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1. REASON FOR ISSUE. This Veterans Health Administration (VHA) Handbook provides
updated procedures regarding the use of the atypical antipsychotic drug Clozapine within VHA.

2. SUMMARY OF CONTENTS. This is a new Handbook which:
a. Establishes a Department of Veterans Affairs (VA) policy that all VA patients with
schizophrenia or schizo-affective disorder who have experienced failures on two or more
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for Clinical Treatments and Procedures.
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and Drug Administration (FDA) labeling.

d. Adds guidelines allowing blood monitoring every 4 weeks in select patients, including the
requirement for monitoring and reporting absolute neutrophil count (ANC).

e. Clarifies the lines of authority and modifies the registration process for patients, providers,
and facilities.

f. Provides an explicit mechanism for shared responsibility by a psychiatrist or neurologist,
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CLOZAPINE PATIENT MANAGEMENT PROTOCOL (CPMP)
1. PURPOSE

This Veterans Health Administration (VHA) Handbook provides updated procedures
regarding the use of the atypical antipsychotic drug clozapine within VHA by: establishing
Department of Veterans Affairs (VA) procedures to offer a trial of Clozapine to any veteran who
fails two or more trials of other antipsychotic medication, with associated change in informed
consent; updating the Clozapine Patient Management Protocol (CPMP) to reflect changes in the
Food and Drug Administration (FDA) labeling; adding guidelines allowing blood monitoring
every 4 weeks in select patients, including a requirement for monitoring and reporting absolute
neutrophil count (ANC); clarifying the lines of authority; modifying the registration process for
patients, providers, and facilities; and providing an explicit mechanism for shared responsibility
by a psychiatrist or neurologist, and another clinician in the care of patients on clozapine.

2. BACKGROUND

a. In 1989, the FDA approved clozapine (Clozaril® by Novartis), an atypical antipsychotic
medication, for the treatment of schizophrenia. Clozapine has been associated with the potential
life-threatening side effect of agranulocytosis, a severe and often life-threatening decrease in
infection-fighting white blood cells. Because of this problem:

(1) The FDA placed clozapine under control of a manufacturer-operated medical registry,
(2) Registration is required by physicians and pharmacists using clozapine, and

(3) Verification of specific blood test parameters is required before dispensing the
medication.

b. VA already had an integrated, cost-effective system to monitor laboratory values, control
dispensing, and communicate data electronically. VA petitioned the FDA, and ultimately
received approval, to establish the VA National Clozapine Coordinating Center (NCCC), guided
by VHA CPMP and a Clozapine National Registry.

c. VA continues to maintain the internal registry and protocol to ensure the safe use of
clozapine in VA. The NCCC performs internal medical registry functions with six independent
FDA medical registries, including medical review and consulting services, and is the primary
liaison for all VA facilities. All VA facilities route communication and data to the FDA
registries through the NCCC, significantly reducing the administrative burden and the operating
costs of maintaining independent communication lines.

3. SCOPE
a. Through the collaboration of the Office of Mental Health Services (OMHS), the Mental
Health Quality Enhancement Research Initiative (QUERI), the Pharmacy Benefits Management

(PBM)-Medical Advisory Panel (MAP), and the Employee Education System (EES), all VHA
facilities prescribing clozapine must implement the use and monitoring of the clozapine program
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and an educational program (as outlined in subpar. 5¢), to inform staff regarding the use of
clozapine, the new CPMP, and strategies to enhance the efficiency and effectiveness of clozapine
use.

b. The scope of protocol contained in this Handbook, and enforced by VHA policy:

(1) Creates a process and procedures at each VA facility to monitor the safe and effective
use of the atypical antipsychotic drug clozapine by veterans receiving care within VHA.

(2) Ensures that VA physicians prescribing clozapine are properly trained as required by the
FDA and by VA contract with the Clozapine National Registry.

(3) Establishes a communication system between the VA's NCCC and the individual VA
facilities where clozapine is prescribed.

4. RESPONSIBILITIES OF THE FACILITY CHIEF, MENTAL HEALTH SERVICE

The Chief, Mental Health Service, at each facility, is responsible for overseeing the
implementation and maintenance of CPMP. If a psychiatrist, this individual may function as the
Clozapine Treatment Manager, or may delegate this role to a qualified psychiatrist. If the Chief,
Mental Health Service, is not a psychiatrist, a qualified psychiatrist must be selected to serve in
this role. NOTE: Although a Clozapine Treatment Team (CTT) is no longer required, CTTs
may be continued or established, based on local considerations.

5. RESPONSIBILITIES OF THE CLOZAPINE TREATMENT MANAGER

The Clozapine Treatment Manager at each facility must be a psychiatrist and is responsible
for:

a. Implementing the CPMP and ensuring the safe and appropriate use of clozapine within
VA and FDA requirements and regulations.

b. Identifying and ensuring that clozapine is offered as an option to any VA patient
diagnosed with schizophrenia or schizo-affective disorder, who has experienced two
antipsychotic medication failures. Documentation by the clozapine specialist is required (see
par. 6).

c. Approving physicians to prescribe clozapine and submitting VHA Form 10-0363F,
Clozapine Treatment Team (CTT) Documentation (see App. G). Additions or deletions from
this list need to be submitted in writing or by e-mail to the NCCC. Ata minimum, all physicians
including clinicians with Shared Care Responsibility (see par. 7), approved to prescribe
clozapine must have met the educational requirements, including reading the latest Clozapine
package enclosure, VA's CPMP, VHA Handbook 1160.01, and other reading as determined by
the Clozapine Treatment Manager (see App. B).

NOTE: At the parent facility level, Mental Health controls clozapine prescribing privileges

using the VistA YSCL AUTHORIZED Security key. This computer key must be issued to all
approved clozapine specialists in order to prescribe (see par. 19).

2



December 23, 2008 VHA HANDBOOK 1160.02

d. Coordinating with the facility's Laboratory Service to ensure that Clozapine-related data
are appropriately entered into the Veterans Health Information System Technology Architecture
(VistA).

e. Overseeing quality management, together with individual prescribers, the medical center’s
Drug Use Evaluation (DUE) Committee, and the NCCC.

f. Maintaining and using valid NCCC-assigned patient clozapine authorization numbers on
written and computer transmissions.

g. Collecting and submitting the following information and documents to the NCCC:
(1) A list of physicians who are approved to prescribe clozapine.

(2) The initial patient application, VA Form 10-0363, Application for VA Clozapine
Treatment (see App. A).

(3) A weekly report of clozapine laboratory and prescription data by facsimile to comply
with FDA mandatory requirements. This report must contain:

(a) Patient’s clozapine authorization number.

(b) Social Security Number (SSN).

