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IN THE UNITED STATES DISTRICT COURT
DISTRICT OF ALASKA

UNITED STATES OF AMERICA )
Ex rel. Law Project for Psychiatric ) CIVIL ACTION NO.
Rights, an Alaskan non-profit ) 3:09-CV-00080-TMB
corporation,

Plaintiff,
VS.

OSAMU H. MATSUTANI, MD, et al.,

M N N N N N N N N

Defendants.

TABLE OF CONTENTS FOR EXHIBITS
To
PSYCHRIGHTS' MOTION FOR PRELIMINARY AGAINST DEFENDANTS
HOGAN AND STREUR

Exhibit A. Department of Justice News Release Announcing Pfizer False
Claims Settlement, September 2, 2009

Exhibit B. Alaska Medicaid Plan Submittal
Exhibit C. State Medicaid Manual Part 11, 811375 (Data Elements)

Exhibit D. American Hospital Formulary Service citations for commonly
prescribed psychotropic drugs

D.1. Abilify(aripiprazole)

D.2. Adderall (amphetamine-dextroamphetamine)
D.3. Anafranil (clomiprimine)

D.4. Clozaril (clozapine)

D.5. Concerta & Ritalin (methylphenidate)

D.6. Cymbalta (duloxetine)

D.7. Depakote (valproate)

D.8. Desyrel (trazadone)

D.9. Dexedrine (dextroamphetamine)

D.10. Effexor(venlafaxine)
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D.11. Focalin (dexmethylphenidate)
D.12. Geodon (ziprasidone)

D.13. Haldol (haloperidol)

D.14. Invega (paliperidone)

D.15. Lamictal (lamotrigine)

D.16. Lexapro (escitalopram)

D.17. Luvox (fluvoxamine)

D.18. Mellaril (thioridazine)

D.19. Neurontin (gapapentin)

D.20. Orap (pimozide)

D.21. Paxil (paroxetine)

D.22. Prozac & Symbyax (fluoxetine)
D.23. Risperdal (risperidone)

D.24. Seroquel (quetiapine)

D.25. Sinequan (Doxepin)

D.26. Strattera (atomoxetine)

D.27. Tegretol (carbamazepine)
D.28. Tofranil (imipramine)

D.29. Trileptal (oxcarbazepine)
D.30. Vyvanse (lisdexamfetamine)
D.31. Zoloft (sertraline)

D.32. Zyprexa & Symbyax (olanzapine)
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Exhibit E. DRUGDEX citations for commonly prescribed psychotropic

drugs

E.1. Abilify (aripiprazole)

E.2. Adderall (amphetamine-dextroamphetamine)
E.3. Anafranil (clomiprimine)

E.4. Clozaril (clozapine)

E.5. Concerta & Ritalin (methylphenidate)
E.6. Cymbalta (duloxetine)

E.7. Depakote (valproic acid)

E.8. Desyrel (trazadone)

E.9. Dexedrine (dextroamphetamine)
E.10. Effexor (venlafaxine)

E.11. Focalin (dexmethylphenidate)

E.12. Geodon (ziprasidone)

E.13. Haldol (haliperidol)

E.14. Invega (paliperidone)

E.15. Lamictal (lamotrigine)

E.16. Lexapro (escitalopram)

E.17. Luvox (fluvoxamine)
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E.18.
E.19.
E.20.
E.21.
E.22.
E.23.
E.24.
E.25.
E.26.
E.27.
E.28.
E.29.
E.30.
E.31.
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E.33.
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Mellaril (thioridazine)
Neurontin (gapapentin)
Orap (pimozide)

Paxil (paroxetine)

Prozac (fluoxetine)
Risperdal (risperidone)
Seroquel (quetiapine)
Sinequan (doxepin)
Strattera (atomoxetine)
Tegretol (carbamazepine)
Tofranil (imipramine)
Trileptal (oxcarbazepine)
Vyvanse (lisdexamfetamine)
Zoloft (sertraline)
Zyprexa(olanzapine)
Symbyax (fluoxetine & olanzapine)
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Exhibit F. DRUGDEX Recommendation, Evidence and Efficacy Ratings

Exhibit G. E-mail exchange between PsychRights' and Thomson Reuters
(Healthcare)'s counsel.
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S epartment of Justice

FOR IMMEDIATE RELEASE AAG
Wednesday, September 2, 2009 (202) 514-2007
WWW.USDOJ.GOV TDD (202) 514-1888

Justice Department Announces Largest Health Care Fraud Settlement in
Its History

Pfizer to Pay $2.3 Billion for Fraudulent Marketing

WASHINGTON — American pharmaceutical giant Pfizer Inc. and its subsidiary Pharmacia & Upjohn Company
Inc. (hereinafter together "Pfizer") have agreed to pay $2.3 billion, the largest health care fraud settlement in the
history of the Department of Justice, to resolve criminal and civil liability arising from the illegal promotion of
certain pharmaceutical products, the Justice Department announced today.

Pharmacia & Upjohn Company has agreed to plead guilty to a felony violation of the Food, Drug and
Cosmetic Act for misbranding Bextra with the intent to defraud or mislead. Bextra is an anti-inflammatory drug that
Pfizer pulled from the market in 2005. Under the provisions of the Food, Drug and Cosmetic Act, a company must
specify the intended uses of a product in its new drug application to FDA. Once approved, the drug may not be
marketed or promoted for so-called "off-label" uses — i.e., any use not specified in an application and approved by
FDA. Pfizer promoted the sale of Bextra for several uses and dosages that the FDA specifically declined to
approve due to safety concerns. The company will pay a criminal fine of $1.195 billion, the largest criminal fine
ever imposed in the United States for any matter. Pharmacia & Upjohn will also forfeit $105 million, for a total
criminal resolution of $1.3 billion.

In addition, Pfizer has agreed to pay $1 billion to resolve allegations under the civil False Claims Act that the
company illegally promoted four drugs — Bextra; Geodon, an anti-psychotic drug; Zyvox, an antibiotic; and Lyrica,
an anti-epileptic drug — and caused false claims to be submitted to government health care programs for uses that
were not medically accepted indications and therefore not covered by those programs. The civil settlement also
resolves allegations that Pfizer paid kickbacks to health care providers to induce them to prescribe these, as well
as other, drugs. The federal share of the civil settlement is $668,514,830 and the state Medicaid share of the
civil settlement is $331,485,170. This is the largest civil fraud settlement in history against a pharmaceutical
company.

As part of the settlement, Pfizer also has agreed to enter into an expansive corporate integrity agreement
with the Office of Inspector General of the Department of Health and Human Services. That agreement provides
for procedures and reviews to be put in place to avoid and promptly detect conduct similar to that which gave rise
to this matter.

Whistleblower lawsuits filed under the qui tam provisions of the False Claims Act that are pending in the
District of Massachusetts, the Eastern District of Pennsylvania and the Eastern District of Kentucky triggered this
investigation. As a part of today’s resolution, six whistleblowers will receive payments totaling more than $102
million from the federal share of the civil recovery.

The U.S. Attorney’s offices for the District of Massachusetts, the Eastern District of Pennsylvania, and the
Eastern District of Kentucky, and the Civil Division of the Department of Justice handled these cases. The U.S.
Attorney’s Office for the District of Massachusetts led the criminal investigation of Bextra. The investigation was
conducted by the Office of Inspector General for the Department of Health and Human Services (HHS), the FBI,
the Defense Criminal Investigative Service (DCIS), the Office of Criminal Investigations for the Food and Drug
Administration (FDA), the Veterans’ Administration’s (VA) Office of Criminal Investigations, the Office of the
Inspector General for the Office of Personnel Management (OPM), the Office of the Inspector General for the
United States Postal Service (USPS), the National Association of Medicaid Fraud Control Units and the offices of
various state Attorneys General.
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"Today’s landmark settlement is an example of the Department of Justice’s ongoing and intensive efforts to
protect the American public and recover funds for the federal treasury and the public from those who seek to earn
a profit through fraud. It shows one of the many ways in which federal government, in partnership with its state
and local allies, can help the American people at a time when budgets are tight and health care costs are
increasing," said Associate Attorney General Tom Perrelli. "This settlement is a testament to the type of broad,
coordinated effort among federal agencies and with our state and local partners that is at the core of the
Department of Justice’s approach to law enforcement."

"This historic settlement will return nearly $1 billion to Medicare, Medicaid, and other government insurance
programs, securing their future for the Americans who depend on these programs," said Kathleen Sebelius,
Secretary of Department of Health and Human Services. "The Department of Health and Human Services will
continue to seek opportunities to work with its government partners to prosecute fraud wherever we can find it.
But we will also look for new ways to prevent fraud before it happens. Health care is too important to let a single
dollar go to waste."

"lllegal conduct and fraud by pharmaceutical companies puts the public health at risk, corrupts medical
decisions by health care providers, and costs the government billions of dollars," said Tony West, Assistant
Attorney General for the Civil Division. "This civil settlement and plea agreement by Pfizer represent yet another
example of what penalties will be faced when a pharmaceutical company puts profits ahead of patient welfare."

"The size and seriousness of this resolution, including the huge criminal fine of $1.3 hillion, reflect the
seriousness and scope of Pfizer’s crimes," said Mike Loucks, acting U.S. Attorney for the District of
Massachusetts. "Pfizer violated the law over an extensive time period. Furthermore, at the very same time Pfizer
was in our office negotiating and resolving the allegations of criminal conduct by its then newly acquired
subsidiary, Warner-Lambert, Pfizer was itself in its other operations violating those very same laws. Today’s
enormous fine demonstrates that such blatant and continued disregard of the law will not be tolerated.”

"Although these types of investigations are often long and complicated and require many resources to
achieve positive results, the FBI will not be deterred from continuing to ensure that pharmaceutical companies
conduct business in a lawful manner,” said Kevin Perkins, FBI Assistant Director, Criminal Investigative Division.

"This resolution protects the FDA in its vital mission of ensuring that drugs are safe and effective. When
manufacturers undermine the FDA's rules, they interfere with a doctor’s judgment and can put patient health at
risk," commented Michael L. Levy, U.S. Attorney for the Eastern District of Pennsylvania. "The public trusts
companies to market their drugs for uses that FDA has approved, and trusts that doctors are using independent
judgment. Federal health dollars should only be spent on treatment decisions untainted by misinformation from
manufacturers concerned with the bottom line."

"This settlement demonstrates the ongoing efforts to pursue violations of the False Claims Act and recover
taxpayer dollars for the Medicare and Medicaid programs," noted Jim Zerhusen, U.S. Attorney for the Eastern
District of Kentucky.

"This historic settlement emphasizes the government’s commitment to corporate and individual accountability
and to transparency throughout the pharmaceutical industry," said Daniel R. Levinson, Inspector General of the
United States Department of Health and Human Services. "The corporate integrity agreement requires senior
Pfizer executives and board members to complete annual compliance certifications and opens Pfizer to more
public scrutiny by requiring it to make detailed disclosures on its Web site. We expect this agreement to increase
integrity in the marketing of pharmaceuticals.”

"The off-label promotion of pharmaceutical drugs by Pfizer significantly impacted the integrity of TRICARE,
the Department of Defense’s healthcare system," said Sharon Woods, Director, Defense Criminal Investigative
Service. "This illegal activity increases patients’ costs, threatens their safety and negatively affects the delivery
of healthcare services to the over nine million military members, retirees and their families who rely on this
system. Today’s charges and settlement demonstrate the ongoing commitment of the Defense Criminal
Investigative Service and its law enforcement partners to investigate and prosecute those that abuse the
government’s healthcare programs at the expense of the taxpayers and patients."

"Federal employees deserve health care providers and suppliers, including drug manufacturers, that meet the
highest standards of ethical and professional behavior,"” said Patrick E. McFarland, Inspector General of the U.S.
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Office of Personnel Management. "Today’s settlement reminds the pharmaceutical industry that it must observe
those standards and reflects the commitment of federal law enforcement organizations to pursue improper and
illegal conduct that places health care consumers at risk."

"Health care fraud has a significant financial impact on the Postal Service. This case alone impacted more
than 10,000 postal employees on workers’ compensation who were treated with these drugs,” said Joseph Finn,
Special Agent in Charge for the Postal Service’s Office of Inspector General. "Last year the Postal Service paid
more than $1 hillion in workers’ compensation benefits to postal employees injured on the job."
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Revision: HCFA-PM-91-4 (BPD) OMB No. 0938-
AUGUST 1991
-I__
STATE PLAN UNDER TITLZ XIX OF THE SCCIAL SECURITY ACT
MEDICAL ASSISTANCE PROGRAM
State/Territory: ALASKA
o tio As a condition for receipt of Federal funds under
title XIX of the Social Security Act, the
42 CFR
430.10
Devartment of Health and Social Services
(Single State Agency)
submits the following State plan for the medical
assistance program, and hereby agrees tc administer
the program in accordance with the provisions of this
State plan, the requirements of titles XI and XIX of
the Act, and all applicable Federal regulations and
other official issuances of the Department.
TN No. _9/'-/_: —
Supersedes Approval Date Ul ini?s Effective Date 10/ 1171
TN No. 70, - 2!
HCFA ID: 7982%
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11375 SYSTEM REQUIREMENTS 07-98
11375 DATA REQUIREMENTS

The minimum data element file requirements for systems approval derive from State plan
requirements and Federal reporting requirements. Data elements related to services not covered in
the State plan need not be included.

