A Y Drug Use Research & Management Program

Oregon State OHA Division of Medical Assistance Programs
UMIVERSITY 500 Summer Street NE, E35; Salem, OR 97301-1079
College of Pharmacy Phone 503-947-5220 | Fax 503-947-1119

Oregon Drug Use Review / Pharmacy & Therapeutics Committee
Thursday, November 29, 2012 1:00-5:00 PM
Clackamas Community Training Center
29353 SW Town Center Loop East
Wilsonville, OR 97070

MEETING AGENDA
NOTE: Any agenda items discussed by the DUR/P&T Committee imay result in changes to
coverage, PDL compaosition, or utilization control recommendsiions to the OHA. Timing,
sequence and inclusion of agenda items presented to the Cormnii ttee may change at the
discretion of the OHA, P&T Committee and staff.

I. CALL TO ORDER

a. Roll Call & Introductions B. Origer (Chair)
b. Conflict of Interest Declaration R. Citron (OSU)
c. Approval of Agenda and Minutes B. Origer (Chair)

Il. HERC COVERAGE GUIDANCE
a. ADHD Draft Coverage Guidance C. Livingston (HERC)
b. Therapies With Marginal Benefit and/or High Cost
c. Public Comment

Ill. DUR ACTIVITIES

a. ProDUR Report R. Holsapple (HP)

b. RetroDUR Repoit T. Williams (OSU)

c. Quarterly Utilization Reports R. Citron (OSU)

d. Oregon Siale Drug Reviews K. Sentena (OSU)
1. Do Spinosad or lvermectin Have a Place in Head Lice Eradication?

e. Low Dose Aripiprazole (Abilify®) Education Proposal A. Burns (OSU)

IV. OLD BUSINESS

a. Vascular Endothelial Growth Factors (VEGF) Inhibitors* M. Herink (OSU)
1. Retisert New Drug Evaluation
2. Class Update (new Lucentis 0.3 strength)
3. Proposed PA criteria
4. Public Comment
5. Discussion of clinical recommendations to OHA

b. Erythropoiesis Stimulating Agents* M. Herink (OSU)
1. Proposed PA Criteria Update
2. Public Comment
3. Discussion of clinical recommendations to OHA

c. Phosphate Binders* K. Ketchum (OSU)
1. Executive Session Follow-up
2. Discussion of clinical recommendations to OHA

d. DPP-4 Inhibitors* K. Ketchum (OSU)
1. Executive Session Follow-up
2. Discussion of clinical recommendations to OHA

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative
Rules 410-121-0030 & 410-121-0040 as required by 414.325(9)



V. NEW BUSINESS

a. Physician Administered Drugs* K. Ketchum (OSU)
1. Drug Use Evaluation
2. Public Comment
3. Discussion of clinical recommendations to OHA

b. Obesity Drugs* M. Herink (OSU)
1. Lorcaserin New Drug Evaluation
2. Phentermine/Topiramate New Drug Evaluation
3. Public Comment
4. Discussion of clinical recommendations to OHA

c. Benign Prostatic Hypertrophy* M. Herink (OSU)
1. Abbreviated Class Update
2. Updated PA Criteria
3. Public Comment
4. Discussion of clinical recommendations to OHA

d. Pancreatic Enzyme Replacement Products* B. Fouts (OSU)
1. Abbreviated Class Review
2. Public Comment
3. Discussion of clinical recommendations to OHA

e. Drug Class Scans* M. Herink (OSU)
1. Estrogens
2. Cephalosporins
3. Ophthalmic Antibiotic-Steroid Combinations
4. Public Comment
5. Discussion of clinical recommendations to OHA

VI. EXECUTIVE SESSION
VII. RECONVENE for PUBLIC RECOMMENDATIONS

VIll. ADJOURN

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative
Rules 410-121-0030 & 410-121-0040 as required by 414.325(9)



' ' Drug Use Research & Management Program

Oregon State OHA Division of Medical Assistance Programs
UMIVERSITY 500 Summer Street NE, E35; Salem, OR 97301-1079
College of Pharmacy Phone 503-947-5220 | Fax 503-947-1119

Oregon Drug Use Review / Pharmacy & Therapeutics Committee
Thursday, September 27, 2012 1:00-5:00 PM
Clackamas Community Training Center
29353 SW Town Center Loop East
Wilsonville, OR 97070

MEETING MINUTES

Members Present: Andris Antoniskis, MD; Zahia Esber, MD; Tracy Klein, PhD, FNP; Phillip
Levine, PhD; William Origer, MD; David Pass, MD; Cathy Zehrung; 2Ph

Members Present by Phone: James Slater, PharmD

Staff Present: Roger Citron, RPh; Megan Herink, PharmD, BCPS; Kathy Ketchum, RPh,
MPA:HA; Ted Williams, PharmD; Valerie Smith; Richard Holsapple, RPh; Trevor Douglass, DC,
MPH; Israel Harden; Amy Burns, PharmD

Staff Present by Phone: Kathy Sentena, PharmD

Audience: David Barhoum (Genentech); Sean Murphy (Genentech); Brady Blaser (Genentech);
Jim Graves (BMS); Kim Laubmeier (Otsuka); Michelle Mattox (Vertex); Gregg Rasmussen
(Vertex); Paul Bonham (NovoNordisk); Bobon Guty (Lunidbeck); Deron Grothe (Teva); Cary
Eastman; Shane Hall (Purdue); Venus Holder (Lilly); Jeana Colabianchi (Sunovion); Linda Craig
(AZ); Michel Estuis (Pfizer); Bruce Smith (GSK); Jamie Damm (\Vertex); Don Stecher (Novartis);
Mary Kemhus (Novartis); Steve Faloon (Cisuka); Todd Landwehr

I. CALL TO ORDER

a. The meetingwvas called to order at approximately 1pm.

b. Conflict of interest declarations were reviewed; no new conflicts were reported.

c. The mindutes from the August 30, 2012 meeting were reviewed.
ACTION: The minutes were approved with the addition of Phillip Levine, PhD in the Members
Present section of the minutes.

II. NEW BUSINESS

a. Dr. Herink presented an abbreviated drug evaluation on hypertonic saline use for
cystic fibrosis patients and presented additional requested information on dornase
alfa therapy past 2 years. Recommendations were that inhaled hypertonic saline be
preferred, and to make dornase alfa preferred with a quantity limit of 30 vials per 30
days.

*ACTION: The committee approved the recommendations after Executive Session.

b. Ms. Ketchum presented an abbreviated class update on bone metabolism agents,
recommending that tiludronate, alendronate with vitamin D3, zoledronic acid and
denosumab be non-preferred and make risedronate preferred. Ms. Ketchum also
recommended limiting zoledronic acid to medical claims and a RetroDUR intervention
of bisphosphonates to notify clinicians to re-evaluate patient FRAX score after 5
years of therapy.

*ACTION: The committee approved the recommendations after Executive Session.

c. Dr. Burns presented an abbreviated class update on colony stimulating factors,

recommending that all drugs continue to be listed as preferred and evaluate use of

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative
Rules 410-121-0030 & 410-121-0040 as required by 414.325(9)
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CSFs for hepatitis C and if inappropriate use is noted, bring back recommendation of
prior authorization criteria for consideration.
*ACTION: The committee approved the recommendations after Executive Session.

d. Dr. Sentena presented an abbreviated class review on intravenous/sub-Q Pulmonary
Arterial Hypertension (PAH) agents, recommending that all IV/SQ products be made
non-preferred and require prior authorization to include: diagnosis of PAH with NYHA
functional class Ill or IV and prescribed in consultation with a specialist
(pulmonologist or cardiologist), and make tadalafil non-preferred when sildenafil
generics warrant a change.
*ACTION: The committee approved the recommendations after Executive Session.
e. Dr. Herink presented drug class scans:
1. Growth hormone, recommending Omnitrope be preferred, Nutropin and
Genotropin be non-preferred and stop grandfathering non-preferred products as
of January 1, 2013. Sean Murphy with Genentech provided public comment.
*ACTION: The committee approved the recommendations after Executive Session.
2. Ulcerative colitis, recommending Canasa suppository and generic balsalazide
be made preferred and mesalamine rectal enemas and kits be non-preferred.
*ACTION: The committee approved the recommendations after Executive Session.
3. Ophthalmic antibiotics, recommending Ciloxan ointment be preferred,
levofloxican drops be non-preferred, and maintain Moxeza as non-preferred.
*ACTION: The committee approved the recommendations after Executive Session.
4. Phosphate binders, recommending Renagel and Calphron be preferred.
*ACTION: The committee deferred the recommendation until the November meeting.
f. Ms. Ketchum presented the annual PDL review:
1. Recommended changes to the Antipsychotics- 2nd Generation class include
making olanzapine preferred on the voluntary mental health PDL, removing
risperidone rapid dissolving tabs from the voluntary mental health PDL, and
consider restricting IM products to medical claims only.
*ACTION: The committee approved the recommendations for PDL updates, and deferred
restricting IM products until an evaluation of current billing practices can be done.
2. Recommended changes to the ADHD class include making Focalin XR
preferred, making Concerta and Ritalin LA and their generic equivalents non-
preferred, and perform DUE of appropriate use of the class, appoint an ad-hoc
expert and bring back to November meeting.
*ACTION: The committee approved the recommendations after Executive Session.
3. Recommended changes to the Hepatitis C (peginterferons) class include
making Pegasys non-preferred and grandfather current patients and perfom a
RetroDUR outreach to high volume prescribers. Recommended that no change
be made to the current PDL status or clinical PA edits for protease inhibitors.
*ACTION: The committee approved the recommendations after Executive Session.
4. The Hematopoietic Agents class was reviewed and recommendations were
made at the August 30, 2012 meeting so there are no new actions.
5. Recommended changes to the Asthma Controllers class include making
Asmanex non-preferred, make Alvesco preferred as an ICS alternative, and
adding Advair, Dulera and Symbicort as preferred ICS/LABA combination agents
with step edit and pending SSDC negotiations.
*ACTION: The committee approved the recommendations after Executive Session.
6. Recommended changes to the Insulins class include making insulin detemir
(Levemir) preferred.
*ACTION: The committee approved the recommendations after Executive Session.