(c) Date of the blood test (WBC and ANC) test.

(d) WBC and ANC count results.

(e) Date the prescription was dispensed.

(f) Dose per day prescribed, based on the WBC and ANC test results.

(9) Drug Enforcement Agency (DEA) number of the prescriber. If the prescriber has no
DEA number, the NCCC must provide identification suitable for FDA registration based on
agreements with the clozapine registries.

(h) VA facility number.

NOTE: The NCCC pursues alternative methods of data transmission, including web-based File
Transfer Protocol (FTP) sites, and must provide these if they become available. If automatic
data transmission methods prove reliable, the NCCC informs the facility in writing that facsimile
transmission of data is not necessary, using VA Form 10-0363E, Weekly Tracking Information,

National Clozapine Coordinating Center (see App. F).

h. In case of an abnormal blood event, reporting the specific information to the NCCC.
NOTE: An “abnormal blood event” is defined as a WBC count less than 3500 per millimeter
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(/mm)® or an ANC of less than 2000 /mm®. Abnormal blood events dictate changes in the
required frequency of blood monitoring. Information to be reported to the NCCC includes:

(1) All physical and mental diagnoses,

(2) Most recent WBC and ANC counts,

(3) Concomitant medications, and

(4) The lot number and expiration date of the clozapine medication.

i. Completing VA Form 10-0363B, Termination of Clozapine Treatment (see App. C.),
when clozapine therapy has been stopped or has been interrupted for more than 4 days.

j. Preparing, in case of death, a Progress Note in the patient’s medical record documenting
the death, including cause and circumstances, of any VA-registered clozapine patient, especially
if clozapine was either directly or indirectly involved.

k. Providing a copy of this Progress Note to the NCCC with a Notification of the Death,
including cause and circumstances of any VA-registered clozapine patient. NOTE: The NCCC
must perform the data reporting required by the FDA and the Clozapine National Registry,
including termination notification.

6. RESPONSIBILITIES OF THE CLOZAPINE SPECIALIST, i.e., Attending Psychiatrist
or Neurologist

A Clozapine specialist must be a psychiatrist or neurologist, Board-certified by the American
Board of Psychiatry and Neurology, or Board Eligible in Psychiatry, and must be approved by
the facility Chief, Mental Health Service, or designated Clozapine Treatment Manager (see par.
4) to prescribe clozapine.

a. The responsibility for each clozapine patient rests with the individual clozapine specialist
and the medical center’s Mental Health Service. NOTE: Procedures and information outlined
in this Handbook provide a system and structure for supporting the safe use of clozapine in VA
patients; however, this protocol is not to be considered a substitute for clinical judgment and
expertise.

b. VA Mental Health Policy requires a clozapine specialist to evaluate any patient diagnosed
with schizophrenia or schizo-affective disorder, with two failures of antipsychotic medication for
the option of treatment with clozapine.

(1) If the clozapine specialist determines the patient should not be given the option, the
reasons, including any applicable medical contraindications, must be documented in a Progress
Note in the patient’s chart. NOTE: For some factors that should be considered when
determining whether to offer clozapine as a treatment option, see subparagraphs 12f and 12g.

(2) If the Clozapine specialist determines the patient should be given the option:



December 23, 2008 VHA HANDBOOK 1160.02

(a) Signature consent for clozapine treatment must be obtained in accordance with VHA
Handbook 1004.1, Informed Consent for Treatments and Procedures. Consent forms are
available in the “Mental Health” category of iMedConsent.

(b) If a patient declines treatment with Clozapine, the stated reasons (if any) must be
recorded by the clozapine specialist in a Progress Note in the patient chart.

7. RESPONSIBILITIES OF THE CLINICIAN WITH SHARED CARE
RESPONSIBILITY (SCR)

For select patients, a clozapine specialist may share some patient treatment and monitoring
responsibilities, on- or off-site, with another VA or non-VA clinician.

a. The Chief, Mental Health or Clozapine Treatment Manager, is responsible for approving
clinicians to participate in SCR and must provide education and training to the SCR clinician.

b. The Clozapine Treatment Manager must transmit written approval, including a statement
signed by the clozapine specialist and the SCR clinician, indicating agreement with shared
responsibility to the NCCC.

c. The SCR may be implemented with two different categories of clinician, which are:

(1) VA or non-VA physicians who could monitor the patient’s clinical status and WBC and
ANC results and consult with the clozapine specialist. This physician may be fee-based, must be
registered with an FDA clozapine registry, and be authorized to prescribe Clozapine.

(2) VA or non-VA nurse clinicians, physician assistants, and supervisory pharmacists who
can monitor the patient’s clinical status and the WBC and ANC results, and recommend dose
changes to the clozapine specialist. This clinician may be fee-based and is not authorized to
prescribe clozapine.

8. RESPONSIBILITIES OF INFORMATION RESOURCE MANAGEMENT (IRM)
Information Resource Management (IRM) at each facility is responsible for:

a. Installing the latest version of the VistA Outpatient Pharmacy Package, VistA Inpatient
Pharmacy Package, VistA Mental Health Package, and the latest version of Computerized
Patient Record System (CPRS). NOTE: Installation is mandatory at all VA facilities.

b. Assisting with questions regarding the local pharmacy computer program.

c. Assisting if problems develop during the electronic data transfer of subsets of patient
information (the patient's registration number, clozapine doses, and WBC and ANC results) from
the medical center computer to the national data bank. This data is used to partially fulfill
national contract obligations for reporting data to the manufacturer, and by the NCCC for post-
marketing surveillance and national quality assurance purposes. The information transmitted
weekly to the NCCC by facsimile, supplements computer and electronic transmissions to meet
the manufacturers’ information requirements.
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9. RESPONSIBILITIES OF THE MEDICAL CENTER DRUG USE EVALUATION
(DUE) COMMITTEE

At the medical center level, data on the use of clozapine is collected and summarized for
review by the medical center's DUE Committee as part of the facility's Quality Assurance plan.
Data collection is assisted by special clozapine lock-out software reports on patients taking
clozapine and their WBC and ANC values, and by reports of lock-out overrides. NOTE:
Incorporation of clozapine data monitoring into the facility's DUE plan is consistent with The
Joint Commission (TJC) requirements for monitoring a high-risk and problem-prone drug.

10. RESPONSIBILITIES OF PHARMACY SERVICE

The Pharmacy Service has responsibility for dispensing outpatient and inpatient medication
supplies after verification that the clozapine patient’s WBC count and ANC are within
acceptable limits. They also provide additional patient education on aspects of clozapine
treatment (see subpar.13c).