Claim format and content varies depending upon the type of provider that submits a claim and
individual State plan requirements.

NOTE: Subtitle F of Public Law 104-191 mandates that the Secretary of the Department of Health

and Human Services adopt a wide range of national standards for the electronic exchange
of health information. Standards are to be adopted for: 1) electronic transactions and data
elements, 2) code sets, 3) unique health identifiers for individuals, providers, health plans,
and employers, 4) security of health information, and 5) electronic signatures. The
recommended standards for various types of standards mandated under Public Law 104-
191 will be made available for public comment via Notices of Proposed Rulemaking in
the Federal Register. Once standards are published as Final Rules in the Federal Register,
States and all health related providers must implement standards within 2 years from the
Federal Register publication date. The final standards will supersede any/all standards

currently in place for electronic transactions and data elements.

The Uniform Hospital Discharge Data Set (UHDDS), developed through the National Committee on
Vital and Health Statistics (NCVHS) and required by HHS departmental policy, effective
January 1, 1975, and which meets current PRO requirements of §11205, contains, for hospital
service only, discharge data as a file requirement and is identified in this section as:

*  UHDDS as well as MMIS requirement
**  UHDDS requirement only

The _followin? data elements contained in the systems files are minimal and not exclusive
requirements for source and use within the MMIS.

1. Recipient Identification Number:
A number that uniquely identifies an individual eligible for Medicaid benefits.

*2. Recipient Social Security Number (SSN): o _ _ _
The number used by SSA throughout a wage earner's lifetime to identify earnings under the
Social Security program.

For newborns and children not having a SSN but covered under Medicaid use No. 1 above to
identify these eligibles.

3. Recipient Social Security Claim Number: ) _
The number assigned to an individual by the SSA under which monthly cash benefits (and
Medicare benefits) are paid or eligibility is established.

4. Recipient's Name:
The name of the recipient.

11-3-12 Rev. 18
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07-98 SYSTEM REQUIREMENTS 11375 (Cont.)

*5. Recipient's Address:
The address of the recipient.

*6. Recipient's Date of Birth:
The date of birth of the recipient.

7. Recipient's Race Code:
a.  Theracial origin of the recipient
** b, Race/Ethnic
White, Black, Hispanic, Asian/Pacific Islander, American/Indian/Alaska
Native, and other

*8. Recipient's Sex Code:
The sex of the recipient.

9. Recipient's Aid Category: _
The statutory category of public assistance, SSI or State supplementary payment under which a
recipient is eligible for Medicaid benefits.

10. Gross Family Income: ) _ o
The monthly gross income for the family of which this recipient isa member.

11. Family Size:
The number of persons in the family of which this recipient is a member.

12. Eligibility Beginning Date:
ﬁ\ a}e that begins a period in which a recipient was certified as eligible to receive Medicaid
enefits.

13. Eligibility Ending Date:
A date concluding a period in which a recipient is eligible to receive Medicaid benefits.

14. Third Party Liability Code:
a. A code indicating availability to a recipient of potential third party IESOUICES.
** b. Expected Principal Source of Payment
Self-pay
Workmen's Compensation
Medicare
Medicaid
Maternal and Child Health
Other Government Payments
Blue Cross
Insurance Companies
No charge (free, charity, special research, or teaching)
10) Other

OO~NOUITR_WN R

Rev. 18 11-3-13
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11375 (Cont.) SYSTEM REQUIREMENTS 07-98

15. Buy-In Status Code: o ) )
The code indicating a recipient's status with respect to the Medicare Buy- In Program.

16. Recipient Exception Indicator: _ o ) _
A code indicating that all claims for a given recipient are to be manually reviewed prior to
payment.

17. Money Payment Code: o o '
A code indicating whether or not the recipient is currently receiving cash assistance.

18. Medicare Type Code: o _ )
A code indicating whether the recipient is covered by Medicare, and, if so, whether he/she has
H)ospltal Insurance Benefits (Part A) and/or Supplementary Medical Insurance Benefits (Part
B).

19. Buy-In Eligibilitg Date:
The date from which the recipient is eligible for the Medicare Buy-In Program.

20. Buy-In Premium Date: _
The date associated with a Buy-In premium amount.

21. Buy-In Premium Amount: o
The amount of money the State pays to HCFA each month per recipient for Buy-In coverage.

22. SSA-Information Exchange Code: _ _ o
A code scheme consisting of various numerical codes which describe situations that can occur
at SSA or at the State level.

23. Recipient's Eligibility Certification Date: S o
Date recipient was certified as eligible for public assistance, supplemental security income or
State supplemental benefits.

24. Recipient's Location Code: o _ _ o )
The geographic or geopolitical subdivision of a State in which the recipient resides.

25. Medicaid Premium Amount:
A recurring premium paid by medically needy individuals before they can receive Medicaid
services. The amount of the fee is based upon the number of persons in the family and the
gross family income.

26. Medicaid Enrollment Fee Amount:
A one-time enrollment fee paid bK medically needy individuals before they can receive
Medicaid services. The amount of the fee is based on the number of persons in the family and
the gross family income.

27. Medicaid Deductible Amount:

The annual (or other period) amount which the recipient must pay toward the cost of medical
services before Medicaid will begin to pay.

11-3-14 Rev. 18
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07-98 SYSTEM REQUIREMENTS 11375 (Cont.)

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Date of Death:
The date of a recipient's death as indicated in the Social Services or SSI file after an official
notice of death has been received.

Provider Number (State): o _ _
A unigque number assigned by the State to each participating provider of services.

Provider Name: _ o ] o
The name of the provider of Medicaid services as used on official State records.

Provider Address:
The mailing address of the provider.

Provider Pay to Address:
The address to which Medicaid payments to a provider are sent.

Provider Type:
A code indicating the classification of the provider rendering health and medical services as
approved under the State Medicaid plan.

Provider Beginning Date of Service: ] ] ) o
A date beginning a period in which the provider was authorized to receive Medicaid payments.

Provider Ending Date of Service:
A dgte Cé)ncluding a period in which the provider is authorized Medicaid payments for services
rendered.

Provider Group Number: ) _ o o
The number assigned to the group practice of which an individual provider is a member.

Provider Type of Practice Organization: _ )
A code identifying the organizational structure of a provider's practice.

Provider Employer Identification Number: _ ]
The number assigned to an employer by the Internal Revenue Service for tax reporting
purposes.

Provider Social Security Number:
The number assigned to an individual by SSA.

*40. Medicare Provider Number:

41.

The identification number assigned to a Medicare provider by HCFA (provider means any
individual or entity furnishing Medicaid services under a provider agreement with the Medicaid
agency (Reference 42 CFR 430.1).

Provider Year End Date: _ )
The calendar date on which the provider's fiscal year ends.

Rev. 18 11-3-15
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11375 (Cont.) SYSTEM REQUIREMENTS 07-98

42.

43.

44,

45.

46.

47.

48.

49.

50.

51l

52.

53.

54,

55.

56.

Provider Specialty Code: ) ) o
A code used to indicate the medical specialty of a physician.

Provider Exception Indicator: _ _ ] _
A code indicating that all claims from a given provider are to be manually reviewed prior to
payment.

Provider Credit Balance Amount: ]
The amount of money the Medicaid program owes a provider.

Provider Credit Balance Date: _ ) )
The processing date on which the last amount was entered in the Provider Credit Balance
amount.

Out-of-State Provider Code:
A code indicating that the provider is located out of State.

Per Diem Rate: _ o ] _ _
The payment amount for each day of care in an institution reimbursed on a per diem basis.

Percent-of-Charges Factor: ) _ _ )
The percent of a provider's charges that constitutes payment for certain categories of service.

Rate Effective Date: _ _
The effective date of the accompanying per diem rate or percent-of-charges factor.

Provider Location Code: o ) _ _ _
The geographic or geopolitical subdivision in which the provider's place of business is located.

Provider Enrollment Status Code: _ o
A code indicating a provider's certification status with respect to the Medicaid program.

Provider Enrollment Status Date: )
The effective date of the accompanying provider enroliment status code.

Provider Group Name and Address:
The name and mailing address of the provider group.

Transaction Control Number: _ ) )
A unique number identifying each claim transaction received.

Category of Service: ) - o
A code defining the category of service rendered (e.g., general inpatient, pharmacy, physician,
home health).

Laboratory, Medicare Certified Indicator: ) _ o
A cgde indicating that a laboratory is approved as meeting the requirements for participation in
Medicare.

11-3-16 Rev. 18
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07-98 SYSTEM REQUIREMENTS 11375 (Cont.)

57. Laboratory Service Authorized Code: _ )
A code indicating the services/procedures that a laboratory which meets the requirements for
participation in Medicare is authorized to perform.

*58. Physician Identification:
a.  Attending Physician Number
The %rowder number of the physician attending an inpatient in a hospital, nursing home,
or other institution.

This is the physician primarily responsible for the care of the patient from the beginning
of this institutional episode.

**p,  Operating Physician
This is the physician who performed the principal procedure. See Data Element No. 87
below, for definition of principal procedure.

59. Referring Physician Number:
The provider number of the physician referring a recipient to another practitioner or provider.

60. Prescribing Physician Number:
The provider number of the physician issuing a prescription.

*61. Principal Diagnosis Code:
a. The diagnosis code for the principal condition requiring medical attention.

**p.  The condition established after study to be chiefly responsible for causing the patient's
admission to the hospital for care for the current hospital stay. (HCFA requires the
acceptance of ICD-9-CM coding.)

62. Other Diagnosis Code: N o - ] )
a.  The diagnosis code of any condition other than the principal condition which requires
supplementary medical treatment.

**h.  Conditions (up to four) other than the principal condition that coexisted at the time of
admission, or developed subsequently, which affected the treatment received and/or the
length of stay. Exclude diagnoses that relate to an earlier episode which have no bearing
on this hospital stay. (HCFA requires the acceptance of ICD-9-CM coding.)

*63. Admission Date:; _ S
The date a recipient was admitted to a medical institution.

64. Beginning Date of Service: ] _ o
The date upon which the first service covered by a claim was rendered. If a claim is for one
service only (e.g., a prescription), this is the only service date.

65. Ending Date of Service: ] )
The date upon which the last service covered by a claim was rendered.

Rev. 18 11-3-17
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11375 (Cont.) SYSTEM REQUIREMENTS 07-98

*66.

67.

*68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

Discharge Date: o )
The formal release of an inpatient from a hospital.

Place of Service: _ _
A code indicating where a service was rendered by a provider.

Patient Number: _ o _
Any number assigned by a provider to a recipient or claim for reference purposes, such as a
medical record number.

Patient Status: _ _ o
Ai code indicating the patient's status on the last date of service covered by an institutional
claim.

Total Claim Charge:
The sum of all charges associated with an individual claim.

Units of Service: _ o o
A quantitative measure of the services rendered to, or for, a recipient (e.g., days, visits, miles,
injections).

Third Party Payment Amount: ) _
The amount of payment applied toward a claim by third party sources.

Medicare Cash Deductible Amount: o
The unmet Medicare deductible subject to payment by Medicaid.

Medicare Blood Deductible Amount:
The unmet Medicare deductible for blood subject to payment by Medicaid.

Medicare Coinsurance Charge: _ o
The Medicare coinsurance amount subject to payment by Medicaid.

Medicare Reasonable Charge: '
Payment amount recognized as the reasonable charge for Medicare.

Medicaid Co-Payment Amount: ) o )
The portion of the claim charge which the recipient must pay, called coinsurance when
expressed as a percentage of the payment amount.

Prior Authorization Control Number: _ ) o
A number that uniquely identifies a particular instance of prior authorization.

Payment Amount: ) _ _
The computed amount of payment due a provider for a claim transaction.

11-3-18 Rev. 18
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07-98 SYSTEM REQUIREMENTS 11375 (Cont.)

80. Date of Adjudication:
The date a claim is approved (or partially approved) or disallowed.

81. Error Code: N _ _ _ _
A code indicating the nature of an error condition associated with that claim transaction.

82. Date Entered Suspense: o
The date a claim transaction was initially suspended.

83. Payment Date: _ ] _
The date a payment instrument was generated for a claim transaction.

84. Allowable Procedure Payment: ) )
The maximum allowed amount payable for a particular medical procedure, treatment, or
service item.

85. Professional Fee: ) _ ) _ _
The amount allowed to a dispenser of drugs as compensation for his professional services.

86. Prescription Number: ] o o
The number assigned by a pharmacist to a prescription at the time it is filled.

87. Procedure Codes:
Codes identifying medical procedures (i.e. accept and use exclusively the HCPCS in a
physician or outpatient setting). (For an inpatient setting, ICD-9-CM Volume 3 is
recommended).
**a.  Principal Significant Procedures:
When more than one procedure is reported, designate the principal procedure. In
determining which of several procedures is the principal, apply the following criteria:
(1) The principal procedure is the one which was performed for definitive treatment
rather than performed for diagnostic or exploratory purposes, or was necessary to
take care of a complication.

(2) The principal procedure is that procedure most closely related to the principal
diagnosis.