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative
Rules 410-121-0030 & 410-121-0040 as required by 414.325(9)
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*ACTION:

*ACTION:

*ACTION:

*ACTION:

*ACTION:

*ACTION:

7. Recommended changes to the Other Lipotropics class include making
Antara, Tricor and gemfibrozil preferred and make all other fibrates non-
preferred. No changes to the other drugs in the class

The committee approved the recommendations after Executive Session.
8. Recommended changes to the DPP-4 Inhibitors class include listing no drugs
as preferred and continue with current clinical PA criteria.

The committee deferred the recommendation until the November meeting.
9. Recommended no changes to the DRIs, ACE-Is and ARBs class at this time
and revisit when multiple generic ARBs become available.

The committee approved the recommendations after Executive Session.
10. Recommended no changes to the DRIs, ACE-Is and ARBs + HCT class at
this time and revisit when multiple generic ARBs become available.

The committee approved the recommendations after Executive Session.
11. Recommended changes to the Otic Antibiotics class include making Ciprodex
non-preferred.

The committee approved the recommendations after Executive Session.
12. Recommended changes to the Topical Antiprasitics include making Natroba
preferred with step therapy use of OTC permethrin first.

The committee approved the recommendations after Executive Session.

lll. The meeting adjourned at approximately 3:45pm.

*Agenda items will be discussed by Committee members for the purpose of making
recommendations to the Oregon Health Plan for adoption into Oregon Administrative
Rules 410-121-0030 & 410-121-0040 as required by 414.325(9)
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HEALTH EVIDENCE REVIEW COMMISSION (HERC)

DRAFT COVERAGE GUIDANCE: TREATMENT OF ATTENTION DEFICIT
HYPERACTIVITY DISORDER

DATE: XX/XXIXXXX

HERC COVERAGE GUIDANCE

For children under 6 with disruptive behavior disorders, including those at risk for ADHD,
specific parent behavior training* should be covered as first-line therapy.
Pharmacotherapy** should be considered second line, with weighing of the benefits and
harms to determine if it is appropriate for an individual child.

For children 6 and over with ADHD, pharmacotherapy** alone or pharmacotherapy** with
behavioral treatment are considered first-line therapy and should be covered.

*Effective studied types of parent behavior training include: Triple P (Positive Parenting of
Preschoolers) Program, Incredible Years Parenting Program, Parent-Child Interaction Therapy and
New Forest Parenting Program

**Limited to medications that are FDA-approved for the condition

RATIONALE FOR GUIDANCE DEVELOPMENT

The HERC selects topics for guideline development or technology assessment based
on the following principles:

e Represents a significant burden of disease

¢ Represents important uncertainty with regard to efficacy or harms
e Represents important variation or controversy in clinical care

e Represents high costs, significant economic impact

e Topic is of high public interest

Coverage guidance development follows to translate the evidence review to a policy
decision. In addition to an evidence-based guideline developed by the Evidence-based
Guideline Subcommittee and a health technology assessment developed by the Heath
Technology Assessment Subcommittee, coverage guidance may utilize an existing
evidence report produced in the last 5 years by the Agency for Healthcare Research
and Quality, the Medicaid Evidence-based Decisions Project or the Washington Health
Technology Assessment Program.

Hcalth
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EVIDENCE SOURCE

Charach, A., Dashti, B., Carson, P., Booker, L., Lim, C.G., Lillie, E., et al. (2011).
Attention deficit hyperactivity disorder: Effectiveness of treatment in at-risk
preschoolers; long-term effectiveness in all ages; and variability in prevalence,
diagnosis, and treatment. Comparative effectiveness review no. 44. (Prepared by the
McMaster University Evidence-based Practice Center under Contract No. MME2202
290-02- 0020.) AHRQ Publication No. 12-EHCO003-EF. Rockville, MD: Agency for
Healthcare Research and Quality. Available at:
www.effectivehealthcare.ahrq.gov/reports/final.cfm.

The summary of evidence in this document is derived directly from this evidence
source, and portions are extracted verbatim.

SUMMARY OF EVIDENCE

Clinical Background

Attention deficit hyperactivity disorder (ADHD) is a condition characterized by
inattention, overactivity, and impulsivity. While ADHD can begin before children enter
school, it is most commonly identified and treated in primary school. Boys are classified
with ADHD approximately twice as frequently as girls, and primary school—age children
approximately twice as frequently as adolescents. ADHD symptoms exist on a
continuum in the general population and are considered a “disorder” to a greater or
lesser degree. Symptoms are clinically significant when they cause impaired
functioning. The DSM-1V criteria include subtypes: (1) predominantly inattentive, (2)
predominantly hyperactive-impulsive, and (3) combined inattentive and hyperactive.

Although the condition now classified as ADHD was first described clinically in 1902,
few treatments were available until the 1950s, when methylphenidate (brand name,
Ritalin) was developed to target the condition. The use of pharmacotherapy has
increased through the years, along with refinements in understanding and recognition of
the condition as a disorder. The diagnosis of ADHD and prescriptions for its treatment
have grown exponentially, particularly in North America. By the end of the 1960s,
approximately 150,000 to 200,000 children were treated with stimulants, which
represented 0.002% of the U.S. child population at that time. In contrast, the U.S.
National Survey of Child Health provides a 2003 estimate of 4.4 million children who
were identified at some point as having ADHD, which represents 7.8% of that
population, of which 2.5 million (56%) were receiving medication. Within the United
States, the estimated prevalence of adult ADHD stands at 4.4%. Prescriptions for the
treatment of ADHD have increased as well, with methylphenidate prescriptions
increasing from 4 million to 11 million, and prescriptions for amphetamines increasing
from 1.3 million to 6 million in an eight year period of time (1991-1999).

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
XXIXXIXXXX 2
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Drugs currently FDA approved for treatment of ADHD and their maximum
recommended daily dosages are listed in Table 1. In addition, a variety of
antidepressants are used off-label to treat this condition.

Table 1. FDA Approved Medications for the Treatment of ADHD

Drug Class/ Brand names FDA Approved

Generic name max dose/day
Amphetamine preparations

Mixed amphetamine salts Adderall 40mg
Adderall XR 30mg
Dextroamphetamine Dexedrine, Dextrostat 40mg
Dexedrine spanule 40 mg
Lisdexamfetamine Vyvanse 70mg
Methylphenidate preparations
Dexmethylphenidate Focalin 20mg
Focalin XR 30mg
Methylphenidate HCL Methylin, Ritalin, Ritalin LA, 60mg

Ritalin SR, Metadate CD,
Metadate ER

Daytrana 30mg
Concerta 72mg
SNRIs
Atomoxetine Strattera 1.4mg/kg or
100mg
Other
Guanfacine extended Intuniv 4mg
release
Clonidine extended release  Kapvay 0.4mg/day

Evidence Review

The purpose of this review is to critically examine the effectiveness and adverse events
of interventions in preschool children with clinically significant disruptive behavior and
therefore at high risk for ADHD and to similarly examine the comparative long-term
effectiveness and adverse events of interventions for ADHD.

Treatment of Preschoolers with Disruptive Behavior Disorders

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
XXIXXIXXXX
6



For the management of preschoolers with disruptive behavior disorders, including
children considered to be at risk for ADHD*, evidence was grouped into two broad
categories of treatment: behavioral interventions and psychostimulant medication. A
total of 31 studies evaluated parent behavior training, which was primarily defined as
one of four manualized programs?. Nearly all studies showed positive effects, and
pooled results for eight good-quality studies also found a significant improvement in
child behavior with parent behavior training. In addition, the single good-quality study of
methylphenidate finds that it appears to be effective. The strength of evidence for use of
parent behavior training was judged high due to number of studies and consistency of
results. The strength of evidence for methylphenidate was judged low because there is
only one good-quality study.

Long-term extension (follow-up) studies for the RCTs of parent behavior training
suggest that the benefits are maintained for several years, although no long-term study
(lasting 12 months or more) of parent behavior training alone included untreated
comparison groups, and attrition was high. A recent study examining parent behavior
training with and without school-based teacher or child interventions included a no-
treatment control. This study showed maintenance of benefits of parent behavior
training at two years. Studies do not comment on adverse events related to parent
behavior training.