11. RESPONSIBILITIES OF THE NATIONAL CLOZAPINE COORDINATING
CENTER (NCCC)

NCCC activities are guided by an expert panel of VA clinicians (the VA Clozapine Task
Force) representing the Chief Officer, Mental Health Services; VA Central Office, or designee;
and the Chief of Clinical Pharmacy for Quality Management, VA Central Office. At the national
level, the NCCC is responsible for:

a. Serving as primary liaison for information and data between the VA clozapine sites and
the Clozapine National Registry.

b. Monitoring the medical center's compliance with CPMP.

c. Documenting those mandated structures and procedures instituted at each site to ensure
safe and appropriate use of clozapine.

d. Refining the risks and benefits of clozapine in VA patients through post-marketing
surveillance.

e. Serving as a consultation resource on difficult cases.

f. Maintaining a NCCC national database:

(1) On VA patients receiving clozapine to prevent any unauthorized re-challenge of
clozapine at a different VA site, and to prevent simultaneous clozapine treatment of the same

patient at two or more facilities.

(2) Of demographic information on VA clozapine patients that can be used for data analysis
and research.
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g. Conducting quality improvement studies based on data electronically gathered by the
pooling of patient information into the NCCC central VA data bank.

12. PRESCRIBING CLOZAPINE TO A VA PATIENT

a. Application for VA Clozapine Treatment. The VA application to prescribe Clozapine
for a patient, VA Form 10-0363, establishes a monitoring structure within VA that adheres to
FDA requirements, and institutes safety procedures that protect the health and well-being of a
VA patient receiving Clozapine. VA Form 10-0363 needs to be completed following the self-
explanatory directions. It must be installed by the facility as a template in CPRS so that it may
be submitted as a Remote Consult in the CPRS,. The Remote Consult needs to be filled out
according to local instructions and sent to the NCCC, which must respond to the consult within
CPRS when the authorization number is available.

(1) Before starting a patient on clozapine, the clozapine specialist must first verify that the
patient meets VA criteria for clozapine use, then prepare VA Form 10-0363 to be submitted to
the NCCC for authorization. VA criteria for use of clozapine can be found on VA Form 10-
0363A, Selection Criteria for Clozapine Treatment, and the FDA-approved Clozapine package
insert. The Clozapine specialist (see par. 6):

(a) Ensures that the patient meets VA criteria for the use of clozapine.

(b) Obtains signature consent for clozapine treatment from the patient or duly authorized
surrogate in accordance VHA Handbook 1004.1, Informed Consent for Treatments and
Procedures. NOTE: Consent forms are available in the “Mental Health™ category of
iMedConsent.

(c) Prepares a treatment plan that considers issues related to clozapine treatment, including
follow-up plans. The treatment plan for each patient must be documented by the clozapine
specialist and made available to the NCCC upon request.

(d) Reviews and signs the forms (if submitting by facsimile or mail).

(2) The clozapine specialist transmits the application form(s) to the NCCC by Remote
Consult in CPRS, facsimile, or mail. If the submitted forms comply with the requirements of the
CPMP, the NCCC secures a new patient clozapine authorization code from the manufacturer for
drug initiation and reporting purposes. To initiate clozapine treatment, the NCCC provides the
medical center’s Clozapine Treatment Manager and clozapine specialist with its endorsement of
the patient’s application, together with a clozapine authorization code for the patient. This
review process is usually accomplished within 24 hours, but may be delayed if the application
materials are incomplete.

b. Physical Examination. A baseline examination must be performed within 30 days prior
to initiating clozapine treatment. NOTE: Any abnormal result must be evaluated thoroughly.

(1) The physical must include baseline measures of:

(a) Height and weight,
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(b) Waist circumference,

(c) Pulse,

(d) Temperature, and

(e) Blood pressure.

(2) The required baseline laboratory testing must include:
(@) A complete blood count (CBC) and differential,

(b) Fasting plasma glucose,

(c) Fasting lipid profile,

(d) Aspartate aminotransferase (AST) and alanine aminotrasferase (ALT) liver function
tests,

(e) Blood urea nitrogen (BUN),

(F) Creatinine, and

(g) A pregnancy test (in fertile women).

(3) An electrocardiogram (EKG) must also be obtained at baseline.

c. Patient Status and Authorization Number. The patient must be registered and have an
NCCC-assigned authorization number to receive services in the medical center facility. The
FDA requires that all patients receiving clozapine be registered with the Clozapine National
Registry. The NCCC arranges for this registration; however, certain rules must be followed. VA
agreements with the Clozapine National Registry require a new authorization number to be
assigned when a clozapine patient changes to the jurisdiction of another facility. Therefore, one
VA facility cannot, under any circumstances, use the authorization number to dispense clozapine
to a patient when clozapine was assigned while at another facility.

(1) A new clozapine authorization number is needed when:

(a) The patient is starting clozapine.

(b) Clozapine is not started within 30 days after initial registration.

(c) Clozapine treatment is administratively or medically interrupted for more than 30 days.

(d) The patient is transferred to another VA facility, including transfer for short-term
medical or vacation care.
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(e) The patient has temporarily left VA care and has received clozapine from another source.

(2) A new authorization number is not needed when clozapine treatment is interrupted, but
reinitiated within 30 days of interruption.

(3) Each time a new Clozapine authorization number is needed, the Clozapine specialist
must prepare VA Form 10-0363, and record any changes in patient information. NOTE: This
form may be submitted as a Remote Consult in CPRS.

d. Limitations of Clozapine Use. The FDA and VA recommend clozapine trials for
patients with severe schizophrenia (treatment-resistant or treatment-intolerant) and in
schizophrenic or schizoaffective patients with emergent suicidality. Although Clozapine may be
superior to traditional antipsychotics in certain situations, the potential side effects preclude its
use as first-line therapy in most patients.

e. Off-label Use of Clozapine. Some research studies support the use of Clozapine for other
purposes. With special documentation, Clozapine may be used in VA for unlabeled reasons,
such as to treat Schizoaffective Disorder, Bipolar Affective Disorder, the tremor and/or
psychosis of Parkinson’s disease, or the negative symptoms of schizophrenia. In these cases, the
clozapine specialist must complete the VA Form 10-0363. The patient or duly-authorized
surrogate must sign a consent form specifically designed for off-label use of Clozapine (available
in the “Mental Health” category of iMedConsent).

f. Patient Variables to Consider. The treating Clozapine specialist needs to consider
multiple variables in deciding whether Clozapine treatment is feasible and whether benefits are
likely to outweigh risks. Clozapine needs to be avoided, or used with caution, if weekly
monitoring and ethical treatment (i.e., benefits of treatment outweigh risks) could be jeopardized
because of factors documented by the Clozapine specialist. NOTE: The clozapine prescriber
needs to refer to the most recent Clozapine package insert, available from the NCCC for full
information on warnings, contraindications, precautions, and adverse effects. The package
insert for Clozapine may also be obtained online at
http://www.pharma.us.novartis.com/product/pi/pdf/Clozaril.pdf.