**p,  Other Significant Procedures:

(1) One which carries an operative or anesthetic risk, requires highly trained personnel,
or requires special facilities or equipment.

(2) Up to four significant procedures can be reported.

(HCFA requires the acceptance of ICD-9-CM coding.)

Rev. 18 11-3-19
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11375 (Cont.) SYSTEM REQUIREMENTS 07-98
88. Drug Code: ) _
Codes identifying particular drugs; e.g., National Drug Code, drug tables.
89. Diagnosis Code: ) - )
A table of codes identifying medical conditions; i.e., ICD-9-CM.
90. Drug Name; _
The generally accepted nomenclature for a particular drug.
91. Drug Classification:
The therapeutic group in to which a drug is categorized.
92. Minimum Days Supply of Drugs:
The minimum units of a drug prescription eligible for payment.
93. Maximum Days Supply of Drug: o )
The maximum units of a drug prescription eligible for a particular drug.
94. Procedures Names: _ )
The generally accepted nomenclature for medical, surgical, dental, etc., procedure.
95. Diagnosis Name: _ _ ) _ _
The generally accepted nomenclature for a diagnosis. Name is required only if not encoded by
provider. (See Data Element No. 6l.)
96. Unit of Measure: o
The unit in which a drug is dispensed (e.g., cc, capsule, tablet).
97. Drug Cancellation Date: ) o
The date after which a particular drug is no longer covered under the State Medicaid program.
98. Medicaid Reasonable Charge: o
Payment amount recognized as the reasonable charge for Medicaid.
*99. Discharged Patient's Destination: _ S
A code Indicating a recipient's destination upon discharge from a medical institution.
a.  Discharged to home (routine discharge).
b. Left against medical advice.
c. Discharged to another short term hospital.
d. Discharged to a long term care institution.
e. Died.
f.  Other.
100. Billing Date:

The date a provider indicates a claim was prepared.

11-3-20 Rev. 18
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07-98 SYSTEM REQUIREMENTS 11375 (Cont.)

101. Procedure Charge: o o _
The pokllarge for an individual procedure, treatment, or service item as submitted by the
provider.

102. Drug Charge: _ _ _ o
The charge submitted by a provider for a given drug prescription.

103. Adjustment Amount:
The amount (plus or minus) by which a provider's account is to be changed.

104. Date Claim Received: ) o _ ) _
The date on which a claim transaction is received by the claims processing agency.

105. Date of Surgery: _ -
The date on which a surgical procedure(s) was performed on an inpatient.

106. Drug Wholesale Cost:
The generally accepted wholesale cost of a drug.

107. Maximum Allowed Price: ] ] o
The maximum amount that will be paid for a procedure, treatment, or service item.

108. Valid Sex Indicator: _ o
A code which indicates when a procedure or diagnosis is limited to one sex only.

109. Age Range Indicator: _ o
A code which specifies an age range when a procedure or diagnosis is limited to a
particular age group.

110. Budgeted Amount: ) ) o ] _ _ )
The planned expenditures for various Medicaid services over a given period of time.

111. Screening Results Code: _ _
A code indicating the outcome of the various screening tests rendered.

112. Screening Referral Code: _
A code indicating the nature of any referrals made as a result of screening.

113. Screening Related Treatment: ) _ )
A code identifying procedures or services received as a result of screening.

114. Family Planning Code: ) ) _ _
A code indicating whether an¥ diagnosis, treatment, drugs, supplies, and devices,
c<|)uns_ellng service, or other billed services or materials are for the purposes of family
planning.

115. Certification Review Indicator:

Indicator showing that review was made of certification of a recipient who has been
admitted to institutional care including approval status.
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11375 (Cont.) SYSTEM REQUIREMENTS 07-98

116. Certification/Recertification Date: o )
The date of certification/recertification of a recipient who has been admitted to
institutional care.

117. Certification Status: o o o
An indication of initial certification status of a patient in an institution.

118. Number of Requests for Extension: o o
The number of times an extension of certification of stay was requested for a patient in an
institution.

119. Days Certified Initially:
The number of days stay certified initially for a patient in an institution.

120. Total Days Certified:
The total number of days stay certified for a patient in an institution.

121. Date of Application:
The date that a recipient applied for eligibility status in the Medicaid program.

122. SSN of an Absent Parent:

See 42 g:FR 433.138 for the conditions under which this piece of information must be
captured.
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disorder and other psychiatric disorders. However, FD'A also states that de-
pression and certain other psychiatric disorders are themselves associated with
an increased risk of suicide, (See Cautions: Pediatric Precautions, in Fluoxetine
Hydrochleride 28:16.04.20) Anyone considering the use of mirtazapine in a
child or adolescent for any clinical use must therefere balance the polential
risks with the clinical need. (See Suicidality Precautions under Dosage and
Administration: Dosage.)

& Dosage in Renal and Hepatic Impairment  Alihough clearance
of mirtnzapine may decrease in patients with hepatic or moderate 10 severe
renal impainment, the manulacturer does not make specific recommendations
for dosape ndjustment in such paiients. However, he manufaciurer states that
since plasma concentrations of minazapine maoy be increased in patients with
heputic or moderate (o severe renal impairment, the drug should be used with
caution io such patients.

Description

Mirtazapine is a piperazinouazepine-derivative antidepressant agent. As a
tetracyclic antidepressant agent, the drug difiers struclurally from selective se-
rotonin-reuptoke inhibitors (e.g., fluoxeline, seriraline), monoamine oxjdase in-
hibitors, and tricyelic antidepressant agents.

The exaci mechanism of antidepressant action of minazapine has not been
fully elucidated, hut the drug appears (@ act as an antagonist at central presy-
naplie a-adrenergic autorcceplors and heteroreceptars resulting in enhanced
central noradrenergic and serotonergic activity. Mirtazapine is a potent antag-
onist ol seratonin type 2 (5-HT,) and type 3 (5-HT,) receptors, but the drug
docs not exhibit high affinity for serolonin type 1A (5-HT,,) or 1ype IB (5-
HT,p) receplors. Mirtazapine is a potent antagonist ol histamine H; receptors,
which may account for the prominent sedative effects of the drug. In addition,
the drug exhibits moderate peripheral «-adrenergic blocking activity that may
explain the eccasional orthostatic hypotension that reportedly has been asso-
ciated with mimazepine. The drug is a moderate antagenist a1 muscarinic re-
ceptors, which may account for the relatively low incidence.of anticholinergic
elfects associated with mittazapine.

SumMon® (see Users Guide). For additional information on this drug
until a mure detailed monograph is develuped and published, the manu-
facturer’s lnbeling should be consulted. It is essential that the labeling he
cunsulted for-detniled information on the vsval cautions, precantions, and
cuntraindications.

Preparations

Excipients in cemmercially available drup preparations may have clinically
important effects in some individuals; consull specific product labeling for details.

Mirtazapine
Oral
Tablets, fiim- 15 mg* Mirtazapine Flim-coated
coated Tablets
Remeron® (scored), Organon
30 mg* Mirtazapine Flim-coaled
Tablets
Remaron® (scored), Organon
45 mg" Mirtazapine Fllm-coated

Tablets.
Remeron®, Organon

Tablets, orally 15 mg”
disintegrating

Mirtazapine Orally
Disintegrating Tablets

Remeron* SolTab, Organon

30 mg* Mirtazapine Orally
Disintegrating Tablets
Remeron* SeolTab, Organon
45 mg* Mirtazapine Qrally

Disintegrating Tablets
Remeron® SolTab, Organon

Favailable from ene o mue manufacturer, disicbatar, andfor repackazer by generic (nonpropristary} name

Selecied Revisions Jomary 2K, O Copyrivht. June TYO7, Amevican Secivry of Health-Svseem
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ANTIPSYCHOTICS
ATYPICAL ANTIPSYCHOTICS

Aripiprazole

W Aripiprazole is considered an atypical or second-generation antipsychotic
agent,

Uses

B Psychotic Disorders  Aripiprazole is used for the symptomatic min-
agement of psychatic disorders (¢.g., schizophirenia). Drug therapy is integral
to the management of acute psychotic episedes and accompanying vielent be-
havior in patients with schizophrenia and generally is required for long-term
stabilization to sustain symptom remission or conlrol and o minimize the risk
of relapse. Antipsychorte agemts are the principal elass of drugs used for the
management of all phases of schizophrenia. Patient response and wlerance 10
antipsychotic agents are variahle, and paticnis who do not respond 10 or lerate

one drug may be successfully treated with an agent from a dilferent class or
with a different adverse efTect profile.
.Schizophrenia  Aripiprazole is uscd orally for the acute and mainte-

nance reatment of schizophreniu in adults and adolescents 13-17 years of age.
Schizophrenia is a major psychotic disorder that frequently has devastaling
effects on various aspects of the patient’s life and carries a high risk of suicide
and other life-threatening behaviors, Manifestations ol schizophrenia involve
multiple psychelogic processes, including perception (¢.g., hallucinatiens), ide-
ation, reality testing (e.g., delusions), emotion {(c.g., latness, inappropriile af-
[ect), thought processes (e.g., loose associations), hehavior (e.g., ematoniu, dis-
organization), altention, concentration, motivation (e.g., avolition, impaired
intention and planning), and judgrneni. The principal manifestations of this
disorder usunlly are described in terms of positive and negative (deficil) symp-
toms and, more reeently, disorganized sympioms. Positive symploms include
hallucinations, delustons, bizarre hehavior, hostility. uncooperativeness, and
paranoid ideation, while nepative symptoms include restricted range and inten-
sity of emotional expression (affective flattening), reduced thoupght and specch
productivity {alogia), anhedonia, apathy, and decreased initiation of poal-di-
rected behavior (avolition). Diserganized symptoms include disorganized
speech (thought disorder) and hehavior and poer atlention.

Short-term efficacy of oral aripiprazole moenotherapy in the acute treatmen
of schizophrenia in adults was evalualed in 3 placebo-controlled siudies of 4
and 6 weeks® duration principally in acutely relapsed, hospitalized patients who
predominently met DSM-III/IV criteria for schizophrenia. Four of the 3 studies
were able 1o distinguish aripiprazele from placebe, but the smallest study did
nol. In the 4 positive studies, sssessment of improvement in manifestations of
schizophrenia was hased on results of psychiatric rating scales, includiog the
Positive and Negative Syndrome Seale {(PANSS), the PANSS positive subscale,
the PANSS negative subscale, and the Clinical Global Impressions (CGI) scale,
Aripiprazole generaily was found to be superior o placebo in improving both
positive and negative manifestations in acule exacerbations of schizophrenia
i these 4 studies. Efficacy of 10-, 15-, 20-, and 30-mg daily dosages of ari-
piprozofe was estublished in 2 studies for each dosage; however, there was no
evidence that higher dosages offered any therapeuric advanlage over lower
dosages in these studies. Active controls (haloperidol or risperidone) were used
in addition to placebo conirols in 3 of these studies, but study design did not
allow for comparison between aripiprazole and the aetive controls. An exam-
ination of population suhgroups did not reveal any clear evidence of differential
responsiveness to the drug based on age, gender, or ruce.

In a longer<term study, adult inpatients or owpatients who met DSM-IV
criterin for schizophrenia and who were, by history, symptomalically stable on
other antipsychotic agents for a1 least 3 months were discontinued from those
other agents and randomized 1o receive either oral aripiprazole 15 mg daily or
placebe for up 10 26 weeks of observation for relapse in the double-blind phase,
Relapse was based on results of the CGI-Improvement and PANSS psychiatric
rating scales. Patients receiving aripiprazole experienced a significantly longer
time to relapse over the subsequent 26 weeks compared with those receiving
placeho. In addition, pooled data from 2 double-hlind, multicenter studies in
acutely ill patients with schizophrenia in whom therapy with aripiprazole or
hatoperidel was continued for 52 wecks demensirated n substantially higher
rate of symmomitic remission across 32 weeks in the aripiprazole-treated pa-
tients compared with the haloperidol-treated patients: improved tolerability
with aripiprazole may have contributed to the higher overall remission rates
observed in this pooled analysis.

Shori-term efificacy of oral aripiprazole in the acute treatment of schizo-
phrenin in ndolescents 13-17 years of age was evaluated in a double-blind,
placebo-contrelled 1rial of 6 weeks' duration in 302 outpatients who met DSM-
1¥ criteria for schizophrenia and had o PANSS total score of 70 or more at
baseline. Paticms were randomized o receive a fixed dosage of aripiprazole
10 mg daily or 3¢ mg daily or to receive placebo. Both dosnges of aripiprazole
were found to be superior Lo placehe in reducing the PANSS total score, which
wans the primary elficacy measure; the L(-mg daily dosape also demonstrated
superiority over placebo on the PANSS negative subscale score at the study
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Aripiprazole

end point. However. the 30-myg daily dosage failed 10 demonsirale superiority
over the [0-mg daily dosage. The drug was generally well tolerated.

Although the efficacy of aripiprazole us mainienance therapy in pediairic
patiems with schizophrenia has not been sysicmatically evalualed. the manu-
facturer staies that such eflicacy can be extrupolaled from adult daa jn addition
to comparisons of aripiprazele pharmacuokinetic paramelers in adults and pe-
diatrie paticnts.

