considering 20 – 30 percent of persons with RA become permanently work-disabled within two to three years of diagnosis,2 it is absolutely vital that patients suspected of having RA be referred to a rheumatologist in a timely manner for diagnosis and initiation of DMARD treatment.    
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Calcium Supplementation with Bisphosphonate Therapy for Osteoporosis
Osteoporosis is a skeletal disorder characterized by compromised bone strength predisposing a person to an increased risk for bone fractures1 and continues to be
a major public health issue as the population ages.2  Osteoporosis affects 
55 percent of Americans 50 years of age or older.1  Since bone loss occurs without symptoms,2 osteoporosis is considered a silent disease, until it is complicated by fractures.3 These fractures are common and can occur following minimal or no trauma.3 Approximately 1.5 million osteoporotic fractures are reported each year in both men and women in the United States, a figure that is likely to increase as the population ages, making prevention and treatment a principal health concern and public health focus.2
Considerable progress has been made in the pharmacologic treatment of osteoporosis.  Due to their proven safety and efficacy, bisphosphonates (for example,  ibandronate, alendronate, risedronate) are considered first-line therapy among osteoporosis treatment options.4  Other pharmaceutical agents utilized in the treatment of osteoporosis include calcitonin, teriparatide, zoledronic acid and raloxifene.1  In order to obtain maximal benefit from bisphosphonate therapy, adequate calcium must be present in the bone to allow for osteoblasts to deposit new bone mineral.5  Calcium has long been recognized as an important and required nutrient for bone health and maintenance.  Unfortunately, the average American does not meet the recommended daily calcium intake (Table 1).2  It is estimated that 85 percent of postmenopausal women, 90 percent of women aged > 20 years, and 73 percent of men > 20 years do not consume enough calcium.6  The average woman > 40 years has a calcium intake of less than half the amount recommended for postmenopausal women.2
Table 1: Recommended Daily Intake of Calcium2
	Age (Years)
	Calcium (mg/day)

	4 – 8
	  800

	  9 – 18
	1300

	19 – 50
	1000

	      >50
	1200


Nationally, prescriptions for bisphosphonates increased from 14 percent to 73 percent between 1994 and 2003 for patients diagnosed with osteoporosis.4  However, during that same period, the number of patients with an osteoporosis diagnosis that also took calcium supplements decreased by nearly 50 percent.4  This is an area of concern since the efficacy of bisphosphonates, as well as all other osteoporosis drug treatments, is predicated on sufficient intake of calcium5 and bisphosphonate therapy cannot be optimized without it.6  All studies that formed the basis for FDA approval of bisphosphonate in the treatment of osteoporosis had a protocol ensuring certain minimum calcium intake or supplementation.5  Osteoclasts are cells responsible for bone resorption and bisphosphonates act as inhibitors of bone resorption by decreasing the recruitment, activity and life-span of them.5  This decrease in osteoclast activity leads to a greater rate of bone deposition by osteoblasts, by effectively competing with resorption by osteoclasts, resulting in an increase in bone mass.  Package inserts for all bisphosphonates include statements about adequate intake of calcium, with supplementation being recommended when needed.5

A retrospective analysis was conducted from January 1, 2008, through February 28, 2009, to determine the percentage of Medi-Cal fee-for-service (FFS) recipients younger than 64 years of age diagnosed with osteoporosis and on bisphosphonate therapy who were also on calcium supplementation.

Table 2a and 2b, respectively, list the inclusion and exclusion criteria for this analysis.

	· Table 2a: Inclusion Criteria for Retrospective analysis of Medi-Cal FFS Recipients

· Age: ≤64 years
(Recipients ≥65 years have their prescription drug coverage through Medicare Part D)

	· Had a diagnosis for osteoporosis between 1/01/08 – 12/31/08

	· Had a pharmacy claim for a bisphosphonate drug between 1/01/08 – 2/28/09

	· Continuously eligible for Medi-Cal FFS between 1/01/08 – 2/28/09


Table 2b: Excluded Diagnosis Codes*

	Diagnosis Description
	Diagnosis Code

	· Hyperparathyroidism
	  2520

	· Hyperparathyroidism, Unspecified
	25200

	· Primary Hyperparathyroidism
	25201

	· Other Hyperparathyroidism
	25208

	· Hypercalcemia
	27542


* These diagnosis codes are excluded from the analysis as calcium supplementation is contraindicated for these disease entities

The results of the analysis in Table 3 show that of the 9,727 Medi-Cal FFS recipients diagnosed with osteoporosis, only 2,938 recipients (30.2 percent) filled a prescription for calcium.  Of the patients being diagnosed with osteoporosis, 4,303 recipients filled a prescription for a bisphosphonate, but only 2,055 of these recipients (47.7 percent) also filled a prescription for a  calcium supplementation.  This indicates that the remaining 52.3 percent of recipients did not fill any prescription for calcium; therefore, they are likely not optimizing their bisphosphonate drug treatment.  It is possible that recipients may have purchased their calcium supplements over-the-counter, and thus, cannot be controlled for by this study.  However, several different calcium salts are covered benefits under the Medi-Cal FFS program; hence, prescribing a calcium supplement along with a bisphosphonate prescription or any other osteoporosis therapy may enhance prevention of bone loss, treatment efficacy and patient compliance.

Table 3: Result of retrospective analysis of Medi-Cal FFS Recipients
	Recipients Diagnosed with Osteoporosis (n = 9,727)

	
	
Recipients on 

Bisphosphonate (n=4,303)
	
Recipients Not on 

Bisphosphonate (n=5,424)

	
	Bisphosphonate Only
	Bisphosphonate and Calcium
	Calcium Only
	Other**

	Total (n=9,727)
	2,248
	2,055
	883
	4,541

	Percentage of Total
	 23.1 %
	  21.1 %
	   9.1 %
	  46.7 %


**These recipients did not have a pharmacy claim for a bisphosphonate or calcium but may have been on other treatment for osteoporosis.

When bisphosphonates and calcium are prescribed, it is very important that patients understand certain characteristics of the medication and supplementation. Bisphosphonates have an affinity for many foods, drugs and supplements, especially calcium salts.  Although concurrent calcium supplementation with bisphosphonate therapy is important, it is critical that calcium supplements and bisphosphonates are not taken in close temporal proximity.  The bisphosphonate will bind with the calcium salt decreasing or negating the effects of both.  To ensure adequate absorption,

bisphosphonates must be taken with plain water and on an empty stomach with a 
30 – 60 minute post-dose fast.5  The gastrointestinal tract can only absorb up to 500 to 600 mg of calcium at a time.2  To ensure optimal absorption of calcium supplements, doses of calcium need to be divided and spaced out by at least four to five hours.2

A food frequency questionnaire for the Women’s Health Initiative7 concluded that patients on bisphosphonate therapy seem to have the misconception that once therapy has begun, calcium intake is no longer important.4  In order to maximize the benefits of drug therapy, patients must be encouraged to continue using calcium supplements even when prescribed other treatments for their osteoporosis.  It is critical to ensure all patients understand that their therapeutic success with bisphosphonate treatment can only be optimized with concomitant and consistent supplementation of calcium.5
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Recommendations for and Potential Impact of the Influenza A H1N1 Virus (2009-H1N1) on the Medi-Cal Population

Introduction

Health care providers may be struggling not only with the plethora of information about the novel Influenza A virus H1N1 (2009-H1N1), but also with what guidelines to follow regarding preventive and treatment measures.  The purpose of this article is to summarize the currently available information, provide the most up-to-date preventative guidelines and recommendations to follow and identify the Medi-Cal populations that may be at risk for infection and complications.

Background

Influenza A H1N1 virus was originally thought to be a virus of swine origin, and was referred to as “Swine flu.”  However, scientists refer to this as a “quadruple reassortant virus” in that it has two genes found in pigs in Europe and Asia, bird (avian) genes and human genes. 1  First appearing in March 2009 in Mexico 2, with the first United States (U.S.) patient confirmed April 2009, it rapidly caught the attention of health care providers due to several unique characteristics: 

· First occurrence was during spring and continued to spread during summer 
(weeks 17 – 32) 3
· Virus readily transmitted between humans 1
· Unusual age groups predominantly infected (5 – 24 years) which is different for the usual seasonal demographics (children < 2 years and adults > 65 years) 4
· Increased complications and mortality rate of the “healthiest” of the population and those already affected by medical conditions: 5
· Chronic pulmonary (including asthma), cardiovascular (except hypertension), renal, hepatic, hematological (including sickle cell disease), neurologic, neuromuscular, or metabolic disorders (including diabetes mellitus)
· Immunosuppression, including that caused by medications or by human immunodeficiency virus (HIV)
· Pregnant women
· Persons younger than 19 years of age who are receiving long-term aspirin therapy
· Residents of nursing homes and other chronic care facilities
This prompted the US government to declare the 2009-H1N1 a public health emergency and, by June 2009, it was declared a global pandemic by the World Health Organization (WHO). 6  As of August 15, 2009, the U.S. and its territories have 7,983 confirmed hospitalized cases of this new virus and 522 deaths. California reported 1,353 cases and 115 deaths as of August 18, 2009. California noted a 6 – 8 percent fatality for 2009-H1N1 of hospitalized cases. 2
The Centers for Disease Control and Prevention (CDC) estimates that within five months following the first confirmed case, 43,771 people nationwide may have been infected. 7
· The majority of cases to date have been mild with full recovery within a week. 

· Serious cases and deaths have occurred primarily among healthy young persons, during pregnancy and among those with pre-existing medical conditions. 

· As the scholastic year begins, a fall resurgence of 2009-H1N1 infection may occur, affecting predominantly the 5- to 24-year-old range with a peak of infection as early as mid-October. Close genetic tracking has not reveled mutations to a more virulent strain. 

· It has also been observed that individuals born before 1957 have some 
2009-H1N1 immunity due to the 1918 influenza pandemic. 8
Application to Medi-Cal Recipients

Demographics of the fee-for-service (FFS) Medi-Cal population indicate a significant number of high-risk individuals.  Table 1 illustrates the prevalence of conditions considered high-risk for the 2009-H1N1 in the Medi-Cal FFS population.  A critical preventative measure is for providers to encourage those in the high-risk categories to be vaccinated, not only with the 2009-H1N1 when/if available, but also with the seasonal vaccine, as these populations are at greater risk of complications requiring hospitalization.  Many individuals could have more than one “at-risk” condition, as the 2008 data indicates co-morbidity with asthma and diabetes in 25,464 recipients and 3,653 recipients with pregnancy also having an asthma diagnosis code on the claim. 

	Table 1: Incidence of High Risk Conditions for the 2009- H1N1 in 
Medi-Cal Population*

	Age Group
	Utilizing Recipients
	CHF
	Pregnant
	Diabetes
	Asthma

	0 - 4
	678,728
	481
	-
	378
	39,516

	5 - 24
	788,224
	565
	47,340
	6,312
	56,504

	25 - 49
	567,339
	5,789
	39,027
	44,074
	42,907

	50 - 64
	336,461
	16,010
	89
	77,833
	47,428

	65+
	161,986
	6,380
	-
	29,063
	12,005

	Totals
	2,532,738
	29,225
	86,456
	157,660
	198,360


*
Medi-Cal FFS recipients with a diagnosis code for the condition(s) indicated on a claim in 2008 

CDC Recommendations for 2009-H1N1 Priority Vaccination and Antiviral Therapy

Vaccination is the optimal method to prevent influenza of any type. The CDC encourages individuals to get their seasonal flu vaccine and updated pneumonia immunization (if applicable) as soon as they become available. 4
The supply of 2009-H1N1 vaccine will likely be limited in quantity, available in late October and distributed free by th e federal government.  Population protection will be optimized only by following the CDC Priority List for vaccination: 9
· Deployed or mission-critical status personnel

· Pregnant women

· Household contacts and caregivers for children younger than six months

· Healthcare and emergency medical services personnel with direct patient exposure

· Everyone between six months to 24 years of age

· Persons 25 to 64 years of age who have chronic medical conditions that may lead to further complications

In addition to high-risk individuals already infected with the virus, those identified as priority to be vaccinated, and those listed below, should be considered for antiviral therapy once clinical correlation, drug complications and interactions have been considered: 5
· Children younger than 5 years of age 

· Adults 65 years of age and older

· Persons aged 25 – 64 years of age with the co-morbid conditions noted above

Drug Complications and Interactions:

· Rapid resistance to oseltamivir (Tamiflu) and to other antivirals has been observed (Seattle). 10
· Zanamivir (Relenza) impairs desired immunity of vaccination (stop use of zanamivir at least two days before vaccination and do not resume zanamivir until two weeks after). 11
· Early reports from the United Kingdom that oseltamivir counteracts warfarin and could have devastating effects (stroke). 12
As the annual influenza season approaches, it will be important that healthcare providers are proactive in the following:

· Counsel Medi-Cal recipients on the importance of receiving the seasonal flu vaccine and pneumonia immunization (if applicable) when available and review basic self-care and preventive measures (for example, stay isolated if feeling ill, wash hands, sneeze into sleeves, etc.).  For more information, go to: http://www.cdc.gov/h1n1flu/guidance_homecare_directions.htm.

· Inform/contact recipients who are on the priority vaccination list when vaccine becomes available.

· Identify high-risk individuals within their medical practices.
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Acetaminophen – The Painless Killer Among Us
Background

First marketed in the United States (U.S.) in 1955 as Tylenol, 1 acetaminophen (ACM) is the most widely used analgesic/antipyretic medication in the US, 2 with annual sales in the billions of dollars.1  When used properly, acetaminophen is safe and effective, but careless or uninformed use can lead to serious liver damage and even death. 3  With the ubiquitous presence of ACM in over-the-counter (OTC) and prescription products, the potential for ACM toxicity is immense.  Healthcare professionals and consumers play a crucial role in heightening awareness of and preventing ACM toxicity.

Epidemiology

ACM overdoses have become the leading cause of acute liver failure (ALF) in the U.S. 1 From 1994 to 1996, the incidence of ALF from ACM toxicity was 20 percent. 4 By 2003, 51 percent of ALF cases were attributed to ACM. 4  More than 100,000 calls to Poison Control Centers, 56,000 emergency room visits, 2,600 hospitalizations, and nearly 500 deaths are attributed to ACM annually. 1  At least 20 percent of these deaths and nearly half of ACM-related ALF cases were due to unintentional or accidental overdoses. 5 

Several factors contribute to unintentional overdoses.  Many consumers consider ACM safe and are unaware that ACM overdoses can cause serious liver injury. 6  ACM is not always clearly labeled as an active ingredient. 6  Consumers may unknowingly consume more than one ACM-containing product, not realizing that there is ACM in each, putting themselves at risk for toxicity. 6  This can easily happen since ACM can be found in as many as 600 OTC and prescription drug products.3 

Toxicity

ACM has a narrow safety margin. 6  There is little difference between the maximum daily dose of 4 g/day and the dose that can potentially be harmful. 6  A single dose of 7 to 10 grams of ACM can result in liver damage in the average healthy adult. 7  In children, a single dose of 140 mg/kg can cause liver injury. 7  There have however, been reports of severe liver injury, sometimes even death resulting from amounts of ACM as low as 3 to 4 grams in a single dose or 4 to 6 grams over 24 hours. 7 

Metabolism

ACM is a dose dependent hepatotoxin 5 that is primarily metabolized by the liver. 2 More than 90 percent of an ACM dose is metabolized via glucoronidation and sulfate conjugation. 2  The remaining ACM undergoes metabolism by the cytochrome P450 system, which produces a highly hepatotoxic metabolite known as 
N-acetyl-benzoquinone-imine (NAPQI). 2  Ordinarily, glutathione binds to NAPQI rendering it non-toxic;2 however, in an ACM overdose, glutathione stores are depleted and NAPQI cannot be detoxified.  This results in the binding of NAPQI to the lipid bilayer of hepatocytes causing hepatic necrosis. 2 

Chronic alcohol consumption can induce CYP2E1 activity and increase the rate of NAPQI formation, even at therapeutic doses. 5  Thus, individuals who consume three or more alcoholic beverages per day, should not exceed 2 grams of ACM in a 
24-hour period. 7  Ingestion of drugs that are cytochrome-P450 inducers (for example, phenytoin and isoniazid) can also lower the threshold for hepatotoxicity. 5 

Diagnosis

As signs and symptoms are vague and non-specific, diagnosing ACM hepatotoxicity requires a high index of suspicion. 5  A thorough review of the patient’s drug history is required. ACM hepatotoxicity should be suspected whenever the ACM dose exceeds 4 g/day (usually >10 g/day) or in patients with unexplained elevations in serum alanine aminotransferase (ALT). 5
Patients with unintentional ACM overdose often present after two to three days of non-specific symptoms, such as nausea, vomiting and malaise. 5  These patients generally were exposed over several days, have low or undetectable levels of serum ACM, and present with more advanced encephalopathy. 5 

Medi-Cal Fee-For-Service (FFS) Data

During the period of July 1, 2008 to June 30, 2009, there were 1,366,397 paid claims for acetaminophen or an acetaminophen-containing product. 

· 109,384 of these claims exceeded the recommended ACM maximum daily dose of 4 grams (Table 1)

	Table 1: Pharmacy Claims with >4 G/Day of ACM

	ACM Total Daily Dosage (MG)
	Claim Count
	Recipient Count

	4,001 - 5,000
	30,790
	18,576

	5,001 – 6,000
	44,449
	29,891

	6,001 – 7,000
	11,493
	7,584

	7,001 – 8,000
	16,171
	11,682

	8,001 – 9,000
	657
	508

	9,001 – 10,000
	665
	423

	10,001 – 15,000
	3,889
	3,451

	15,001 – 20,000
	537
	390

	>20,000
	733
	344

	Total
	109,384
	65,179†


† Recipients may be included in multiple dosage ranges but were only counted once in total.

The above data shows a high number of prescriptions within the FFS population that exceed the maximum daily dose of ACM and thus, numerous recipients who may be at considerable risk for ACM toxicity.
· This observation was made on the assumption that the information reported on pharmacy claims was accurate.
· Patient adherence cannot be determined.
Conclusions

· Despite a number of efforts by the Food and Drug Administration, ACM-related liver injury remains a serious public health problem. 6 

· Many cases are unintentional 4 and are preventable, but continue to represent an avoidable form of medical expense and lives lost. 

· There is a need for better public awareness of ACM toxicity and conditions for safe use.

· Symptoms of liver injury are non-specific and difficult to recognize. ACM toxicity should be suspected based on medication history or unexplained elevations in serum ALT. 5
· Many FFS recipients may be at risk for ACM toxicity based on the number of claims for ACM and ACM-containing products in this population.

· Children are particularly at risk from OTC and prescription medications.

Recommendations

Healthcare professionals are encouraged to better educate themselves, their colleagues, and their patients about the serious health consequences than can result from unsafe use of ACM and conditions for safe use. 

· Prescribe adequate pain medication regimens to patients along with instructions regarding the use of other analgesics 8 and OTC medications containing ACM (for example, cough and cold medications, sleep aids, etc.). 