(1) These factors include Administrative variables, such as:
(a) Geographic distance from the facility or clinic.

(b) Social situation,

(c) Substance abuse,

(d) Non-compliance, and

(e) Lack of follow-up care.

(2) These factors also include Medical variables, such as:

(a) Metabolic disorders,
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(b) Seizure disorders,
(c) Cardiac disorders, and
(d) Hematologic disorders (i.e., chronic benign leucopenia).

g. Access to Care or Extended Service Area Arrangements. Clozapine is not available
through the fee-basis program, the Civilian Health and Medical Program of VA (CHAMPVA),
or any other paid service provider procedure, except as directed and monitored by the Chief,
Mental Health Service. However, if appropriate, the Chief, Mental Health Service, can
administer patient-specific plans to provide Clozapine treatment through the SCR mechanism for
veterans who cannot reasonably (because of medical condition or distance) visit VA on a weekly
basis. Clinical and laboratory monitoring may be performed at Community-based Outpatient
Clinics (CBOC:s) provided that the CPMP is followed. NOTE: Patient-specific plans may
include use of telehealth technologies.

(1) Qualifications for Extended Service Area Use. Use of Clozapine in an extended
service area must be approved by the Chief, Mental Health Service. This approval needs to take
into consideration the clinical needs and safety of the individual patient. Specific factors to
consider include:

(a) Duration and stability of Clozapine treatment.

(b) Clinical stability, i.e., whether psychosis is in at least partial remission.

gc) Stability of WBC results more than (>) 4,500 per mm?®, and ANC results > 2,500 per
mm®.

(d) Need for close monitoring of Clozapine side effects.

(e) Required history of blood disorders, lymphatic system disorders, or seizure disorders
while on clozapine.

(F) Clinical support availability at the distant site. If the distant site is a CBOC, it needs to be
part of the parent facility’s computer network so that the WBC and ANC can be transmitted
electronically to the NCCC from the parent facility. In an emergency situation, data could be
reviewed for safety at the parent site and a physician at that site would be able to write a
prescription remotely for Clozapine, if needed.

(g) Family or social service support availability at the distant site.

(h) Inability, documented by the Clozapine specialist, to return to the medical center for
weekly monitoring.

(i) Eligibility for fee-basis medical care, if applicable.

10
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(1) Awvailability to return to the VA medical center or clinic immediately, if the psychiatrist
determines that concerns have arisen about the patient’s physical or mental condition.

(k) Training regarding the clinical and administrative aspects of Clozapine use provided to
staff at the remote site.

(2) Contracting with a Distant Physician (SCR Clinician) for Certain Monitoring

(a) If the VA facility and closest affiliated clinic cannot feasibly and safely provide
Clozapine treatment and monitoring for a veteran, the facility Mental Health Service may enter
into special contractual arrangements with a distant physician for WBC and ANC and side-effect
monitoring. Such agreements between the Mental Health Service and distant physicians or
facilities require Mental Health Service certification that:

1. The treating physician meets the same standard required for VA Clozapine prescribing
psychiatrists (except psychiatrist status). This practitioner may be paid with fee-basis funds.

2. The distant laboratory monitoring WBC and ANC meets the standards of the Clinical
Laboratory Improvement Act of 1988, specifically a United States (U.S.) Department of Health
and Human Services (HHS) laboratory registration certificate for moderate-to-high complexity
tests. This laboratory testing may also be paid with fee-basis funds.

NOTE: All Clozapine used by VA patients must be dispensed by a VA pharmacy. The
expenditure of fee-basis funds for pharmacy and medication is not allowed.

(b) The fee-basis, Mental Health Service-approved local care practitioner is responsible for
evaluating the patient’s current condition, performing the weekly phlebotomy, and arranging for
the WBC and ANC counts and side-effect evaluation information to be faxed to the Chief,
Mental Health Service.

(c) The facility Chief, Mental Health Service, or designee, is responsible for:

1. Reviewing the information, and entering the WBC and ANC counts into the VA
laboratory computer.

2. Entering the prescription into the VA pharmacy computer.

3. Dispensing by mail a 7-day supply of Clozapine, or 14 or 28 days if patient is qualified
for less frequent monitoring, with an optional one-time, 4-day supply for emergency backup.

4. Reporting the data to the NCCC.

5. Evaluating, for verification of effectiveness, at least once each 6-month period, the
management of patients being treated under this arrangement.
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h. Accepting Patient Transfers

(1) A patient from another Clozapine treatment system can be accepted for treatment at a
VA medical facility without interrupting medication. However, VA agreements with the
Clozapine National Registry require a new authorization number when a Clozapine patient
changes to the jurisdiction of another facility. When a patient transfers, VA Form 10-0363 must
be completed and forwarded to the NCCC, which issues a new patient authorization number.
NOTE: Using the Clozapine authorization number from another facility to dispense Clozapine
is prohibited.

(2) All Clozapine patient transfers require:
(@ A new VA Form 10-0363 prepared and submitted to the NCCC by the accepting facility.

(b) A valid consent form for Clozapine treatment (see par. 13) must be completed in CPRS
before the NCCC can provide authorization to dispense Clozapine. A new signature consent
form for Clozapine treatment must be completed at the facility to which the patient is
transferring.

13. INFORMED CONSENT FOR CLOZAPINE TREATMENT

a. Informed Consent procedures must be performed in accordance with VHA Handbook
1004.1, Informed Consent for Clinical Treatments and Procedures.

b. A valid consent form for Clozapine treatment must be completed at each major (parent) VA
facility treating the patient before dispensing Clozapine to the patient. The consent form can be
found in the Mental Health section of iMedConsent.

c. The informed consent discussion must be repeated and a new consent obtained if there has
been a change in the patient’s condition that could reasonably be expected to alter the diagnosis
or therapeutic decision making or if there is a significant deviation from the treatment plan to
which the patient originally consented (see VHA Handbook 1004.1).

d. Informed Consent for Approved Use of Clozapine. Signature consent is required prior
to the initiation of Clozapine treatment (see VHA Handbook 1004.1). NOTE: Specific
disclosures required by the FDA are included in the consent forms available in the Mental
Health section of iMedConsent.

e. Informed Consent for Unlabeled Use of Clozapine

(1) Specific signature consent must be documented for unlabeled use of Clozapine (consent
form titled “Clozapine Treatment for Unlabeled Use” in the Mental Health section of
iMedConsent):

(a) To prescribe Clozapine to treat illnesses not listed on the FDA product labeling (the
Clozapine package insert is available from the NCCC or online at
http://www.pharma.us.novartis.com/product/pi/pdf/Clozaril.pdf).
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(b) To prescribe clozapine in dosages exceeding 900 mg per day to patients who are not
responding to lower doses (see subpar. 14b(2)(b)), and

(2) 1f the WBC or ANC of a patient currently being treated with clozapine reaches the FDA
definition of “non-rechallengeable” (WBC less than (<) 2000/mm?® or ANC <1000/ mm?®).
Consult the NCCC for instructions.