I aripipruzole is used for exlended periods. the need for confinued therapy
should be reassessed periodically. (Sec Dosage and Administration: Dosage
and see also Pediatric Use under Wiimings/Precautions: Specilic Populations,
in Cautions.)

The American Psychiatric Association (APA) considers most atypical an-
tipsychotic agents firsi-line drugs for the management of the acwe phuase of
schizophrenin (inciuding first psycholic episodes), principally because of the
decreased risk of adverse extrapyramidal effccis and rardive dyskinesin, with
the understanding that the relative advantages, disadvaninges, and cost-elfec-
liveness of conventienal and atypicul antipsycholic agents remain controversial,
The APA siates thul, with the possible exception of clozapine for the manage-
ment of trealmeni-resislant symptoms, Lhere currently is no defjnilive cvidence
that onc atypical antipsychotic agent will have superior cfficacy compured with
another agent in the class, although meaningful differences in response may be
cbserved in individual patients. Coaventional antipsychotic agents may be con-
sidered first-line therapy in putients who have been treated successiully in the
past with or who prefer conventional 2gents. The choice of an antipsychotic
agent should be individualized, considering past response to therapy, adverse
effect profile (including the patiem’s cxperience of subjective effects such as
dysphoria), and the patient’s preference for a specific drug, including route of
administration.

For addilional information on the symptomatic management of schizo-
phrenia, including treatment reeommendations and resulis of the Clinical An-
tipsychotic Trials of Intervention Effectiveness (CATIE) suidy, see Schizo-
phrenia and Other Psychotic Disorders under Uscs: Psychotic Disorders, in the
Phenothiazines General Statement 28:16.08.24,

m Bipolar Disorder  Aripipruzole is used as monotherapy or as an ad-
junct 1o either lithium or valpronte for the acvic and maimenance treatment of
munic or mixed episodes associated with bipolar 1 disorder with or withoul
psychotic features in adults and pediatric patiens 10-17 years of age. Accord-
inpg 1o DSM-1V eriteria, munic episodes are distinet periods lasting 1 week or
longer (or less Lhan | week if hospitalization is required) of abnormally and
persistently elevaled. expansive, ur irritable mood accompanied by ut least 3
(or 4 if the mood is only irritability) of the following 7 syinptoms: grand:m:ly
reduced need for sleep, pressure of speech. Night of ideas, distractabilily, in-
creused poul-directed activity (either socially, at work or school, or sexually)
or psychomator agitation, and engaging in high-risk behavior {e.g., unre-
strained buying sprees. sexuil indiscretions, foolish business investments).

Efficacy of aripiprazole monotherapy in the treatment of acutc manic and
mixed episodes has been demonstraled in 4 short-ierm ¢ie., 3 weeks' duration),
placeho-controlled iricds in hospitalized adults who mel DSM-1V eriteria for
bipolar 1 disorder with manic or mixed episodes. These studies included pa-
tients with or withoul psychotic feiures and 2 of the siudies also included
patients with or without a rapid cycllng course, The principal rating instrament
used for assessing manic symploms in tiese trials was the Young Mania Rating
Scale (Y- MRSJ an 1 [-item ¢linteinn- mled seale (raditionally used 10 nssess the
degree of manic symplomatology in o range from 0 (no manic features) o 60
(muximum score). The main secondiry rating instrument used in these trials
was the Clinical Global Impression-Bipolar (CGI-BP} scale. In these trials,
asipiprazole 15-30 mg once daily {with an initial dosuge of 15 mg daily in 2
studics and an initial dosage of 30 mg daily in the other 2 studies) was found
to be superior lo placebo in the reduction of the Y-MRS total score und the
CGI-BP Severity of lliness score {mania). In the 2 studies with an initial an-
piprazole dosage ol 15 mg daily, 48 and 449 of patients were receiving 15 mg
daily ut the study end peint; in the 2 studics with an initial dosuge of 30 mg
daily, 86 and 83% of palients were receiving 30 mg daily at end point.

Aripiprazole is used as monotherapy lor the acule and maintenance Lreat-
ment of manic and mixed episodes associated with bipolar [ disorder with or
wilhoul psyehotie features in pediatric paticnts 10-17 years of age. Efficacy of
aripipmzole in the acute treatmient of inanic and mixed episodes has been dem-
onstrated in a double-blind, placeho-eontrolled study of 4 weeks® duration in
pediatric outpatients who met DSM-TV criteria for bipolar I disorder manic or
mixed episodes (wilh or wilhout psychotic feawres) and who had Y-MRS
scores of 20 or preater ar baseline. Patients in this study reecived aripiprazole
10 mg daily, aripiprazale 30 myg daily, or placebu. Aripiprazole was initiated
at a dosage of 2 mg daily, then titrated 1o 5 mg daity afier 2 duyy, snd Lo thé
tarpet dosage of 10 mg duily in 3 days or 30 mg duily in 13 days. Both dosapes
of aripiprazole were lound Lo be superior tu'placebo in the reduction of lhe Y-
MRS lotal score {rom baseline to week 4.

Efticacy ol aripiprazole as an adjunet to lithium or valproate in the (reatment
of acute manic and mixed episodes has heen demonstrated in a placeba-con-
trolled study of 6 weeks duration in adult outpatients who met DSM-IV criteria
for bipolar | disorder manic or 1nixed 1ype {with or without psycholic fcatires).
Palients initially received open-lzbel lithium {dosage producing a serum lithium
concentration of 0.6-1 mEqg/L) or valproie (dosage producing a serum valproic
acid coneentration of 30-125 meg/mL) monoiherapy for 2 weeks during the
lead-in phase. Al the end ol 2 weeks, patients demonsirating an inadequate
response to lithium or valpromste were randomized to receive either aripiprazole
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(15 mg daoily or increased to 30 mg daily as early as day 7} or placebo as
adjunctive therapy with open-label lithium or valproalc during the 6-week,
placcbo-controlled phiase. Patients who received adjunetive aripipruzole with
lithium or valproate demonsirated preater reductions in the Y-MRS tolal scare
and the CGI-BP Severity of HIness score {maniak compared with patients who
received adjunctive placebo with Jithium or valproate.

The use ol uripipmzole as an adjunct te lithium or valproate in the neule
treatment ol manic or mixed episodes associated with bipolar I disorder has
not been evaluated in the ‘pediatric population. However, the munufacturce
states that such efficacy can be extrapolated from adull daty in addition to
compartsons ol agipiprazole pharmacokinctic parameters in adulis and pediatnc
patients.

For the initial management of [ess severe ianic or mixed episodes in pa-
tients with bipolar disorder, current APA recommendations state thal moenoth-
erapy wilh fithiem, vaiproate (e.g.. valproaie sodium, valproic acid, dival-
proex), or an antipsychotic such ss olanzapinc may be adequale: For more
severc manic or mixed ¢pisodes, combinalion therapy wilh an antipsycholic
and lithium or valproate is recommended as first-line therapy. For further in-
formation on the ‘management of Bipolar disorder, see' Uscs: Bipolar Disorder,
in Lithium Sills 28:28.

The cflicacy of aripiprazole as fonger-term therapy (ie.. longer than 3
weeks) in adults with bipolar T disorder wus demonsirated in a double-blind,
placebo-controlled trial in patients with a recent manic or mixed ¢pisode who
had been stabilized on aripiprazole (15-30 mg daily) and then maintained on
the drup for at least 6 consecutive weeks. Following this 6-week miintennnce
phase, patients were randemized 1o receive either placebo or aripiprazote and
monitored for manic or depressive relapse. Patienis receiving aripiprazole ex-
perienced a significant delay in time 1o relapse and there were fewer relapses
among these receiving aripiprazole than among those receiving placebo.

An analysis of these dala'for possible age- and gender-related cflects on
Lreatment outcome did not sugpest any dilTerence in aripiprazole’s efficaey io
bipolar disorder based on the age and gender of the patient: however, there
were insulficient nembers of patienis in each ol the ethnic groups to adequately
assess ruce-related effects.

Although the efficacy of aripiprazole as maintenaoce theripy @ pediatric
patients with bipolar disorder has not been cvaluatet, the manufaciurer sties
that such efficacy can be exirapolated from adult data ip addition 10 compari-
sons of aripiprazole pharmacokinelic parumelers in adults and pediatric pa-
fienls.

The mmanufacturer states that the elficacy ol uripiprazole in bipolar disorder
has not been systematically evulualed for long-lenu usc {i.e., cxceeding 6
weeks) and recommends that clinicians who elect w0 vse aripiprazole for ex-
lended periods periodically reevaluate the long-term risks and benefits of the
drug for the individual patient.

m Major Depressive Disorder  Aripipmzole is used orally as an ad-
junct to antidepressanis for the aeute treaiment of major depressive disorder in
aduits. Thendjunciive effieacy of aripiprazole s been demensiraled in 2 short-
term, double-blind, placebo-controlled 1rials of 6 weeks™ duration in adults who
me1 DSM-IV criteria for, major depressive disorder and whn had an inodequate
response [0 previous anlidepressant therapy (1-3 courses} in the corrent episude
and who had ulso deinonsirated an inadequate response during a prospeclive
treutment period 10 8 weeks of antidepressant therupy with extended-release
paroxeling, ¢xtended-release venlafaxine, (luoxetine, esciluloprani. or sertra-
line. The primary instrument used for assessing depressive symptoms was the
Montpomery-Asberg Depression Rating Scule (MADRS). a 10-item clinician-
rated seale used 1o assess the degree ol depressive symploinatology. The prin-
cipal secondury instrument was the Sheehan Disability Scale (SDS), a 3-item
sell-rated instrument used 10 assess the impact of depression on three domaing
of functioning (work/school. secial life, and family life), with each item scored
from O (not a1 all) 10 10 {extreme). In both of these trials, aripipruzule was
found 1o be superior to placeborin reducing meun MADRS total scores; aripi-
prazole wasilse superor 10 plucebo in reducing the mean SDS score in one
study. Patients.in botb trisls initially received an uripiprazole dosuge of 5 mg
daily; subsequenl ¢osage adjusiments, based on efficacy und 1olerubility, could
be made in 5-mg increments | week apart. Allowable aripiprazole dosages were
2.5, 10, and 15 mg daily: patients who were not receiving the potent cyto-
chrome P-430 {CYP) isocnzyme 2D6 inhibitors Quoxetine and paroxctine could
also receive 20 mg duily.

An analysis of population subgroups did not reveal evidence of differential
response based on age, choiee of prospeciive antidepressant, or ruce. With
regard 1o gender, a smaller meun reduction in the MADRS total score was
observed in males than in females.

W Agitation Associated with Schizophrenia or Bipolar Mania
Aripiprazale is used IM for the acute manasgement of agitalion associated with
schizophrenia or bipolar disorder, mixed or manic, in adults for whom Lreat-
ment with aripiprazole is approprinte und who regnire an M antipsychatie
agent for rapid control of behaviors that interlere witly diugnosis and care (e.p.,
threatening behiviors, escalating or wrgenily disiressing behavior, sel-exhaust-
ing behavior). According 1o DSM-1V. psychomolor apitation is defined as ex-
eessive molor aclivity associated wilh a feeling of inner tension.

The cfficacy of IM anpiprazole for the management ol acute agilation was
established in 3 short-lerm (i.e., single-day), placebo-controlled trinls in hos-
pilalized, agitsted patierus with either schizophrenia or bipolar | disorder
(manie or inixed episodes, with or without psychotic feitures). Each of the 3
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irials used u single active comparalor treaiment of cither haloperidol injection
{for the schizophrenin swrdies) or loruzepsm (for the bipolar mania stuedy}.
Paticnis enrolicd in the siudies necded 10 be judged by the invesligators as
clinically agitaied and appropriute candidates for [M therapy. In addition, the
patients needed to exhibit a level of apitation that met or exceeded a thresheld
score of 15 on the 5 ilems constiluing the Positive and Nepative Syndrome
Scale (PANSS) Excited Componcnt (i.e., poor impulse control, rension, hos-
1ility, uncooperativeness, and excitement items) with at least 2 individual item
scores of 4 (“modernte™) or greater using a J-7 scoring system, where scores
of | or 7 indicate absent or exireme apitation, respectively. The primary mea-
sure used for assessing efficacy in managing ugilalion in these trials was the
change from buseline in the PANSS Exeied Componeni a1 2 hoars postinjec-
tiog, A key secondary measure was the Clinicol Global Impression of Improve-
ment (CGI-1) scale. Patients could reecive up 1o 3 injections of IM anpiprazole:
however, patients could not reeeive the seeond injection until after the initial
2-hour period when the primary efficacy mecusure was assessed.

In the first placebo-controlled tria), IM aripiprazole was given in fixed sin-
gke doses of 1, 5,25, 9.75, or 13 mg in agitated hospitalized patients presenting
predoininantly wilh schizophrenia, All IM aripiprazole doses, with the excep-
lion of the 1-mg dose, were found-lo be superior to placebo in redueing the
PANSS Excited Component score and on the CGI-1 seale a1 2 hours following
injection in this siudy, In the second placebu-controlled rial in ugitaled hos-
pitalized patients predominantly with schizophrenia, one fixed IM dose of ar-
ipiprazole 9.75 mp was evalaated and found to be superior lo plucebo on the
PANSS Exeited Component. and on the CGI-1 scale at 2 hours following in-
jeetion. Tn the third plueebo-contralled trial in agitated hospitalized patients
with bipolar 1 disorder (munic or mixed), 2 fixed aripiprazole injeetion doses
af 9.75 mg and |5 mg were evaluated; both doses were found to be superior
te placebo in reducing the PANSS Exeited Component score at 2 hours post-
injection. An analysis of these 3 comtrolled-studies for possible age-, roce-, or
gender-related cffeels on ireatment outeome did not suggest any difference in
efficacy based on these patient characteristics.