· Individuals who consume three or more alcoholic beverages per day should not exceed 2 grams of ACM per day. 7  

· Instruct parents on the correct weight-based dose for their child and to use proper measuring devices for liquid formulations. 3 

· Develop outreach programs to enhance awareness in healthcare provider community regarding ACM toxicity and unexplained abnormal liver function tests. 
For additional information about acetaminophen: 

· http://www.fda.gov/drugs/drugsafety/informationbydrugclass/ucm165107.htm 

For additional information for patients/consumers:

1.
Help Patients Use Acetaminophen Safely: http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/psn/printer.cfm?id=1026  

1. A Guide to Safe Use of Pain Medicine: http://www.fda.gov/downloads/ForConsumers/ConsumerUpdates/
ucm095742.pdf
2. Acetaminophen and Liver Injury: Q & A for Consumers: http://www.fda.gov/downloads/ForConsumers/ConsumerUpdates/
UCM172664.pdf
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Clopidogrel and Omeprazole – A Drug Interaction of Importance

Background

Clopidogrel (Plavix®), a platelet aggregation inhibitor, is indicated for the prevention of atherothrombotic events in patients with a history of recent myocardial infarction (MI), recent stroke, established peripheral arterial disease, or history of acute coronary syndrome. 1  The use of clopidogrel, however, has been associated with gastrointestinal bleeding.  To minimize the risk of recurrent gastrointestinal bleeding, the American College of Cardiology and American Heart Association recommends the use of prophylactic gastroprotective agents, specifically proton-pump inhibitors (PPIs), in patients who take clopidogrel and are at risk or have a history of gastrointestinal bleeding. 2  These recommendations have subsequently lead to the concurrent use of clopidogrel and PPIs as common practice. 2  

On November 17, 2009, the U.S. Food and Drug Administration (FDA) issued a public health advisory alerting the public to new safety and efficacy information concerning an interaction between clopidogrel and omeprazole, a PPI. 3  When taken together, omeprazole reduces the anti-blood clotting effect of clopidogrel by almost half. 3  Patients who are at risk for heart attacks or stroke and take clopidogrel to prevent blood clots, may not obtain its full benefit if they also take omeprazole. 3  For this reason, the FDA recommends patients avoid the concomitant use of clopidogrel and omeprazole. 4
Clinical Evidence

The FDA’s recommendation was made based on recently submitted data from the manufacturer of clopidogrel, 4 which looked specifically at the affects of combined use of clopidogrel and omeprazole. 5  In one study, 72 healthy subjects were administered clopidogrel alone and then with omeprazole for five days. 1  When clopidogrel and omeprazole were administered together, the active metabolite of clopidogrel was decreased by 46 percent on Day 1 and 42 percent on Day 5. 1  Mean inhibition of platelet aggregation was diminished in these same subjects by 47 percent on Day 1 and 30 percent on Day 5. 1  These reductions were also seen in a separate study, when the drugs were given 12 hours apart, indicating that separating the doses of the two drugs does not prevent their undesirable interaction. 1
Pharmacology

Despite the focus on PPIs, the FDA believes the mechanism of this interaction has to do with the inhibition of cytochrome P450 2C19 (CYP2C19). 5  Clopidogrel is a prodrug whose anti-platelet aggregation property is entirely due to an active metabolite. 1  Metabolism into this active metabolite is in part by the CYP2C19 enzyme. 1  Concomitant use of drugs that inhibit the activity of CYP2C19, such as omeprazole, results in reduced plasma concentrations of the active metabolite, and thus a reduction in the effectiveness of clopidogrel. 1  Other inhibitors of CYP2C19, including, esomeprazole, cimetidine, fluconazole, ketoconazole, voriconazole, etravirine, felbamate, fluoxetine, fluvoxamine, and ticlopidine, are expected to have similar effects on clopidogrel.1
With the exception of esomeprazole, a component of omeprazole, the FDA currently does not have sufficient information about interactions with other PPIs to make any other specific recommendations. 5  This, therefore, is currently not a class effect. 5 There is also no evidence that other stomach acid – reducing drugs, such as H2 blockers (except cimetidine) or antacids, interfere with the anti-platelet activity of clopidogrel. 5  
Medi-Cal Fee-For-Service (FFS) Data

A retrospective analysis conducted on clopidogrel pharmacy claims during the period of December 1, 2008 through November 30, 2009 yielded the follow results: 

· 70,055 clopidogrel claims, representing 12,527 recipients (Table 1)


–
17,192 (24.5 percent) of these clopidogrel claims, representing 3,950 recipients, overlapped with one or more claim(s) for drugs which inhibit CYP2C19 (19,284 claims) (Table 2)

	Table 1: Clopidogrel Claims

	
	No. of Claims
	No. of Recipients

	Total Clopidogrel Claims
	70,055
	12,527

	Overlapping Clopidogrel Claims
	17,192
	3,950


	Table 2 : Overlapping claims for drugs that inhibit CYP2C19

	CYP2C19 Inhibitor *
	No. Of Claims
	No. Of Recipients

	Esomeprazole
	13,372
	2,829

	Fluoxetine
	2,972
	539

	Omeprazole
	1,576
	511

	Ketoconazole
	642
	279

	Fluconazole
	316
	176

	Cimetidine
	273
	77

	Fluvoxamine
	71
	9

	Etravirine
	50
	6

	Ticlopidine
	12
	6

	Total
	19,284 †
	4,432 ‡


* Not a comprehensive list. Only drugs included in the Prescribing Information for clopidogrel are listed. 

  Voriconazole and felbamate had zero overlapping claims during this period.

† Multiple claims can overlap with a single clopidogrel claim.

‡ Recipients may be counted more than once if they had overlapping claims for multiple drugs.

The above data shows that for 24.5 percent of all pharmacy claims for clopidogrel, representing 3,950 recipients, the full benefit of clopidogrel may not have been achieved due to an interaction with a drug that decreased the metabolism of clopidogrel into its active metabolite, putting the recipients at increased risk for heart attacks or strokes.  

· This observation was made on the assumption that the information reported on pharmacy claims was accurate.
· Patient adherence cannot be determined.
Conclusion

Complications following thrombotic or embolic events are not uncommon and when they do occur, can be life-altering and financially devastating not only for the patient but also the family.  It is of paramount importance that the effectiveness of prophylactic or preventive medications is fully achieved.  Based on pharmacy claims data, it is likely that many Medi-Cal FFS recipients who took clopidogrel to reduce their risk for heart attacks and strokes, did not receive the full benefit of clopidogrel due to simultaneous prescriptions for CYP2C19 inhibitors that interfered with clopidogrel’s metabolism.  Although the remaining 75.5 percent of recipients did not have an overlapping claim with an inhibitor of CYP2C19, these are commonly used drugs and the possibility for future interactions exists. To date, omeprazole has been the primary drug implicated in this interaction, but caution is advised when prescribing or using other PPIs or other known inhibitors of CYP2C19.  

Recommendations

· Avoid concomitant use of clopidogrel and omeprazole 4 or other known inhibitors of CYP2C19, including esomeprazole, cimetidine, fluconazole, ketoconazole, voriconazole, etravirine, felbamate, fluoxetine, fluvoxamine, and ticlopidine. 4
· Consider using H2 blockers (other than cimetidine) or antacids in patients who need gastric acid reduction. 4 

· Providers prescribing or dispensing clopidogrel should review the medication profile of patients for interacting drugs and consider alternate drug treatment for those drugs.
· All patients on clopidogrel should be strongly advised regarding the dangers of self-directed OTC medications, especially those containing cimetidine and omeprazole.  

For the updated clopidogrel Prescribing Information containing details of the studies submitted by the manufacturer of clopidogrel: 

· Plavix® Prescribing Information: 
http://products.sanofi-aventis.us/plavix/plavix.html
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Cardiovascular Safety of Rosiglitazone: Are Your Patients at Risk?
Background

Rosiglitazone (Avandia®) was one of the biggest-selling drugs in the world with sales in 2006 reaching $3.2 billion.1 However, in 2007, a study published by a Cleveland Clinic cardiologist suggested the drug had cardiovascular risks and prompted the U.S. Food and Drug Administration (FDA) to issue safety alerts.1 Furthermore, in February 2010, a U.S. Senate report was published, claiming hundreds of people taking rosiglitazone needlessly suffer heart attacks and heart failure each month, further increasing the concern and scrutiny of rosiglitazone and its cardiovascular safety.1 The report, stemming from a two-year Senate investigation, criticizes GlaxoSmithKline (GSK), the manufacturer of rosiglitazone, saying it was aware of the cardiac risks but minimized the issue. The report went on to state that GSK attempted to suppress concerned physicians and failed to warn patients years earlier that rosiglitazone was potentially deadly.1 The report ultimately recommended the removal of the drug from the market, concluding that GSK and the FDA delayed too long in this process.1  

This article assesses the impact of the FDA safety alerts and the ensuing utilization of rosiglitazone within the Medi-Cal fee-for-service (FFS) population and discusses current FDA recommendations. 
Recent FDA Actions:

· May 21, 2007 – Alert #1:  The FDA issued Information for Healthcare Professionals, describing the potential risk of ischemic cardiovascular events in patients taking rosiglitazone.2 

· August 14, 2007 – Alert #2:  Highlights important revisions made to the Prescribing Information for rosiglitazone, emphasizing its potential to cause or exacerbate heart failure.2 

· November 19, 2007: Update to May 21, 2007 Alert: Highlights changes to the Prescribing Information for rosiglitazone about the potential increased risk of myocardial ischemia.2 

· February 22, 2010: FDA releases a safety announcement communicating its ongoing review of rosiglitazone’s cardiovascular safety and is in the process of reviewing primary data from the Rosiglitazone Evaluated for Cardiovascular Outcomes and Regulation of Glycemia in Diabetes (RECORD) study.3
RECORD, a large, long-term clinical study designed to evaluate the cardiovascular safety of rosiglitazone, represents the only new information from a completed, randomized, controlled clinical trial of rosiglitazone received by the FDA since the 2007 safety alerts.3 Once review of the data is complete, the FDA will present the totality of new and existing cardiovascular safety data at a joint public meeting currently scheduled for July 2010. The Advisory Committee will, at that point, provide an updated assessment of the risks and benefits of rosiglitazone.3  

Medi-Cal FFS Data Analysis

In January 2008, Medi-Cal published an educational article Rosiglitazone's Role in Diabetes Treatment. The data in the article was based on a retrospective analysis of Medi-Cal FFS recipients who had a pharmacy claim for rosiglitazone from August 1, 2007 through November 30, 2007. The analysis found that approximately 67 percent of recipients who filled a prescription for rosiglitazone had previously been diagnosed with one or more co-morbid condition(s) (Table 1) that could potentially increase their risk for heart attack and/or heart failure.

	Table 1:  Co-morbid Conditions at Risk with Rosiglitazone

	Diagnosis
	ICD-9-CM Code(s)

	Acute Myocardial Infarction
	410, 414.8, 412, 411.1

	Congestive Heart Failure
	428

	Stroke
	434.91, 434.11, 434.01

	Unstable Angina
	411.1

	Stable Angina
	413.9

	Transient Ischemic Attack
	435.1, 435.9, 437.1, 414.9

	Elevated LDL
	272.0, 272.4


The above retrospective analysis was duplicated for the following time periods:

· February 1, 2008 through May 31, 2008:

· The time period immediately following the publication of the Medi-Cal educational article (January 2008).

· Assesses the impact of the article on provider prescribing of rosiglitazone.


· October 1, 2009 through January 31, 2010:

· The time period immediately before the release of the Senate investigation.

· Assesses the prescribing trend before the recent negative press on rosiglitazone.

· A January cutoff allows the option for a future assessment of changes in response to the Senate investigation.

	Table 2: Rosiglitazone Recipients with Co-Morbid Condition(s)

	
	Time Periods

	
	February 1 – May 31, 2008
	October 1, 2009 – January 31, 2010

	Number of recipients with one or more pharmacy claim(s) for rosiglitazone

· Number of recipients diagnosed with one or more co-morbid condition(s)
	5028 (100%)



3360 (67%)
	3759 (100%)




2500 (67%)


The results of the analysis found that for both time periods, approximately 67 percent of recipients who filled a prescription for rosiglitazone had a previous diagnosis for one or more co-morbid condition(s) that may increase their risk of heart attack and/or heart failure. Although the number of recipients with a pharmacy claim for rosiglitazone decreased by 25 percent during the second time period as compared to the first, the percentage of those recipients whose cardiovascular safety is at risk remained at 67 percent.

Chart 1 depicts the recipient count for rosiglitazone from November 2006 through January 2010.
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Conclusion
In early 2007, there were more than 7,000 Medi-Cal recipients taking rosiglitazone. This number dropped significantly immediately following the issuance of the first FDA safety alert (May 2007) and continued to drop following the second safety alert (August 2007) and the Medi-Cal educational article (January 2008). By April 2009, the number of recipients taking rosiglitazone leveled off between 2,000 and 2,500 recipients and has remained at that level since then. Of concern is the fact that although the number of recipients with a pharmacy claim for rosiglitazone decreased significantly from early 2007 to April 2009, the percentage of recipients whose cardiovascular safety is at risk remained the same (67 percent). It is quite possible that these recipients are being closely monitored by their health care provider for cardiovascular signs and symptoms. Some patients may have tolerated rosiglitazone well and as a result, achieved good glycemic control. Whether these patients should remain on rosiglitazone should be decided on a case-by-case basis. At this time, the FDA has yet to release new conclusions or recommendations about the use of rosiglitazone in the treatment of type 2 diabetes.3  

Recommendations  

Applies to all drugs containing rosiglitazone (Avandia®, Avandamet® and Avandaryl®):

· When prescribing rosiglitazone, the FDA recommends that health care professionals continue to follow the recommendations of the Prescribing Information For Rosiglitazone.
· Patients on rosiglitazone should be monitored for signs and symptoms of heart failure (excessive, rapid weight gain, difficulty breathing, and/or swelling) after initiation of drug treatment and dose increases.3 If such signs or symptoms occur, the heart failure should be appropriately managed and dosage reduction or discontinuation must be considered.3
· Rosiglitazone is not recommended in patients with symptomatic heart failure. The use of rosiglitazone in patients with established New York Heart Association (NYHA) Class III or IV heart failure is contraindicated.3
· The risks of rosiglitazone treatment should be discussed with patients.  Factors that should be taken into account include:3
· The clinical utility of rosiglitazone

· Risks/benefits of other antidiabetic drugs

· Risks associated with poorly controlled blood glucose

· Discuss with patients the importance of adhering to their diabetes medication.3
· Any adverse events associated with the use of rosiglitazone should be reported to the FDA’s MedWatch program.3
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Evolving Guidelines for the Use of Inhaled Long-Acting Beta-Agonists in the Treatment of Asthma

Background

In November 2005, the U.S. Food and Drug Administration (FDA) alerted the public regarding the increased risk of severe asthma exacerbations and asthma-related deaths associated with long-acting beta-agonists (LABAs).1-3  Due to these safety concerns, manufacturers of LABA-containing products (Serevent Diskus®, Advair Diskus® and Foradil®) were required to revise their labeling to include warnings about the potential for increased health risk and provide a Medication Guide containing information about these risks, to be dispensed with each LABA prescription.1-3  In the following month, Medi-Cal published an educational article informing Medi-Cal providers of these labeling changes and also examined the practice of step therapy as it pertained to LABAs. On February 18, 2010, the FDA announced new safety requirements which they believe will promote and potentially improve the safer use of LABAs.4  The new requirements were made based on analyses from the Salmeterol Multi-center Asthma Research Trial (SMART), the Salmeterol Nationwide Surveillance study (SNS), and a meta-analysis conducted by the FDA, which showed an increased risk of severe asthma exacerbation, leading to hospitalizations, and even death in some patients.4  Currently, many providers follow the 2007 National Asthma Education and Prevention Program (NAEPP) Expert Panel Report 3 (EPR-3) asthma guidelines when treating patients and there is concern the new FDA recommendations will cause confusion among physicians and patients due to their inconsistencies with the asthma guidelines.5 

This article reviews the new FDA safety requirements for LABAs and how they differ from the current NAEPP EPR-3 asthma guidelines, as well as a retrospective look at the Medi-Cal fee-for-service (FFS) recipient population regarding treatment practices for patients taking LABAs.

Long-Acting Beta-Agonists

LABAs play a strong role in helping patients control asthma symptoms by relaxing the airways’ smooth muscles through the stimulation of beta2-receptors which result in bronchodilation.6  As such, bronchodilation can last at least 12 hours after a single dose; however, with chronic regular use, tolerance can occur, and the efficacy can be diminished to less than five hours.6 
LABAs are available as single ingredient products or in combination with inhaled corticosteroids (ICS).  ICSs are the most potent, most effective, and the most preferred long-term control medication.6  In patients who require more than a low-dose ICS alone to control their asthma, the addition of a LABA improves lung function, lessens symptoms, reduces exacerbations and the use of short-acting beta-agonists to a greater extent than doubling the dose of ICSs.6  To promote adherence to both medications, combination products are preferred in pediatric and adolescent patients who require the addition of a LABA to an ICS.4  Table 1 lists LABA-containing products that are FDA approved for the treatment of asthma.

	Table 1: FDA Approved Products Containing LABAs and Indicated for the Treatment of Asthma4  

	Single-ingredient Products
	Combination Products

	Serevent Diskus® (salmeterol)
	Advair Diskus®, Advair HFA® 
(salmeterol-fluticasone)

	Foradil Aerolizer® (formoterol)†
	Symbicort® (formoterol-budesonide)


† Treatment Authorization Request (TAR) required
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· Risk Evaluation and Mitigation Strategy (REMS)4 – A risk management program that includes a revised Medication Guide for patients, and a plan to educate healthcare professionals on the appropriate use of LABAs.4  

· Manufacturers to conduct additional studies further evaluating the safety of LABAs used in combination with ICS4
· Revised drug labels promoting the safe use of LABAs in the treatment of asthma (not chronic obstructive pulmonary disease [COPD]):7
· LABA monotherapy without the use of a long-term control medication (e.g. ICS) is absolutely contraindicated.7
· Patients whose asthma is adequately controlled on low or medium dose ICSs should not use LABAs.7
· Use LABAs only as add-on therapy for patients who are on long-term asthma control medication (e.g. ICS) but whose asthma is not adequately controlled.7
· Once asthma control is achieved, assess patients at regular intervals and if possible, without loss of control of asthma, initiate step down therapy (e.g. discontinue LABA).  Patients should then continue treatment with a long-term asthma control medication (e.g. ICS).7
· Pediatric and adolescent patients who require a LABA in addition to an ICS should use a combination LABA-ICS product, to ensure compliance with both medications.7  

NAEPP EPR-3 Asthma Guidelines

The FDA’s recommendation to initiate step down therapy by discontinuing LABA once asthma control is achieved, counters the NAEPP EPR-3 asthma guidelines,5 which supports long-term use of a LABA in combination with an ICS6.  Due to limited studies guiding therapy reduction, the step down process is not well worked out within the current guidelines.5  However, the Expert Panel does recommend that once well-controlled asthma is achieved and maintained for at least three months, a step down can be considered in order to determine the minimum therapy required to maintain well-controlled asthma .6  In the opinion of the Expert Panel, the dose of ICS may be gradually reduced 25 – 50 percent every three months to the lowest dose required to maintain control.6  The guidelines do not suggest discontinuing LABA therapy as the initial step in the step down process.6
The American Academy of Allergy, Asthma, and Immunology (AAAAI) is concerned that clinicians will think that they should step down their patients once asthma control is achieved, instead of continuing to monitor their condition.5  In addition, there is also concern that if LABAs are suddenly discontinued, patients would lose control of their asthma.5 

Medi-Cal FFS Data Analysis

Despite the inconsistencies in recommendations from the FDA and the NAEPP EPR-3, both are in complete agreement that LABAs should never be used as monotherapy in the treatment of asthma.  A retrospective analysis of Medi-Cal FFS recipients was conducted for the period of February 1, 2009 through January 31, 2010 to determine if recipients diagnosed with asthma and using LABAs were also on ICSs.  