(3) A copy of the consent form titled “Clozapine Treatment for Unlabeled Use” and VA
Form 10-0363A, Special VA Application to Use Clozapine for Unlabeled Treatment, must be
submitted to the NCCC for approval prior to off-label use. A special use approval from the
NCCC is valid for 3-months trial period, unless a longer period is requested from the facility. If
the patient has documented improvement that warrants continuation past the 3 month trial period,
the NCCC must be so informed. If the target criteria for improvements established by facility
clinicians have not been met, sufficient time must be allowed to taper the patient off clozapine.

f. Patient Education by a Pharmacist. While the clozapine specialist is responsible for
primary patient education about clozapine, the pharmacist must also speak with the patient and:

(1) Describe common side effects, and provide practical advice for relieving the distress;

(2) Describe the signs of neutropenia, including sustained temperature elevation with flu-like
symptoms or sore throat;

(3) Explain the importance of strict compliance with laboratory tests;

(4) Explain the importance of notifying the clozapine prescriber and the Pharmacy Service if
problems are suspected; and

(5) Document the discussion with the patient in the medical record.
14. INITIATION AND TERMINATION OF CLOZAPINE TREATMENT

a. Dose Titration. To minimize the likelihood of side effects, Clozapine treatment needs to
be initiated at very low doses and titrated gradually over at least 2 weeks. NOTE: See the latest

FDA Clozapine package insert from the NCCC or online at
http://www.pharma.us.novartis.com/product/pi/pdf/Clozaril.pdf .

b. Non-response

(1) Aninitial trial of Clozapine for at least 8 weeks is generally recommended to determine
whether to continue clozapine therapy or not. An adequate Clozapine trial may take up to 6
months.

(2) The VHA-Department of Defense (DOD) Clinical Practice Guideline for the
Management of Persons with Psychoses recommends a dose range of 150-600 milligrams per
day (mg/day). According to the package insert, the maximum Clozapine dose per day is 900 mg.
If the patient does not appear to respond, a daily dose above 900 mg could be approved if:

13


http://www.pharma.us.novartis.com/product/pi/pdf/Clozaril.pdf

VHA HANDBOOK 1160.02 December 23, 2008

(@) The patient’s Clozapine plasma level is below 350 nanograms (ng) per milliliter (ml),
and

(b) The patient, or the duly authorized surrogate, provides signature consent for the dosage
above 900 mg per day and is specifically informed that the high dosage has not been approved
by the FDA and may result in unknown side effects. The consent must be documented on the
Consent for Unlabeled Use of Clozapine described in subparagraph 13e(1)(b).

c. Termination of Clozapine Treatment. If the patient does not respond, clozapine is to be
tapered off over 1 to 2 weeks to avoid potential withdrawal reactions consisting of confusion,
emotional withdrawal, or an intensified resurgence of psychotic symptoms. The treating
physician needs to continue to monitor and report the patient’s WBC and ANC counts for 4
weeks after discontinuing clozapine.

15. AGRANULOCYTOSIS AND GRANULOCYTOPENIA

a. Incidence. Clozapine has a clear association with leukopenia, granulocytopenia,
neutropenia, and agranulocytosis (less than 500/mm?* ANC). Therefore, Clozapine is
contraindicated in patients who have pre-existing leukopenia, a history of hematologic reactions
to drugs, or lymphoproliferative disorders. The cumulative incidence of agranulocytosis
associated with 1 year of Clozapine use has been estimated to be approximately 1.3 percent. The
incidence of agranulocytosis based upon a weekly monitoring schedule rises steeply during the
first 2 months of therapy, peaking in the third month. Most of the cases occur within 4 to 10
weeks of initial exposure. After 6 months of continuous Clozapine treatment, the incidence of
agranulocytosis declines almost completely; however, it never reaches zero. Some cases have
been reported in the 165th week of Clozapine treatment. NOTE: Neither dose nor duration is a
reliable predictor of agranulocytosis.

b. Patient Groups at Increased Risk of Agranulocytosis. No patient characteristics have
been clearly linked to the development of agranulocytosis in association with Clozapine use, but
data reported to the FDA show a greater frequency of agranulocytosis in women. Agranulocytosis
induced by Clozapine increases with age, with significant increase in risk above age 40 and the
highest risk in patients over 65 years old. Risk of agranulocytosis increased in patients who are
cachectic or who have a serious underlying medical illness. NOTE: Such patients may also be at
particular risk with clozapine.

c. Drug Interactions. Clinicians need to carefully weigh the risks and benefits of
administering Clozapine to patients who also take drugs that potentially suppress bone marrow
function. Such drugs include: carbamazepine, penicillamine, antineoplastics, antiretrovirals,
protease inhibitors, and some antinfectives. Because Clozapine is known to cause respiratory
depression or apnea in some patients, it needs to be used with caution in combination with
benzodiazepines and other potential respiratory depressants, especially in the first 72 hours of
Clozapine treatment. Caution is also advised when combining Clozapine with medications that
cause sedation or hypotension, or have anticholinergic effects. NOTE: The most recent package
insert contains an updated listing of drug interactions.
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16. MONITORING FOR AGRANULOCYTOSIS

Because of a Clozapine patient’s risk of developing agranulocytosis, VA has strict
procedures for frequent monitoring and reporting of the patient’s WBC and ANC counts to
comply with FDA regulations. The protocol for required monitoring, including eligibility
criteria for WBC and ANC monitoring every 14 days and every 28 days, is detailed in the
Clozapine package insert. Regardless of the frequency of monitoring, the WBC and ANC counts
for a patient on Clozapine must be monitored, with laboratory values obtained within 7 days
prior to the date of dispense, and reported to the NCCC. Monitoring and reporting must continue
until 4 weeks following cessation of Clozapine treatment.

17. DOCUMENTATION OF CLINICAL MONITORING

a. Documentation of General Aspects of Clozapine Treatment and Monitoring Efficacy

(1) Treatment of a Clozapine patient must be fully documented, from initial application to
termination of treatment. NOTE: The numbered VA Clozapine forms referenced in this
Handbook may be placed into the patient’s medical record; however, documentation can also
include locally-developed forms to trace information deemed specifically relevant to the
individual patient. This might include record of weight gain, blood pressure, or blood glucose,
all of which may be altered by use of Clozapine and may be considered essential information by
the prescribing physician.