Dosage and Administration

¥ Administration  Aripiprazole conventional tablets, orally disintegrat-
ing tablers. and oral solution are adminisiered orally once daily without regard
10 meals, Aripiprozole injection is admiaistered ontfy by IM injeetion.

Pulicnis reeciving aripiprazole orally disinteprating tablels should be in-
strueled not to remove a labtet from the blister packuge umiil just prior to dosing.
With-dry hands, the blister:package should be pecled open 1o expase i tblet.
The tahlet should then he removed und placed on the tongue, where it rapidly
disintegrales in saliva. The manulacturer recommends that 1he orally disinte-
arating tublets be tuken without ligeid: however. they may be saken with liquid,
il necessary. Orally disimegraling 1ableis should not be splii.

Aripiprazole injection should be inspected visuabty for pariiculate malter
and discoloration prior to administration whenever solutien and eontainer per-
mit, The required volume of injection should be withdrawn from the viat into
a syringe und then injected slowly [M, deep into the muscle muss. Aripiprazole
injeetion should #at be administered 1Y or subculancously. Unused ponions of
the salution should be discarded.

- Palients receiving uripiprazole should be menitored far possible worsening

of depression, suicidulity, -or unusual .changes in bhehavior, especially ol the
beginning of therupy or during periods of dosnge adjustment..(See Worsening
of Depression and Suicidality Risk under Warnings/Precautions: Warnings, in
Caulions.)
B Dosage  Aripiprazole orul solution may be given at the swne dose on a
mp-per-mp basis as the conventional mblet strengths of the drug up to a dose
ol 25 mg. However, if the aral solution is used in patients wha were receiving
ariptprazale 30 mg as conventionad tablels, n dose of 25 mg of the oral solution
should he used.

Since conventional lablets and orally disintegrating tablets of aripiprazole
are bioequivalent, dosing for the orally disintegrating tublcts is the same as for
ihe conventional 1ablets. However, IM administcatinn of a dose of the com-
mercially available injection resulis in muxiinusn.plasina aripiprazole concen-
trations and areas under the plasma concentration-time curve (AUCs) (2 hours
post-administration) that are aboul [9 und 90% higher, respectively, than these
reselting from aa identical oral dose.

Sehizoplrenia  For the acute management of schizophrenia in adults,
the recommended initial and target dosage of aripiprazole is 10 or 13 mg orally
onee daily. Although dosages rmnging from 10-30 mg daily adminisicred ax
convenlional tablets were effeetive in clinical trials, the manufaclurer slakey
thut dosages exceeding 10-15 me daily did nal result in grealer efficucy. Be-
cause stendy-stiate plisma concentrations of afipiprazole und dehydro-aripipra-
zole, ils active meiabolite, may not be aunined for 2 weeks, dosage adjustments
generally should be made at intervals of not less than 2 weeks.

" For the acote munagement of schizaphrenia in adalescents 13—17 yeurs of
ape, the recommended 1arpet dosage of aripiprazole is 10 mg orally once daily,
Therapy was initiated in a dosage of 2 mg oace daily in these patieats, with
subsequent titration lo 5 my once daily alter 2 days and to 10 mg once daily
after 2 additional duys. The manufacturer recommends that any subsequent
dosage increases be made in 5-mg once daily increments. Althouph arpiprazole
dosages ol 10 and 30 mg onee daily ndministered ns conventional tablers hove
been studied inadolescents, the 30-mg daily dosuge was not found to be more
cflective than the [0-mg daily dosage.
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The optimum duration ol oral aripiprazole therapy in potients with schizo-
phrenia currenuly is po! kitown, but ynaintenonce therapy with aripiprazole 13
mg once duily as conventional wblets has been shown to be effective in pre-
venting relapse for up 1o 26 weeks in adults. In addition, a combined analysis
of data from 2 double-blind, multicenter studies indicates thar mainienance
therapy with'lhe drug may be elfective for up 1o 32 weeks in adulis.

Although the efficacy of vral aripiprazole a5 maintenance therapy in pedi-
atric patients wilh schizophrenia has nol been syslemaiically evaluated, 1he
manufaclurer stales 1hat such efficacy can be exirapolated from adull datu in
addition to comparisons of aripiprazole pharmacokinetic parainelers in adulls
and pediatric patienis,

The American Psychiatric Associulion (APA) stines thal prudent long-term
Irealmeni options in paticmls with schizophrenia with remilled Grst episodes nr
multiple episodes include either indelinite tnuimeniuice dierapy or grudual dis-
conlinuanee of the antipsychotie ugent with close follow-up and a plun (o rein-
stitute Lreatment upon symplom recurrenee. Discontinuanee of antipsychetic
therapy should be considered only after a period of at least ) year of symplom
remission or optimal response while reeciving Ihe antipsychotic agent. In pa-
tiems who have had muliiple previous psychotic episodes or 2 psycholic epi-
sodes within 5 years, indefinile mainlenanve antipsycholic treatment is rec-
ommended.

The manufaeturer stales thal il is generally recoinmended that patients re-
sponding to aripiprazole therapy should eontinue 10 receive the drug beyond
the acute respunse, but at the lowest dosage needed to maimain remission. The
need for continued therupy with the drug should be reassessed periodically.

There ure no systematically collected data 1o specifically address switching
patients with sehizophrenia from osher antipsychotic ugents 1o aripiprazole or
eoncemning concomitant administration with other antipsychotic agents. Im-
mediate discontinuanee ol the previeus anlipsychotic agent may be acceptable
in some palicnts with schizophrenia, and more pradual discontinuance may be
1nast appropdate for other patients. In all patients, the period of overlupping
antipsychotie administration should he minimized.

Bipolar Disorder  For the management of manie and mixed episodes
assoeiated with hipolar I disorder in adulis, the recommended initial and target
aripiprazole dosage in adults is 15 mp given orally once daily as monotherapy
or as adjunctive therapy with lithium or valproate. Based on clinical response,
the dusage can he increased 1o 30 mg daily. However, salety of aripiprazole
dosages exceeding 30 mg daily has not been established.

For the management of manic and mixed episodes associated with bipolar
I disorder in pediutric paticnts |0—17 years of age. the manufaclurer reeam-
mends a target aripiprazele dosage of 10 mg daily given orally as monothernpy
or as adjunciive therapy with lithinm or valproale. In clinieal studies, aripipra-
zole dosages of 10 or 30 mg daily were found 10 be effective; initially, pediatric
paticnts received 2 mg daily for 2 days. then 5 mg daily for an additional 2
days, and then the 1arger dosage of 10 mg daily, Subsequent increases in the
daily dosage of aripipruzole should be made in 5-mg increments.

The optimum duration ol aripiprazole therapy. whether vsed as monoth-
erapy or as adjunctive therapy, for bipolar | disorder currently is not known.
While @t is generally ageeed that pharmacologic treatmient beyond an acule
response in mania is desirable, both for maintenange of the initial response and
for prevention of new manic episodces, there are no systematically obtained daa
1o supporl the use of aripiprazele beyond 6 weeks in aduhs. The manulacturer
states that clinicians who elect 1o use aripiprazole’in adulls for extended periods
should periodically reevaluate the long-term risks and benefits of the drug for
the individual patient.

The efficacy of aripiprazele for mainienance therapy of hipolar 1 disorder
in pediatric patients hus not heen evalualed; however, such efficacy can be
extrapolated from adult data along with comparisons of pharmacokinetic pa-
rameters of the drug in adults and pediatric patients. It is generally recom-
mended that responding pedimric patients continue to receive aripiprazole be-
yond the acute response, but at the lowest dosage needed o maintain remission.
Pediatric patierits should be periodically reassessed to determine the need for
maintenance therapy.

Major Depressive Disorder  For adjunctive inunagement of major de-
pressive disorder in adulis already reeeiving an anlidepressant, the manulac-
turer recommends on initial adpiprazole dosape of 2-5 mg orally once daily
lor acwie 1reatment, Subseguent dosuge adjusiments of up to 5 mg daily should
vccur gradually o intervals of at least | week. Efficacy of the drug was estab-
lished within a dosuge runge of 2~ 15 mg daily in clinical swdies.

The manufacturer states that the efficacy of anpiprazole for adjunctive
maintenance treatment of major depressive disorder has not been evaluated und
the optimum duration of aripiprazole mainlenance therapy (or major depressive
disorder is not known, I asipiprazole is used for maintenance therapy. the need
for continued thesapy with the drug should be reassessed periodicalty,

Agitation associated with Schizophrenia or Bipolar Mania  For
the prompt conltrol of ngitation associated wilth kchizophrenia or bipalar mania
in adulls, the recommended dose of aripiprazole is .75 mg given 1M us a
single dose. In clinical trials. cifectiveness of IM aripiprazole in eontroiling
apitation in schizophrenia and bipolar mania was demonstrated with dases ol
5.25-15 mp IM: however, na additional benefit was demonstrated for the 15-
mg dose compared with the 9:75-mp dose. A lower initial IM dose of 5,25 myg
may he eansidered when clinieally- wartanied.

If agitation persists following the initial dose of aripiprazole; subsequent
duses up Lo a cumulalive dose of 30 mg daily may be given. However, Lhe
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manulaclurer states that the efticacy of repeated doses ol IM aripiprazole in
agitated patients has not been systematically evaluated in controlled trials. In
addition, the safety of total daily IM doses exceeding 30 mg or IM injections
piven more frequently than every 2 hours has not been adequately evaluated
in clinical trials. i

If continued aripiprazele therapy is clinically necessary, oral aripiprazole
therapy in o dosage nf 10~30 mg daily should replace M therapy as soon as
possible,

m Special Populations  No dosage adjusiment is necessary in patients
with renal or hepatic impairment or in geriatric patients. In addition, no dosage
adjustment is recommended based on gender or race.

Dosage of aripiprazole should be reduced to one-half the usual dosage in
patients receiving concomitant therapy with potent inhibitors of ¢ytochrome P-
450 (CYPY isoenzyme 3A4 (e.p., clarithromycin, ketoconazole). Dosage ol ar-
ipiprazole should be reduced 1o at least one-half the usual dosage in patients
receiving concomitunt therapy with potemial inhibitors of CYP2D6 {e.g.. quin-
idine, Auoxetine, paroxeline). The aripiprazole dosage may he increased to (he
usual dosape alter discontinuance of the CYP3A4 or CYP2DE inhibitor. (See
Drug Interactions: Keloconazole and Other CYP3A4 Inhibitors and see also
Drug Inleractions: Quinidine and Other CYP2D6 Inhibitors.)

Dasuge ol uripiprazole should be doubied upon initiation of cencomilant
therapy with drugs that inducc CYP3A4 (¢.g., carhamazepine): additional dos-
age escilation should be based on clinical evalualion. The aripiprazole dosage
should be decreased 1o 10-15 mg daily if the CYP3A4 inducer is diseomitinued.
(See Drng Inteructions: Carhumezepine and Other CYP3A4 Inducers.)

Cautions

B Contraindications Known hypersensitivity reaction to aripiprazole
or any ingredient in the formulation; such reactions have ranged from pruritus/
urticiiria 10 anaphylasis.

® Warnings/Precautions Waraings  Incrensed Mortolity in Geriui-
ric Potients with Dementin-reloted Psychosis.  Geralric patients with demenlia-
related psychosis treased with antipsychotic drugs uppeur o be a1 an incrensed
risk of demh compared with patienis receiving plucebo. Analyses of 17 placcbo-
conirolled trials {modal duration of 10 weeks) revealed an approximaie 1.6- to
|.7-fold increase in mortality among geriatric patients receiving atypical anti-
psychotic drugs (i.e., arvipiprazole, olanzapine, queliapine, risperidone) com-
pured with that observed in patients receiving placebo. Over the course of a
typical 10-week controlled trial, the rae of death in drug-trested putients wus
aboul 4.5% compircd with a ratc of sbour 2.6% in the placebo group. Although
the cuuses ol death were varied, mast of the deaths appeared 10 be either car-
diovascular (e.p.. heun lailure, sudden death) or infectious {e.g., pneumoniu}
in nature. Observational studies suggesi that, similar 1o atypical antipsychotics,
readmens with conventional (first-generation} antipsychotics may increase mor-
tality; the exlent to which the findings of increased monality in observational
sludies inay be attributed to the antipsychotic drug as opposed to some char-
acteristic(s) of the paticnts remains unclear. In addition, an increased incidenve
of cerchrovascular sdverse effects (e.p.. stroke, transient ischemic attack), in-
cluding latalities, hus been observed in periutric patients treased with aripipra-
zole in several placebo-contralled studies (2 flesible-dose studies and one fixed-
dose study)y of dementia-retmted  psychosis. A statistically  significan
dose-response relationship for adverse cerebrovascular effects was observed in
patients receiving 1he drg inthe ixed-dose study. In 3 placebo-controlied irials
of 10 weeks' duration evaluating aripiprazole in gerialric patients wilth psy-
chosis associated with Alzheimer’s disease, adverse effects reporied in 3% or
more of patients and with an incidence of at least twice that of placebo ineluded
lethargy. somnolence (including sedaion), incontjinence (primarily urinary in-
coniinence), excessive sidivation, and lightheudedness.