Five studies examining combinations of parent behavior training and school or daycare
interventions for preschool children at risk for disruptive behavior disorder and/or ADHD
suggest that adding classroom teacher consultation may be important for children in low
socioeconomic status (SES) communities, but not for families with educated parents
who live in communities with resources, although direct comparisons of identical
interventions offered to families of different SES have not yet been performed. All
behavioral interventions showed benefits relative to no-treatment controls, and a dose
response to the number of parent behavior training sessions attended by parents was
also identified, enhancing the overall strength of evidence for effectiveness of parent
behavior training.

Several small, short-term trials of psychostimulant medication use in preschoolers,
primarily immediate release methylphenidate, suggest that it is efficacious and safe. In
addition, the Preschool ADHD Treatment Study (PATS), a large, high quality trial funded
by the National Institute of Mental Health also suggests that methylphenidate is effective
for improving parent-rated child behavior in preschoolers. This multisite trial had multiple
phases, beginning with 10 sessions of parent behavior training. The training was
followed by an open label safety lead-in phase of a psychostimulant medication, then a
titration phase, a cross-over phase and open-label maintenance phase that lasted 10
months. The PATS study offers information about both the potential benefits and

! The ADHD diagnosis has not been widely applied in children under age 6 because of uncertainty
regarding the reliability and validity of the diagnostic criteria in this age group. Because ADHD in this age
group is commonly identified in the context of other disruptive behaviors, and in children with diagnoses
of Disruptive Behavior Disorders including Oppositional Defiant Disorder and Conduct Disorder, the
evidence review includes studies of children less than six with Disruptive Behavior Disorders.

% Triple P (Positive Parenting of Preschoolers) Program, Incredible Years Parenting Program, Parent-
Child Interaction Therapy and New Forest Parenting Program.

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
XXIXXIXXXX 4

7



limitations of stimulant medication use in very young children. Limitations include the
following: preschool children experience more dose-related adverse events than older
children, stimulants interfere with rates of growth, and the presence of three or more
comorbid conditions and psychosocial adversity are associated with lessened
effectiveness of psychostimulant medication. These findings are supported by two
additional “fair” quality RCTs.

In conclusion, both parent behavior training and psychostimulant medication are
effective treatment for preschoolers with disruptive behavior disorders. There are no
adverse events reported for parent behavior training, while there are adverse effects
with methylphenidate. This favors the use of parent behavior training for preschoolers at
risk for ADHD due to disruptive behavior. A direct comparison has not yet been done.

Long-Term Effectiveness and Safety of Interventions in People Age 6 and Older

Pharmacologic Agents

The long-term effectiveness and safety (at least 12 months of treatment and/or follow
up) of several psychostimulants (e.g., methylphenidate immediate release
amphetamine, Osmotic-controlled Release Oral delivery System methylphenidate,
dextroamphetamine, mixed amphetamine salts, atomoxetine, clonidine and guanfacine
extended release) have all been examined prospectively in children and adolescents
age 6 and over. The agents examined were all shown to be efficacious for control of
inattention, overactivity, and impulsiveness for at least 12 months and up to three years,
and few serious adverse events were noted, although guanfacine extended release
appears to be less well tolerated than other agents examined. Global ratings of
impairment also indicate continued benefit throughout the extension studies for patients
still receiving medications. In general, those who remain on medication show continued
benefit, and few adverse events are reported for them. With a majority of the studies
funded by industry (12 of 21), there may be enhanced representations of effectiveness
and safety. Psychostimulants continue to provide control of ADHD symptoms and are
well tolerated for months to years at a time.

Fewer children experienced adverse events with methylphenidate than with
dextroamphetamine. Concerns about adverse events led to discontinuation of
medications for 15% to 20% of children age 6 and over using extended release mixed
amphetamine salts. Concerns about exacerbation of tics with stimulants appear to be
unfounded, although the sample size remains small. Use of psychostimulants slows the
rate of growth, and increases blood pressure and heart rate to a small degree. At a
group level, the mean changes are clinically insignificant, although on rare occasions
individuals discontinue an agent because of changes in vital signs. There are many
similarities between methylphenidate immediate release and other preparations of
psychostimulants, both in terms of efficacy and in the side effect profile. Therefore,
many researchers and clinicians assume all psychostimulants are effective and safe for
extended periods of time. The documentation for this assertion is not yet robust.

Atomoxetine is both safe and effective for ADHD symptoms over 12 to 18 months
among children and for up to three years in adults. Discontinuation in children and teens
appears to be higher (26%) due to ineffectiveness and lower (3%) due to adverse

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
XXIXXIXXXX 5
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events than with other agents, although these are not direct comparisons. As with
psychostimulants, the group means for blood pressure and heart rate show small but
clinically insignificant increases. There is only one study of a pharmacologic intervention
over an extended time period (three years) in adults with ADHD, and that study found
symptom improvement was maintained for those on atomoxetine, and discontinuation
due to adverse events was somewhat higher for adults (11%) than for children (3%).

An extension study of guanfacine suggests that this agent is also effective in controlling
ADHD symptoms for up to two years; however, high rates (40% to 60%) of somnolence,
headache, and fatigue occur when it is used as a monotherapy, especially in the initial
six to eight months of treatment. A second study examined concurrent use of
psychostimulants and noted improved tolerance to these adverse effects. Changes in
vital signs occur, but no clear group trends are noted. Individuals may develop clinically
significant hypotension and bradycardia. Serious adverse events include syncope
clinically significant changes on electrocardiogram.

Overall, pharmacologic agents used for controlling the symptoms of inattention,
overactivity, and impulsivity of ADHD show maintenance of effectiveness and safety for
12 to 24 months. Following that, attrition from use interferes with the ability to draw
conclusions. Along with decreased symptoms, overall functioning is improved.

Psychosocial and Behavioral Interventions, Alone and in Combination with Medication
Investigations comparing psychosocial/behavioral interventions, alone and in
combination with psychostimulant medication management, showed that both
medication and combined medication/behavioral treatment are more effective in treating
ADHD and oppositional defiant disorder symptoms than psychosocial or behavioral
interventions alone.

Longer Term Outcomes

Evaluation of long-term outcomes (five or more years follow up) following interventions
for ADHD is complex due to multiple patterns of services used and very few studies
available, with only two RCTs of well-characterized clinical samples, both of boys ages
7 to 9 years with DSM-IV ADHD, combined subtype. The best quality data come from
the Multimodal Treatment of ADHD Study, which compared 14 months of management
with immediate release methylphenidate to three other interventions: psychosocial and
behavioral treatment; the combination of medication management and psychosocial and
behavioral treatment; and standard community care. Three years after initiation, the four
intervention groups showed comparable outcomes. No clear relationship was identified
between duration of medication use and psychiatric or overall functional outcomes at
three years or beyond. In contrast, a few long-term cohort studies lasting five years or
more suggest that increased duration of medication was associated with improved
grade retention and academic achievement. No prospective studies have been
designed to investigate the question of long-term functional outcomes directly. There
appear to be long-term academic benefits with medication interventions in some
domains.

In conclusion, the evidence for long-term effectiveness of pharmacologic agents for
improving ADHD symptoms is based on a single good study for methylphenidate and a

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
XXIXXIXXXX 6
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single good study for atomoxetine. These studies followed the children for 12 or 14
months and showed benefit with few adverse effects, thereby resulting in low strength of
evidence for longer term effectiveness for each of these agents. Similarly, there is a
single good study showing benefits for the combination of methylphenidate and
psychosocial interventions. The evidence for other pharmaceutical agents is insufficient,
as is the evidence pertaining to parent behavior training and academic interventions.

[Evidence Source]

Overall Summary

Both parent behavior training and psychostimulant medication are effective treatment
for preschoolers with disruptive behavior disorders. There are no adverse events
reported for parent behavior training, while there are adverse effects with
methylphenidate. There is evidence to support the long-term effectiveness of both
methylphenidate and atomoxetine for improving ADHD symptoms, as well as
methylphenidate combined with psychosocial interventions, in children age six and over.
There is evidence for only the short-term effectiveness for other FDA approved
medications and guanfacine, the latter of which has more frequent adverse events.