(2) Ata minimum, the following data must be placed in the patient’s hard copy chart and
CPRS:

(@ VA Form 10-0363, with back-up documentation.

(b) Evidence of 7 day, 14 day, or 28 day blood testing for WBC and ANC, the review of
these laboratory values for safety, and side-effect monitoring.

(c) Reason for terminating Clozapine therapy.

b. Effectiveness. Improvement in the patient's condition, if any, must be carefully
documented in the medical record at least monthly during the first 3 months of treatment, and at
least semi-annually thereafter. Use of VA Form 10-0363C, Brief Psychiatric Rating Scale-
Anchored (BPRS-A), and VA Form 10-0363D, Abnormal Involuntary Movement Scale (AIMS),
National Clozapine Treatment is strongly recommended to document improvement. NOTE: VA
Form 10-0363D may also be administered through the Clinical Reminder package.

18. MONITORING OTHER ADVERSE OUTCOMES OR SIDE EFFECTS

To assess whether the patient can tolerate Clozapine therapy, patients, especially during
titration, need to be monitored closely for the following adverse outcomes or side effects:

a. Cardiac problems or tachycardia.
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b. Pulmonary embolism.
Cc. Hepatitis.
d. Hyperglycemia.
e. Anticholinergic toxicity.
f. Seizures or seizure disorder.
g. Sleep apnea.
h. Renal impairment.
I. Sedation.

J. Sialorrhea.

=~

. Hypotension.

. Fever.

m. EKG repolarization.

n. Unexpected death.
NOTE: These side effects are risks of treatment that should be included in the informed consent
discussion and that are documented on the consent forms available in the “Mental Health”
category of iMedConsent. For comprehensive, up-to-date information on Clozapine side effects,

the package insert is available by e-mail from the NCCC or online at
http://www.pharma.us.novartis.com/product/pi/pdf/Clozaril.pdf .

19. PHARMACY DISPENSING OF CLOZAPINE AND MONITORING

a. Dispensing of Medication. All cCClozapine, whether for inpatient and outpatient
veterans, must be dispensed through the VistA Outpatient Pharmacy Package until scheduled
improvements to VistA Inpatient Pharmacy Package are instituted. All Clozapine providers
must have a DEA number in either the DEA field or the VA DEA field of the pharmacy provider
list and must have the YSCL Authorized Key, issued by Mental Health. NOTE: If DEA or VA
DEA number is not available, contact the NCCC at 214-857-0068 for help in obtaining a fee-
exempt DEA number. All patients must be registered and authorized by the NCCC before
Clozapine can be dispensed. The following rules apply to dispensing Clozapine:

(1) A blood count must be preformed before a prescription is written; only one prescription
may be filled for a given. A prescription for Clozapine, either written or entered in CPRS, is
required for a visit (7 days, 14 days, or every 28 days).
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(2) The number of tablets dispensed cannot exceed the amount used in 7 days, 14 days, or 28
days, according to the patient’s blood monitoring schedule

(3) Prescriptions with refill orders are permitted within the 7, 14, or 28 day limits of the
patient’s blood monitoring schedule.

(4) Clozapine orders are subject to an automatic 7-day stop-order policy. The pharmacist
may fill a Clozapine prescription only after verification of the WBC and ANC count from blood
samples drawn on the day of dispensing or within the previous 6 days.

(5) A 4-day supply of Clozapine may be provided to an outpatient veteran as an emergency
backup in the case of anticipated severe weather or delays in receiving clozapine by mail from
the VA pharmacy. Each time this 4-day supply is dispensed, the pharmacist must document it in
the patient’s CPRS. NOTE: This supply is to be used for emergencies only, and never to
circumvent the timing between the blood counts.

b. Outpatient Monitoring. For safety reasons, the blood sample needs to be drawn, tested,
and reviewed immediately (on the same day) before Pharmacy Service dispenses the medication.
A valid Clozapine evaluation must include both WBC and ANC (from the same sample) drawn
within 7 days prior to the date of dispense, regardless of monitoring frequency. Outpatient
treatment of patients on Clozapine needs to be synchronized with the laboratory and pharmacy so
that all laboratory tests, any mental health evaluations, and pharmacy distributions are performed
on the same day of the week. NOTE: The weekly WBC and ANC count and corresponding
face-to-face evaluation of side effects and effectiveness by the Clozapine specialist, or approved
SCR clinician, are highly-recommended for at least the first 20 weeks of clozapine treatment,
especially given the risk of agranulocytosis.

(1) Optionally, the patient's blood may be sampled several days prior to the weekly clinic
visit so the results are available for the clinician to review before the prescription is written.

(2) Dispensing Clozapine by mail is permitted for a clozapine patient who has completed 20
weeks without significant hematological problems, after review of the WBC and ANC count by
the prescribing physician.

c. Inpatient Monitoring. To ensure proper hematologic monitoring, dispensing of
Clozapine to inpatients must be entered into the VistA Outpatient Pharmacy Package until
improvements to VistA Inpatient Pharmacy Package are complete

(1) Continuation of inpatient orders is the decision of the treating facility. However, at a
minimum, the clozapine specialist or SCR clinician must write a progress note for each week of
Clozapine treatment, specifically showing a review of the blood count and the Clozapine dose
for that week, an estimate of efficacy, and any signs of side effects.

(2) If only inpatient orders are written, the WBC and ANC values and daily dosage for each
week of treatment must be reported to the NCCC.
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20. CLOZAPINE PROCUREMENT AND DISTRIBUTION

a. VA Sites Reqistered with the NCCC. VA sites registered with the NCCC are permitted
to purchase and dispense clozapine. Consolidated Mail Outpatient Pharmacies (CMOPs) may
purchase clozapine for supply to a VA-registered clozapine site; however, CMOPs are not
authorized to dispense cClozapine directly to VA patients.

b. Drug Procurement. Clozapine for VA patients may be purchased through the current
appropriate Federal contract, either directly from the manufacturer or from any acceptable drug
wholesaler. VA contracts with the Clozapine supplier and the FDA require the VA NCCC to
provide certain types of patient data to the Clozapine National Registry on a weekly basis.
Failure of the VA site to report to the NCCC on a weekly basis jeopardizes VA agreements and

policy.

c. Services Procurement. Optionally, a VA medical center may seek a contract for an
external blood monitoring system. Contracting officials must ensure that the data collection and
forwarding specified as part of the contract are consistent with the requirements established by
VHA policy. Contracts must specify a requirement for data transmittal to the NCCC.

d. Pharmacy Service. The Pharmacy Service dispenses outpatient or inpatient cClozapine
medication supplies after verification that the WBC count and the ANC results are within
acceptable limits. All orders are entered into the VistA Pharmacy Outpatient Package as
outpatient orders after the computer and pharmacist verify that a proper, acceptable blood test
was performed. NOTE: The number of tablets dispensed cannot exceed the total needed for the
interval between required blood tests.