The mannfacturer states that the safely and.ellicacy of asipiprazole in he
Leealmem ol padents with psyehosis associated with dementia have now been
established and 1hat the drug is not approved lor the treatment of putients with
demnentia-related psychosis. If the clinician elecis 10 'treat such patients with
uripiprazole, vigilance should be exercised, panicularly for the emergence of
difficully swallowing or cxcessive somnolence, which could predispose 10 ac-
cidental injury or aspiration. (See Geriatric Use under Wamings/Precuutions:
Specific Populations, in Cautions.)

Worseninp of Depression and Svicidulity Risk,  Worsening of depression and/
or the emergence of suicidal ideation and behavior (suicidality) or unusual
chanpes in behavior may eccur in both adult and pediatric (see Pediatric Use
under Warninps/Precautions: Specific Populations, in Cautions} patients with
major depressive disorder or other psychiutric disorders, whether or not they
are taking antidepressants. This risk may persist nniil clinically important re-
mission oveuss. Suicide is 1 known sk of depression and cenain mher psy-
chiatric disorders, and these disorders themselves are the strongest prediclors
of suicide. However, there has been o long-standing concern that antidepres-
sants may have i role in inducing worsening of depression und the emergence
of suicidultly in certain putients during the early phases of reaiment. Pooled
analyses of shon-term, placebo-controlled studies of antidepressants {ie., sc-
lective serotonin-reuplake inhibitors and ofher antidepressanis) have shown an
increased risk of suicidulity in children, adolescents, and young aduils ¢18-24
years of nge) with major depressive disorder und other psyehiatric disorders.
An increased suicidalily risk was not demonstrated wilth anidepressants com-
pared with placebo in adults older than 24 years of age #nd a reduced risk wis
observed in adulls 63 yenrs of age or older.
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The US Food and Drug Adminisiration (FDA) recommends that all patients
being treated with antidepressants for any indication be appropriately moni-
tored and closely observed [or clinicul worsening, suicidality, and unusual
changes in behavior, panicularly during initiation of therapy (i.e.. the first few
months) and during periods of dosage adjustments. Families and caregivers of
patients being treated with antidepressants for major depressive disorder or
other indications, both psychiawic and nenpsychiatric, afso should be advised
to monitor patients on a daily basis [or the emergence ol ngilation, irmtability,
or unusual changes in behavior as well as the emergence of suicidatity, and 10
repon such symploms immediately 10 a health-care provider.

Allhough a cauvsal relationship beiween the emergence of symptoms such
s anxiety, agilation, panic atlacks, insomnia. irritability, hostility, aggressive-
ness, impulsivity, nkathisio. hypomania, and/or mania and either the worsening
of depression and/or the emergence of suicidal impulses has not been estab-
lished, 1herc is concern that such symploms may represcnl pre€ursors 1¢ emerg-
ing suicidality. Consequenltly, consideration should be given 1o changing the
therupeulic regimen or discontinuing therapy in patients whose depression is
persistenily worse or in patients cxpericncing emergent suicidality or symptoms
that mighe be precursors (o worsening depression 'or suicidality, panicularly if
such manifesiations are severe, abrupt in nnset. or were nol part of the patient’s
presenting symploms. FDA also recommends that the drugs he prescribed in
the smallest quanlity eonsistenl with good patient munagement, in order o
reduce the risk of overdosage.

It is gencrally believed (though nol established in controlled trinls) thut
treating a major depressive episode with an antidepressant alone may increase
the likelihood of precipitating o mixed or mattic episode in patients at risk for
bipolar disorder. Therelore, patients with depressive symptoms shonld be ad-
equately screened for bipolar disorder prior to initinting reatment with an an-
lidepressant; such screening should include a desailed psyehiatrie histery (e.g.,
family history of suicide. bipolar disorder, und depression).

Aripiprazole is no1 approved for use in 1reating depression in the pediatric
population. (Sec Pediairic Use under Warnings/Precautions: Specific Popula-
tions, in Cuutions.) N

Other Warnings and Precautions  Newroleptic Malipnant Syndrome.
Neuroleptic malignani syndrome (NMS), a polentially fatal syndrome requiring
immediate discontinuance of the drug and inlensive symplomatic lresiment,
has been reported in patients receiving antipsychoticr agenis, including rare
cases ussociuled with aripiprazole therapy. 1f a patienl requires antipsycholic
therapy following recovery from NMS, the polential reintreduction ol drug
therupy should be carefully considered. If antipsychaotic eherapy is reintroduced,
the dosage gencrally should be increused gradually and an nnlipsychotic agent
other than the agent belicved to have precipttated NMS penerally should be
chogen, In addition, sueh patients should be earefully monitored since recur-
rences of NMS huve been reporied in some putients. For additional information
on NMS, see Neuroleptic Malipnant Syndrome.under Cautions; Nervous Sys-
iem Eflcets, in the Phenothiazines General Statement 28:16.08.24.

‘Turdive Dyskinesin, Because use of antipsychotic agents; including aripi-
prazole, may be associated with tardive dyskinesia {a syndrome of polentially
irreversible, inveluntary, dyskinetic movements), aripiprazole should be pre-
scribed in a manner that is most likely to minimize the occurrence of this
syndrome. Chronic antipsychotic treatment generally should be reserved for
patients who suffer from a chronic illness that is known 1o respond 10 aniipsy-
chotie agents, and for whom aliernative, equally effeetive, but polentially less
harmful ireatments arc nol available or appropriate. In pmiens who do require
chronic 1reatment, the lowest dosage and the shorest duration of treatment
producing u satisfaclory clinical responge should be souglht, and the need for
continucd treatment should be reassessed periodicplly. The Americau Psychi-
atric Association (APA) currently recommends thut patients receiving atypicul
antipsychotic ngents be assessed clinically. lor abnormal involuntary. move-
menls every 12 months and that patients censidered (o be st increwsed risk for
lardive dyskinesia be assessed every 6 mombs. For additionnl infornation on
tardive dyskinesia, see Tardive Dyskinesia under Cautions; Nervous System
Effcets, in the Phenathiazines General Sjalement 28:16.08.24,

Hyperglyvemin ond Diabetes Mellitus, « Severe hyperglycemin, sometimes us-
sociated with ketoocidosis, hyperosmolar eoma, or deaih, bus been reponed in
patients treated with ull atypical antipsychotic agents. While confounding Tuc-
lors such as an increased background risk of dinbetes mellitus in patients with
schizophrenia and the increasing incidence of diabetes mellitus_jn the general
population make it difficult to establish with certuinty the relationship between
use of agents in this drug eluss and glucose abnormalities, epidemiologic slud-
ies supgest an increused risk of treatment-emergant hyperglycemin-related ad-
verse events in putients reated with the atypical untipsychotic agents included
in the studies {e.g., clozapine, olunzapine, quetiapine, rsperidone); it remuins
to he determined whether aripiprazole also js sssociated with 1his increased
risk. Although tere have been few reports of hyperglycemin in patients re-
ceiving aripiprizole, it is not known whether the paucity of such reponts is due
1o relatively-limiled experience with the drug.

Precise risk esimales for hyperglycemin-reluted adverse events in pulicnts
ireated with atypical -antipsychotics currently are not available, While some
evidence suggests thal the risk for diaheles may be preater with some atypical
untipsychosics (e.p., ctozapine, olunzapine) than willy others (e.g., quetiapine,
risperidone) in he cluss, available data ase conflicting and insufficient to pro-
vide reliable estimales of relative risk ussociated with wse ofl the various atypical
antipsycholics,
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The manufacturers of atypical antipsychotic agents state that patients with
preexisting diabetes mellitus in whom therapy with an atypical antipsychotic
is initialed should be closely monitored for worsening of glucose control; those
with risk factors for diabeles {e.g., obesity, family history of diabetes) should
undergo [asting blood glucose (esting upon therapy initiation and periodically
throughout resiment. Any patient who develops manifestations of hypergly-
cemia {including polydipsia, polyuria, polyphagia, and wenkness) during treat-
ment with an atypicat antipsychotic should undergo fasting blood glucose test-
ing. In some cases, patients who developed hyperglycemia whilc receiving an
atypical antipsychotic have required continuance of antidiabetic treaiment de-
spite discontinuunce of the suspect drug; in other cases, hyperglycemia resolved
with discontinuance of the untipsychotic.

For further information on managing the risk of hyperglycemia and diabetes
mellitus associated with atypical amipsychotic agents. see Hyperglycemia and
Diabetes' Mellitus under Cautions: Precautions and Contrnindications, in Clo-
zapine 28:16.08.04,

Orthostatic Hypotension.  Orhostatic hypotension and associated adverse
elfects (e.g., postural dizziness, syncope) have been reporied in patients re-
ceiving oral or IM aripiprazole. The drug should be used with caution in pu-
tients with known cardiovascular disease (e.g., hean failure, history of myo-
cardial infarction or jschemia, conduction abnormalities), cerebrovasculor
discase, and/or eonditions that would predispose patienis o hypotension (e.g..
dehydration, hypovolemia, concomitant antihypertensive thertipy).

If purenteral benzodiazepine therapy is necessary in patients receiving [M
aripiprazole, patients should be monitored for excessive sedation and ortho-
static hypotension. (See Drug Interactions: Lorazepam and Other Benzodiaz-
epines.)

Leukopenia, Neatropenia, and Agronuloeytosis.  In cliniea) trial and/or post-
marketing experience, leukopenia and neutropenia have been lemporally re-
lated to antipsychotic agents, including aripipruzole. Agranuiocytosis also has
been reported.

Risk factors for leukopenia and ncutropenia include preexisting low leu-
kocyle count and a history of drug-induced leukopenia and neutropenia. Pa-
Licnts with a history of clinically imporiant low leukoeyle count or drug-induced
Jeukopenia and neusropenia should have their complete blood count monitored
frequently during the first few months of therpy. Discominuance of aripipra-
zole should be considered at the first sign of a clinically important decline in
leukocyie count in the absence of other cuusative factors,

Patients with clinically significant neutropenia should be carefully moni-
tored for fever or other signs or symptoms of infeclion and promptly treated if
such signs and symploms occur. In patients with severe neulropenta {absolute
neutrophil count [ANC] less than 1000/mm?), aripipruzole should be diseon-
linued and the leukocyle counl monitored until recovery occurs. Lithium has
reportedly been used successfully in the treatment of several cases of leuko-
penia associated with aripiprazole, clozapine, and some other drugs; however,
further elinical experience is needed to confirm these anecdotal fndings.

Selzures.  Seizures have occurred in 0.1% of adults trented with aral uri-
piprazole, in 0.3% of pediatric patients [0-I7 years of age, and in .25 of
adults treated with parenteral aripiprazole, Aripiprazole should be used with
caution’ in patients with a history of seizures or other conditions thal may lower
ihe seizure thresheld {e.p., dementia of the Alzheimer’s type): conditions that
lower the seizure threshold may be more prevalent in geriatric patients 65 years
of age or older.

Copnitive and Motor lmpairment.  Like other antipsychotic agents, aripi-
prazole potentinlly may impair judgment, thinking, or motor skills. In shori-
termn clinieal 1rials, somnolence {including sedation)} was reported in 11 and
Y% of adults treated with oral or parenleral aripiprazole, respeclively, compared
with 6% of those receiving placebo. In pediatric patients 10-17 years of age,
somnolence (including sedation) was reported in 21% of aripiprazole-ireated
patients compared with 55z of those receiving placebo. (See Advice to Patients.)

Body Temperature Regulation. Disruption of the body's ability to reduce
core hady temperature has been attributed (o antipsychotic agents. The man-
ulaclurer recommends appropriale eaution when aripiprazole is used in patients
exposed lo condilions that may coniribuse to an clevation in core body em-
perature {e.g., dehydration, exireme heat, strenuous exereise, concomilant use
of anticholinergic agents).

Suicide.  Attendant risk with psychotic illnesses, bipolar disorder, and ma-
jor depressive disorder; high-risk patients should be closely supervised. In 2
clinical Irials evaluating aripiprazole as adjunctive therapy in patients with
major depressive disorder, there were no reporied cases of suicidnl idéution or
suicide allempt in the aripiprazole-treated patients; the incidence of suicidul
idention and suicide attempt was 0.5% in the placebo recipients. Aripiprazolke
shoukl be preseribed in the smaltest quantity corsistent with good patient man-
agement o reduce the risk of overdosape. (See Worsening of Depression and
Suicidality Risk under Wamings/Precautions: Wamings, in Cautions.}

Dysphagia.  Esophageal dysmotility and aspiration have been associated
wilh the use of antipsychotic agents, including aripiprozole, These agems
should be used with caution in patients at risk for aspiration pneumonia {e.g..
perialric patients, those with advanced Alzheimer's dementia). (See Increased
Morality in Geriairic Patients with Dementin-related Psychosis under Warn-
ings/Precautions: Warnings, in Cautions und see Geriatric Use under Wamings/
Precautions: Special Populations, in Caulions.}

Phenylketonurin.  Individuals with phenylketonuria (i.c., homozygous pe-
nelic deficiency of phenylalanine hydroxylase) and other irdividuuls who must
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restrict their intake of phenylalanine shoutd be wamed that each aripiprazole
10- or 15-mg orally disintegrating tublet contains aspartame, which is metab-
olized in the Gk tract to provide about 1.12 or 1.68 mg. of phenylalanine, re-
speclively, following oral administration. Aripiprazole conventional tablets do
nol contain aspatame.