PROCEDURE

Parent behavior training
Medication management

DIAGNOSES
Attention Deficit Hyperactivity Disorder

APPLICABLE CODES

CODES | DESCRIPTION

ICD-9 Diagnosis Codes

312.9 Unspecified disturbance of conduct

314 Hyperkinetic syndrome of childhood

314.0 Attention deficit disorder of childhood

314.00 | Attention deficit disorder without mention of hyperactivity

314.01 | Attention deficit disorder with hyperactivity

314.1 Hyperkinesis with developmental delay

314.2 Hyperkinetic conduct disorder

314.8 Other specified manifestations of hyperkinetic syndrome

314.9 Unspecified hyperkinetic syndrome

ICD-9 Volume 3 (Procedure Codes)

None
CPT Codes
Pharmacologic management, including prescription, use, and review of medication
90862 . a .
with now more than minimal medical psychotherapy
Education and training for patient self-management by a qualified, nonphysician
98960 : . . . . .
health care professional using a standardized curriculum, face-to-face with the patient

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
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CODES

DESCRIPTION

(could include caregiver/family) each 30 minutes; individual patient

98961

2-4 patients

98962

5-8 patients

99201

Office or other outpatient visit for the evaluation and management of a new patient,
which requires these 3 key components: A problem focused history; A problem
focused examination; Straightforward medical decision making. Counseling and/or
coordination of care with other providers or agencies are provided consistent with the
nature of the problems(s) and the patient’s and/or family’s needs. Usually, the
presenting problem(s) are self limited or minor. Physicians typically spend 10 minutes
face-to-face with the patient and/or family.

99202

Office or other outpatient visit for the evaluation and management of a new patient,
which requires these 3 key components: An expanded problem focused history; An
expanded problem focused examination; Straightforward medical decision making.
Counseling and/or coordination of care with other providers or agencies are provided
consistent with the nature of the problems(s) and the patient’s and/or family’s needs.
Usually, the presenting problem(s) are of low to moderate severity. Physicians
typically spend 20 minutes face-to-face with the patient and/or family.

99203

Office or other outpatient visit for the evaluation and management of a new patient,
which requires these 3 key components: A detailed history; A detailed examination;
Medical decision making of low complexity. Counseling and/or coordination of care
with other providers or agencies are provided consistent with the nature of the
problems(s) and the patient’s and/or family’s needs. Usually, the presenting
problem(s) are of moderate severity. Physicians typically spend 30 minutes face-to-
face with the patient and/or family.

99204

Office or other outpatient visit for the evaluation and management of a new patient,
which requires these 3 key components: A comprehensive history; A comprehensive
examination; Medical decision making of moderate complexity. Counseling and/or
coordination of care with other providers or agencies are provided consistent with the
nature of the problems(s) and the patient’s and/or family’s needs. Usually, the
presenting problem(s) are of moderate to high severity. Physicians typically spend 45
minutes face-to-face with the patient and/or family.

99205

Office or other outpatient visit for the evaluation and management of a new patient,
which requires these 3 key components: A comprehensive history; A comprehensive
examination; Medical decision making of high complexity. Counseling and/or
coordination of care with other providers or agencies are provided consistent with the
nature of the problems(s) and the patient’s and/or family’s needs. Usually, the
presenting problem(s) are of moderate to high severity. Physicians typically spend 60
minutes face-to-face with the patient and/or family.

99211

Office or other outpatient visit for the evaluation and management of an established
patient, that may not require the presence of a physician. Usually, the presenting
problem(s) are minimal. Typically, 5 minutes are spent performing or supervising
these services.

99212

Office or other outpatient visit for the evaluation and management of an established
patient, which requires at least 2 of these 3 key components: A problem focused
history; A problem focused examination; Straightforward medical decision making.
Counseling and/or coordination of care with other providers or agencies are provided
consistent with the nature of the problems(s) and the patient’s and/or family’s needs.
Usually, the presenting problem(s) are self limited or minor. Physicians typically
spend 10 minutes face-to-face with the patient and/or family.

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
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CODES

DESCRIPTION

99213

Office or other outpatient visit for the evaluation and management of an established
patient, which requires at least 2 of these 3 key components: An expanded problem
focused history; An expanded problem focused examination; Medical decision
making of low complexity. Counseling and/or coordination of care with other providers
or agencies are provided consistent with the nature of the problems(s) and the
patient’s and/or family’s needs. Usually, the presenting problem(s) are of low to
moderate severity. Physicians typically spend 15 minutes face-to-face with the patient
and/or family.

99214

Office or other outpatient visit for the evaluation and management of an established
patient, which requires at least 2 of these 3 key components: A detailed history; A
detailed examination; Medical decision making of moderate complexity. Counseling
and/or coordination of care with other providers or agencies are provided consistent
with the nature of the problems(s) and the patient’s and/or family’s needs. Usually,
the presenting problem(s) are of moderate to high severity. Physicians typically spend
25 minutes face-to-face with the patient and/or family.

99215

Office or other outpatient visit for the evaluation and management of an established
patient, which requires at least 2 of these 3 key components: A comprehensive
history; A comprehensive examination; Medical decision making of high complexity.
Counseling and/or coordination of care with other providers or agencies are provided
consistent with the nature of the problems(s) and the patient’s and/or family’s needs.
Usually, the presenting problem(s) are of moderate to high severity. Physicians
typically spend 40 minutes face-to-face with the patient and/or family.

99241

Office consultation for a new or established patient, which requires these 3 key
components: A problem focused history; A problem focused examination; and
Straightforward medical decision making. Counseling and/or coordination of care with
other providers or agencies are provided consistent with the nature of the problems(s)
and the patient’s and/or family’s needs. Usually, the presenting problem(s) are self
limited or minor. Physicians typically spend 15 minutes face-to-face with the patient
and/or family.

99242

Office consultation for a new or established patient, which requires these 3 key
components: An expanded problem focused history; An expanded problem focused
examination; and Straightforward medical decision making. Counseling and/or
coordination of care with other providers or agencies are provided consistent with the
nature of the problems(s) and the patient’s and/or family’s needs. Usually, the
presenting problem(s) are of low severity. Physicians typically spend 30 minutes face-
to-face with the patient and/or family.

99243

Office consultation for a new or established patient, which requires these 3 key
components: A detailed history; A detailed examination; and Medical decision making
of low complexity. Counseling and/or coordination of care with other providers or
agencies are provided consistent with the nature of the problems(s) and the patient’s
and/or family’s needs. Usually, the presenting problem(s) are of moderate severity.
Physicians typically spend 40 minutes face-to-face with the patient and/or family.

99244

Office consultation for a new or established patient, which requires these 3 key
components: A comprehensive history; A comprehensive examination; and Medical
decision making of moderate complexity. Counseling and/or coordination of care with
other providers or agencies are provided consistent with the nature of the problems(s)
and the patient’s and/or family’s needs. Usually, the presenting problem(s) are of
moderate to high severity. Physicians typically spend 60 minutes face-to-face with the
patient and/or family.

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder

XXIXKIXXXX

12




CODES | DESCRIPTION

Office consultation for a new or established patient, which requires these 3 key
components: A comprehensive history; A comprehensive examination; and Medical
decision making of high complexity. Counseling and/or coordination of care with other
99245 | providers or agencies are provided consistent with the nature of the problems(s) and
the patient’s and/or family’s needs. Usually, the presenting problem(s) are of
moderate to high severity. Physicians typically spend 80 minutes face-to-face with the
patient and/or family.

HCPCS Codes

S9444 | Parenting classes, hon-physician provider, per session

T1027 | Family training and counseling for child development, per 15 minutes

Note: Inclusion on this list does not guarantee coverage

Coverage guidance is prepared by the Health Evidence Review Commission (HERC), HERC staff, and
subcommittee members. The evidence summary is prepared by the Center for Evidence-based Policy at Oregon
Health & Science University (the Center). This document is intended to guide public and private purchasers in
Oregon in making informed decisions about health care services.

The Center is not engaged in rendering any clinical, legal, business or other professional advice. The statements
in this document do not represent official policy positions of the Center. Researchers involved in preparing this
document have no affiliations or financial involvement that conflict with material presented in this document.

Coverage Guidance: Treatment of Attention Deficit Hyperactivity Disorder
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Therapies with marginal benefit and/or high cost issue summary

Question: Shall a guideline be adopted dealing with therapies with marginal benefit and
high cost?

Question Source: HERC Staff, P&T Committee

Issue Summary: A number of recent issues have come up in which there are decisions
around therapies that have marginal benefit and very high cost. HERC staff has been
working with the Pharmacy and Therapeutics (P&T) Committee on how the Prioritized List
interfaces with the work of the P&T committee.

Historically, when there is a condition with treatments that have significantly different
cost-effectiveness or marginal benefit, HERC has chosen to prioritized treatments both
above and below the funded region of the List or not put the treatment of questionable
benefit on the List at all. P&T is performing assessments on benefit as well as cost for a
number of medications and interventions. HERC could potentially refer to assessments
completed by the P&T as it relates to the Prioritized List. In this way, the principles for
prioritization can take into account evidence and cost-effectiveness research that the P&T
committee performs.

The Prioritized List currently has a guideline that provides broad-based principles for
cancer treatment at the end of life with marginal benefit and may serve as a model for
developing a guideline of other treatments of little or no benefit and/or high cost.

GUIDELINE NOTE 12, TREATMENT OF CANCER WITH LITTLE OR NO BENEFIT PROVIDED NEAR THE END OF
LIFE

Lines 102,103,123-125,144,159,165,166,170,181,197,198,207,208,218,220,221,228,229,231,243,249,252,275-
278,280,287,292,310-312,320,339-341,356,459,586,622

This guideline only applies to patients with advanced cancer who have less than 24 months median survival with
treatment.