Criteria

· Inclusion criteria: 

· Younger than 65 years of age with no Medicare coverage during the entire study period and
· Had one or more diagnosis for asthma (ICD-9-CM codes 493.0, 493.1, 493.2, 493.9, or any subclassification codes)

· Exclusion criteria:

· Had one or more diagnosis for COPD

· Chronic bronchitis (ICD-9-CM code 491 or any subclassification codes) or
· Emphysema (ICD-9-CM code 492 or any subclassification codes) or
· Exercise-induced asthma (ICD-9-CM code 493.81)


Results
· 111,875 recipients met the above inclusion/exclusion criteria

· Of which, 17,820 (15.9 percent) recipients had one or more pharmacy claim(s) for a medication(s) which contained a LABA (Table 2)

	Table 2 : Recipients With Pharmacy Claim(s) for Medications Containing a LABA

	Recipients with Claim(s) for Single-Ingredient LABA Only:

Salmeterol 

and/or 

Formoterol
	Recipients with Claims for Combination LABA-ICS Only:

Salmeterol-Fluticasone 

and/or

Formoterol-Budesonide
	Recipients with Claims for Single-Ingredient LABA and  Combination LABA-ICS

	266 (1.5%)
	17,470 (98%)
	84 (0.5%)

	Recipients with Claim(s) for ICS
	Recipients with No Claim for ICS
	
	

	198 (74.4%)
	68 (25.6%)
	
	

	Total: 17,820 (100%)


The analysis showed that 17,820 (15.9 percent) asthma recipients had at least one pharmacy claim for a medication containing a LABA.  Of these recipients, 266 (1.5 percent) had only claims for single-ingredient LABAs, 17,470 (98 percent) had claims for only combination LABA-ICS products, and the remaining 84 (0.5 percent) recipients had claims for both.  Of the 266 recipients that had only claims for single-ingredient LABAs, 198 (74.4 percent) had one or more claim(s) for an ICS.  Overall, only 68 of the 17,820 recipients (0.4 percent) had claims for LABAs but did not have claims for ICSs; thus, revealing that 99.6 percent (17,752 out of 17,820) of recipients, who had claims for a LABA-containing product, also had claims for an ICS, the majority of which were as combination LABA-ICS products.  

Although other alternative medications are available, ICSs were used in the analysis because they are the preferred long-term control agents for the treatment of asthma, the preferred therapy to combine with LABAs, and are the most consistently effective anti-inflammatory therapy for all age groups at all steps of care for persistent asthma.6
Discussion

The disparity in recommendations from the FDA and the NAEPP EPR-3 can be confusing to physicians and patients, especially since the recommendations are from two credible sources.  The AAAAI argues that there is no new data supporting the FDA’s recommended change in practice and has differing opinions with regards to the amount of weight placed on the studies from which the new recommendations were based.5  On the other hand, it has also been argued that the NAEPP EPR-3 asthma guidelines were influenced by studies that had several limitations.8  At this time it has not been determined whether the concomitant use of ICSs and LABAs have an increased risk of asthma-related deaths,8 or that discontinuing LABAs will improve long-term outcomes;5 therefore the FDA has required manufacturers to conduct further studies evaluating the safety of the combined use of LABAs and ICS as compared to ICS alone.8  Although a goal in treating chronic conditions such as asthma is to optimize pharmacotherapy by using the minimum medication necessary, the treatment approach used should always be weighed against the potential health risks, in this case life-threatening asthma exacerbations.9  As stated in the NAEPP EPR-3 asthma guidelines:  “The stepwise approach and recommended treatments are meant to assist, not replace, the clinical decision making necessary to determine the most appropriate treatment to meet the individual patient’s needs and circumstances.”6 
The retrospective analysis of Medi-Cal FFS recipients suggests that Medi-Cal providers already know not to prescribe LABAs without ICSs.  Since 98 percent of recipients were given combination LABA-ICS products, it is evident that LABA monotherapy is not a concern amongst Medi-Cal recipients.  Given that there is independent data which suggests that numerous patients are given combination LABA-ICS products prior to undergoing stepwise treatment increases in ICS alone,8 raises the question of whether all these patients require the use of a LABA in addition to their ICS, or if they can be controlled with ICS alone.  In 2005, Medi-Cal published an educational article which showed that 12 percent of recipients were treated with a LABA without first being given the appropriate step therapy with an ICS alone.  It is essential that each patient’s asthma severity is correctly diagnosed and appropriately treated so that patients are not unnecessarily exposed to medication risks.  

Recommendations

· LABAs are not to be used as monotherapy for the treatment of asthma and should not be initiated in patients with acutely deteriorating asthma.7
· Instruct patients not to stop ICS therapy while taking LABA, even though their symptoms may have significantly improved.6
· Use of LABA generally should not exceed 100 mcg/day for salmeterol or 24 mcg/day for formoterol.6
· LABA should not be used for treatment of acute symptoms or exacerbations.7
· Regardless of asthma severity, a rescue inhaler (e.g. albuterol) should be prescribed for sudden-onset asthma symptoms.7
· Discuss warning signs of worsening asthma with patients and families.  Advise them to seek immediate medical attention should their condition deteriorate.7
· In patients who need the addition of a LABA to an inhaled corticosteroid, a combination LABA-ICS should be prescribed to promote adherence with both medications.7
· Encourage patients and families to read the Medication Guide that accompanies their prescriptions.7
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Primary Prevention of Cardiovascular Events in Diabetes – Updated Aspirin Recommendations 

Background

Cardiovascular disease (CVD) has been proven to be a major cause of morbidity and mortality in individuals with type 1 or type 2 diabetes.1  The risk of cardiovascular (CV) events (e.g. myocardial infarction [MI]/stroke) in this population is two-to-four times greater than in individuals of the same age and gender without diabetes.2  The benefits of aspirin (ASA) in the prevention of secondary (or repeated) CV events in people with diabetes is well established1 and is recognized as the most cost-effective intervention for reducing CVD in people with or without diabetes.3  Its effectiveness, however, as a means of primary prevention (initial/first) of CV events is not quite so clear.1  Despite the limited and conflicting evidence for this use, specific recommendations for the use of ASA for the purpose of primary prevention have been issued and incorporated into credible societal and national guidelines.1  In May 2010, the American Diabetes Association (ADA), American Heart Association (AHA) and the American College of Cardiology Foundation (ACCF) jointly updated the ASA recommendations for primary prevention in diabetes, previously made in 2007, after the results of two recent randomized controlled trials raised questions about the efficacy of aspirin for this purpose.2  The uncertainty of ASA’s effectiveness, combined with known adverse effects such as intracranial and gastrointestinal (GI) bleeding,2 raised questions regarding the risks versus benefits of ASA in primary prevention of CV events in those with diabetes.  

This article will review the previous and recently updated recommendations for the use of aspirin for primary prevention in adults with diabetes as well as a retrospective look at aspirin utilization in Medi-Cal fee-for-service (FFS) recipients with diabetes.

ASA Recommendations – Past and Present 

ASA’s effect on primary prevention of CV events in adults with diabetes has not been clearly defined.2  Available evidence is inconsistent but overall suggests that ASA has a relative risk reduction of about 10 percent for CV events.2  Based on the number of CV events that may be prevented and the number of GI bleeding events induced, in May 2010 the ADA, AHA and ACCF updated the 2007 recommendations on the use of ASA in primary prevention of CV events in people with diabetes.2  Table 1 lists both sets of recommendations.  

	Table 1:  ASA Recommendations for Primary Prevention of CVD Events in Adults with Diabetes

	2010 Joint ADA, AHA and ACCF Recommendations2
	2007 Joint ADA and AHA Recommendations3

	· ASA (75 – 162 mg/d) use is reasonable for those with: 
· No previous history of vascular disease and
· At increased CVD risk (10-year CVD risk over 10 percent; men age > 50 years and women age > 60 years with ≥ one major risk factors (smoking, hypertension, dyslipidemia, family history of premature CVD, albuminuria) and
· Not at increased risk for bleeding (no history of GI bleeding/peptic ulcer disease, or  concurrent use of drugs that increase risk of bleeding (e.g. non-steroidal 
anti-inflammatory drugs [NSAIDs], warfarin) 
· ASA is not recommended in adults with diabetes at low CVD risk (men age < 50 years and women age < 60 years with no major additional CVD risk factors; 10-year CVD risk under 5 percent)
· ASA (75 – 162 mg/d) may be considered for those at intermediate CVD risk: 

· Younger patients with one or more risk factors or 

· Older patients with no risk factors or 

· Patients with 10-year CVD risk of 5 – 10 percent
	· ASA (75 – 162 mg/d) use should be recommended for  those at increased CV risk including those:
· Age > 40 years or 

· Who have additional risk factors (smoking, hypertension, dyslipidemia, family history of CVD, or albuminuria)
· ASA is not recommended in people:

· With annual CVD risks substantially <1 percent
· With ASA allergy, bleeding tendency, existing anticoagulant therapy, recent GI bleeding, and clinically active hepatic disease 

· Age < 21 years – due to associated increased risk of Reye’s syndrome




Risk Assessment

Appropriate recommendations for ASA use are contingent on comprehensive and accurate assessment of 
risk,2-3 which is dependent on each individual’s characteristics.  Not all patients with diabetes have high cardiovascular risk.2  Therapies such as blood pressure control, statins or smoking cessation lowers CV risks and should be taken into consideration.  Risk assessment can be individualized using risk-prediction calculators.3  Using risk factors such as diabetes, smoking, hypertension and dyslipidemia, an individual’s 
10-year CVD risk, or probability of having a CVD event in the next 10 years, can be calculated.  The following are examples of such tools:
· Framingham Risk Calculator3  

· United Kingdom Prospective Diabetes Study Risk Engine2
· ADA Risk Assessment Tool – Diabetes Personal Health Decisions2
Optimal ASA Dosage

The optimal ASA dose for prevention of CVD events is not known.2  Benefits in primary prevention have been demonstrated with dosing at 75 – 162 mg/day being comparable to those achieved at 500 – 1500 mg/day.2  However, with the increase in dose, the risk of GI bleeding may also increase.

Medi-Cal FFS Data Analysis

The ADA, AHA and ACCF do not recommend ASA therapy for primary prevention of CVD event in adults with diabetes who are at low CVD risk (men < 50 or women < 60 years with no major additional CVD risk factors).  A nine-month retrospective analysis of Medi-Cal FFS recipients was conducted for the period of August 1, 2009 – April 30, 2010 to determine the number of recipients who may inappropriately be on ASA therapy as their CVD risk is low and the risk for GI bleeding outweighs the potential benefits.  Table 2 lists the inclusion/exclusion criteria for this analysis.  Recipients who were included in the analysis were stratified into two groups, those with CVD risk factors (Table 3) and those without.

	Table 2:  Inclusion – Exclusion Criteria†

	Inclusion Criteria
	Exclusion Criteria

	· Male <50 years or female <60 years

· 100 or more day supply of ASA from 8/1/09 – 4/30/10

· Continuously eligible for Medi-Cal FFS from 8/1/09 – 4/30/10

· Diagnosed with diabetes (ICD-9-CM code 250) in past five years  (8/1/05 – 4/30/10)
	· Recipient of Medicare or other health coverage (OHC) at anytime from 8/1/09 – 4/30/10


† All fourth and fifth digit subclassification codes for listed ICD-9-CM codes were included as inclusion/exclusion criteria

	Table 3:  CVD Risk Factors†

	· Essential hypertension (ICD-9-CM code 401)

· Cerebral thrombosis 
(ICD-9-CM code 434.0)

· Myocardial infarction 
(ICD-9-CM 410)

· Tobacco abuse disorder (ICD-9-CM code 305.1)

· Albuminuria 
(ICD-9-CM code 791.0)
	· Pure hypercholesterolemia (ICD-9-CM code 272.0)

· Pure hyperglyceridemia (ICD-9-CM code 272.1)

· Mixed hyperlipidemia 
(ICD-9-CM code 272.2)

· Other and unspecified hyperlipidemia 
(ICD-9-CM code 272.4)
	· Atherosclerosis of native arteries of the extremities 
(ICD-9-CM 440.2)

· Generalized and unspecified atherosclerosis 
(ICD-9-CM code 440.9)




† All fourth and fifth digit subclassification codes for listed ICD-9-CM codes were included as inclusion/exclusion criteria

	Table 4:  Results

	Total Recipients Included:  9,095 (100 percent)

	Recipients With Risk(s) or History of CV Event(s)
	Recipients Without Risk(s) or History of CV Event(s)

	8,878 (97.6 percent)
	217 (2.4 percent)

	
	

	Intracerebral Hemorrhage Only:  16 (0.2 percent)

GI Hemorrhage Only:  112 (1.3 percent)

Intracerebral and GI Hemorrhage:  1 (0.01 percent)

Total:  129 (1.5 percent)
	Intracerebral Hemorrhage Only:  0

GI Hemorrhage Only:  0

Intracerebral and GI Hemorrhage:  0

Total:  0


Of the 9,095 recipients that were included in the analysis (Table 4), 8,878 recipients (97.6 percent) had a history of CVD or one or more CVD risk factors for which ASA therapy would be deemed appropriate.  A further analysis of these recipients showed that 129 recipients (1.5 percent) had a history of intracerebral and/or GI bleeding.  The remaining 217 recipients (2.4 percent) did not appear to have any CVD risk factors for which ASA therapy would be indicated.  These recipients did not have any history of cerebral or GI bleeding. 

Discussion

Based on the results of the analysis, it appears that Medi-Cal providers are appropriately prescribing ASA to their patients.  Of the recipients that were included in the analysis, only 2.4 percent seem to be inappropriately on ASA therapy due to the lack of any CVD risk factors.  These patients are at low risk for CVD events and the risk of bleeding from ASA would outweigh the benefits of CVD prevention.  Overall, the number of bleeding events does not seem to be excessive for recipients included in the analysis.

Overall, analysis of available evidence suggests that ASA has a modest benefit for primary prevention of CVD events in people with diabetes.2  However, due to ASA’s association with GI bleeding, therapy should be reserved for those with specific CVD risk factors.  Updated recommendations only address ASA use in primary prevention.  The ADA, AHA and ACCF continue to strongly recommend the use of low-dose aspirin for secondary prevention of CVD events.4
Recommendations
· Accurate assessment of CVD risks is a vital component of the decision-making process for recommending ASA therapy.2  Risk factors may be acquired over time, therefore periodic reassessment of risks is a necessity.2  

· Individuals who have an allergy to ASA, had a recent GI bleed, have a tendency to bleeding, active liver disease or are younger than 21 years of age should not take ASA.5  

References

1. Belch J, MacCuish A, Campbell L, et al.  The prevention of progression of arterial disease and diabetes (POPADAD) trial:  factorial randomized placebo controlled trial of aspirin and antioxidants in patients with diabetes and asymptomatic peripheral arterial disease.  BMJ. 2008;337:a1840.  http://www.bmj.com/content/337/bmj.a1840.full.pdf.  Accessed August 12, 2010. 

2. Pignone M, Alberts MJ, Colwell JA, et al.  Aspirin for Primary Prevention of Cardiovascular Events in People with Diabetes:  A Position Statement of the American Diabetes Association, a Scientific Statement of the American Heart Association, and an Expert Consensus Document of the American college of Cardiology Foundation.  Circulation. 2010;121:2694 – 2701.  http://circ.ahajournals.org/cgi/reprint/121/24/2694.  Accessed July 6, 2010. 

3. Buse JB, Ginsberg HN, Bakris GL, et al.  Primary Prevention of Cardiovascular Diseases in People With Diabetes Mellitus:  A Scientific Statement From the American Heart Association and the American Diabetes Association.  Circulation. 2007;115:114-126.  http://circ.ahajournals.org/cgi/reprint/115/1/114.  Accessed August 6, 2010.  

4. American Diabetes Association.  Aspirin recommended for heart health for people with diabetes at high risk.  ACC/ADA/AHA Joint Scientific Statement.  American Diabetes website; http://www.diabetes.org/for-media/2010/aspirin-recommended-for-heart-health-diabetes.html; 
May 27, 2010; Accessed June 22, 2010.  

5. American Diabetes Association.  Aspirin.  American Diabetes Association website; http://www.diabetes.org/living-with-diabetes/treatment-and-care/medication/aspirin.html; Accessed 
June 22, 2010.  