Concomitunt linesses.  Experience wilh aripiprazole in patients with cerlain
concomilant discases is limilcd. {See Increased Monality in Geriatric Patients
with Dementia-related Psychosis under Wamings/Precautions: Warnings, in
Caulions.)

Aripiprazofe has not been adequately evaluated or used 10 any appreciable
exlenl in patients with a recent history of myocardial infarction or unstable
cardiovascular disease and patients with these conditions were excluded from
premarketing clinical studies. Becavse of 1he risk of onhostatic hypotension
associated with aripiprazole, the manufacrurer stales thar the drug should be
used with caution in patients with cardiovascular disease, cerebrovascular dis-
ease, and/or other conditions that would predispese paticnts 1o hypotension
{e.p., dehydration, hypovolemia, concomitant antihypertensive therapy). (See
Orthostatic Hypolension under Wamings/Precautions: Other Wamings and
Precautions, in.Caulions.)

Specific Populations  Pregnomcy.  Category C. (Sce Users Guide.)

Laciation.  Aripiprazole is distributed into milk in rats. Not known
whether aripiprizole is distributed into milk in humans. The manufacturer siates
thal womern receiving asipiprazole should not breast-feed.

Pediatric Use.  Safely and efficacy of oral aripiprazole not established in
pediatric patients with majoe depressive disorder. Sufety and efficacy of IM
aripiprazole not estfilished for agitation assoeinled with schizophreniu or bi-
polar mania in pediatric patients.

Safety and efficacy ol oral aripipruzole for Lthe acule management of schizo-
phrenia in pediatric patients 13—17 years of age have been esiablished in a
placebo-contralled study of 6 weeks® duration. Although the efficacy of oral
aripiprazote for muintenance treaiment of schizophrenia has not been system-
alically evaluuted, the snanufacturer states that such efficacy can be exarupolated
from adult data in addition to eempurisons -of aripipruzole pharmacokinetic
parmeters in adolis and pediatrie patients. (Sec Schizophrenia under Uses:
Psychotic Disorders.)

Safety and efficacy of eral aripiprazole monotherapy for the acute man-
apenent of bipolur mania in pediatric patients 10-17 years of age have been
established in a placebo-conrrolled swdy of 4 weeks' duration. Although the
cfticacy of orul aripiprazole for maintenance treaiment in bipoldr disorder has
nol been estahlished, such efficacy can be extrapolated from adult data in ud-
dition (o phanmucokinetic comparisons of oripiprazele belween adult and pe-
diatric populations.

The efficacy of oral aripiprarele as an adjunct to ithium or valproate for
the managemnent of manic or mixed episodes in pediatric patients has not been
evalualcd, However, efficacy can he extrapolated from adult data in addition
lo pharmacokinetic comparisens of aripiprazale belween adult and pediatric
populations.

Mean weight gain of 0.13 kg was reporied in pediatric patients with schizo-
phrenia receiving aripiprazole compared with a mean loss of 0.83 kg in those
receiving placebo in a shont-tenn (6-week) study; 5% of aripiprazole-ireated
patients gained 7% or more ol their haseline weight compared with 1% of those
receiving placebo.

FDA warns that a grealer risk of suicidal thinking or behavior (suicidality)
occurred during 1he first few months of antidepressant trentment compared with
placeho in children and adolescents with major depressive disorder, obsessive-
compulsive disorder (OCD), or other psychiatric disorders based on pooled
analyses of 24 shori-tcrm, placebo-conirolled trials of 9 antidepressant drugs
{selective serutonin-reuptike inhibitors [SSRIs] and other antidepressants).
However, it more recent meta-analysis ol 27 placebo-controlled wrials-of 9 an-
tidepressants (SSRIs and others) in paticnis younger than 19 years of age with
major depressive disorder, QCD, or non-QCD anxiety disorders suggests that
the benefits of anlidepressant therapy in treating these conditions may outweigh
the risks of suicidal hehavior or suieidal ideation. No suicides occurred in these
pediatric trials.

These findings should be carefully considered when assessing potentisl
benetits and risks of aripiprazele in a child or adolescent for any clinical use.
(See Worsening of Depression and Suicidality Risk under Wamings/Preenu-
tions: Warnings, in Cautions,)

Geriotrle Use.  In clinical studies, approximately 8% of aver 13,000 pa-
tients trealed with osal aripiprazole were 65 years of age or older and approx-
imately 6% were 75 yeurs of age or older: 1he majority of these geriatric palients
(81%) were diagnosed with dementin of the Alzheimer's lype, Experience from
placebo-comirolled trials with oral aripiprazole in paticnts with schizophrenia,
bipolar mania, or major depressive disorder who are 65 years of age and older
is Insufficient 10 determine whether they respond differenily than younger
adults.

In clinical sidies, approximalely 13% of over 700 petients treated with IM
aripiprazole were 65 years of age or older and approximalely 10% were 75
yeurs of age or older. Experience from placebo-centrolled trials with anpipra-
zole injection in paiients with ngitation associated with schizophrenia or bipolar
mania who are 65 years of age and older is insufficient to determine whether
they respoiml differently than younger adulls.

Studies in patients with: psychosis in association with dementia of the Alz-
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heimer’s type hove suggested (hat aripiprazole may have a difTerent tolerability
profile in patients 65 years of age or vlder compared with younger pattents
with schizophrenja, The manulaciurer-states that the safety and efficocy of
aripiprazole in the treatment of dementia-associaled psychesis have not been
eslablisiied and that the drug is nier approved lor the treatiment ol dementia-
relaied psychosis. IT a clinician decides to trent geriatric patients with dementia-
associated psychosis with aripiprazole, the manufacturer recommends that cau-
lion be cxercised (see Increased Monality in Gerinstric  Paliems with
Dementia-relatcd Psychosis under Wamings/Precautions: Warnings, in Cau-
lions). For additional. information on the use of antipsycholic agents in the
managemern of dementia-related psychosis, sce Geriutric Considerations under
Uses: Psychotic Disorders, in the Pbenothiazines General Stuement
28:16.08.24.

In pooled data analyses. a redrueed risk of suicidality was observed in adulls
6% ycars ol age or older with anlidepressant (herapy compared with placcbo.
(See Worsening ol Depression und Suicidality Risk under Wamings/Precau-
tions: Wamings, in Cautions.)

m Common Adverse Effects Adverse cffects occurring in 104 or
maore ol adulls receiving oral agipiprazole in clinical trinls include nuusea, vom-
iting, constipation, headache, dizziness, akathisia, anxicly, insomaia. and rest-
lessness.

Adverse effects oceurring in 10% or more of pediatric patients receiving
oral aripiprazole in clinical trials include somnolence, extrapyramidal disorder,
headache, and nausea,

In clinical trials, nausca was the only udverse effect thal occurred in more
than 5% of patienis with agitalion associated with schizophrenia or bipolar
manin receiving [M aripipruzole and 1 an incidence at least twice that for
placehao.

Aripiprazale

Drug Interactions

m Drugs Alfecting Hepatic Microsomal Enzymes  Cytochrome P-
450 (CYP) isoenzyme 3Ad (CYP3A4) inducers (c.g., carbamazepinc).
CYP3A4 inhibitors (c.g., clarithromycin, ketoconazole), or CYP2D6 inhibitors
(e.g., (luoxeline, paroxetine, quinidine): potential pharmacokinctic interaction
(altered aripiprazole metabolism); dosage adjustmenl generally recommended.
(Sce Dosage and Adminisitation: Special Populations, Drug Interactions: Car-
bamuzepine and Other CYP3 A4 Inducers, Drug Interactions: Ketoconazole und
Other CYP3A4 Inhibitors, and Drug Imeractions: Quinidine und Other
CYP2D6 Inhibilors;})

[nhibiters or inducers of CYP isocnzyme 1AL, 1A2, 2A6, 2B6, 2CH, 2C9,
2C19, or 2Et: pharmacokinetic interuclion unlikely. (See Drup Interactions:
Smoking.)

m Drugs Metabolized by Hepatic Microsomal Enzymes  Sub-
strutes of CYP isoenzyme 1A2, 2C9. 2C1Y, 2D6. and 3A4: pharmacokinetic
interaction unlikely:

m Carbamazepine and Other CYP3A4 Inducers  Concurrent ad-
ministration of carbumazepine (200 mg 1wice daily). a porent CYP3A4 inducer,
and aripiprazole (30 mp daily) resuhied in un approximate 70% decrease in
peak plasma concentration and arca under the plasma concentrition-lime curve
{AUC]) values ol boih aripiprazole and its active metabolile, dehydro-aripipra-
zole.

When a potential CYP3A4 inducer such as corbamazepine is added to ar-
ipiprazole therapy, the dosage of aripiprazole should be doubled; udditienal
dosage increases should be based on clinical evaloation. When the CYP3A4
inducer is withdrawn [rom combincd therapy, the aripiprazole dosage should
be reduced 10 10-15 mg daily. (See Dosage and Administration: Special Pop-
ulations.)

B Ketoconazole and Other CYP3Ad Inhibitors Concurrent ad-
ministralion of keloconazole (200 mg dajly for 14 days). a poient CYP3A4
inhibitor, and u single 15-mg dose of aripiprazole increased the AUCs of ari-
piprazole and its active metabolite by 63 and 775, respectively; (he cficct of
a higherkctoconazele dosage (e.g., 400 mp daily) fas not beea siudicd.

When concurrent therapy with aripiprazole and a potent CYP3A4 inhibitor
such as ketoconazole or clarithromycin is clinically indicated, the dosape of
aripiprazole shoutd be reduced to one-half of the usual desage. Other potent
inhibitors of CYP3A4 (c.g., ifraconazole) would be expected 10 have similar
effects and require similar dosage reductions: the cffeel of moderate inhibiters
(c.g., erythromycin, grapefruil juice) has not been studied. When the CYP3A4
inhibitor is withdrawn froin combined therapy, 1he aripiprazole dosage should
be incrensed. (See Dosage and Administration: Special Populations.}

® Quinidine and Other CYP2D6 Inhibitors  Concomitant :admin-
istration of a single 10-mg dose of aripiprazole with quinidine (£66 mg daily
for 13 days), o polent CYP2D inhibitor, increased the AUC of nripiprazole
by 1129 but decreased the AUC of its active metabolite, dehydro-aripiprazole.
by 35%. Other drugs that substantially inhibit CYP2D6 (c.g., (luoxetine, pa-
roxetine} would he expected to have similur elfeets as quinidine.

When aripiprazole is given concurrently with poicniial CYP2D6 inhibitors
such as quinidine, (luoxeline, or paroxeline, the dosape ol uripiprazole should
be reduced 1o at leastonc-half of the usual dosage. When the CYP2D6 inhibitor
is withdrawn (rom combined therapy, the aripiprazole dosnge shoutd then be
increased. When adjunctive aripipruzole is administered 10 paticnts with major
depressive disorder, aripiprazole slould be given wilhout dosage udjusimient.
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(See Major Depressive Disorder under.Dosage and Administration: Dosage,
and see also Drug inleractions: Fluoxetine, Paroxeline, and Sertraline.)

® Anticholinergic Agenls  Polentia} pharmacologic imeraction (possi-
ble disruption of body temperature regulatiton): use aripipmzole with caution
in patiens concurrently receiving drugs ‘with anticholinergic activity. (See
Body Temperaiure Regulalion under Wamings/Precauiions: Other Wamings
and Precautions, in Cautions.)

m Hypotensive Agents  Potential pharmacotogic inicraction (additive
hypotensive effects); use with caution. =

m Lorazepam and Other Benzodiazepines  Clinically important
pharmacokinclic changes not reporied during concurrent administration of par-
enteral lorazepam and IM aripiprazole. The manuflacturer states that aripipea-
zole dosage adjusiment is not necessary when aripipeazole is concurrently ad-
ministered with lorazepam. However, incrcased sedative and orthostalic
hypotensive cffects have been reporied in paticnis receiving these drugs in
combination. IT therapy with IM aripiprazole in conjunction with a parenieral
benzodiazepine is considered nccessary, the patient should be carefully moni-
tored for excessive sedation and onhostatie hypotension. (Sce Orthostatic Hy-
potension and sec also Cognitive and Motor Impainnent under Wamings/Pre-
canlions: Other Wamnings and Precautions, in Cautions.)

B Other CNS Agents or Alcohol  Potential pharmacologic interaction
(additive CNS cfleets). Use with caution.

8 Dextromethorphan  Clinically important pharmacokinetic imierac-
tion unlikely. Dusage sdjusiment of dextromethorphan is not necessary when
administered concomitantly with aripiprazole.