All patients receiving end of life care, either with the intent to prolong survival or with the intent to palliate symptoms,
should have/be engaged with palliative care providers (for example, have a palliative care consult or be enrolled in a
palliative care program).

Treatment with intent to prolong survival is not a covered service for patients with any of the following:
¢ Median survival of less than 6 months with or without treatment, as supported by the best available published
evidence
¢ Median survival with treatment of 6-12 months when the treatment is expected to improve median survival by less
than 50%, as supported by the best available published evidence
¢ Median survival with treatment of more than 12 months when the treatment is expected to improve median survival
by less than 30%, as supported by the best available published evidence



¢ Poor prognosis with treatment, due to limited physical reserve or the ability to withstand treatment regimen, as
indicated by low performance status.

Unpublished evidence may be taken into consideration in the case of rare cancers which are universally fatal within six
months without treatment.

The Health Evidence Review Commission is reluctant to place a strict $/QALY (quality adjusted life-year) or $/LYS (life-
year saved) requirement on end-of-life treatments, as such measurements are only approximations and cannot take into
account all of the merits of an individual case. However, cost must be taken into consideration when considering
treatment options near the end of life. For example, in no instance can it be justified to spend $100,000 in public
resources to increase an individual’s expected survival by three months when hundreds of thousands of Oregonians are
without any form of health insurance.

Treatment with the goal to palliate is addressed in Statement of Intent 1, Palliative Care.

HERC Staff Recommendation:

1) Discuss general framework of THERAPIES WITH MARGINAL BENEFIT AND/OR
HIGH COST

Therapies prioritized lower include those with:
i. Marginal or subclinical benefit,
ii. Very high cost in which the cost does not justify the benefit, and
iii. Equivalent efficacy to a therapy prioritized higher, that are
significantly more costly.

Additional specific therapies considered to be prioritized lower are those found
by the Pharmacy and Therapeutics Committee to be of marginal benefit and/or
poor cost-effectiveness found in Table XX located at www... (e.g. as of October 1,
2013).
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Early Refill (Overutilization

In Process: MMIS project underway to activate and require a
clarification code from pharmacy when overriding an early refill
ProDUR alert. Values include:

3= Vacation supply - The pharmacist is indicating that the cardholder
has requested a vacation supply of the medication.

4= Lost prescription - The pharmacist is indicating that the cardholder
has requested a replacement of medication that has been lost.

5= Therapy change - The pharmacist is indicating that the physician
has determined that a change in therapy was required; either the
medication was used faster than expected or a different dosage form is
needed, etc.

6= Starter dose - The pharmacist is indicating that the previous
medication was a starter dose and now additional medication is
needed to continue treatment.

7= Medically necessary - The pharmacist is indicating that this
medication has been determined by the physician to be medically
necessary.

13=Payer-Recognized Emergency/Disaster Assistance Request-The
pharmacist is indicating that an override is needed based on an
emergency/disaster situation recognized by the payer.

14=Long Term Care Leave of Absence - The pharmacist is indicating
that the cardholder requires a short-fill of a prescription due to a leave
of absence from the Long Term Care (LTC) facility.

Plan: An analysis of submission clarification code use will be
presented to P&T and decision about limiting overrides for certain
situations will be discussed.



Pediatric Psychotropic Screening Criteria and Review Outcomes

AS Of: 8/2/2012 Foster Children Non-Foster Children
Receiving Overall Receiving Overall

Psychotropic Psychotropic

Level Criteria # % % # % %

3 5 Or More Psychotropics 59 3.98% 0.92% 180 1.71%  0.05%

3 4 psychotropics 98 6.62%  1.52% 387 3.68% 0.12%

3 3 Psychotropics 201 1357% 3.12% 999 9.50% 0.31%

3 2 or more antipsychotics 49 3.31% 0.76% 130 1.24%  0.04%

3 Too young for otherwise appropriate therapy ORS 418.517 Section 1 (3) 80 5.40% 1.24% 435 4.14%  0.13%

3 No diagnosis with an approved pharmacotherapy ORS 418.517 Section 1 2 0.14%  0.03% 32 0.30% <0.01%

3 No age appropriate indication ORS 418.517 Section 1 (3) 930 62.80% 14.45% 5,724 54.42% 1.75%

3 No Mental Health Services for 18 months 254 17.15%  3.95% 4,468 42.48%  1.36%

2 Medication Without Approved Use in Children ORS 418.517 Section 1 (3) 181 12.22%  2.81% 1,355 12.88% 0.41%

2 Antipsychotic without Annual Lipid Monitoring 630 4254% 9.79% 2,572 24.45% 0.79%

2 Antipsychotic without Annual Glucose Monitoring 303 20.46% 4.71% 1,432 13.61% 0.44%

2 Lithium without adequate monitoring (annual Li, SCr, TSH) 8 0.54% 0.12% 38 0.36% 0.01%

1 Appropriate Psychotropic Therapy - No exception criteria met 308 20.80% 4.78% 2,166 20.59% 0.66%

Total Foster Children Receiving Psychotropics: 1,481

Total Foster Children: 6,438

Total Non-Foster Children Receiving Psychotropics: 10,519

Total Non-Foster Children 327,408
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Eligibility AVG/YTD
Total Members 600,779 603,146 607,560 610,951 614,598 617,154 618,741 619,071 619,994 618,940 619,527 621,099 614,297
FFS Members 95,835 90,655 93,725 98,287 94,464 95,551 98,227 93,871 95,264 97,124 95,914 103,144 96,005
Standard 5,803 5238 5,843 6,499 5,939 5,581 5743 5,631 5,627 5,604 5,626 6,046 5,780
Plus 64,748 60,321 62,633 66,336 63,022 64,361 66,770 62,683 63,941 65,530 64,208 70,621 64,598
Medicare Wrap 25,194 25,096 25,249 25,452 25,503 25,609 25714 25,557 25,696 25,900 26,080 26,477 25,627
Gross Figures
Total Cost $13,719,958 $13,724,847 $13931,214 $14,781,908 $14,414,741 $14,816,197 $13,128,888 $12,928,316 $11,752,943 $12,053,715 $12,186,246 $11,041,679 $158,480,651
FFS Drugs $4,077,247  $4,097,603  $4,188,110  $4,330,004  $4,277,617  $4,436,872  $4,207,243  $4,320,536  $3,891,043  $3,943,448  $3,977,163  $3,709,305  [$49,556,181
Mental Health Carveout Drugs $9,642,711  $9,627,244  $9,743,103  $10,442,004 $10,137,124 $10,379,325 $8,831,645  $8,607,780  $7,861,899  $8,110,267  $8,209,083  $7,332,284  |$108,924,470
Total Rx 176,898 178,276 180,264 185,768 179,784 187,561 182,814 190,053 178,054 179,709 183,811 174,808 2,177,800
FFS Drugs 78,896 78,957 79,793 81,641 80,029 83,636 80,859 84,526 77,989 78,642 80,816 78,629 964,413
Mental Health Carveout Drugs 98,002 99,319 100,471 104,127 99,755 103,925 101,955 105,527 100,065 101,067 102,995 96,179 1,213,387
Cost/Rx $77.56 $76.99 $77.28 $79.57 $80.18 $78.99 $71.82 $68.02 $66.01 $67.07 $66.30 $63.16 $72.75
FFS Drugs $51.68 $51.90 $52.49 $53.16 $53.45 $53.05 $53.14 $51.11 $49.89 $50.14 $49.21 $47.18 $51.37
Mental Health Carveout Drugs $98.39 $96.93 $96.97 $100.28 $101.62 $99.87 $86.62 $81.57 $78.57 $80.25 $79.70 $76.24 $89.75
Generic $43.22 $43.79 $43.41 $44.34 $44.65 $43.07 $34.98 $30.62 $28.35 $28.24 $27.44 $25.00 $36.43
Brand $327.02 $322.11 $327.07 $341.73 $344.47 $345.16 $346.39 $344.51 $347.24 $356.76 $357.21 $348.65 $342.36
PMPM Figures
Cost PMPM $58.59 $61.16 $60.72 $61.25 $61.78 $63.25 $58.02 $59.93 $53.53 $53.71 $54.72 $47.77 $57.87
Standard $144.34 $160.69 $158.34 $151.48 $151.58 $166.43 $151.86 $156.16 $146.73 $143.20 $152.63 $128.32 $150.98
Plus $60.84 $64.19 $62.95 $63.06 $64.42 $66.38 $58.93 $62.87 $55.53 $55.42 $56.20 $49.37 $60.01
Medicare Wrap $15.41 $17.02 $15.76 $15.98 $18.05 $14.70 $17.85 $17.15 $14.16 $15.86 $17.04 $15.20 $16.18
FFS Drugs $42.54 $45.20 $44.69 $44.16 $45.28 $46.43 $43.75 $46.03 $40.84 $40.60 $41.47 $35.96 $43.08
Mental Health Carveout Drugs $16.05 $15.96 $16.04 $17.09 $16.49 $16.82 $14.27 $13.90 $12.68 $13.10 $13.25 $11.81 $14.79
Rx PMPM 0.99 1.04 1.02 1.00 101 1.04 0.99 1.07 0.98 0.97 101 0.92 1.00
Standard 2.00 222 2.06 1.95 2.04 221 2.10 222 2,07 2.05 2.19 1.95 2.09
Plus 0.85 0.90 0.88 0.86 0.88 091 0.85 0.93 0.84 0.82 0.86 0.78 0.86
Medicare Wrap 1.00 1.01 1.01 1.02 0.99 1.02 0.99 1.05 0.98 1.01 1.02 095 1.00
FFS Drugs 0.82 0.87 0.85 0.83 0.85 0.88 0.82 0.90 0.82 0.81 0.84 0.76 0.84
Mental Health Carveout Drugs 0.16 0.16 0.17 0.17 0.16 0.17 0.16 0.17 0.16 0.16 0.17 0.15 0.16
Utilization Percentages
Generic % 87.9% 88.1% 88.1% 88.2% 88.2% 88.1% 88.2% 88.1% 88.2% 88.2% 88.2% 88.2% 88.1%
FFS Drugs 89.5% 89.8% 89.8% 90.1% 90.2% 90.2% 90.4% 90.5% 90.6% 90.7% 90.8% 90.7% 90.3%
Mental Health Carveout Drugs 86.6% 86.7% 86.7% 86.6% 86.5% 86.4% 86.4% 86.2% 86.3% 86.2% 86.2% 86.2% 86.4%
PDL % 92.6% 92.5% 92.5% 91.3% 9L.7% 92.0% 92.2% 92.9% 93.2% 93.2% 94.0% 94.3% 92.7%