Pertussis Vaccine Recommendations Background 

History 
Pertussis, more commonly known as whooping cough, is caused by the bacterium Bordetella pertussis and is a highly contagious respiratory tract infection.  Prior to the availability of the vaccine in the 1940s, pertussis was a leading cause of childhood illness and mortality in the United States (U.S.) and worldwide.1,2  Following 
large-scale vaccination in the 1950s and 1960s, the incidence and mortality from pertussis decreased dramatically by more than 80 percent in the U.S.1 and 90 percent in the industrialized world.2  Despite the success of the vaccine, there was a resurgence of the disease in the 1990s, with a shift in prevalence toward older persons whose immunity from childhood vaccination have waned.3  Pertussis remains common and is a public health concern not only in the U.S., but also worldwide.2 

Current Situation

California is currently experiencing a pertussis epidemic.4  As of November 2, 2010, 6,431 pertussis cases have been reported in California this year alone, the most since 1950 when 6,613 cases were reported.5  

The epidemic is taking its heaviest toll on the infant population, who are too young to be fully immunized and therefore remain vulnerable to infection.5  Pertussis is most severe in infants younger than 1 year of age; with the risk of death being highest among those younger than 6 months old.6  Seventy-five percent of hospitalized cases in California were infants less than 6 months old and all ten reported deaths were infants 2 months of age or younger.5 
Pertussis is a vaccine-preventable disease.  However, immunization rates for adolescents and adults are low.4 Unvaccinated individuals not only put themselves at risk for severe complications from pertussis, but can also spread the disease to young infants and children who are too young to be fully immunized, or others who may have contraindications to the vaccine.  Approximately 75 percent of pertussis cases among infants 6 months of age or younger had a household contact (for example, parent, sibling) identified as the source of infection.6  It is therefore just as important for adolescents and adults, as it is for infants, to be immunized, in order to reduce the burden of pertussis on themselves and to prevent transmission of pertussis to others.6
During the current epidemic, when the risk of contracting pertussis is elevated, it is especially important that the community’s awareness about pertussis is heightened and that everyone who isn’t up-to-date on their vaccinations do so as soon as possible.  A high level of community immunity will decrease the probability that susceptible individuals will come into contact with an infectious individual.  
This article outlines the recommendations for vaccination against pertussis in order to effectively control the spread of this preventable disease.
ROUTINE PERTUSSIS VACCINE RECOMMENDATIONS

Infants and Children 6 Years of Age and Younger

· It is routinely recommended that infants and children receive five doses of DTaP (pediatric formulation of acellular pertussis [aP] vaccine combined with tetanus [T] and diphtheria [D] toxoids), at 2, 4, 6 months, 
15 through 18 months, and at 4 through 6 years of age.1 
· Table 1 lists the recommended age, minimum age and minimum time interval for each dose of the DTaP vaccine series:

	Table 1: Recommended Age and Intervals for DTaP Doses1

	Vaccine Dose
	Recommended Age
	Minimum Age
	Minimum Interval

	1
	2 Months
	6 Weeks
	---

	2
	4 Months
	---
	4 Weeks

	3
	6 Months
	---
	4 Weeks

	4†
	15 – 18 Months
	12 Months
	6 Months

	5‡ (Booster)
	4 – 6 Years
	4 Years
	---


† Dose may be given earlier than recommended if it is unlikely the patient will return at 15 – 18 months and if the minimum age and interval are met.1

‡ Dose not necessary if the fourth dose was given on or after the 4th birthday, but may still be given.1
· DTaP vaccines currently available in the U.S. and approved for use in infants and children 6 weeks through 6 years of age are:1 Tripedia, Infanrix, and Daptacel

· DTaP is also available in combination with other vaccines routinely administered during infancy (for example, Pediarix [DTaP – Hep B – IPV]).1  

As children get older, immunity to pertussis by vaccine deteriorates, leaving them vulnerable to infection again by adolescence.4  In 2005, Tdap, a booster vaccine formulated for adolescents and adults, containing acellular pertussis (ap) combined with tetanus (T) and diphtheria (d) toxoids, became available.7  Table 2 lists the two available brands of Tdap vaccines:

	Table 2: Available Brands of Tdap Vaccine1

	Brand
	Approved Age Group

	Boostrix
	10 through 64 years

	Adacel 
	11 through 64 years


Broadened Vaccine Recommendations – In response to the pertussis epidemic in California, the California Department of Public Health (CDPH) has broadened the vaccine recommendations to include the following underlined recommendations: 4
Children 7 – 9 Years of Age
· The CDPH recommends children age 7 – 9 years of age receive a dose of Tdap if they:

· Have an indication for vaccination against tetanus, diphtheria, or pertussis (for example, wound management), instead of Td (tetanus and diphtheria toxoids) or TT (tetanus toxoid) vaccines.7
· Did not complete their childhood DTaP vaccine series.4
Note:
No pertussis-containing vaccines are currently licensed for use in children 7 – 9 years of age.  

Adolescents and Adults Age 10+  

· The CDPH recommends any adolescent or adult age 10 years or older, including those 65 years of age and older, whom have not received a documented dose of Tdap, should receive one, regardless of the time elapsed since their last Td booster.4
Note:
No pertussis-containing vaccines are currently licensed for use in adults 65 years of age and older.  

· Adolescents who completed their childhood pertussis vaccine series are routinely recommended to receive a dose of Tdap preferably at 11 to 12 years of age.8
· Adolescents 13 – 18 years of age who missed getting Tdap at 11 – 12 years of age, should receive a dose at their next doctor visit, or sooner if close contact with infants is anticipated.8
· The “Catch-up Immunization Schedule for Persons Aged 4 Months Through 18 Years Who Start Late or Who Are More Than 1 Month Behind” is available at www.cdc.gov/vaccines/recs/schedules/downloads/child/2010/10_catchup-schedule-bw.pdf  for adolescents who did not complete their childhood vaccine series.8 

· Adults 19 – 64 years of age whom have not received a dose of Tdap are recommended to get one.8
Pregnant/Postpartum Women

· Ideally, Tdap should be received before pregnancy.8
· Postpartum women who have not received Tdap should receive a dose in the immediate postpartum period, before discharge from the hospital or birthing center, or as soon as feasible.8
· Pregnancy is not a contraindication for receiving Tdap.8 
· Pre-licensure studies for Tdap did not include pregnant women; therefore, the safety of Tdap in this population is not well understood.6
· During a community outbreak when the risk of contracting pertussis is elevated, healthcare providers may consider administering Tdap to pregnant women, but should weigh the risks and benefits before choosing to do so.8
Close Contacts of Infants

· All close contacts of infants should be immunized with Tdap, especially parents or other family members, and caregivers, before mother and child are discharged from the hospital; ideally at least one month prior to the anticipated close contact with the infant.7, 1
Healthcare Personnel

· All healthcare personnel are recommended to be immunized with Tdap, particularly those who have direct contact with infants and pregnant women.7
CONTRAINDICATIONS
DTaP and/or Tdap are contraindicated in individuals with a history of:

· Anaphylaxis following a prior dose of DTaP or Tdap.1 

· Encephalopathy occurring within 7 days of DTaP or Tdap administration without any other identifiable cause.1
AVOIDING CONFUSION BETWEEN DAPTACEL AND ADACEL

Mix-ups have occurred between Daptacel (DTaP), formulated for infants and children 6 weeks to 6 years of age and Adacel (Tdap), approved for use in adolescents and adults 11 through 64 years of age.9  The Institute for Safe Medication Practices (ISMP) reported that 20 adults from two different clinics received Daptacel in error instead of Adacel, as intended.9  Similarities in brand name, generic designations, vaccine abbreviations, and packaging are believed to have contributed to the confusion.9  To help prevent mix-ups between the two products, ISMP recommends the following:

· Separate and place alerts on the stock of the two formulations.9
· Place alerts on computer software to warn about the differences between the two formulations 
and configure the system to prevent selection of the wrong product based on patient age.9
· Verify patient age before dispensing or administration of vaccines.9
· Share the “Adacel (Tdap) and Daptacel (DTaP) Confusion” article from the ISMP August 24, 2006 issue with your professional colleagues and is available at www.ismp.org/Newsletters/acutecare/articles/20060824_2.asp.9
DISCUSSION

Vaccines have played a critical role in improving public health by preventing and controlling many infectious diseases that were once common in the U.S., including pertussis.  Until a disease is completely eradicated, it is important to continue immunizing against it. Unfortunately, immunization rates for the recommended pertussis booster vaccine, Tdap, have been low.4  A recent Centers for Disease Control and Prevention (CDC) survey indicates that only 44 percent of adolescents in California and 6 percent of adults nationwide, have received Tdap.4   In order to reduce the incidence of pertussis, a high level of community immunity is needed.7  This can only be accomplished through widespread vaccination against pertussis, which will prevent exposure to vulnerable infants as well as prevent severe cases in older individuals.7  

ANSWERS TO FREQUENTLY ASKED QUESTIONS

· The use of vaccines beyond licensed age groups is permitted by law.7
· As the risk of contracting pertussis is heightened, an interval less than the recommended five years between Td and Tdap may be considered.7  
· The Tdap dose replaces one 10-year booster dose of Td.8
· Interruption or delay in the vaccine schedule does not affect the level of immunity reached upon completion of the primary series; therefore, the series does not need to be restarted regardless of the time elapsed between doses.1  
· Children who started their vaccination series with DTP (whole-cell pertussis- containing vaccine no longer available in the U.S.) should complete it with DTaP.1
· The same pertussis vaccine brand should be used to complete the series when possible.1  However, vaccination should never be delayed due to unavailability of the same vaccine brand or if the brand previously used is unknown.1    

· Children who are moderately to severely ill should have their vaccinations deferred only until the condition improves.1 Mild illness (for example, upper respiratory tract infection) is not a reason for vaccine deferral.1
For additional information and resources on pertussis for healthcare providers and patients, please visit the CDPH website at www.cdph.ca.gov/HealthInfo/discond/Pages/Pertussis.aspx and CDC website at www.cdc.gov/pertussis/index.html.
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An Overview of Treatment Approaches to Insomnia

Insomnia is a common, yet poorly understood condition.  The International Classification of Sleep Disorders:  Diagnostic and Coding Manual, Second Edition (ICSD-2), defines insomnia as a subjective difficulty falling or staying asleep, sleeping continuously without interruption or not feeling refreshed despite adequate sleep.1  Daytime function must be impaired to fulfill the diagnosis.  A complete insomnia history should review medical, psychiatric, medication, substance abuse and social/occupational history.1,2  Physical exams and a detailed sleep history are also key components of the evaluation that leads to a diagnosis.  Ongoing assessment and monitoring is generally via subjective report from the patient.

The ICSD-2 describes insomnia as primary (idiopathic, psychophysiological or paradoxical), associated with sleep-related breathing disorders, due to medical illness, psychiatric disorders or substance abuse. Sleep-related disorders may include breathing disorders such as obstructive sleep apnea, movement disorders such as restless legs syndrome or circadian rhythm sleep disorders.  Potential medical conditions associated with insomnia may involve a variety of organ systems.  Some examples of associated medical conditions are stroke, chronic pain, congestive heart failure, hypo- or hyperthyroidism, incontinence, menopause and syndrome of inappropriate antidiuretic hormone (SIADH).  Possible psychiatric conditions include depression, anxiety and dementia.  The ICSD-2 should be consulted for a full review of associated medical and psychiatric conditions.1
Acute insomnia refers to sleep problems lasting from one night to a few weeks.  Chronic insomnia is that which occurs at least 3 nights weekly for at least 1 month.2
Treatment

Treatment for chronic insomnia is recommended when it affects the patient’s sleep quality, daytime function, quality of life or overall health significantly.  The contributions of other factors such as caffeine, alcohol, self-medication and comorbidities should be addressed when developing a treatment plan for insomnia.  Medical and psychiatric comorbidities that potentially contribute should be treated, though treatment of these alone may be if insufficient to resolve insomnia.

The goals of therapy include improvement of sleep quantity and quality, increased alertness and concentration without side effects.  Additional endpoints include enhanced daytime function, reduced sleep latency, wakefulness after sleep onset and increased total sleep time.  Sleep latency is the amount of time it takes to fall asleep after the lights have been turned off.  While various sleep scales and questionnaires exist to evaluate sleep dysfunction, there is a lack of validated instruments to assess the outcomes of treating insomnia.3  Assessment of response to therapy should take place every 2–4 weeks initially, then monthly and then every 6 months.  Patients and providers should discuss what goals are reasonable and desirable depending on the degree of the patient’s impairment.

Both nonpharmacologic and pharmacologic approaches have a role in the treatment of insomnia.  Most primary care providers provide counseling on sleep hygiene, but sleep hygiene interventions alone may not be sufficient.  Common sleep hygiene measures include avoidance of daytime napping, not exercising in the evening, engaging in a relaxing activity before bedtime and abstaining from alcohol, caffeine and nicotine prior to bedtime.  Adjustment of daytime activities that may potentially contribute to insomnia should be considered at the time a treatment approach is being developed.
Cognitive behavioral therapy (CBT) is a psychotherapeutic treatment that has been found to be comparable in efficacy to medication.4  CBT should be included as part of any comprehensive approach.  CBT teaches patients to adjust their beliefs and expectations about sleep and to modify their sleep behaviors so the quality and quantity of sleep may improve.4  CBT may be provided in individual or group settings.  The National Institutes of Health Consensus and State of the Science Statement asserts that CBT is as effective as prescription medication for the short-term treatment of chronic insomnia.5  Furthermore, the effects of CBT may be maintained for 6 months or more following therapy intervention.  Combining CBT with medications has been shown to improve sleep even after medications have been discontinued.4
Medications may have a role as part of an overall treatment approach.  Food and Drug Administration (FDA) approved agents indicated for the treatment of insomnia include benzodiazepine receptor agonists, a melatonin receptor antagonist (ramelteon, Rozerem®) and low dose doxepin (3 mg and 6 mg, Silenor®).  Hypnotics are generally used for initial therapy unless the patient’s medical comorbidity (e.g. dementia) would benefit from use of an agent in another therapeutic class.
All FDA approved hypnotics improve one or more aspects of subjective sleep and some improve daytime functioning.  The ideal hypnotic agent would possess the following features: rapid absorption and sleep induction; efficacy through the night; induction of a normal sleep pattern; no residual effect or rebound insomnia; no dependence or tolerance; no associated ataxia, respiratory depression or effects on memory; safe in overdose; and no drug interactions.4  Because no one hypnotic fulfills every desired feature, medication choice should be guided by age, symptom pattern and other circumstances of the individual patient.  Pharmacokinetics of the individual hypnotic should be considered.  For patients who have trouble initially falling asleep, a rapid onset hypnotic should be considered.  For those who experience nighttime awakenings, a hypnotic with a relatively long duration of action might be considered.  A hypnotic with a half-life of more than 6 hours is more likely to be associated with residual drowsiness the following day.4  A guideline published by the American Academy of Sleep Medicine advises against use of such hypnotics.6
Short or intermediate acting benzodiazepine receptor agonists are effective as monotherapy for short-term insomnia and are generally recommended for initial therapy.3, 4, 6  Benzodiazepine receptor agonists may differ in pharmacokinetics and in the degree of gamma-aminobutyric acid (GABA) receptor specificity.  Agents on the Medi-Cal Contract Drugs List (CDL) include zolpidem (Ambien®) extended-release zolpidem (Ambien CR®), triazolam (Halcion®) and temazepam (Restoril®).  Additional FDA approved agents include eszopiclone (Lunesta®), ramelteon (Rozerem®), zaleplon (Sonata) and zolpidem sublingual (Edluar® 5 mg or 10 mg and Intermezzo® 1.75 mg or 3.5 mg).  Zolpidem has a short half-life and should be considered for patients who have difficulty falling asleep.  Sublingual zolpidem (Intermezzo®) offers a low dose (1.75 mg and 3.5 mg) and rapid onset.  It is the first medication approved to manage nighttime awakenings.  However, Intermezzo® should be used only when at least 4 hours of sleep time remain.  Adverse effects such as ataxia and memory impairment are less common for zolpidem than benzodiazepines.  Ramelteon is a melatonin agonist that may also reduce sleep latency.
With a longer half-life, temazepam is more likely to maintain sleep throughout the night.  Zolpidem CR (Ambien CR®) also offers a long acting option.  While zolpidem CR 12.5 mg offers greater bioavailability than zolpidem 10 mg, when adjusted for dosage, bioavailability is not significantly different.7  Temazepam offers a clinical advantage over triazolam due to its lack of rebound anxiety.  Triazolam should be reserved for second-line use due to its association with rebound anxiety.3  If incomplete response is noted with the initial agent, an alternative agent within the same class may be considered.3  Agents not available on the CDL may be requested by Treatment Authorization Request (TAR) with a justification for use.
The following table summarizes available hypnotic agents and status on the CDL.

Table 1:  FDA approved sedative-hypnotic agents to treat insomnia 

	Agent
	Short or Intermediate Acting 
(t½ ≤ 6 hrs)
	Long Acting
(t½ ( 6 hrs)
	CDL status
	Comments

	estazolam
	
	(
	TAR** required
	Approved for poor sleep onset and maintenance; potential drug interactions with CYP3A4

	eszopiclone
	(
	
	TAR required
	Consider for poor sleep maintenance; potential drug interactions with CYP3A4; delayed onset when taken with food

	flurazepam
	
	(
	Available+
	Use not recommended due to t½ ( 6 hours

	quazepam
	
	(
	TAR required
	Potential drug interactions with CYP3A4; active metabolite; use not recommended due to t½ ( 6 hours

	ramelteon
	(
	
	TAR required
	Not a controlled substance; consider for poor sleep initiation

	temazepam
	(
	
	Available+
	Consider for poor sleep maintenance; may have residual effects

	triazolam
	(
	
	Available+
	Second-line due to potential rebound effects

	zaleplon
	(
	
	TAR required
	Consider first-line for poor sleep onset

	zolpidem
	(
	
	Available+
	Consider first-line for poor sleep onset

	zolpidem, extended release (Ambien CR()
	(
	
	Available+
	Consider first-line therapy for nighttime awakenings

	zolpidem sublingual

(5 mg, 10 mg Edluar()
	(
	
	TAR required
	Approved for poor sleep onset

	zolpidem sublingual (1.75 mg, 
3 mg, Intermezzo()
	(
	
	TAR required
	Approved November 2011 for nighttime awakenings


**
TAR = Treatment Authorization Request (justification for use) 

+
Restricted to use in the treatment of insomnia only
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zolpidem 10 mg

zolpidem 5 mg

temazepam 30 mg

temazepam 15 mg

triazolam 0.25 mg 

flurazepam 15 mg

flurazepam 30 mg

Ambien CR 12.5 mg

Ambien CR 6.25 mg

Restoril 7.5 mg                              

Non-Contract Drug List agents*


#
Data represents utilization in the fee-for-service population for fiscal year 2010–2011

*
Includes estazolam, eszopiclone, mephobarbital, quazepam, ramelteon, zaleplon and Edluar(
Note:
Temazepam 7.5 mg is restricted to prescription of Restoril(
Treatments Not Recommended

FDA approved medications that are not recommended for treatment of insomnia include chloral hydrate, barbiturates and non-barbiturate, non-benzodiazepines such as meprobamate.  In addition, the American Academy of Sleep Medicine (AASM) Clinical Guideline for the Evaluation and Management of Chronic Insomnia advises against use of medications with a half-life of 6 hours or more (such as flurazepam and quazepam).  Approximately 18 percent of prescription claims in 2010–2011 for insomnia were for medications not recommended for its treatment.
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chloral hydrate 500 mg

chloral hydrate 500 mg/5 ml syrup

flurazepam/quazepam 15 mg

flurazepam 30 mg

barbiturates

Recommended on AASM guideline


#
Data represents utilization in the fee-for-service population for fiscal year 2010–2011

Tolerance to Hypnotic Medications

Tolerance to hypnotic medications is not described in the literature and most patients can be treated with the same dose for months or years with perceived efficacy.  However, if a medication is stopped, many patients may complain of a recurrence of delayed sleep onset.  It is reasonable to attempt to discontinue a medication every 3–6 months.  To discontinue a medication, experts suggest a taper schedule of withholding a dose every other day or every third day.  CBT may facilitate tapering, especially if not part of the treatment before tapering.
Antidepressant Medications

If benzodiazepine receptor agonists are not effective, low dose antidepressants may also be effective for adjunctive use.  However, when used alone supporting evidence is weak.4  Patients with comorbidities may also benefit from concomitant administration of a medication from another category.  Agents for consideration include trazodone, mirtazapine, doxepin, amitriptyline and trimipramine.  Within this group, no specific medication is preferred.  Due to their effects on a broader range of receptors (including histamine H1 receptor and cholinergic muscarinic receptors), these agents are more likely to be associated with residual sedative effects.  There is also a risk of toxicity from overdose of tricyclic antidepressants even when dispensed in low doses.  Low dose sedating antidepressants are not effective for major depression for individuals with comorbid insomnia.  However, low dose trazodone in conjunction with full dose antidepressants may improve sleep quality and/or duration.7  In clinical studies, dropout rates for trazodone tend to be higher than for benzodiazepines or benzodiazepine receptor agonists.4 
Patients 65 Years and Older

Patients age 65 years and older are at risk for falls from benzodiazepines and benzodiazepine receptor agonist agents.  Screening for dementia should be considered in this age group.  Effort should be made to utilize CBT as a first-line therapy in this age group.4  In the event medication is needed, the lowest dose of a benzodiazepine receptor agonist agent should be utilized.4,6  Although considered alternative therapy, melatonin may also be an option in this age group.  Melatonin primarily has an effect on time to fall asleep, with less activity in maintaining sleep.
Despite being identified as potentially inappropriate agents for age 65 years and over, benzodiazepines continue to be used frequently in this age group.  In 2010–2011, more than half the recipients prescribed temazepam 7.5 mg or 15 mg and triazolam 0.125 mg or 0.25 mg were over 65 years of age.  Ten percent of recipients receiving temazepam at each available dose were over age 78.  For patients in this age group, an opportunity to improve patient safety is to consider at every patient evaluation a trial of discontinuation or tapering.