(1) For inpatients, actual drug distribution may be through the regular unit dose or ward
stock systems. When the ward stock system is employed, the patient's Clozapine is dispensed to
the ward in patient-specific containers with 7 days of medication.

(2) For outpatients, the pharmacist entering the outpatient physician's order must verify the
patient's current address and telephone number on each Clozapine prescription so that the patient
may be contacted in case problems arise. The facility Chief, Pharmacy Service, is responsible
for entering a note in the message field of the drug file to cue pharmacists to verify the patient's
address and telephone number.

(3) When the pharmacist enters the physician's order into the computer, a software program
must verify that the patient's WBC and ANC data from the last 6 days has been entered into the
computer system and that the blood counts are within acceptable limits and that the WBC and
ANC sample dates and times match. If these conditions are true, the computer allows the entry
of the physician's order. Otherwise, to prevent the patient from receiving Clozapine, the
computer automatically locks out any entry of the physician's order.

NOTE: Local procedures which permit delay, particularly delays of more than 6 days between
the Clozapine specialist writing the prescription and the pharmacist dispensing the medicine, are
strongly discouraged. Best safety practice encourages blood testing, review of results,
prescription of medication, and dispense of Clozapine in the same day.
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(4) The NCCC may override a computer lock out and permit the pharmacy to dispense
Clozapine under most lockout condition. The NCCC cannot perform the override unless the
facility has submitted traceable documentation requesting the procedure.

(a) Administrative Lockouts. If lockout results from any of these conditions, notify the
Chief of Mental Health of the designated Clozapine Treatment Manager (see subpar. 5d), and
provide the NCCC with fax documentation of the current WBC, ANC, and date of blood test and
request override in writing. NOTE: Repetitive requests for overrides of these correctable errors
are referred by the NCCC to the Chief of Mental Health at the facility for resolution. These
correctable errors most frequently result from failure to:

[EEN

. Manually enter lab values tested at other facilities.

N

. Properly link the correct lab tests and units of measure (YSCL MultiTest Link).

[o8)

. Enter only numeric values (no text) into linked lab fields.
4. Match the test time of the WBC with the test time of the ANC.

(b) Patient Safety Lockouts. If lockout results from these conditions, the provider must
write a Progress Note in the patient’s local file showing the latest WBC, ANC, and date of blood
test and request override to allow dispense. Unofficial telephone, e-mail, or faxed
documentation are not acceptable. At a minimum, this Progress Note must include clinical
justification for continuing clozapine when the WBC or ANC is not current or outside FDA
parameters and acknowledgment of the provider that continuation is contrary to FDA and VA
safety protocols for clozapine. Fax a SIGNED copy of this Progress Note to the NCCC at 214-
857-0339 for review along with the provider’s contact phone number or pager number. The
Director, NCCC, must review the Progress Note to determine if override is clinically indicated
(i.e., benefits of override outweigh risks), or if additional justification is needed. If approved by
the Director, the NCCC will provide override codes to the local facility computer to permit a
single dispense for a specific date and will contact the provider with authorization. A patient
safety lockout can result when :

1. WBC or ANC is not current (within 7 days of dispense), or
2. WBC or ANC are not within FDA safety limits.

(5) The pharmacist with Clozapine Manager Key (PSOLOCKCLOZ) completes the override
code as instructed by the NCCC. The pharmacist will maintain a permanent record of all lock
out overrides of the clozapine safety software and print a weekly report for the Clozapine
Treatment Manager, who reviews the circumstances of each override to ensure that it was
justified and properly documented in the medical record.

(6) The pharmacist needs to generate a report 24 hours after entry of the physician's order,

listing the patient who received clozapine, date of the visit, and results of the WBC and ANC
count. After review, the pharmacist forwards the report to the Clozapine Treatment Manager.
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(7) The VA or non-VA Laboratory and/or VA Pharmacy is responsible for notifying the
clozapine prescriber and Clozapine Treatment Manager when the patient's WBC count is <
5000/mm * or ANC is below 3500/ mm *

21. PATIENTS ENROLLED IN RESEARCH STUDIES

Individual arrangements must be made between clinical investigators and research sponsors
for protocols, approvals through appropriate committees, and drug procurement. However, VA
patients enrolled in a clozapine research protocol must be monitored using the processes and
procedures outlined in this Handbook, including the participation of the facility Chief, Mental
Health Service, or designee, and the data transmittal to the NCCC.

22. COMPLIANCE WITH THE CLOZAPINE PATIENT MANAGEMENT PROTOCOL

a. Failure to Comply. Individual prescribers who fail to comply with the CPMP jeopardize
safe and effective care for this difficult to treat patient population, a major objective of the
national VA clozapine initiative. Individual physician compliance failures are reportable to the
chief of the relevant service (Mental Health, Neurology) and may lead to a decision to revoke
privileges for clozapine prescribing.

b. Notification of Compliance Failure. When major compliance failures or patient
management and safety concerns are identified and cannot be resolved through communication
with the Chief of the relevant Service:

(1) The NCCC notifies the Veterans Integrated Service Network (VISN) Clinical Manager
and the facility Chief of Staff (COS) of the specific problem, and withholds authorization of new
patients at the site.

(2) The VISN Clinical Manager and medical center COS must assume full responsibility for
clozapine patient safety and proper risk management procedures until the problem is resolved.
They must investigate the problem and institute corrective actions, as warranted, informing the
NCCC of the investigation results.

23. COMMUNICATION OF PROTECTED HEALTH INFORMATION (PHI)

a. Protected Health Information (PHI). PHI is individually identifiable health information
in any written or electronic communication which contains individual patient identifiers (SSN,
Date of Birth (DOB), Zip Code, Clozapine Authorization Number, or any other information
points that can be used or combined to differentiate one person from another. PHI must be
properly secured before transmitting. NOTE: The VA Clozapine system relies heavily on the
free exchange of this type of PHI.

(1) Authority for release of PHI to the FDA registries, excluding 38 U.S.C. 87332
information, is provided by VHA Handbook 1605.1.Paragraph 27 b (1) Food and Drug
Administration (FDA) Routine Reporting.