B Famotidine Potential pharmacokinetic inleraction (decreased aripipra-
zole rate und exient of absorption); nol clinically imponani and no dosage
adjustment of wripiprazole is necessary when administered concurrently with
famotidine.

B Lamotrigine Combined aripiprazole and lametrigine therapy appears
1o be well tolerated in patients with bipolur disorder, Pharmacokinetic inter-
action uniikely; no dosage adjustinent of lamotrigine is necessary when aripi-
prazole is administered concurrently.

® Lithium  Clinically imporiam pharmacokinetic interiction untikely; no
dosnge adjusiment of aripiprazole or lithium is necegsary during cencurrent
adminisiration.

m Omeprazole Concumrent administration of aripiprazdle 10 mg daily
for 15 days in healihy individuals did not subsiantislly. aller die pharmucoki-
netics of a single 20-mp dosc of omeprazele,-u CYP2C!D subsirate. Dosage
adjustment ‘of omeprazole is not necessary when administered concurrently
with aripiprazole.

m Escitalopram  Coneurrent administration of aripiprazole 10 mp daily
for 14 days in healthy individuals did not substantially alter the steady-state
phiannacokinetics of 10 mg daily of escitalopram, a CYP2C1Y and CYP3A4
subsirate. Dosage ndjustiment-of escitulopram is nol necessary” when eripipra-
zole is added 10 escilalopram therapy.
B Fluoxetine, Paroxctine, and Sertraline A population pharmaco-
kinetic analysis in patents with major depressive disorder did not demonsiraic
substantinl chunges in the phannacokinetics ol luoxctine, paroxetine, or ser-
traline (dosed to steady s1ate) following the addition of aripiprozele therapy.
However, fluoxeting and paroxetine are inhibitors of CYP2D6 and the man-
ufacturer rccommends that aripiprazole dosage be reduced to one-half the usual
dosage in patients receiving concomilunt therapy wilh inhibitors of CYP2D6,
including fluoxetine and paroketine. When the CYP2DG inhibitor is withdrawn
from combined theripy with aripiprazole, the uripiprazole dosage should be
increased. When adjunelive aripipruzole is concumently adminisiered to pa-
tients with mujor depressive disorder receiving (luoxctine or paroxcline, ari-
piprazole shoald be piven withoul dosuge adjusiment. (See Dosage and Ad-
ministration: Special Populations and see alse Drug Interactions: Quinidine and
Other CYP2D6 Inhibirtors.)
8 Smoking Pharmacokinetic interaction vnlikely. Dosage adjustnent in
paticnls whe smoke is not necessary.
B Valproate Clinically important pharmacokinetic interaction unlikely:
no dosage adjustment of aripiprazole or valproate is nccessary during concur-
rent adminisietion.

® Venlafoxine  Concurrent administration of aripiprazole 10-20 mg
daily for 14 duys in henlthy individuals did nol subsiantially alter the steady-
slaie pharmacokinelics of venlafaxine and O-desmethylvenlafaxine following
75 mp daily of exiended-relense venlafaxine, s CYP2D6 substrate. Dosage
adjustment of venlnfaxine is.nol necessury when,aripiprazole is udded to ven-
lafuxine therupy. »

® Warfarin ' Concurrent administration of aripiprazole 19 mg daily for
14 days did not substantially affect warfurin pharmacokinctics or the intcma-
tional normadized ritio (INR), suggesiing a lack of a elinically impertant eflect
of aripiprazole on CYP2CY and CYP2C1Y metabolism or the binding of highly
pretein-bound warfarin, Warfarin dosage adjustiment is nol necessary when
adminisicred concurrently with aripiprazole.

Description

Aripiprazele is a quinelinene derivative anlipsychoric agent that differs
chemically from other currently availnble antipsycholic agents (c.g., buryro-
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phenones, phenothiazines) and has been referced 1o as an atypical or second-
generaton antipsychotic agent. The exact mechanism of action of aripiprazole
in schizophrenia, bipolar mania, major depressive disarder, and agitation as-
socinted with schizophrenia or bipolar manta has not been fully elucidated but,
Jike that of other drugs with efficacy in thesc conditions {e.g., olanzopine,
risperidone, ziprasidone), may involve 1he drug's aclivily a1 dopamine D and
serolonin type ) (5-HT, ) and 1ype 2 (5-HT,,) recepiors. However, aripiprazole
appeuars Lo dilfer [rom other alypical antipsychotic agents bevause the druyg
demonstrates partial agonist activity at Dy and 5-HT, 4 receptors and antapgonist
uctivity at 5-HT,, receplors. Aniagonism at other receptors (e.g., a;-adrenergic
receptors, histamine H, receplors) may contribute 1o other therapeutic and ad-
vurse effects {e.p., orthostatic hypotension, somnolence) observed with aripi-
prazole.

Aripiprazole is exiensively metabolized in the liver principally via dehy-
drogenation, hydroxylation, and A-dealkylation by the cytochrome P-450
{CYP) 2D6 and 3A4 isoenzymes. The major active metabolile of aripiprazole,
dehydre-aripiprazole, exhibits affinity for D. receptors similar to that of the
parent compound and represents appreaimately 40% of aripiprazole area under
the concentration-lime curve (AUC) in plasma. Steady-siute plasma concentras
tions of both aripiprazele and dchydro-anpipruzole are achicved within 14
days. The elimination half-lives of aripiprazole and dehydre-aripiprizole are
approximately 75 ond Y4 hours, respeclively. Approximalely 18% and less than
1% of aripiprazole is excreted unchanged in feces and urine, respectively,

Advice to Patients

Importance ol providing copy nf written patient information {(medication
guide) each time aripiprazole is dispensed. Imporance of advising patients (o
read (he patient information before taking aripiprazole and each 1ime the pre-
scription is refilled,

Inereased mertality in gerialric patients with dementia-related psychosis:
importanee of advising patierts and caregivers that geriatric patients with de-
mentia-reloted psychosis reated with antipsychotic ngents are at an increased
risk of desth. Patients and caregivers should also be informed thue aripiprazole
is not approved for (renling geriatric patients with dementio-related psychosis,

Risk of suicidalily: importunce of patients, family, and caregivers being
alert 10 and immedimely reporting cmergence of suicidalily, worsening de-
pression, or unusual changes in behuivior, especially during the first few months
of therapy. or during periods of dosage adjustment.

Because somnolence and impairment of judgment, thinking, or metor skills
may be associated with aripiprazole, avoid driving, operating machinery, or
performing hazardous tasks while wsking aripiprazole unlil the drug's efTeets
on the individual are known. Imporiance of avoiding aleohol during aripipri-
zole Iherapy.

Risk of neuroleptic malignant syndrome (NMS), a rare bui fife-threatening
syndrome that can cause high fever, stiff muscles, sweating, fast or irrepular
heart beat, change in blood pressure, confusion, and kidney damage. Impor-
tance of informing paticnts 1o immediately contact a healthcare professional if
such symptoms develop,

Importance of cliniciuns informing putients in whom chrenic aripiprazole
use is contempluted of risk of tardive dyskinesia. Impenance of informing
palients to reporl any muscle movements that cannot be stopped 10 a healthcare
professicnal.

Importance of informing clinicians of existing or coniemplated concomitant
therapy, including prescription and OTC drugs, as well as uny concomitant
ilinesses (c.g., dinbetes mellitus).

Importance of women informing cliriicians if they are er plan to become
pregnant or plan 1o brensi-feed.

* Importance of avoiding overheating or dehydration.

For patients taking aripiprazole orully disintegrating tablets, imponance of
not removing a 1ablet from the blister package until just before administering
a dose; importance of peeling blister open with dry hands and placing tablet
on tongue 10 dissolve and be swallowed with saliva.

Imponance ol inferming patients with phenylketonuria that aripiprazole
orally disintegrting 10- and 15-mg 1ablets contain 1.12 and 1.68 mg of phenyl-
alaninc, respectively,

imporiance of being aware that aripiprazole oral solution contains 400 mg
of sucrose and 200 mg of fructose per mL. p

‘Imporance of informing patients ol other imporant precautionaryinfor-
mation. {See Caulions.)

Overview” (see Users Guide). For additional information on- this drug
uniil a more detniled monograph is developed-and published, the manu-
facturer’s labeling should be eonsulted. 1t is essential thal the manufac-
turer’s labeling be consulted for more delailed information on usuzl eau-
tions, precaufions, contraindicafions,” potential drug interactions,
laboratory -test interferences, and acute toxicity.

Preparations

Excipienls in commercially available drug preparutions may have clinically
important effects in some individuals; censult specific product labeling for details.

Aripiprazole
Qral
Selutlon

5mg/5 mL Ability* Oral Sclutlon, Otsuka
(also promoted by Bristol-Myers

Squibb)

Document 78-2 cioki@d 03/24/201@rvriBageri2by Glozis

28:16.08,04

Tablets 2mg Ability*, Olsuka (also promoled
by Bristol-Myers Squibb)

5mg Abllify =, Olsuka (also promotad
by Brislol-Myars Squibb)

10 mg Abllify=, Olsuka {also promoled
by Bristol-Myars Squibb)

15 mg Abllify*, Olsuka (also promoled
by Brislol-Myers Squibb)

20mg Abilify", Otsuka (also promoted
by Bristol-Myers Squibb)

30 mg Abllify*, Otsuka (also promoted

by Brislol-Myers Squibb)

Tablets, orally 10 mg Abilify» Discmelt”, Olsuka (also

disintegrating promoted by Bristol-Myers

Squibh)
15 mg Abilify* Disemelt*, Otsuka (also

promoted by Bristol-Myors
Squibb)

Parenteral ‘

Injection, far 7.5 mg/mL {9.75 mg) Abilify*, Oisuka (also promoled

IM use only by Bristol-Myers Squibb)
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Clozapine

W Clozapine has been relerred 1o as an atypical or second-generation antipsy-
chotic agent.

Uses

B Psychotic Disorders  Clozapine is used for the symplomatic manage-
ment of psychotic disorders (e.g., schizophrenta). Drug therupy is integral to
the management of acute psychotic episodes and accompanying violent behav-
ior in pulients with schizophrenia and genernlly is required for long-term sta-
bilization to sustain symplom remission or control and to ' minimize the risk of
relapse. Anlipsychotic agents aré 1he prineipal class of drugy used lor the mnan-
apgement of all phoses of schizophrenia and generally arc effective in all sub-
typcs of the diserder anid subgroups of patients. Patient response and 1olerance
to antipsychotic agenls are variable, and paiients who do not respond 10 or
tolerate one drug may be successfully treated with an agent from a different
class or with a different adverse effect profile.

Clgzapine has been'shown to be on effective, relstively rapid-acting, broud!
speetrum antipsychotic agent in both uncentrolled and controlled studies of
patients with schizophrenia. In thiese studies, improvement in manilesiations of
schizophrenia was based on the results of various psychintric rating scales,
principally the Brief Psychiatric Rating Scale (BPRS) that asscsses factors such
as anergy, thought disturbance, activation, hostility/suspiciousncss, and anxi-
cly/depression, In clinical studies, clozapine impraved both positive (florid
symplomtology such ps ‘hattucinations. conceptual disorganization, and sus-
piciousness) and negative {“deficit™ symplomatolegy such as emotional with-
drawal, melor returdation, blunied affect, und diserientalion) manifestations of
schizophrenia: conventional (typical) antipsycholic agents appear Lo have lesser
effecls on negalive manifesintions of the disorder. In comparalive studies. elo-
zupine was al least as effective as, or more eflective than several conventionul
antipsychotic agents; including chlorpromazine, haloperidol, perphenazine, or
iriflueperazing. :

Unlike conventiogal: anlipsychotic ‘agenls, however, clozapine generally
does not induce extrapyramidal effeets nnd has not been clearly implicated as
u causstive agent in lardive dyskinesia.

While 1he nisks of adverse neurologic effccts with long-term clezapine ther-
apy remain to be fully elucidared, other adverse clfects. including some poten-
tially serious cffects {e.g., agranulocytosis, scizures), may occur more fre-
quentdy with clozapine therapy. Consequently, the manufaclurers und most
clinicians currently state that use of clezapine should be reserved for patients
with severe discase Lhnl fuils to respond adeguately 1o conventional antipsy-
cholic therapy, either because of insufficient cffectiveness or the inability 1o
achieve an effective dose due to inmtolerable adverse effects from those drugs.
What constilutes an adequate trial of standard antipsychotic therapy, however,
varies widely. The manufacturcrs and sorne cliniciang recommend that a patient
be piven-an adequate trial of al least 2 diffcrent antipsychotic agents from at
least 2 different chemical classes (¢.g., phenothiazines, butyrophenones, thiox-
anthenes) before the patent is considercd a candidate for clozapine therupy.
The Amenican Psychiatric. Associalion {APA), however. currently recommends
that a trial of ¢lozapine be considered m paticints who fail 10 respond 1o adequbte
triats of at least one amlipsychotic agent untless therupy with the drug is spe-
cifically contraindicated (e.g., patients with myeloproliterntivé disorders, pre-
existing bone marrow depression, or a history of clozapine-induced apranulo-
cylosis ar severe granalocytopenin) or patients are unable or vnwilling 10
comply wilh moniloring rcquirements. The. APA also recommends 1hat clo-
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