Summary

· Challenges to assessing insomnia include its subjective nature and its association with sleep-related breathing disorders and other medical and psychiatric disorders.

· Psychotherapeutic treatments that aim at changing sleep behaviors (cognitive behavioral therapy or CBT) may be as beneficial as medications.  Access to these programs may be challenging.  Patients need to be committed to attempting behavior modification techniques to maximize effectiveness.

· Pharmacologic therapies may reduce sleep latency, increase total sleep time and decrease awakenings after falling asleep.
· The optimal treatment duration for insomnia is generally difficult to predict.  Periodic tapering schedules should be considered.
· Long-term therapy with hypnotics may be necessary.  Ongoing monitoring and consideration to taper and discontinue medications should be considered.
Potential Actions

1. Incorporate CBT into the overall treatment strategy.  Information on CBT is available from the National Association of Cognitive-Behavioral Therapists at http://www.nacbt.org/.
2. Avoid chloral hydrate, benzodiazepines with half-life ( 6 hours and barbiturates to treat insomnia.  These agents are not recommended by the AASM.

3. Attempt to transition patients 65 years and older from benzodiazepines to benzodiazepine receptor agonists at the lowest available dose.

4. Suggest periodic trial discontinuation or tapering of sleep medications.

5. Review the Clinical Guideline for the Evaluation and Management of Chronic Insomnia in Adults at http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2576317/.
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Unapproved Cough, Cold, Allergy Products:  FDA Prompts Removal from Market
Audience
Consumer, Family Practice, Pharmacy
Issue

The U.S. Food and Drug Administration (FDA) announced that it intends to remove certain unapproved prescription cough, cold and allergy drug products from the United States market.  Unapproved prescription cough, cold and allergy drug products have not been evaluated by the FDA for safety, effectiveness and quality.  People may be at greater risk when using these products than when using FDA-approved prescription drugs or drugs that are appropriately marketed over-the-counter (OTC).

Many health care providers are unaware of the unapproved status of drugs and have continued to unknowingly prescribe them because the drugs’ labels do not disclose that they lack FDA approval.

Background

Cough, cold and allergy drug products are used to relieve symptoms associated with the common cold or upper respiratory allergies.  These symptoms may include coughing, chest congestion, nasal congestion, itchy eyes and sneezing.  Some cough, cold and allergy products may be purchased OTC, while others require a prescription.  Visit the website listed at the end of this article for a list of the unapproved prescription cough, cold and allergy drug products the FDA intends to remove from the market.

Recommendation
Consumers who believe they are taking an unapproved prescription cough, cold or allergy product should contact their health care provider to discuss alternatives.

To view a list of unapproved cough, cold and allergy products, go to http://www.fda.gov/Drugs/
GuidanceComplianceRegulatoryInformation/EnforcementActivitiesbyFDA/
SelectedEnforcementActionsonUnapprovedDrugs/ucm245106.

Alert:  Simvastatin Dosing Considerations

In June and December 2011, the FDA issued recommendations to restrict the prescription of certain doses of simvastatin due to reports of muscle injury.  The recommendations are based on the FDA’s review of the Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine (SEARCH) trial as well as other data described in the agency’s March 2010 ongoing safety review of high-dose Zocor (simvastatin) and findings of increased muscle injury, are as follows1, 2:

· Simvastatin 80 mg should be prescribed only to patients who have been using it for 12 months or longer without side effects. 

· Simvastatin therapy is contraindicated with concomitant HIV protease inhibitors, nefazodone, gemfibrozil, cyclosporine and danazol.  Therapy is also contraindicated with certain azole antifungal agents (itraconazole, ketoconazole and posaconazole) and certain macrolides (erythromycin, clarithromycin and telithromycin).

· Simvastatin therapy should be limited to 20 mg or less if prescribed with concomitant amiodarone, amlodipine or ranolazine.

· Simvastatin therapy should be limited to 10 mg or less if prescribed with concomitant verapamil or diltiazem therapy.

Claims from June 1, 2010 through June 30, 2011 in the Medi-Cal fee-for-service population were reviewed to assess the association of simvastatin therapy and myopathy.  During this time period, simvastatin-containing drugs accounted for 41.9% of claims for statin drugs.  Among simvastatin claims, 6.7% of claims were for the 80 mg dose.  Among ezetimibe/simvastatin claims, 9.1% were for the dose containing 80 mg.

Of 148,897 recipients of HMG Co-A reductase inhibitors, 4513 or 3% had a diagnosis for myopathy (including rhabdomyolysis).  45.5% of these recipients were prescribed simvastatin.  Among 75,611 simvastatin recipients, 19.6% of patients received greater than 20 mg daily of simvastatin in combination with amiodarone, amlodipine or ranolazine and 2.6% received greater than 10 mg daily of simvastatin in combination with verapamil or diltiazem.  An additional 3.1% were receiving simvastatin with a contraindicated concomitant drug.  Contraindicated drugs included in the analysis were HIV protease inhibitors, nefazodone, gemfibrozil, cyclosporine and danazol. 

SUMMARY

· A claim for simvastatin was associated with 45.5% of all cases of myopathy (including rhabdomyolysis). 

· Almost 20% of cases of myopathy were associated with simvastatin prescriptions at greater than the recommended dose for the patient’s concomitant therapy. 

RECOMMENDATIONS:

· Prescribers should not initiate treatment with simvastatin at the 80 mg dose. 

· Patients who do not achieve their low density lipoprotein goal on simvastatin 40 mg should be switched to a different statin.  Alternatives to simvastatin 80 mg on the Medi-Cal List of Contract Drugs include Lipitor 40 mg, Lipitor 80 mg, Crestor 20 mg and Crestor 40 mg.  Combination products that contain alternative statins include Caduet 2.5mg/40mg, Caduet 5mg/40 mg, Caduet 5mg/80mg, Caduet 10mg/40mg and Caduet 10mg/80mg. 

· Prescribers should review the patient’s medication regimen at each visit to ensure that simvastatin is prescribed at the recommended dose for the patient’s concomitant therapies.
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Update:  Persistence of Beta-Blocker Treatment After Myocardial Infarction 
Heart disease and stroke are the first and third leading causes of death in California, together accounting for 35 percent of deaths in 2009.1,2  The California Heart Disease and Stroke Prevention program reported a 5.9 percent prevalence of heart disease in California adults in 2009.2  A higher prevalence exists for males versus females (6.6 percent versus 5.2 percent). Prevalence increases with age from 5.6 percent (ages 40 to 64) to 16.7 percent (ages 65 to 79) to 27.4 percent (age 80 and above).  The prevalence of heart disease is slightly higher for those with an income of less than 200 percent of the Federal Poverty Limit (FPL) versus those at 200 percent or greater of the FPL (6.3 percent versus 5.6 percent).2
The State of California’s Master Plan for Heart Disease and Stroke Prevention and Treatment  recommends the use of proven medications to reduce the burden of chronic heart disease.3  Current evidence-based guidelines describe the use of proven medications. Beta-blockers are but one class of medications with a role for coronary artery disease (CAD).  Since 1990, the American Heart Association (AHA) and American College of Cardiology (ACC) have recommended use of beta-blockers in all patients who have had an acute myocardial infarction (AMI), except for those at low risk or with contraindications.4  Beta-blocker therapy decreases the risk for hospital readmission in the first year following AMI and reduces mortality from AMI.  Trials supporting the initial recommendation involved more than 35,000 patients and described a survival benefit of 2 – 3 percent at 2 years.4  The ACC and AHA have continued to recommend chronic beta-blocker therapy following AMI in guideline updates and clinical performance measures published from 1990 through 2008.5  This recommendation has a Class 1A rating, reserved for treatments that have been studied in multiple randomized controlled trials with consistent results and magnitude of effect.  In addition to being clinically effective, beta-blocker therapy following AMI is cost-effective.5
Both cardioselective and noncardioselective beta-blockers have been examined in the scientific literature; therefore, the AHA and ACC clinical performance measures do not advocate use of one agent over another.  However, beta-blockers with intrinsic sympathomimetic activity (ISA) (acebutolol, oxprenolol, penbutolol and pindolol) are not recommended.  Current evidence-based clinical recommendations may be found at http://circ.ahajournals.org/content/118/24/2596.full.pdf.
The use of beta-blockers post AMI is also a quality indicator tracked by the National Center for Quality Assurance (NCQA), the Joint Commission and the Centers for Medicare & Medicaid Services (CMS).  The Health Effectiveness Data and Information Set (HEDIS) includes this measure.

The NCQA recommends that institutions measure compliance with the first 180 days of treatment with beta-blockers after an AMI, with a goal of at least 75 percent (135 days) of use for 180 days following the index date of the event.7  The HEDIS measure permits ongoing evaluation of compliance.

A retrospective study of Medi-Cal fee-for-service recipients was conducted to measure the extent of compliance with the AHA/ACC recommendation.  Patients who were not candidates for beta-blockers due to concomitant disease or contraindicated concomitant medications were excluded.  Beneficiaries enrolled in both Medi-Cal and Medicare (dual-eligible beneficiaries) were excluded because prescriptions for their beta-blockers are paid for by Medicare Part D and, therefore, their use data is not included in the Medi-Cal drug payment database.

Between November 1, 2010, and June 30, 2011, the analysis identified 800 continuously enrolled eligible patients who experienced an AMI and were candidates for beta-blocker therapy.  Among the 800 eligible patients, 377 (47 percent) received beta-blocker therapy for at least 135 days after discharge. 

A 2007 study of 576 continuously enrolled eligible patients with the same characteristics found that only 32 percent received therapy for six months following an admission for AMI.8  The same methods were utilized to identify patients and assess therapy adherence, so the results may be compared.

An absolute improvement of 15 percent (50 percent relative improvement) in adherence was noted between the two time periods.  Improvements in trends for adherence have been observed for commercial, Medicare and Medicaid health plans through the United States from 2005 – 2010.7  NCQA found the treatment rate among national Medicaid health maintenance organizations (HMOs) was 76.3 percent in 2010.

Recommendations

· Routinely review joint recommendations published by the American Heart Association and American College of Cardiology.

· Prescribe beta-blockers at discharge for patients who have experienced a myocardial infarction, except when contraindicated. Patients with contraindications to beta-blocker therapy are excluded from this recommendation. Beta-blocker therapy should be continued indefinitely. Beta-blockers may be initiated during follow-up if not prescribed at discharge.

· During each follow-up patient visit, evaluate compliance and any reasons for noncompliance.

Generic beta-blockers (without ISA) on the Medi-Cal Contract Drugs List:
· atenolol
· betaxolol
· bisoprolol
· carvedilol
· labetalol
· metoprolol succinate
· metoprolol tartrate
· propranolol
· sotalol
· timolol
· sotalol AF
Brand products available on the Medi-Cal Contract Drugs List:
· Betapace

· Betapace AF

· Coreg

· Coreg CR

· Inderal

· Kerlone

· Lopressor

· Tenormin

· Toprol XL

· Trandate

· Zebeta
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Updated Practice Guidelines for the Treatment of Hepatitis C (Genotype 1)

In October 2011, the American Association for the Study of Liver Diseases (AASLD) updated its practice guidelines for treatment of chronic hepatitis C, genotype 1 infection.1  The optimal regimen is now a triple therapy combination consisting of peginterferon alfa, ribavirin, and one of the two direct acting antivirals (DAA), telaprevir (Incivek®) and boceprevir (Victrelis®).  Within the Medi-Cal fee-for-service population, these drugs have been covered with an approved Treatment Authorization Request (TAR) since their Food and Drug Administration (FDA) approval in May 2011.
Telaprevir and boceprevir inhibit viral replication by reversibly binding to nonstructural protein 3/4A serine protease.  Table 1 shows the enhanced clinical efficacy of the triple therapy regimen compared to standard dual therapy with interferon and ribavirin.
Table 1: Percentage of Patients Achieving Sustained Virologic Response

	
	SPRINT-22 trial

with boceprevir

(Victrelis®)
	ADVANCE3 & ILLUMINATE4 trial

with telaprevir

(Incivek®)

	standard dual therapy 

(interferon, ribavirin)
	38%
	44%

	triple therapy rapid responders*

(interferon, ribavirin, and  protease inhibitor)
	63%
	72%

	 triple therapy normal responders

(interferon, and ribavirin, and protease inhibitor) 
	66%
	69-75%


* As determined by quantitative viral load at week 12 for boceprevir, and at weeks 4 and 12 for telaprevir

Since May 2011, a total of 298 Medi-Cal fee-for-service patients have started triple therapy for the hepatitis C virus (HCV), using telaprevir or boceprevir.  In June 2012, there were 17 recipients on telaprevir and 31 recipients on boceprevir.  Of these 48 recipients, 8 were new starts in June 2012 (seven telaprevir, one boceprevir).

Effective Use

Effective use of these serine protease inhibitors involves an assessment in response.  HCV viral load must be measured at weeks 8, 12 and 24 for boceprevir and weeks 4, 12 and 24 for telaprevir.  Discontinuation of treatment may be appropriate based on the viral response achieved during these critical time periods.  

Currently, there are no published outcomes data for head-to-head trials comparing efficacy of one protease inhibitor to the other.  Selection can be guided by patient-specific factors since each agent presents a different pill burden, regimen schedule, food requirements for administration, and side-effect profile.  

When used as monotherapy, telaprevir and boceprevir rapidly induces treatment-resistant mutations.1 Telaprevir and boceprevir should always be used in combination with interferon and ribavirin.  
In the event of treatment failure with one protease inhibitor, switching to the other protease inhibitor is not recommended because of evidence of cross-resistance.1 

Caution

Although the addition of a protease inhibitor to therapy may improve the rate of viral response achieved, it can also impact the overall cost of treatment, complexity of treatment regimen, and treatment-related side-effects.  

Prior to initiating treatment with protease inhibitors, patients must be evaluated for appropriate indication.  Patients with decompensated cirrhosis, HIV co infection or a recent liver transplant may not be candidates for triple therapy with protease inhibitors.5
Because poor tolerability can lead patients to discontinue treatment early, close follow-up is critical.  The treatment monitoring guidelines in Table 2 show that regular laboratory measurements of serum biochemical markers and virologic response are important for monitoring safety and efficacy of treatment.  The timely and appropriate documentation of treatment and laboratory results (as recommended in the product labeling and other clinical guidelines) is of particular importance when treating patients with response-guided therapy.
Table 2: Treatment Monitoring Guidelines for Antiviral Hepatitis C Therapy

Adapted from Yee et al “Update on the Management and Treatment of Hep C: 
Recommendations from the VA”

	Treatment Week
	0
	2
	4
	8
	12
	24
	Monitoring Interval Thereafter

	HCV RNA
	X
	
	X
	X
	X
	X
	Follow response-guided treatment

	CBC with differential
	X
	X
	X
	X
	X
	X
	At least every four weeks until end of treatment based on patient’s symptoms

	Liver function tests
	X
	X
	X
	X
	X
	X
	At least every four weeks until end of treatment 

	Renal function tests
	X
	
	
	
	X
	X
	At least every four weeks until end of treatment 

	Mental health screening
	X
	X
	X
	X
	X
	X
	Assess for signs and symptoms of depression at each clinic visit

	Glucose
	X
	
	
	
	
	
	At least every four weeks until end of treatment

	TSH, FT4
	X
	
	
	
	X
	X
	At least every four weeks until end of treatment

	Uric acid – only if on telaprevir 
	X
	X
	X
	X
	X
	X
	At least every four weeks until end of treatment

	Urine pregnancy test
	X
	
	
	
	
	
	Every four weeks until end of treatment

	Urine toxicology  
	X
	
	
	
	
	
	


When receiving any antiviral therapy for HCV patients will experience treatment-related adverse events.  In order to promote adherence to therapy, Table 3 provides clinicians with guidelines for patients to help mitigate potential treatment-related side-effects.

Additional Online Resources

· http://www.hepatitis.va.gov
· http://www.liverfoundation.org
· http://www.unos.org/
Table 3:  Management of Treatment-Related Side-Effects

Adapted from the Department of Veterans Affairs’ “Side-Effects Guide: Entire Lesson”

	Symptom
	Incidence8,9,10 and Treatment Association*
	Management

	Birth defects
	ribavirin: pregnancy category X
	· Use two forms of non-hormonal contraceptives (that is, spermicide, intrauterine device, condoms) during treatment and six months after stopping treatment.

· Contact your doctor if you suspect that you are pregnant.  

	Headache, fever and chills
	62%: DT

>35%: TT-B


	· Drink plenty of fluids.

· Rest in a dark and quiet room. 

· Consider taking acetaminophen (Tylenol®) as discussed with your doctor. Remember not to exceed more than 2,000 mg of acetaminophen in a day.   

	Fatigue, muscle aches, body aches
	58%: TT-B

56%: TT-T


	· Take short naps.

· Maintain a low-impact exercise regimen.

· Take a hot bath or use a warm compress to relieve aches.

· Consider taking acetaminophen (Tylenol®) before your interferon injection as discussed with your doctor. Remember not to exceed more than 2,000 mg of acetaminophen in a day.

	Injection site reactions 
	58%: DT
	· Change site of injection periodically.

· Apply a cold pack to affected area. 

	Rash and skin reactions
	56%: TT-T


	· Avoid long showers or hot baths as it may irritate the skin.

· Apply moisturizing lotions or creams after showers.

· Talk to your doctor about oral antihistamines or topical corticosteroids. 

· Talk to your doctor about discontinuing telaprevir if the rash is in ≥50% of body surface area (BSA).  

	Nausea and vomiting
	46% and 20%: TT-B

39% and 14%: TT-T
	· Take ribavirin with meals. 

· Avoid spicy, greasy, sweet or acidic foods.

· Try the BRATT (bread, rice, applesauce, toast, and tea) diet.

· Consume ginger, in such forms as ginger ale or ginger tea, to help relieve nausea. 

	Insomnia
	40%: DT

34%: TT-B


	·  Develop good sleep habits. 

· Avoid large meals, vigorous exercise, tobacco, alcohol and caffeine close to bedtime. 

· Take ribavirin earlier in the afternoon instead of close to bedtime.

	Depression, irritability, anxiety 
	31%: DT
	· Avoid stimulants like caffeinated tea and coffee.

· Talk to your doctor about reducing your interferon dose.

· Talk to your doctor about seeing a psychiatrist or starting an antidepressant. 

	Diarrhea
	26%: TT-T

25%: TT-B
	· Avoid spicy or acidic foods.

· Eat more foods high in soluble fiber like bananas, rice, applesauce and toast. 

· Replace lost fluids with mild, clear liquids. 