PMPM calculated as sum of physical health and mental health carve-outs
Data from DSSURS and DMAP FCHP first of month reports

Dates are service dates

All eligibility groups included except for CAWEM, QS, QB

Drug Cost= Amt Paid +Copay + Other Insurance Paid

22
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An estimated 6 million to 12 million infestations of head lice occur each year in
the United States (US) among children 3 to 11 years of age.! Some studies
suggest that girls get head lice more often than boys, probably due to more
frequent head-to-head contact and length of hair. 2 African-Americans are less
commonly infested with lice due to their hair shape and width.2 In the US,
infestation with head lice is most common among preschool and elementary
school-age children and their household members.! Increased incidence of
resistance with evidence that common therapies are losing their effectiveness
has lead to the production of new products.2 This article will discuss two new
treatments for head lice to determine their place in therapy.

Lice are small insects that hite through the skin and survive on the blood of its
host.2 The life span of a female louse is about one month and is likely to lay
about 7-10 eggs (a.k.a. nits) daily. 2 The nits are cemented to the base of host
hair and hatch in eight days releasing nymphs that mature in another eight
days.2 There are three known varieties of parasitic lice affecting humans:
Pediculus humanus capitis (head lice), Pediculus humanus humanus (body
lice) and Phthirus pubis (pubic lice or crabs).2 The most prevalent of the three
is head lice which are found worldwide. Disease is spread through direct
contact via playmates, clothing, combs, headphones, towels and beds. Head
lice manifestations are not typically associated with morbidity, are not a sign of
uncleanliness, and do not transmit systemic disease, although secondary
streptococcal and staphylococcal pyoderma may occur.®

Topical pediculicides are the initial treatment of choice for head lice. The
previous 2002 American Academy of Pediatrics (AAP) Head Lice Guidelines,
which were updated in 2010, recommended over the counter (OTC)
permethrin 1% cream rinse (Nix) as first-line topical drug of choice for head
lice, followed by malathion if resistance is high.#® Since then, two new drugs
have been approved by the Food and Drug Administration (FDA) for the
treatment of peduculosis capitis (spinosad 0.9% topical suspension and
ivermectin 0.5% lotion).87 In addition, oral ivermectin has been studied for
treatment of head lice off-label.8 Clinical evidence (June 2010) and The
Canadian Agency for Drugs and Technologies in Health (May 2010) published
comparative reviews recommending permethrin 1% as first line.%10

Recommended Therapy

Permethrin (Nix) is the gold standard for the treatment of lice.#> Permethrin, a
FDA pregnancy category B drug, is a synthetic pyrethroid which inhibits
sodium ion influx through nerve cell membrane channels in ectoparasites,
resulting in delayed repolarization and resultant paralysis and death of the
parasites.!* The 1% lotion is indicated for patients > 2 months old and the 5%
cream has been shown safe and effective on infants <1 month old. Pyrethroid
resistance is mediated by mutation of the alpha subunit gene of the neuronal
voltage-gated sodium channel, conferring decreased sensitivity of the channel
to pyrethroid (knock-down resistance).! The most recent AAP guidelines
recommend that unless resistance has been proven in the community, 1%
permethrin or pyrethrins can be used for treatment of active infestations
because it has such low toxicity.>10 None of the current pediculicides are
100% ovicidal so applying permethrin at least twice is recommended. The
most common adverse events of permethrin include rash and irritation to the
application site.1

Malathion, a prescription medication, is thought to act via cholinesterase
inhibition to exert both lousicidal and ovicidal actions. It is a FDA pregnancy
category B drug and is indicated in individuals >2 years old.!* According to the
AAP guidelines, malathion is only recommended in cases in which resistance
to other products, like permethrin, is strongly suspected or if failure to respond
to permethrin occurs.*5 Despite some evidence that malathion lotion is more
effective for lice eradication than permethrin, it is not recommended first line
due to the major concern of alcohol content which makes this drug highly

flammable and at risk for causing severe respiratory depression if accidently
ingested.%12

Lindane shampoo is FDA approved for the treatment of head lice. It is directly
absorbed by parasites and ova through the exoskeleton.#* It then stimulates the
nervous system resulting in seizures and death of parasitic arthropods. Lindane
is an FDA pregnancy category C drug. In 2003, the FDA issued a public health
advisory concerning lindane that cites increased risk of neurologic side effects
and death in younger patients and adults weighing less than 110 pounds.3
According to APP guidelines, 1% lindane shampoo is no longer recommended
as a treatment option because of concerns regarding the FDA health risks of
central nervous system (CNS) toxicity and risk of seizure, as well as increased
resistance documented in the United States.*>!4 With increased failures of
treatment over time and the current black box warning, use of lindane has been
banned in California and is considered unsafe and not as effective as other
products.1516

Spinosad
Spinosad, FDA approved for the treatment of lice in January of 2011, leads to

insect paralysis and death by causing central nervous system excitation and
involuntary muscle contractions.!” It is thought to be both pediculocidal and
ovicidal. Spinosad is a FDA pregnancy category B drug and is approved for
those >4 years.1”

The Stough et al trial was an investigator blinded, randomized controlled trial
(RCT) including two identical phase Il studies comparing spinosad 0.9% topical
suspension without nit-combing to permethrin 1% with nit-combing for 7 days
and possibly an extra 7 days if live lice were still present after first applcation.1
A third arm with spinosad 0.9% topical suspension with nit-combing was
performed but results were only reported in combination with the first spinosad
arm for adverse events. The study included 1038 patients >6 months old with
active head lice. The primary endpoint was the proportion of participants lice
free at 14 days. The secondary endpoint was the proportion of patients lice free
at 7 days.18

The primary endpoint occurred in 87.4% of the patients treated with spinosad
compared to 48.3% of patients treated with permethrin (relative risk [RR] 1.93;
95% Cl, 1.73 - 2.16; P<0.001). The secondary endpoint occurred in 73.4% of
the patients treated with spinosad compared to 24.8% of patients treated with
permethrin (RR 2.83; 95%Cl, 2.39 - 3.37). Application site erythema was
experienced with spinosad in 3.1% of patients compared to 6.8% of patients
treated with permethrin (RR 0.45; 95% CI, 0.25 - 0.81; P=0.007). Adverse
events were very similar between groups with application site erythema as the
only significant difference with a higher occurrence in the permethrin group.!8

This study was rated poor quality because it was not blinded to patient or care-
giver, it was unclear if the evaluators were blinded and allocation concealment
was not described.!® In addition, withdrawals were not reported and the FDA
agreed to reduce safety evaluations based upon proven safety in Phase Il trials.
Only the first 25 qualifying pediatric participants in each study had clinical
laboratory assessments on days O (screening) and day 14. The safety results
were not reported but the authors stated in the text there were no serious
adverse events in spinosad group and three serious adverse events in
permethrin group.!® The results of this study are suspect due to lack of data.
Therefore, spinosad should be further evaluated before it can be recommended
over permethrin.

Ivermectin

Ivermectin lotion was FDA approved for lice in February of 2012. It is a
semisynthetic anthelminthic agent that binds selectively and with strong affinity
to glutamate-gated chloride ion channels which occur in invertebrate nerve and
muscle cells.?2 This leads to increased permeability of cell membranes to
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chloride ions then hyperpolarization of the nerve or muscle cell, and death of
the parasite. Ivermectin is a FDA pregnancy category C drug. The topical form
is available for children >6 months.20

There are no current published studies comparing ivermectin 0.5% lotion to
either permethrin or malathion, but there were two identical multi-center,
randomized, double-blind, vehicle-controlled studies conducted on patients 6
months of age and older with head lice infestation. In both studies, all subjects
received a single application of either ivermectin lotion or vehicle control with
instructions not to use a nit comb.? In study 1, there were 16.2% (12/74) in
the vehicle group and 76.1% (54/71) in the ivermectin group who were lice
free at the end of the treatment period. In study 2, there were 18.9% (14/74) in
the vehicle group and 71.4% (50/70) in the ivermectin group who were lice
free at the end of the treatment period.22 The quality of these studies cannot
be evaluated and the placebo evidence does not allow a comparison to
currently available therapies.