· Consider over-the-counter remedies that add bulk to your stool such as methylcellulose (Citrucel®) and psyllium (Metamucil®). Loperamide (Imodium®) can also help to control bowel movements.

· Contact your doctor if there is blood in your stool and/or you develop a fever not related to interferon injection.


* DT: interferon and ribavirin dual therapy; TT-B: interferon, ribavirin, and boceprevir triple therapy; TT-T: interferon, ribavirin, and telaprevir triple therapy.
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Use of Low-dose Quetiapine in the Medi-Cal Population
Summary of key points:

1. The Food and Drug Administration (FDA) has approved quetiapine only for the treatment of schizophrenia and bipolar disorder and for the adjunctive treatment of major depression.

2. The Agency for Healthcare Research and Quality (AHRQ) has noted possible ineffectiveness of quetiapine for some off-label uses, including social phobia, eating disorders, insomnia and alcohol abuse.  Low or very low evidence of efficacy is noted for other off-label indications.  A moderate to high level of evidence was noted for generalized anxiety disorder and as monotherapy for major depressive disorder.

3. There is inadequate evidence to support quetiapine efficacy at doses < 150 mg daily.

4. A retrospective review of Medi-Cal claims data identified a total of 58,596 recipients who filled a quetiapine prescription during the study review period (April 1, 2011 to March 31, 2012). Among the 25, 837 recipients who were not in a wash-in/wash-out dosing adjustment period, quetiapine doses < 150 mg daily were prescribed to 28.3 percent (n = 7,300) of recipients, including 5,601 of adults between 18 and 64 years of age who were not residents of long-term care facilities.
5. In a subset of Medi-Cal recipients (n = 2,751) on quetiapine < 150 mg daily with complete medical claims history during a three-year period (January 1, 2009, to December 31, 2011), 41.7 percent of recipients had no recorded diagnosis (using ICD-9-CM codes) of an FDA-approved indication for quetiapine.
Indications for use

Quetiapine (Seroquel() is an atypical antipsychotic agent (dibenzothiazepine) FDA-approved to treat schizophrenia and bipolar disorder and for adjunctive treatment of major depression.  Quetiapine is also prescribed for off-label indications.  In 2011, as part of its Effective Healthcare Program, AHRQ published a review of off-label use of atypical antipsychotics, using data from 170 placebo-controlled trials.  The evidence of efficacy for the common off-label indications of quetiapine is summarized in Table 1.
Table 1:  AHRQ summary of evidence for common off-label indications of quetiapine.1

	
	Moderate or high evidence of efficacy
	Low or very low evidence of efficacy
	Mixed evidence of efficacy
	Evidence of inefficacy

	Major depression (as monotherapy)
	X
	
	
	

	Anxiety
	
	
	
	

	· Generalized anxiety disorder
	X
	
	
	

	· Social phobia
	
	
	
	X

	Obsessive-compulsive disorder (as augmentation of citalopram)
	
	X
	
	

	Borderline personality disorder
	
	X
	
	

	Post-traumatic stress disorder
	
	X
	
	

	Dementia
	
	
	
	

	· Overall
	
	X
	
	

	· Psychosis
	
	
	X
	

	· Agitation
	
	
	X
	

	Eating disorders
	
	
	
	X

	Insomnia
	
	
	
	X

	Alcohol abuse
	
	
	
	X


Side-effect profile

Among adults between 18 and 64 years of age, the AHRQ analyses found quetiapine to be associated with weight gain, endocrine events, extrapyramidal symptoms and sedation.1  Prescribing information for quetiapine reports the most common adverse events as somnolence, dizziness, dry mouth, constipation, increase in alanine transaminase (ALT), weight gain and dyspepsia.2   In addition, possible dose-related adverse events include dyspepsia, abdominal pain and weight gain. 2  The warnings section of the prescribing information describes the risk of hyperglycemia, diabetes mellitus and tardive dyskinesia.2   While the dose in the clinical studies for quetiapine ranged from 150 – 800 mg/day, similar adverse events have been described for doses < 150 mg daily for insomnia, as shown in Table 2.
Table 2:  Review of quetiapine use for insomnia at doses < 150 mg dailya
	Author of Study and Year Published
	Type of Study, n
	Dose/Duration
	Insomnia Type
	Side Effectsb

	Tassniyom, 20103
	DB,

n = 16
	25 mg daily for 2 weeks
	Primary
	Dry mouth, daytime drowsiness

	Wiegand, 20084
	OL,

n = 18
	25 – 75 mg daily
	Primary
	Dry mouth, morning “hangover”

	Williams, 20105
	CR,

n = 534
	≤ 100 mg daily
	Hyperarousal/Nightmares
	Mean weight gain of 2 kg at 6 months (p < 0.001) and 5 kg at 12 months (p < 0.01)

	Teran, 20086
	CR,

n = 52
	25 – 225 mg daily (median =  50 mg/day; mean = 62.35 mg/day)
	Insomnia comorbid with long-term polydrug addictions while undergoing detoxification treatment
	Dry mouth (n=18, 34.6 percent)

	Cates, 20097
	CR,

n = 43
	≤ 200 mg daily (mean = 120.3 mg/day)
	Insomnia comorbid with psychiatric diagnoses
	Mean weight gain of 4.9 lbs (p = 0.037) and mean BMI increase of 0.8 points (p = 0.048), both at a mean duration of 11 months

	Juri, 20058
	CR,

n = 14
	12.5 – 100 mg daily (mean = 31.9 mg/day)
	Insomnia comorbid with Parkinson’s Disease
	Worsening of sleep disorder (n = 2), daytime drowsiness (n = 2)

	Pasquini, 20099
	CR,

n = 6
	25 – 100 mg daily
	Tamoxifen-related insomnia
	Weight gain (n = 2), dizziness (n = 1)


CR = chart review, OL = open label, DB = double blind. 

a Insomnia is not an FDA-approved indication. These data are included to describe side effects observed at a daily dose less than 150 mg.

b Incidence and/or severity are reported when available.

Minimum dose

The AHRQ review noted there are inadequate data to draw a conclusion about the minimum dose needed to treat an off-label indication.  Doses of < 150 mg daily are not FDA-approved for any indication. As monotherapy treatment for unipolar depression, 150 mg/day has been noted to be more effective than either 50 mg/day or placebo.10 As augmentation for unipolar depression, the minimum dose studied is 150 mg/day, with titration from 25 – 50 mg/day recommended over the first week.2  In one trial of adjunctive use with a selective serotonin reuptake inhibitor (SSRI) for major depression, a mean dose of quetiapine 47 mg/day plus a mean dose of fluoxetine 25 mg/day did not result in an improvement of the quality of response to fluoxetine.11  In two other studies evaluating augmentation of antidepressants, response rates showed a  significant improvement (p< 0.05) at 6 weeks with quetiapine dose of 300 mg/day, but not with quetiapine dose of 150 mg/day or with placebo.12,13   These results further support a minimum dose of 150 mg/day when used as augmentation with antidepressants.

Low-dose quetiapine use in the Medicaid population

Despite the lack of evidence supporting the efficacy of a quetiapine dose < 150 mg/day, this practice is not uncommon.  A retrospective review of Medi-Cal claims data identified a total of 58,596 recipients who filled a quetiapine prescription during the measurement period (April 1, 2011, to March 31, 2012). The expanded measurement period allowed for the exclusion of 32,759 recipients that were identified with potential wash-in/wash-out dosing adjustments of quetiapine (see Figure 1.)  Of the remaining 25,837 recipients, 28.3 percent (n = 7,300) took an average daily dose of quetiapine < 150 mg/day.  The study population shown in Table 3 (n = 5,601) includes only those Medi-Cal recipients between 18 and 64 years of age, excluding residents of long-term care facilities.
Figure 1:  Study population inclusion/exclusion criteria
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Table 3:  Mean daily quetiapine dose of study population (n = 5601)

	Mean Daily Dose

(mg/day)
	Total Recipients

n, %

	> 0 to 50
	1,635, 29.2%

	> 50 to 100
	2,273, 40.6%

	> 100 to < 150
	1,693, 30.2%


Diagnostic information (ICD-9-CM codes through medical claims)14 and concomitant medication information (pharmacy claims) from a three-year period (January 1, 2009, to December 31, 2011) were available for about half of the study population (n = 2751, 49 percent). As shown in Table 4, among study population recipients with available diagnostic information, 1,147 (41.7 percent) lacked an ICD-9-CM code for an FDA-approved indication for quetiapine. A total of 950 (34.5 percent) Medi-Cal recipients in our study population had no ICD-9-CM code recorded for either an FDA-approved indication or a common off-label use for quetiapine.

Table 4:  Diagnostic information for study population with complete medical claims data from January 1, 2009, to December 31, 2011 (n=2751)c

	
	Recipients

(n, %)

	FDA-approved indications for quetiapine 
	

	     Mood disorder, depressed (as adjunctive therapy)
	1102, 40.1%

	     Schizophrenic disorders
	814, 29.6%

	     Mood disorder, bipolar
	772, 28.1%

	
	

	No diagnosis recorded for an FDA-approved indication
	1147, 41.7%

	
	

	Common off-label use for quetiapine
	

	     Anxiety disorder or phobia
	717, 26.1%

	     Alcohol or drug dependence
	430, 15.6%

	     Insomnia
	397, 14.4%

	     Psychosis (NOS)
	330, 12.0%

	     Personality disorder
	63, 2.3%

	     Autism and child psychoses
	48, 1.7%

	
	

	No diagnosis recorded for either an FDA-approved indication or common off-label use
	950, 34.5%


c Recipients could have more than one diagnosis during the review period.
A review of pharmacy claims data from this same subset of 2,751 recipients showed that, in addition to quetiapine, these recipients had concomitant use of antidepressants (n = 1889, 68.7 percent), other antipsychotics besides quetiapine (n = 687, 25.0 percent) and sleep aids (n = 456, 16.6 percent).  Some recipients had claims for more than one of these therapies.  Approximately 20 percent (n = 561) took no medications for which quetiapine could be considered as adjunctive therapy.

Similar trends have been observed amongst Medicaid populations in other states.  In 2008, Oregon noted that 50 – 54 percent of atypical antipsychotic prescribing was associated with augmentation of antidepressant therapy.15   Nearly 86 percent of quetiapine prescriptions were prescribed at less than 300 mg/day, with almost half of those prescriptions for augmentation of antidepressant therapy.

In conclusion, quetiapine is not without potential serious side effects.  Quetiapine prescribing information contains a black box warning describing a risk of increased mortality in elderly patients with dementia-related psychosis and an increased risk of suicidal thinking and behavior in children, adolescents and young adults taking antidepressants for major depression and other psychiatric disorders.  Whether prescribed for an on-label or off-label indication, patients should receive counseling on the black box warning.
Recommendations
1. Only prescribe quetiapine for FDA-approved indications.  FDA-approved indications include schizophrenia, bipolar disorder, and the adjunctive treatment of major depression.
2. Prescribe quetiapine at the minimum recommended dose for the indication.  The recommended starting dose is 25 mg – 50 mg daily. A dosage of 150 mg can generally be achieved by day 5. 
3. Before prescribing quetiapine for off-label use, consider alternative therapies recommended in evidence-based treatment guidelines
4. Provide counseling to patients on the black-box warning. 
5. Patients should be monitored for potential metabolic side effects (including weight gain) and sedation that could pose safety risks.
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YOU Can Influence Influenza Rates!

Recommend Vaccination for Everyone 6 Months of Age and Older

Key Points
· The rate of influenza vaccination in California (40.5 percent) is less than half of the national goals established as a part of Healthy People 2020.

· Studies show that vaccination status is strongly influenced by recommendations from health care providers.

· Providers should routinely encourage flu vaccine for all patients 6 months of age and older.

· Providers should feel comfortable addressing myths about influenza and the influenza vaccine.

· The influenza vaccine for the 2012 – 2013 season contains three antigens, including two different antigens from the 2011 – 2012 seasonal vaccine.

· Influenza products are available in multiple forms:

· Injectable or nasal mist

· Intramuscular or intradermal administration

· High dose or standard dose

· With or without preservative

· Inactivated or live, attenuated virus

Background

Since 2010, the Advisory Committee on Immunization Practices (ACIP) has recommended annual influenza vaccination for all persons 6 months of age or older, supported by evidence that “annual influenza vaccination is a safe and effective preventive health action with potential benefit in all age groups.” 1,2  Ongoing review of influenza surveillance data, anticipated vaccine supply, cost-effectiveness, feasibility of vaccination, and vaccine effectiveness and safety are all considered during the ACIP review process.
Despite evidence that the influenza vaccine is cost effective3 and may prevent influenza-related hospitalization and death, influenza vaccination rates are nowhere near the national goals established as a part of Healthy People 2020:4

· 80 percent immunization rate for people between the ages of 6 months and 64 years, including pregnant women.

· 90 percent immunization rate for persons 65 years of age and older, health care personnel, adults between the ages of 18 and 64 years of age who are at a higher risk of serious complications from seasonal influenza, and institutionalized adults aged 18 years and older in long-term or nursing homes. 

For the 2011 – 2012 influenza season, the cumulative influenza vaccination coverage estimate in California was 40.5 percent for all persons 6 months of age and older, just under the national average of 41.8 percent.5
Know the Facts
· Influenza is not harmless.
· Each year, on average, seasonal influenza and its complications contribute to 226,000 hospitalizations and may account for 3,000 to 49,000 deaths.6,7
· In 2010, influenza and pneumonia ranked as the ninth most common cause of death in the United States.8
· Among the top ten causes of death, influenza and pneumonia are the only contagious illnesses for which preventive vaccines exist.8
· Everyone needs to worry about influenza, not just the elderly.

· During the 2011 – 2012 flu season, the California Department of Public Health received 39 reports of influenza-related deaths among persons less than 65 years of age, and 32 deaths were among adults 18 – 64 years of age.9
· Influenza is also a significant cause of work absenteeism among adults.3
· You can get the flu multiple times each season.

· Because multiple flu strains exist, reinfection by more than one strain is possible.1,2
· The flu vaccine is believed to offer benefits anytime during the flu season.1,2
· The influenza vaccine for the 2012 – 2013 season contains three antigens, including two different antigens from the 2011 – 2012 seasonal vaccine.1
· The flu vaccine cannot give you the flu.
· The injectable vaccine contains only inactivated (killed) virus, and the nasal mist contains an attenuated (weakened) virus.1,2
· Flu season coincides with a time of year when there is an increased prevalence of colds and other respiratory illnesses.  Getting sick within days of receiving the flu vaccine may be due to an unrelated cold or other virus.10
· Children 6 months to 8 years of age may require 1 or 2 doses of vaccine depending on past immunization status.1
· Consult Figure 1 for guidance on the number of vaccine doses needed.
Figure 1. Influenza Vaccine Dosing Algorithm for Children 6 Months to 8 Years of Age.11
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†
For simplicity, this algorithm takes into consideration only doses of seasonal influenza vaccine received since July 1, 2010.  For children who received one or more doses of seasonal influenza vaccine prior to July 1, 2010, refer to the recommendations of the Advisory Committee on Immunization Practices (ACIP) – United States, 2012–13 Influenza Season, which is available on the Centers for Disease Control and Prevention website at http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6132a3.htm#fig1.

· Recently-introduced vaccine formulations offer a variety of options for certain age groups.1
· The intradermal route may be a less painful injection, as it uses a smaller, finer needle and less antigen.
· A high-dose vaccine may induce a stronger immune response for patients who are 65 years of age and older.
· A table containing the latest options for influenza vaccine information for each age group can be found on the Centers for Disease Control and Prevention website at http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6132a3.htm#tab.

All providers can influence influenza vaccination rates.
As shown in Figure 2, over half (54 percent) of Medi-Cal fee-for-service beneficiaries received their shots at a pharmacy last flu season, highlighting the increasing importance of the pharmacist’s role in influencing influenza vaccination rates among beneficiaries younger than 65 years of age.

Figure 2.  Location of Influenza Vaccination by Medi-Cal Fee-for-Service Beneficiaries During the 2011 – 2012 Influenza Season, Stratified by Age Group.
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All health care providers can help boost vaccination rates by getting vaccinated themselves, by recommending that everyone 6 months of age and older be vaccinated and by sharing the facts about seasonal influenza vaccination with their patients.12
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Prevent Pertussis:  Improve the Adult Tdap Vaccination Rate
Key Points:

· Pertussis (whooping cough) is a highly infectious illness associated with severe coughing spells, difficulty breathing, vomiting and disturbed sleep. 

· Pertussis is the least well controlled of bacterial vaccine-preventable illnesses in the United States. 

· Immunity to pertussis decreases within 5 – 10 years of childhood immunization, leaving adolescents and adults at risk. 

· The Tdap vaccine offers adults the opportunity to decrease the overall pertussis burden in the United States and to decrease the exposure of persons at increased risk for complications.

· Since 2009, only 1.6 percent of Medi-Cal fee-for-service beneficiaries who received the Tdap vaccination were vaccinated at a pharmacy.  

· All providers, including pharmacists, should implement strategies to increase the Tdap vaccination rate among adults.

Background
Pertussis, also known as whooping cough, is a contagious respiratory disease that is spread from person to person through respiratory secretions or close contact with an infected individual.1  Once a person has become infected with the bacterium that causes pertussis, Bordetella pertussis, they may easily spread the disease to those around them, putting at risk infants who have not been vaccinated or the elderly who are more likely to experience serious complications.2  A vaccine containing inactivated whole cell B. pertussis in combination with diphtheria and tetanus toxoids (DTP) was introduced in the 1940s. Acellular vaccines containing purified antigenic components of B. pertussis (DTaP) rather than inactivated whole cell bacteria (DTP) gradually replaced whole cell vaccines in the early 1990s due to an improved safety profile. In 1997, the Advisory Committee on Immunization Practices (ACIP) recommended acellular vaccines for all five doses in the childhood immunization series.3

Whole cell vaccines (DTP) led to a 99 percent decline in the reported cases of pertussis, with only 1,010 cases reported nationwide in 1976.3  However, since 1980, the reported incidence of pertussis has steadily increased, with intermittent peaks noted every 3 – 5 years since 1983. Persons 5 years of age or older are most affected. Potential reasons for this increase include waning immunity among adolescents and adults vaccinated only during childhood, increased diagnosis and reporting of pertussis, and enhanced surveillance and reporting.3 
In 2010, California faced a 60-year high of over 9,000 verified cases and 10 infant deaths.2,4  During this epidemic, Hispanic infants in California were found to be at the greatest risk of infection.4  Across the United States, pertussis is now the least controlled of vaccine-preventable bacterial illnesses.  

Updated pertussis data for California can be found at: http://www.cdph.ca.gov/programs/immunize/Pages/PertussisSummaryReports.aspx.
Who is at Risk?

Immunity to pertussis decreases within 5 – 10 years of childhood immunization, leaving many adolescents and adults at risk.  Current recommended practice guidelines use a strategy called “cocooning” to prevent infection of the most vulnerable: infants too young to be vaccinated.5  “Cocooning” involves vaccinating everyone who has close contact with infants and therefore would be at risk of potentially transmitting the disease.  

In addition, the ACIP has reviewed data suggesting that the actual burden of pertussis in adults 65 years of age and older is likely to be at least 100 times greater than previously reported.6  Driven by the epidemiologic trend of increasing pertussis incidence across multiple age ranges, ACIP has expanded its recommendations regarding those who should be vaccinated to include all seniors, not just those who will be in contact with infants.6
The vaccine for pertussis that is given to adults was first licensed in 2005 and contains tetanus toxoid, reduced diphtheria toxoid and acellular pertussis (Tdap).7  Two Tdap vaccines are available in the United States:  Boostrix and Adacel.6,7  While Boostrix is approved for persons 10 years of age and older and Adacel is approved for persons 11 – 64 years of age, the ACIP has noted immunogenicity of both products for persons 65 years of age and older.6  When feasible, Boostrix should be administered for persons 65 years of age and older; however, a dose of either product is acceptable and valid.5 

Current ACIP Recommendations for Adults 19 Years of Age and Older: 6,7
· Adults < 65 years of age who have never received Tdap should receive one dose of Tdap as their next booster dose.
· Pregnant women should receive one dose of Tdap after the 20th week of gestation (ideally in the 3rd trimester), or as soon as possible after delivery.
· Adults ≥ 65 years of age may get one booster dose of Tdap.
· Adults who expect to have close contact with a baby younger than 12 months of age should get a dose of Tdap to help protect the baby from pertussis.
· Health care personnel with direct patient contact and those with infant contact should receive one dose of Tdap.
Tdap Vaccination in the Medi-Cal Fee-for-Service Population
In order to explore Tdap vaccination among adults in the Medi-Cal fee-for-service population, all paid Medi-Cal fee-for-service medical and pharmacy claims with dates of service ranging between January 1, 2009 and June 30, 2012 were reviewed for adults 19 years of age and older. 
· Medical claims were reviewed to determine the number of unique Medi-Cal fee-for-service beneficiaries receiving the Tdap vaccination in the physician’s office.

· Pharmacy claims for both available Tdap vaccines were reviewed to determine the number of unique Medi-Cal fee-for-service beneficiaries receiving the Tdap vaccination in the pharmacy

Figure 1.  Adult Tdap Vaccinations in the Medi-Cal Fee-for-Service Population.
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As shown in Figure 1, vaccinations for Medi-Cal fee-for-service beneficiaries peaked in Q4 2010 during the pertussis outbreak in California and have been declining almost back to pre-outbreak vaccination levels.  For example, the number of Medi-Cal fee-for-service beneficiaries who received the Tdap vaccination in the second quarter of 2012 was half of the number of beneficiaries who received Tdap vaccination in the second quarter of 2011.  Since 2009, only 1.6 percent of Medi-Cal fee-for-service beneficiaries who received the Tdap vaccination were vaccinated at a pharmacy.  In comparison, during the last year 54 percent of Medi-Cal fee-for-service beneficiaries receiving influenza vaccination were vaccinated at a pharmacy.
Strategies to Increase the Tdap Vaccination Rate Among Adults
In order to avoid pertussis outbreaks in the future, all health care providers should talk to their patients about the importance of the Tdap vaccination.  The Centers for Disease Control and Prevention recommends the following strategies to increase Tdap vaccination rates among adults:1 
· Implement standing orders for all patients.
· Use computerized reminders in offices with electronic medical records.
· Use chart stickers or flags in offices without electronic medical records.
· Increase access by offering walk-in clinics.
· Administer Tdap vaccine in pharmacies.
· Provide incentives to all providers, including pharmacists, to increase the overall vaccination rate.
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Over-the-Counter Eye Drops and Nasal Sprays: Drug Safety Communication
The U.S. Food and Drug Administration (FDA) issued a warning about the effects of accidental ingestion of over-the-counter eye drops and nasal sprays, and made recommendations about preventing or reporting ingestion of these products by children. 
To read the full MedWatch safety alert, please see the “Over-The-Counter Eye Drops and Nasal Sprays: Drug Safety Communication – Serious Adverse Events From Accidental Ingestion by Children” article found on the FDA website at: http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm325729.htm?source=govdelivery.
Improving the Quality of Care: Updated Guidelines for Migraine Prevention
Summary of Key Points:

· Migraine is a highly prevalent, chronic, episodic condition affecting approximately 12 percent of adults in any given year.

· Preventive therapy for migraine should be considered for beneficiaries who over-utilize acute therapies, have therapeutic contraindications to acute therapies or have recurring migraine headaches that significantly interfere with daily routine, despite acute treatment.

· In April 2012, the American Headache Society (AHS) and American Academy of Neurology (AAN) published an update to evidence-based guidelines for migraine prevention previously published in 2000.

· Migraine preventive therapies that were given the AHS/AAN highest level-of-evidence rating include:  divalproex/sodium valproate, metoprolol, propranolol, timolol and topiramate.  For current information on covered drugs in the Medi-Cal fee-for-service program, use the Medi-Cal online Search Medi-Cal Formulary search tool, which is available at http://www.dhcs.ca.gov/services/Pages/FormularyFile.aspx.
Migraine is a highly prevalent, chronic, episodic condition affecting approximately 12 percent of adults each year, with a prevalence three times higher in women than men.1 The throbbing pain and 
often-associated nausea and sensitivity to light and/or sound make it difficult for migraine-afflicted patients to work or perform daily activities.1,2 While a patient’s impaired quality of life and lost productivity can be devastating, the macroscopic impact of absenteeism in the workplace and preventable health care utilization associated with migraine headaches has significant system-wide implications.1,2
Acute Treatment of Migraine

An American Academy of Neurology (AAN) Practice Parameter published in 2000 addresses acute treatment of migraine.3 Principles include:

· Use of migraine-specific agents (triptans or dihydroergotamine) in patients with moderate to severe migraine whose mild-to-moderate headaches respond poorly to nonsteroidal anti-inflammatory drugs or caffeine-containing medication combinations

· Use of a non-oral route of administration for migraines associated with severe nausea or vomiting

· Offer anti-emetics for nausea

· Offer a self-administered rescue medication for patients with severe migraine who are unresponsive to or fail other treatments

· Limit acute therapy to two headache days per week to prevent medication overuse headaches (MOH), also known as rebound headaches. Offer preventive therapy to patients with frequent use of acute medications, including ergotamine (not DHE), opiates, triptans, simple analgesics (including acetaminophen), and mixed analgesics containing butalbital, caffeine or isometheptene. 

Preventive Treatment of Migraine

While triptans are the recommended first-line treatment for moderate to severe migraine headaches and for mild migraine headaches resistant to treatment with nonsteroidal anti-inflammatory drugs or combination analgesics, patients should be evaluated for possible preventive treatment for migraine, given on an ongoing basis whether or not an attack is present.3  Patients with any one of the following should be considered for preventive therapy for migraine: 3,4
· Recurring migraine headaches that significantly interfere with daily routine in the patient's opinion, despite acute treatment
· Contraindication to, failure of, or inability to tolerate acute therapies

· Use of acute therapy two days per week or more
In April 2012, the American Headache Society (AHS) and American Academy of Neurology (AAN) published an update to the evidence-based guidelines for migraine prevention previously published in 2000.5-7 The update reviewed the level of evidence for each preventive medication and determined whether the assigned level of evidence continues to meet the criteria (see Table 1).5-7 
Table 1: AHS/AAN 2012 Guideline Recommendations for Episodic Migraine Prevention in Adults

	Level of Evidence
	Medi-Cal Contract Drugs
	Examples of Studied Doses

	Level A Evidence: Established as effective and should be offered to patients
	divalproex/sodium valproate
	400–1000 mg daily

	
	metoprolol
	47.5–200 mg daily

	
	propranolol
	120–240 mg daily

	
	timolol
	10–15 mg twice daily

	
	topiramate
	25–200 mg daily

	Level B Evidence: established as probably effective and should be considered for patients
	Medi-Cal Contract Drugs
	Examples of Studied Doses 

	
	amitriptyline
	25–150 mg daily

	
	ibuprofen
	200 mg twice daily

	
	naproxen
	500–1100 mg daily

	
	venlafaxine
	150 mg extended release daily

	
	atenolol
	100 mg daily

	Level C Evidence: established as possibly effective and may be considered for patients
	Medi-Cal Contract Drugs
	Examples of Studied Doses 

	
	carbamazepine
	600 mg daily

	
	clonidine
	0.075–0.15 mg daily

	
	guanfacine
	0.5–1 mg daily

	
	lisinopril
	10–20 mg daily

	
	pindolol
	10 mg daily


2012 AHS/AAN recommendation has been upgraded or newly added since AAN 2000 guideline

2012 AHS/AAN recommendation has been downgraded since AAN 2000 guideline

The selection of migraine preventive medication depends upon 1) side-effect profile, 2) comorbid conditions, 3) medication interactions, 4) evidence-based efficacy and 5) patient preference.  Clinical efficacy usually is reported in 3 to 6 weeks, but an 8 to 12 week trial is recommended to reach therapeutic doses and observe maximal patient response. 3,4
Patient education and medication counseling are key factors in achieving one or more of the following goals of preventive therapy:

· Decrease migraine attack frequency, severity and duration
· Improve function and reduce disability from attacks
· Enhance response to acute, specific migraine medication

April 2012 AHS and AAN consensus guidelines also provide recommendations for the short-term prevention of migraine associated with menstruation, usually spanning day -2 to +3 of the menstrual cycle (Table 2).5-7

Table 2: AHS/AAN 2012 Guidelines:  Drugs Recommended for the Short-Term Prevention of Migraine Associated with Menstruation

	Level of Evidence
	Medications
	Examples of Studied Doses

	A: Established as effective and should be offered to patients
	frovatriptana
	2.5 mg twice daily perimenstruallyb

	B: Established as probably effective and should be considered for patients
	naratriptana
	1 mg twice daily for 5 days perimenstruallyb

	
	zolmitriptana
	2.5 mg twice or three times daily perimenstruallyb

	C: Established as possibly effective and may be considered for patients
	estrogena
	1.5 mg estradiol in gel daily for 7 days perimenstruallyb


aWithin the Medi-Cal fee-for-service population, these drugs are covered with an approved Treatment Authorization Request (TAR).
bBased on Silberstein et al6 and Holland et al.5  Studied dose information abstracted from these guidelines and intended solely to give an idea of tested doses and not as a recommendation for treatment.

Migraine Quality of Care

Despite the broad scope of activity in development of quality measures across the health care spectrum, a 2006 literature review concluded that no standardized measures exist for monitoring migraine quality of care.8  A 2012 study on migraine-related quality of care across 10 health plans (commercial and Medicaid populations totaling nearly 3 million lives) attempted to establish benchmarks in migraine care and identify potential quality issues.  Pharmacy-specific measures included overutilization of triptan therapy, underutilization of preventive drugs, triptan use and concurrent cardiac contraindications, and triptan use and concomitant therapy with selective serotonin reuptake inhibitors (SSRIs) or serotonin-norepinephrine reuptake inhibitors (SNRIs).9  The considerable variation in pharmacy utilization across the 10 plans indicates there may be an unmet need for greater migraine management guidance and best practice standards.
Migraine Quality of Care Among Triptan Users in the Medi-Cal Fee-for-Service Population

Using selected migraine quality-of-care benchmarks,9 an evaluation was conducted in the Medi-Cal 
fee-for-service population (Table 3).  Pharmacy and medical claims data were assessed using the measurement year between October 1, 2011, and September 30, 2012.  The study population of 5,184 includes all beneficiaries who met the following inclusion criteria:

· Adults aged 18 to 64 years throughout the measurement year

· Continuously eligible in the Medi-Cal fee-for-service program throughout the measurement year

· A paid pharmacy claim for any triptan within the measurement year

Table 3: Migraine Quality of Care Measures Among Beneficiaries With At Least 1 Triptan Prescription Within the Measurement Year
	Percentage of beneficiaries with at least 1 triptan prescription during the measurement year who had:
	Beneficiaries in one of 10 health plans9(n=52,083)
	Medi-Cal fee-for-service beneficiaries (n=5,184)

	No coded migraine diagnosis during the measurement year
	26.0%
	33.0%

	At least 2 prescriptions for a migraine preventive during the measurement year
	52.04%
	51.6%

	High-use of triptans (dispensed more than 12 tablets per month, on average, during the measurement year)
	2.2%
	3.1%

	High-use of triptans and at least 2 prescriptions for a migraine preventive during the measurement year
	70.4%
	60.6%

	A coded diagnosis of cardiac contraindication(s) between ages 18–49 during the measurement year
	3.0%
	5.9%

	A coded diagnosis of cardiac contraindication(s) between ages 50–64 during the measurement year
	7.0%
	10.8%

	At least 30 tablets/capsules dispensed of an SSRI/SNRI during the measurement year
	29.3%
	45.9%


Clinical Recommendations
· Patients who experience migraine headaches should be evaluated for therapeutic appropriateness of a preventive treatment regimen for migraine on a regular basis.3,4
· The selection of a migraine preventive medication should include an evaluation of the following:  1) side-effect profile, 2) patient comorbid conditions, 3) potential medication interactions, 4) evidence-based efficacy and 5) patient preference.3,4
· Understand that clinical efficacy of migraine prevention medication usually is reported in 3 to 6 weeks, but an 8 to 12 week trial is recommended to reach therapeutic doses and observe maximal patient response.3,4
· High-users of triptan medications and beneficiaries prescribed triptans who have contraindications for triptan therapy should be evaluated for therapeutic appropriateness of continued use.3,10
· In the Medi-Cal fee-for-service population, almost half (46 percent) of beneficiaries prescribed triptans are receiving concomitant SSRI/SNRI therapy. Careful observation of these beneficiaries is advised, even though true serotonin syndrome has not been documented as a result of triptan use.11,12
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Alert:  April 27, 2013 is National Prescription Drug Take-Back Day
The fifth Drug Enforcement Administration (DEA) National Prescription Drug Take-Back Day has been scheduled for Saturday, April 27, 2013, from 10 a.m. to 2 p.m.  This is a great opportunity for anyone with expired, unwanted or unused prescription drugs to safely dispose of those medications.  The National Prescription Drug Take-Back Day aims to provide a safe, convenient and responsible means of disposal, while also educating the general public about the potential for abuse of leftover medications.
Collection sites are currently being organized into a searchable database and will be available to the public by April 1, 2013, on the National Take-Back Initiative (NTBI) Public Search Web page: https://www.deadiversion.usdoj.gov/SEARCH-NTBI/.
What you should know about National Prescription Drug Take-Back Day:
· Drop off is anonymous – no questions asked.

· Package all prescription drugs in plastic or glass bottles or (if pills) sturdy plastic bags.
· Remove all labels on all bottles to protect privacy.
· Do not drop off illicitly manufactured controlled substances such as heroin, LSD and marijuana.

· Do not drop off syringes or needles.

· Final disposal of collected prescription drugs is environmentally-friendly (through incineration).
For more information, or to download posters, handouts and other materials (available in English and Spanish), please visit the DEA National Take-Back Initiative Web page: www.deadiversion.usdoj.gov/drug_disposal/takeback/.
Additional recommendations to reduce the risks associated with expired, unwanted, or unused prescription drugs:
· Health care providers should discuss with their patients the importance of informing prescribers if they decide to discontinue taking any medications.
· Health care providers should consider asking patients about the state of their medicine cabinets on a regular basis (particularly patients who use multiple medications and/or those who use opiates).
Improving the Quality of Care:  Therapeutic Monitoring in Diabetes
Key Points

· Diabetes is an epidemic in the United States and can lead to many serious, yet preventable, complications.

· Intensive glycemic control and lipid management reduces microvascular and macrovascular complications, respectively.  Routine hemoglobin A1C (HbA1C) and lipid panel monitoring can help providers assess the effectiveness of treatment, tailor treatment regimens and reduce the risk of future diabetes-related complications.
· Almost half of the patients with diabetes identified in the Medi-Cal fee-for-service population had a 
co-morbid mental health condition, which may impair an individual’s ability to carry out diabetes-related self-management tasks and compromise overall health.

· Overall, Medi-Cal fee-for-service beneficiaries (both with and without co-morbid mental health conditions) have lower rates of HbA1C and lipid panel monitoring in comparison with a national subset of Medicaid fee-for-service beneficiaries.

· Documented strategies to improve comprehensive diabetes care include patient education, promotion of self-management and patient reminders.
Background

Diabetes is the seventh leading cause of death in the United States and is the leading cause of kidney failure, non-traumatic lower limb amputations and new cases of blindness among American adults.1  Additional diabetes-related complications include heart disease, stroke, hypertension and nervous system damage.1
Intensive glycemic control significantly reduces microvascular complications, including retinopathy, nephropathy and neuropathy.2-4  Clinical studies and meta-analyses evaluating the effect of statins on control of low-density-lipoprotein cholesterol (LDL-C) have established a reduction in cardiovascular disease outcomes, vascular mortality and all-cause mortality.5-7
American Diabetes Association Guidelines for Comprehensive Diabetes Care

Recently, the American Diabetes Association (ADA) published Standards of Medical Care in Diabetes – 2013, which gives health care providers information regarding diabetes diagnosis, general treatment and tools to evaluate quality of care.8  General targets relevant to most patients with diabetes are provided, while also accounting for patient-specific factors that may favor individualized targets in certain patients. In general, the following monitoring guidelines are recommended:

· HbA1C monitoring for patients with diabetes at least twice yearly in patients who are meeting treatment goals

· HbA1C monitoring for patients with diabetes at least quarterly for patients who are not meeting treatment goals or those who have changed therapy

· A reasonable HbA1C goal for nonpregnant adults under 65 years of age is < 7%
· Lipid panel, including measurement of LDL-C, for most adult patients with diabetes at least once per year

· Adults with LDL-C < 100 mg/dL may receive monitoring every two years

· Nephropathy screening at diagnosis of diabetes and at least once per year for patients with a duration of diabetes ≥ five years

· Retinopathy screening (eye examination) for patients with diabetes at least once per year
Medicaid Initial Core Set of Health Care Quality Measures

Comprehensive diabetes care is one of Medicaid’s initial core set of health care quality measures published in 2012.9  These quality measures differ from the ADA’s Standards of Medical Care and are based on the National Committee for Quality Assurance (NCQA) Healthcare Effectiveness Data and Information Set (HEDIS®) diabetes performance measures.10  These measures include:

· HbA1C monitoring for patients with diabetes at least once per year
· Lipid panel, including LDL-C measurement, for most adult patients with diabetes at least once per year
One study that used the HEDIS comprehensive diabetes care performance measures to evaluate Medicaid fee-for-service beneficiaries across all 50 states found that the rates of HbA1C and lipid panel monitoring in the Medicaid fee-for-service population were approximately half the rates of other insurers and populations.11  In addition, they found that 17.8 percent of this population with diabetes had a co-morbid mental health condition, and when monitoring rates were stratified, the rates were even lower among those with at least one co-morbid mental health condition, confirming other research that identified co-morbid mental health conditions as an important risk factor for reduced quality of diabetes care in the United States.11-15   In Standards of Medical Care in Diabetes – 2013, the ADA notes that psychological problems may impair an individual’s ability to carry out diabetes-related self-management tasks and compromise health.8
Methods

A retrospective cohort study was conducted to assess rates of HbA1C and LDL-C monitoring in the Medi-Cal fee-for-service population, using pharmacy and medical claims data collected during the measurement year between October 1, 2011, and September 30, 2012.  The study population included all Medi-Cal fee-for-service beneficiaries aged 18 – 64 years who were continuously eligible in the Medi-Cal fee-for-service program for at least 11 of the 12 months in the measurement year and met case selection criteria for diabetes.
Case selection criteria for diabetes were adapted from HEDIS performance indicators,10 and included beneficiaries who met one or both of the following criteria:
· Two or more paid medical claims in an outpatient setting, or one or more paid medical claims in an inpatient setting, with any of these ICD-9-CM codes for diabetes: 250, 357.2, 362.0, 366.41 or 648.0; and/or

· One or more paid claims for an anti-diabetes medication.  The comprehensive list of anti-diabetic medications used in this measure for the year 2013 is available here: http://www.ncqa.org/HEDISQualityMeasurement/HEDISMeasures/HEDIS2013/HEDIS2013FinalNDCLists.aspx.