Oral ivermectin is FDA approved for strongyloidiasis of the intestinal tract.
The use of oral ivermectin (400 mcg/kg in 3 mg tablets on days 1 and 8) for
off-label head lice treatment was compared to a single application of malathion
0.5% lotion in a double-blind RCT.2 The study only included patients 2 years
and older that had previously failed either permethrin or malathion within the
2-6 week prior. It was pre-established as a non-inferiority study at absolute
risk reduction (ARR) of 5% for the primary outcome of proportion of patients
lice free at day 15. The secondary outcome was lice free on day 29.2!

The primary outcome occurred in 95.2% of the patients treated with oral
ivermectin compared to 85% of patients treated with malathion lotion (RR
1.12; 95%ClI, 1.07 - 1.17; P<0.001).2 The secondary outcome occurred in
96.2% of the patients treated with ivermectin compared to 87.4% of patients
treated with malathion (RR 1.10; 95% CI, 1.06 - 1.15; P<0.001). In addition,
1.76% ivermectin and 1.21% malathion patients withdrew from the study due
to adverse events (RR 1.46; 95% Cl, 0.47 - 4.56). The ivermectin patients
discontinued due to impetigo, nausea or vomiting, gastroenteritis and
convulsions. The malathion patients discontinued due to rash or urticaria and
gastroenteritis. !

The study met non-inferiority, but even though there was a response of 95.2%
in the ivermectin group compared to 85% in the malathion group, it did not
establish superiority because the lower Cl dropped below 5% (ARR 10.2%;
95% Cl, 4.6 - 15.7). Withdrawals due to adverse events were not appreciably
different.2! This was a good quality study because it was blinded, the
treatment allocation was concealed, and it included an intention to treat
analysis. 19 Oral ivermectin can be considered a second-line treatment option
for head lice in those patients 2 years of age and older that have failed
previous treatments.

Challenges
Increased resistance to permethrin 1% has been documented in the United

States approaching 50% with different resistance rates dependent on
geographical location.?? Criteria for documenting resistance is based on
correct use of a product and is generally accepted as the presence of lice two
to three days after a treatment or after two treatments for a pediculicidal agent
like permethrin or malathion.2* Recent trials have monitored allele frequencies
and identified mutations.?>2% Not one mutation has been shown to cause all
resistant occurrences.

Place in therapy
There is limited data from two poor quality RCTs that the use of topical

spinosad is superior to permethrin for treatment of head lice not resistant to
permethrin. Safety data was not reported. Topical ivermectin was evaluated
only against placebo so comparisons to permethrin cannot be made. One
small RCT trial concluded oral ivermectin was non-inferior to topical malathion
for treatment resistant head lice. Until more evidence is available permethrin
is recommended first line with malathion as an alternative in cases where
resistance is high or permethrin fails to effectively treat head lice.2? Table 1
summarizes the products discussed.
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Table 1. Formulation, directions for use, and adverse effects of each agent.2’.2¢

1% cream Apply after shampooing, Local irritation ~ $20,
rinse, leave on 10 minutes,
5% cream rinse. Retreat in 7-10 $60

days if live lice are seen
0.5% lotion Apply to dry hair, leave  Flammable $185
on 8-12 hours, rinse. vehicle
Repeat in 7-10 days if
live lice are seen
1% shampoo,  Apply to dry hair, leave  CNS toxicity, ~ $125,

lotion on 4 minutes, rinse. No  increased $85
re-treatment seizure risk

0.9% topical Apply to dry hair, leave  Local irritation ~ $220

suspension on for 10 minutes, rinse.

0.5% lotion Apply to dry hair, leave  Local irritation ~ $250
on 10 minutes, rinse.

3mg, 5mg 200mcg/kg/dose; repeat Headache, $33
tablets (off in 7-10 days dizziness, (6 tabs)
label) nausea

Reviewed by: Dr.Bill Origer, MD, Medical Director, Samaritan Health Services and Tracy
Klein, PhD, FNP, FAANP, FRE, Advanced Practice Consultant, Oregon State Board of
Nursing.
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CRITERIA RE-WRITTEN

Erythropoiesis Stimulating Agents (ESAs)

Goal(s):

» Cover ESAs according to OHP guidelines’ and current medical literature.

* Cover preferred products when feasible.

Length of Authorization:

* 12 weeks initially, then up to 12 months
* Quantity limit of 30 day per dispense

Requires PA:
* All ESAs require PA for clinical appropriateness.

Covered Alternatives:

Approval Criteria

Preferred alternatives listed at www.orpdl.org

1. What diagnosis is being treated? Record ICD9 code.

2. Is this an OHP covered diagnosis? Yes: Go to #Error! No: Pass to RPH;
Reference source not | Deny (not covered by
found, the OHP).

3. lIs this continuation therapy? Yes: Go to #12 No: Go to #4

4. |s the requested product preferred? Yes: Go to #6 No: Go to #5

5. Will the Prescriber change to a preferred Yes: Inform provider of No: Go to #Error!

product? covered alternatives in Reference source not
class. found,
Go to #6
6. Is the diagnosis anemia due to chronic renal | Yes: Go to #7 No: Go to #8
failure? or chemotherapy®* ?
|| 7. 1s Hb < 10g/dl or Het < 30% Yes: Approve for 12, No: Pass to RPH; Deny
AND weeks with additional (not medically
Transferrin saturation >20% and/or ferritin approval based upon appropriate).
>100ng/ml? adequate response.

8. Is the diagnosis anemia due to HIV®? Yes: Go to #9 No: Go to #10

9. Is the Hb < 10g/dL or Hct < 30% AND Yes: Approve for length | No: Pass to RPh; Deny

Transferrin saturation > 20% of Rx or 12 months, (not medically
AND whichever is less. appropriate).
Endogenous erythropoietin < 500 iu/L AND

If on Zidovudine is dose < 4200mg/week?
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CRITERIA RE-WRITTEN

Approval Criteria

10.1s the dia%nosis anemia due to ribavirin Yes: Go to #11 No: Pass to RPh; Deny,

treatment®? (not medically
appropriate).

11.1s the Hb < 10g/dL or Hct < 30% Yes: Approve up to the No: Pass to RPh; Deny
AND length of ribavirin (not medically
Is the transferrin saturation >20% and/or treatment. appropriate).
ferritin >100ng/ml
AND

Has the dose of ribavirin been reduced by
200mg/day and anemia persisted > 2
weeks?

12.Has the patient responded to initial therapy? | Yes: Approve for length | No: Pass to RPh; Deny
of Rx or 12 months, (not medically
whichever is less. appropriate).
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Ol'egon State Drug Use Research & Management Program
UNIVERSITY

Oregon State University, 500 Summer Street NE, E35, Salem, Oregon 97301-1079

College of Pharmacy py, ¢ 503-947-5220 | Fax 503-947-1119

Month/Year of Review: November 2012
PDL Classes: Cephalopsorins and Related Antibiotics

Date of Last Review: September 2010
Source Document: Provider Synergies

Current Preferred Agents:

Current Non-Preferred Agents*:

1** Generation Cephalosporin
Cephalexin Oral

2" Generation Cephalosporin
Cefprozil Oral

Cefprozil (Cefzil®) susp
Cefuroxime axetil Oral

3™ Generation Cephalosporin
Cefdinir Oral

Cefdinir (Omnicef®) Susp
Cefpodoxime proxetil Oral

Penicillin/Beta-Lactamase Inhibitor Combination
Amoxicillin/Clavulanate (Augmentin®)susp
Amoxicillin/Clavulanate Chewable
Amoxicillin/Clavulanate Oral

1** Generation Cephalosporin
Cephradine
Cephadroxil (Duricef®)

2" Generation Cephalosporin

Cefaclor (Ceclor®)
Loracarbef

3™ Generation Cephalosporin
Cefixime (Suprax®)
Cefditoren (Spectracef®)
Ceftibuten (Cedax®)

Penicillin/Beta-Lactamase Inhibitor Combination
Amoxicillin/Clavulanate ER (Augmentin XR®)

Previous Recommendations:

1. There is no evidence to support a difference in efficacy or effectiveness.
2. Evidence does not support a difference in adverse effects or harm among each subclass.
3. Based on published studies, there is no evidence that one cephalosporin has a particular advantage or

disadvantage over others among each subclass. At least one agent from each subclass (1

t ond ord .
*t, 2", 3™ generation

cephalosporins and amoxicillin/clavulanate) should be included as well as age appropriate dosage forms.
4. Consider prior authorization criteria to allow bridge therapy of these medications during hospitalization rather

than changing medication on discharge.

PA Criteria/QL:
No prior authorization criteria required.