Diabetes performance measures during the measurement year (Hb1Ac and lipid panel monitoring rates) were calculated using standardized specifications.10  Further, using the methodology described by Druss, et al.,11 each Medi-Cal fee-for-service beneficiary meeting inclusion criteria for diabetes also was evaluated to determine whether or not they had a co-morbid mental health condition.  Beneficiaries were classified as having a co-morbid mental health condition if they had a medical claim that included an 
ICD-9-CM code for any mental disorder, excluding organic conditions such as dementia and delirium (ICD-9-CM codes 295.00-315.99).

Results

A total of 132,033 Medi-Cal fee-for-service beneficiaries met the inclusion criteria for diabetes during the measurement year.  Of these, 46.7 percent (n = 60,339) were identified as having a co-morbid mental health condition.  A summary of the stratified HbA1C and lipid panel monitoring rates for the Medi-Cal fee-for-service population is presented in Table 1.  Also included for reference are the findings from the previous study of the Medicaid fee-for-service population, which included data across all 50 states.

Table 1.  Hemoglobin A1C (HbA1C) and Lipid Panel Monitoring Rates.

	HEDIS Measures
	Medi-Cal fee-for-service beneficiaries with diabetes 

(n = 132,033)
	National Medicaid fee-for-service beneficiaries with diabetes 

(n = 657,628)11

	
	With co-morbid mental health condition

(n = 60,339)
	Without co-morbid mental health condition

(n = 71,694)
	With co-morbid mental health condition

(n = 118,190)
	Without co-morbid mental health condition

(n = 539,438)

	At least one HbA1C screening during measurement year
	21.6%
	28.3%
	43.8%
	47.0%

	At least one LDL screening during measurement year
	18.4%
	25.6%
	24.4%
	26.9%


Medi-Cal fee-for-service HbA1C and lipid panel monitoring rates are below those found in a sample of the national Medicaid fee-for-service population, with the lowest rates of monitoring in both study populations being those beneficiaries with a co-morbid mental health condition. 

Strategies to Improve Comprehensive Diabetes Care

There is much room for improvement in the HbA1C and lipid panel monitoring rates for all patients with diabetes in the Medi-Cal fee-for-service population, especially among beneficiaries who have a co-morbid mental health condition.  Due to the risks associated with second-generation atypical antipsychotic medications, psychiatrists treating patients with these medications are encouraged to perform regular therapeutic monitoring, including fasting glucose and lipid profiles, for patients with serious mental illness who may not be willing or able to obtain this monitoring through traditional primary care mechanisms.16
HbA1C and LDL screening results can help providers assess the effectiveness of treatment, tailor treatment regimens, and act as an early warning signal for possible diabetes-related complications.  By improving screening rates among the entire population, there can be benefits to both healthcare costs and clinical outcomes. 

There have been different strategies implemented by different health plans across the nation.  The Agency for Healthcare Research and Quality (AHRQ) has published different strategies for improving diabetes care.17  Strategies that involve both the provider and patient may improve comprehensive diabetes care measures.

These strategies should be considered for implementation to improve comprehensive diabetes care: patient education, promotion of self management and patient reminders.  Patient education involves informing the patient about the disease, management strategies and possible complications through printed materials, audio/visual materials or face-to-face meetings.  Promotion of self management includes providing resources to the patient to become more personally involved in their health management.  Lastly, patient reminders include any effort created to encourage patients to keep or make appointments, including screenings.  Previous research has shown that using more than one strategy provides greater benefit than using a single strategy.17

Clinical Recommendations
· Health care providers should evaluate patients diagnosed with diabetes to determine their understanding of their disease.  One self-management checklist that contains a patient knowledge assessment is available at: http://www.healthinsight.org/Internal/docs/beacon/diabetes_checklist.pdf
· Educate patients about diabetic complications on a routine basis, even patients who have been living with diabetes for many years.  A resource that may help provider-patient communication about diabetic complications is the Diabetes Zones for Management summary available at: http://www.improvingchroniccare.org/downloads/rygdm_copy1.doc
· Providers should advocate for patients to be more involved in self-management of diabetes, such as adherence to glucose monitoring and dieting.  The Diabetes Health Record card is available in 19 languages and can help as both a self-management tool for patients and an educational tool for health care.  For more information go to: http://caldiabetes.org/content_display.cfm?contentID=19&CategoriesID=75
· Establish a reminder system for patients regarding annual screenings.  A calendar tickler system may be implemented at practices not utilizing electronic health records (EHRs), but for those with EHR systems in place, there are several reminder systems available here: http://www.healthit.gov/providers-professionals/achieve-meaningful-use/menu-measures/patient-reminders
· Mental health care providers should make sure that appropriate monitoring tests, including a fasting glucose test and full lipid profile are completed prior to initiation of second-generation atypical antipsychotic therapy and at regular intervals thereafter, as needed.

· All providers should incorporate psychological assessment and, if qualified, treatment into routine care.  For those providers who do not feel qualified to treat psychological problems, a patient-provider relationship has been shown to increase the likelihood that a patient will accept a referral for other services.  Tools and resources to help with behavioral support for patients with diabetes may be found at: http://behavioraldiabetesinstitute.org/index.html
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Table 2: Inclusion Criteria for Retrospective Analysis of Medi-Cal FFS





Recipients 





Age: 18 – 64 years





•





	Recipients  = 65 years were excluded since their prescription drug coverage may be through Medicare Part D and cannot be accounted for





-





Continuously eligible for Medi-Cal FFS





•





Had two face-to-face encounters with different dates of service in an outpatient or nonacute inpatient setting with any diagnosis of RA





•





•





Did not have a diagnosis for HIV or pregnancy





*  A limitation of the analysis was the inability to obtain continuous eligibility for recipients prior to November 2007.  If a recipient had any lapse in coverage for Medi-Cal FFS during this period and had a diagnosis made during a lapse in coverage, it would not be accounted for.
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Zolpidem Chart


			Ambien


			Ambien CR


			Both





Ambien Utilization by Recipients
 New Starts June 1, 07 - May 31, 08


14399


4000


1089





Data for Zolpidem Chart


			


									Formlry Generic Sequence Num			CountOfFAME MEDS ID


									19187			5580


									19188			10833


									59696			1393


									59697			3894


									Ambien			14399


									Ambien CR			4000


									Both			1089








Percent Days Supply Chart


			1 - 90 Days


			91 - 180 Days


			180+ Days





Recipient Count


Chart 1: Percentage of Recipients Within Each 
Cumulative Days Supply Range


1 - 90 Days:
71%


91 - 180 Days:
17%


180+ Days:
12%


13910


3264


2314





Data for Days Supply


			


									Sum of Days Supply			Recipient Count


									1 - 90 Days			13,910			71.38%


									91 - 180 Days			3,264			16.75%


									180+ Days			2,314			11.87%


												19,488








Prescriber Type Chart


			INTERNAL MEDICINE


			FAMILY PRACTICE


			GENERAL PRACTICE


			PSYCHIATRY


			OTHER


			EMERGENCY MEDICINE


			PEDIATRICS





Prescriber Type for Zolpidem Prescriptions


0.2499683103


0.2220179997


0.1816453289


0.1539485359


0.1354


0.0349220434


0.0221194068





Data for Top Prescriber Type


			


						Rank			Prscrbg Provider Specialty Desc			Percent			Total Recipients


						1			INTERNAL MEDICINE			25.00%			3,944


						2			FAMILY PRACTICE			22.20%			3,503


						3			GENERAL PRACTICE			18.16%			2,866


						4			PSYCHIATRY			15.39%			2,429


						5			OTHER			13.54%


						6			EMERGENCY MEDICINE			3.49%			551


									PEDIATRICS			2.21%			349


						7			GENERAL SURGERY			1.68%			265


						8			OB-GYNECOLOGY (M. E. ONLY)			1.67%			264


						9			CARDIOVASCULAR DISEASE (INTERNAL MEDICINE)			1.55%			244


						10			NEUROLOGY			1.12%			177


						11			ANESTHESIOLOGY			0.96%			151


						12			PHYSICAL MEDICINE AND REHABILITATION			0.71%			112


						13			NEPHROLOGY			0.68%			108


						14			ORTHOPEDIC SURGERY			0.51%			81


						15			PULMONARY DISEASES			0.49%			78


						16			RADIOLOGY			0.48%			75


						17			HEMATOLOGY			0.42%			66


						18			GASTROENTEROLOGY (INTERNAL MEDICINE)			0.36%			57


						19			OTOLOGY,LARYNGOLOGY, RHINOLOGY			0.34%			54


						20			MISCELLANEOUS			0.30%			47


						21			PSYCHIATRY (CHILD)			0.23%			36


						22			OPTHALMOLOGY			0.23%			36


						23			RHEUMATOLOGY			0.18%			29


						24			NEOPLASTIC DISEASES			0.18%			28


						25			GERIATRICS			0.16%			25


						26			INFECTIOUS DISEASE			0.14%			22


						27			DERMATOLOGY			0.14%			22


						28			UROLOGY AND UROLOGICCAL SURGERY			0.14%			22


						29			PLASTIC SURGERY			0.12%			19


						30			NEUROLOGICAL SURGERY			0.11%			18


						31			OPTHALMOLOGY, OTOLARYNGOLOGY			0.10%			16


						32			PEDIATRIC CARDIOLOGY (INTERNAL MEDICINE)			0.08%			13


						33			ENDOCRINOLOGY			0.08%			12


						34			CLINIC (MIXED SPECIALTY)			0.06%			10


						35			PATHOLOGY (M. E. ONLY)			0.06%			9


						36			PSYCHIATRY NEUROLOGY			0.04%			7


						37			NRUROLOGY CHILD			0.04%			6


						38			THORACIC SURGERY			0.04%			6


						39			SURGERY TRAUMATIC			0.03%			5


						40			GYNECOLOGY (OSTEOPATHS ONLY)			0.03%			4


						41			OBSTETRICS (D. O. ONLY)			0.02%			3


						42			PUBLIC HEALTH			0.02%			3


						43			ALLERGY			0.01%			2


						44			NUCLEAR MEDICINE			0.01%			2


						45			RADIATION THERAPY (D. O. ONLY)			0.01%			1


						46			SURGERY HEAD & NECK			0.01%			1


															15,778








Top Ethnic Age and Geography 


			


						Recipients by Ethnic Group Prescribed Zolpidem June 2007 - May 2008


						Rank			Recipient Ethnic Desc			Total Ambien Recipients			FFS Recipients			% on Ambien


						1			WHITE			9,180			657,292			1.40%


						2			ALASKAN NATIVE OR AMERICAN INDIAN			248			18,430			1.35%


						3			BLACK			2,500			216,078			1.16%


						4			CHINESE			575			51,045			1.13%


						5			ASIAN OR PACIFIC ISLANDER			1,211			108,644			1.11%


						Recipients by Age Group Prescribed Zolpidem June 2007 - May 2008


						Age Group			GCN Sequence Number


									Ambien 5mg 019187			Ambien 10mg 019188			Ambien CR 6.25mg 059696			Ambien CR 12.5mg 059697


						0 - 12			0.60%			0.18%			0.14%			0.03%


						13 -18			2.14%			1.79%			2.46%			1.34%


						19 - 39			14.57%			22.26%			18.04%			24.93%


						40 - 64			64.41%			67.07%			62.81%			68.71%


						65+			18.29%			8.69%			16.56%			4.99%


						Recipients by County Prescribed Zolpidem June 2007 - May 2008


						Rank			County Name			Ambien Bene Count			MC FFS Bene Count			Percent Ambien


						1			LASSEN			80			4,179			1.91%


						2			SISKIYOU			133			7,644			1.74%


						3			TRINITY			39			2,259			1.73%


						4			SHASTA			513			30,297			1.69%


						5			BUTTE			614			38,518			1.59%


						6			YUBA			251			16,194			1.55%


						7			PLUMAS			34			2,206			1.54%


						8			NEVADA			90			6,204			1.45%


						9			DEL NORTE			90			6,402			1.41%


						10			LAKE			175			12,841			1.36%








Ethnic and Dx Table


			


			Top Ethnic Group by Percent Prescribed Zolpidem																		Top Diagnosis Codes of Recipients Prescribed Zolpidem


			Rank			Recipient Ethnic Desc			Total Ambien Recipients			FFS Recipients			% on Ambien						Rank			Dx Code			Dx Desc			Total Recipients			Percentage of New Start Recipients


			1			WHITE			9,180			657,292			1.40%						1			4019			HYPERTENSION NOS			7,557			38.78%


			2			ALASKAN NATIVE OR AMERICAN INDIAN			248			18,430			1.35%						2			78650			CHEST PAIN NOS			5,876			30.15%


			3			BLACK			2,500			216,078			1.16%						3			78900			ABDOMINAL PAIN,UNSPECIFIED SITE			5,377			27.59%


			4			CHINESE			575			51,045			1.13%						4			2724			HYPERLIPIDEMIA NEC/NOS			5,369			27.55%


			5			ASIAN OR PACIFIC ISLANDER			1,211			108,644			1.11%						5			7242			LUMBAGO			5,282			27.10%


			6			CAMBODIAN			91			8,551			1.06%						6			25000			DIABETES MELLITUS W/O COMPL TYPE II			4,969			25.50%


			7			KOREAN			129			12,123			1.06%						7			4011			BENIGN HYPERTENSION			4,724			24.24%


			8			LAOTIAN			103			9,796			1.05%						8			3674			PRESBYOPIA			4,196			21.53%


			9			ASIAN INDIAN			107			14,234			0.75%						9			7295			PAIN IN LIMB			4,136			21.22%


			10			NO RESPONSE, CLIENT DECLINED TO STATE			1,065			148,493			0.72%						10			78052			INSOMNIA UNSPECIFIED			4,112			21.10%


			11			OTHER			333			49,142			0.68%						11			7840			HEADACHE			4,011			20.58%


			12			NO VALID DATA REPORTED			2			303			0.66%						12			5990			URIN TRACT INFECTION NOS			3,967			20.36%


			13			AMERASIAN			2			334			0.60%						13			78079			OTHER MALAISE AN FATIGUE			3,720			19.09%


			14			FILIPINO			204			34,750			0.59%						14			78605			SHORTNESS OF BREATH			3,433			17.62%


			15			JAPANESE			8			1,509			0.53%						15			311			DEPRESSIVE DISORDER NEC			3,388			17.39%


			16			GUAMANIAN			3			569			0.53%						16			7245			BACKACHE NOS			3,386


			17			VIETNAMESE			155			30,551			0.51%						17			2859			ANEMIA NOS			3,137


			18			HAWAIIAN			6			1,762			0.34%						18			4660			ACUTE BRONCHITIS			3,058


			19			HISPANIC			3,563			1,136,293			0.31%						19			7862			COUGH			3,040


			20			SAMOAN			3			2,240			0.13%						20			30000			ANXIETY STATE NOS			2,778


			21			Total			19,488			2,502,139			0.78%


																											Ask Eric, how far back did we go for these diagnosis codes?  What if they were diagnosed a few years ago?
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Table 1: Examples of DMARDs1, 6, 7

		Drug		Approximate Time To Benefit		Usual Dosage		Adverse Effects

		Nonbiologic Agents

		Hydroxychloroquine		2 to 6 months		200 mg bid		Rash, diarrhea, retinal toxicity (rare)

		Sulfasalazine		1 to 3 months		1 gm bid to tid		Rash, GI intolerance, myelosuppression

		Methotrexate		1 to 2 months		7.5 – 20 mg q week		GI symptoms, stomatitis, rash, alopecia, hepatic and pulmonary toxicity (rare)

		Azathioprine		2 to 3 months		50-150 mg qd
		GI symptoms, early flu-like symptoms, elevated LFTs, hepatic toxicity (rare)

		Biologic Agents

		Rituximab		2 to 4 weeks		1 gm IV infusions on days 1 and 15 in combination with methotrexate		Severe infusion reactions: MI, anaphylactic shock, DEATH; renal toxicity; arrhythmias


















































_1308998797.doc










D







RUG







U







EVIEW







R







SE











E







ducational 







I







nformation
















_1279912971.ppt


*List of drugs is not all-inclusive.  Adapted from references 3 and 9.

		Table 6: Drugs with Insomnia as a Potential Side Effect*

		Steroids		Thyroid Hormones		Bupropion		CNS Stimulants
Methylphenidate
amphetamine
Dextroamphetamine
Modafinil

		Oral Contraceptives		Quinidine		Caffeine and Caffeine-
Containing Products

		MAOIs		Theophylline		Levodopa

		SSRIs 
Fluoxetine
Sertraline		Decongestants
Pseudoephedrine
Phenylephrine		Antihypertensives
Clonidine
Propranolol		Antiepileptics
Phenytoin
Lamotrigine
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		Table 3: Total Zolpidem Claims by Formulation

		Immediate-release		Extended-release

		42,228 (74.4%)		14,523 (25.6%)

		56,751 (100.0%)



		Table 3a: Total Zolpidem Claims by Strength

		Immediate-Release		Extended-Release

		5 mg		10 mg		6.25 mg		12.5 mg

		12,217 (21.5%)		30,011 (52.9%)		3,110 (5.5%)		11,413 (20.1%)

		56,751 (100.0%)



		Table 3b: Total Zolpidem Claims by Strength Within Each Formulation 

		Immediate-Release		Extended-Release

		5 mg		10 mg		6.25 mg		12.5 mg

		12,217 (28.9%)		30,011 (71.1%)		3,110 (21.4%)		11,413 (78.6%)

		42,228 (100.0%)		14,523 (100.0%)









































































Greater utilization of higher strength b/c that is the usualy adult dosage!!!!!!!!! Correlate with age groups!!!!!!!
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		Table 1: Zolpidem Recipient Population by Gender and Age Group

		Gender

		Male		6,601 (33.9%)

		Female		12,887 (66.1%)

		Total		19,488 (100%)

		Age Group

		0 -12		52 (0.27%)

		13 - 18		364 (1.9%)

		19 -39		4,011 (20.6%)

		40 - 64		12,885 (66.1%)

		65+		2,176 (11.2%)

		Total		19,448 (100.0%)



		Table 2: Recipient Population by Formulation of Zolpidem Prescription

		Immediate-Release		14,399 (73.9 %)

		Extended-Release		4,000 (20.5 %)

		Both		1,089 (5.6%)
 706 (64.8 %) : IR  ER 
 381 (35%): ER  IR
 2 (0.2%): IR + ER

		Total		19,488 (100.0 %)
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