Methods:

A MEDLINE OVID search was conducted using all included drugs with either acute otitis media(AOM), community
acquired pneumonia (CAP), acute exacerbation of chronic bronchitis (AECB), pharyngitis, tonsillitis, gonorrhea, urinary
tract infection (UTI), Lyme disease, or impetigo and limits for humans, English language, and controlled clinical trials or
randomized controlled trials from 2010 to current. The Cochrane Collection, the Centre for Reviews and Dissemination,
(DARE) and PubMed Health were searched for high quality systematic reviews. The FDA website was searched for new
drugs, indications, and safety alerts, and the AHRQ National Guideline Clearinghouse (NGC) and Infectious Diseases
Society of America (IDSA) were searched for updated and recent evidence-based guidelines.
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New Trials:

A total of eight citations resulted from the initial MEDLINE search and after review of titles and abstracts for inclusion,
no relevant head-to-head clinical trials were identified. The trials were excluded due to lack of relevant outcomes
and/or comparisons and IV route medication administration.

New drugs:

The FDA approved ceftaroline (Teflaro) in October of 2010 for the indications of acute bacterial skin and skin structure
infections and community-acquired pneumonia. Ceftaroline is administered by IV infusion only and is covered through
the medical benefit. '

New Formulations/Indications:

A new formulation of cefixime was FDA approved in June of 2012 as a 400mg capsule and is indicated for uncomplicated
UTls, pharyngitis, tonsillitis, AECB and uncomplicated gonorrhea. The 400 mg capsule is bioequivalent to the 400 mg
tablet under fasting conditions. However, food reduces the absorption by 15% following administration of the
capsule.4 There has been no evidence of clinical benefit or advantage over currently available formulations.

New FDA safety alerts:

There have been no new drug safety alerts for oral cephalosporins or amoxicillin/clavulanate. There was a recent drug
safety communication regarding IV cefepime due to cases of nonconvulsive status epilepticus associated with its use,
primarily in patients with renal impairment who did not receive appropriate dosage adjustments of cefepime.’

New Systematic Reviews:
Two recent systematic reviews from the Cochrane Collection were published evaluating the efficacy and adverse events
between cephalosporins, as well as cephalosporins to other classes of antibiotics.

Twenty-five studies (2488 participants) assessed the efficacy and possible adverse effects of interventions to treat non-
surgically-acquired cellulitis.® Three of these trials compared IV cephalosporins with penicillin, 6 trials compared
different cephalosporins, and one trial compared a macrolide against a first generation cephalosporin. The 6 trials that
compared older cephalosporins to newer cephalosporins focused on symptom reduction or symptom free states at the
end of treatment. There was no significant difference in percent of patients symptom free between the two groups (87%
in older cephalosporins vs. 86.6% in newer cephalosporins, p=0.97). None of the studies including oral cephalosporins
reported severe adverse events. The most commonly reported adverse events were nausea and vomiting. The one study
that compared a macrolide to a cephalosporin analyzed cure at end of treatment which showed failure rates of 4.16%
for azithromycin and 4.35% for cephalexin. The distribution of response was similar in both groups, but was not found to
be statistically significant (p=0.37). °

In the other review, seventeen studies (5352 participants) assessed the evidence on the comparative efficacy of
different antibiotics in alleviating symptoms, shortening duration of illness, preventing relapse and complications, and
adverse effects in the treatment of streptococcal pharyngitis. ’ Cephalosporins were compared to penicillins in 5 trials
(two in adults and 3 in children) and they found there were no statistically significant differences when measuring the
resolution of symptoms at the end of treatment. In four of the trials, incidence of relapse was evaluated and they found
there was a benefit of treatment with cephalosporins over penicillin in the adult trials but not in the trials with children.
No difference in adverse events between the treatment groups was found. ’



Guidelines:

The Gonococcal Infections Treatment Guidelines and the IDSA skin and soft tissue infections, CAP, pharyngitis, and UTI
guidelines have been updated since the date of the last review, but there have been no changes in recommendations of
cephalosporin use.

Recommendations:
1. No further research or review needed at this time.
2. Further evaluate comparative costs due no difference in effectiveness or safety between agents.
3. Maintain at least one agent from each subclass (1%, 2", 3™ generation cephalosporins and
amoxicillin/clavulanate) as well as age appropriate dosage forms.

References:

1. Corey GR, Wilcox MH, Talbot GH, et al. CANVAS 1: the first Phase Ill, randomized, double-blind study evaluating
ceftaroline fosamil for the treatment of patients with complicated skin and skin structure infections. J. Antimicrob.
Chemother. 2010;65 Suppl 4:iv41-51.
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acquired pneumonia. Clin. Infect. Dis. 2010;51(12):1395-1405.

4. Faulkner RD, Sia LL, Look ZM, et al. Bioequivalency of solid oral dosage forms of cefixime. International Journal of
Pharmaceutics. 1988;43(1-2):53-58.

5. FDA Drug Safety Communication. Cefepime and risk of seizure in patients not receiving dosage adjustments for kidney
impairment. 2012. Available at: http://www.fda.gov/Drugs/DrugSafety/ucm309661.htm.

6. Kilburn SA, Featherstone P, Higgins B, Brindle R. Interventions for cellulitis and erysipelas. Cochrane Database Syst
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7. Van Driel ML, De Sutter Al, Keber N, Habraken H, Christiaens T. Different antibiotic treatments for group A
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Appendix 1: Abstracts of systematic reviews:

1. Kilburn SA, Featherstone P, Higgins B, Brindle R. Interventions for cellulitis and erysipelas. Cochrane Database
Syst Rev. 2010;(6):CD004299.

Background: Cellulitis and erysipelas are usually considered similar manifestations of the same condition which
includes a skin infection associated with severe pain and systemic symptoms. The standard treatment for
cellulitis is antibiotics, but since there are no current national guidelines in the treatment for these skin
infections, a review is required to provide current best evidence and highlight gaps in research.

Objectives: To assess the efficacy and possible adverse effects of interventions to treat non-surgically-acquired
cellulitis.

Methods: The Cochrane Skin Group Specialised Register, the Cochrane Central Register of Controlled Trials,
MEDLINE (ovid), EMBASE, and the ongoing trials databases were searched on 4t May 2010. We included
randomized controlled trials comparing two or more different interventions with the key terms cellulitis or
erysipelas. Two authors independently assessed trial quality and extracted data.

Results: Twenty-five studies were included with a total of 2488 participants. No two trials examined the same
drugs, therefore similar drug types were grouped together. Macrolides and streptogramins were found to be
more effective than penicillins (RR 0.84, 95% Cl 0.73 to 0.97). An oral macrolide compared to intravenous
penicillin demonstrating that oral therapies can be more effective than iv therapies (RR 0.85, 95% Cl 0.73 to
0.98). Studies comparing penicillins with cephalosporins showed no difference in treatment effect (RR 0.99, 95%
Cl 0.68 to 1.43). Trials that compared different generations of cephalosporin, also showed no difference in
treatment effect (RR 1.00, 95% Cl 0.94 t01.06).

Conclusion: The best treatment for cellulitis cannot be defined at this time and because most recommendations
are made on single trials, more studies may need to be conducted.

2. Van Driel ML, De Sutter Al, Keber N, Habraken H, Christiaens T. Different antibiotic treatments for group A
streptococcal pharyngitis. Cochrane Database Syst Rev. 2010;(10):CD004406.

Background: Pharyngitis is a common upper respiratory tract infection with sore throat as a common symptom.
Antibiotics are often prescribed to treat this condition. The review was conducted to determine the best
antibiotic to treat sore throats with positive throat swabs for group A beta-hemolytic streptococci (GABHS).
Objectives: To assess the evidence on the comparative efficacy of different antibiotics in alleviating symptoms,
shortening duration of illness, preventing relapse, preventing complications, and adverse effects.

Methods: The Cochrane Library, Cochrane Central Register of Controlled Trials, MEDLINE and EMBASE were
searched. We included randomized, double-blind trials comparing different antibiotics reporting: clinical cure,
clinical relapse, complications, or adverse events. Two authors independently screened trials for inclusion and
extracted data.

Results: Seventeen trials were included containing a total of 5352 participants. There were no difference in
symptom resolution between cephalosporins and penicillin (OR 0.79, 95% Cl 0.55 to 1.12). Clinical relapse was
lower with cephalosporins (OR 0.55, 95% Cl 0.31 to 0.99) with overall number needed to treat to benefit (NNTB)
50. There were no differences between macrolides and penicillin. Carbacephem showed better symptom
resolution post-treatment (OR 0.70, 95% Cl 0.49 to 0.99; NNTB 14), but only in children. Children experienced
more adverse events with macrolides (OR 2.33; 95% Cl 1.06 to 5.15).

Conclusion: Evidence is insufficient to differentiate between antibiotics for GABHS tonsillopharyngitis. Limited
evidence in adults suggests cephalosporins are more effective than penicillin for relapse, but the NNTB is high.
Limited evidence in children suggests carbacephem is more effective for symptom resolution. Based on these
results and considering the low cost and absence of resistance, penicillin can still be recommended as first
choice.
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