(2) Authority to provide PHI, excluding 38 U.S.C. 87332 information, without specific
patient consent or authorization is contained in 45 Code of Federal Regulations §164.512
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b. Responsibilities of the VA NCCC for Secure Communication of PHI

(1) Outgoing. All documents must be reviewed before transmission for the presence of
PHI.

(@) The NCCC will not transmit PHI through MS Exchange (Outlook) unless the information
is secured using Public Key Interface (PKI). NOTE: VA employees may obtain PKI capability
by contacting their local Information Security Officer (1SO).

(b) The NCCC will not transmit PHI by facsimile to a facility without confirmation of the
telephone number. The machine must be located in a non-public area with access limited to
password or badged personnel. The recipient must confirm receipt of the transmittal.

NOTE: NCCC fax transmittals must only be in the continuous data stream form. The NCCC
will not prepare facsimiles using computer fax programs.

(c) The NCCC is responsible for the security of manual and automatic PHI transmissions
between VistA servers.

(d) The NCCC is responsible for the security of data transmission of PHI to the FDA
clozapine registries. NOTE: The NCCC has established protected and highly secure data links
with Novartis (Clozaril) and Mylan (clozapine). The other four brands of clozapine, Alamo,
Caraco, IVAX (TEV), are non-formulary and offer no secure data links to VA.

(2) Incoming

(@) NCCC’s facsimile at 214-857-0339 must be fully tended between 8:00 AM and 4:30 PM
(Central Time Zone) Monday through Friday. In addition and at all other times, the facsimile
machine is secured in a non-public area that requires a staff-limited double-keypad password and
double-keyed entry. Printing is not to be visible until it is removed from the machine. Fax data
sheets are retained only as long as needed to transfer and verify the information. These sheets
are destroyed by shredding.

(b) The NCCC staff will maintain a PKI license which permits secure transmission of PHI
over Microsoft (MS) Exchange (Outlook).

c. Responsibilities of the Local VA Facility for Secure Transmission of PHI. Incoming
and outgoing electronic transmission of information containing PHI, particularly Outlook e-mail
and facsimile, must be secured locally. VA has mandated that each site must develop policies
and procedures to secure all incoming and outgoing communications containing PHI. These
procedures need to be reviewed and approved by the local Information Security Officer (ISO) in
compliance with Information Security Directive and Handbook 6500 and any subsequent
directives and handbooks. NOTE: Some guidelines for these procedures, such as the
Information Security Policy and/or Procedure Template, are published by the VA Office of Cyber
and Information Security at https://vaww.ocis.va.gov/portal/server.pt? /
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APPENDIX A

VA FORM 10-0363, APPLICATION FOR VA CLOZAPINE TREATMENT

Below is an embedded copy of Department of Veterans Affairs (VA) Form 10-0363,
Application for VA Clozapine Treatment. The fillable version can also be found on the VA
Forms Intranet web site at http://vaww.va.gov/vaforms. This is to be used for local reproduction.
This form will not be stocked by the Hines Service and Distribution Center.

You should use the latest version of Adobe Acrobat Reader to view this form.

10-0363-fill. pdf

A-1
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Y2 Department of Veterans Affairs APPLICATION FOR VA CLOZAPINE TREATMENT

National Clozapine Coordinating Center PHONE 214-857-0068 FAX 214-857-0339

COMPLETE THIS INFORMATION ON NEW AND TRANSFERRING PATIENTS (ALL FIELDS ARE REQUIRED)

LAST NAME FIRST NAME SOCIAL SECURITY NUMBER DATE OF BIRTH
CURRENT PRIMARY

STATUS DIAGNOSIS

SEX |MZ—\LE RACE |WHITE ETHNICITY |NON HISPANIC

VA FACILITY NAME VA FACILITY CODE | PHYSICIAN NAME PHYSICIAN DEA OR SSN

KNOWN HISTORY OF PREVIOUS CLOZAPINE TREATMENT

FACILITY DATE AND DURATION REASON FOR STOPPING BRAND

’ ’ ’MYLAN

COMPLETE THIS INFORMATION ON PATIENTS TRANSFERRING TO VA FACILITY

TRANSFERRING FACILITY TRANSFERRING PHYSICIAN START STOP MONITOR STATUS

’ ’ ’ 7 DAY
TO

THE TRANSFERRING FACILITY / PHYSICIAN HAS BEEN CONTACTED AND HAS VERIFIED THAT THIS PATIENT:

[ HAS BEEN RECEIVING CLOZAPINE AND HAS AN ACTIVE CLOZAPINE PRESCRIPTION FROM THEIR FACILITY
[ HAS NO KNOWN CURRENT MEDICAL PROBLEM THAT WOULD PRECLUDE CONTINUATION OF CLOZAPINE
[ HAS NOT SHOWN A SINGLE WBC DROP OR A TOTAL WBC DROP OF 3000/ mm3 IN THE PAST THREE WEEKS
RECEIVING FACILITY RECEIVING FACILITY CBC/DIFFERENTIAL CLOZAPINE
DOSE (mg/day)
DATE PT. ZIPCODE DATE OF TEST WBC (K/mm3) GRAN (k/mm3)

SIGNATURE BELOW CONFIRMS COMPLIANCE WITH THE FOLLOWING ITEMS:

I AM A VA BOARDED OR BOARD ELIGIBLE PSYCHIATRIST OR NEUROLOGIST AND THE ASSOCIATE DIRECTOR OF CLOZAPINE OR CHIEF OF MENTAL HEALTH AT MY
FACILITY HAS APPROVED ME TO PRESCRIBE CLOZAPINE AND TO ENROLL CLOZAPINE PATIENTS WITHOUT THEIR APPROVAL

| AM COMPLETELY FAMILIAR WITH, UNDERSTAND THE CONTENT OF, AND AGREE TO FOLLOW THE REQUIREMENTS LISTED IN THE FDA APPROVED CLOZAPINE
PACKAGE INSERT AND THE VA CLOZAPINE PATIENT MANAGEMENT PROTOCOL. THIS PATIENT QUALIFIES FOR TREATMENT WITH CLOZAPINE UNDER THE RULES
LISTED IN THOSE DOCUMENTS (SEE PATIENT SELECTION CRITERA FLOWCHART)

I WILL NOT PRESCRIBE CLOZAPINE FOR THIS PATIENT UNTIL | HAVE RECEIVED AUTHORIZATION FROM THE VA NCCC. | WILL PRESCRIBE CLOZAPINE BASED ON A WHITE
BLOOD CELL COUNT DRAWN AND TESTED WITHIN 7 DAYS BEFORE DISPENSING IN ACCORDANCE WITH THE WBC/ANC FLOWCHART. | WILL REPORT THE WHITE BLOOD CELL
COUNT , ABSOLUTE NEUTROPHIL COUNT AND DAILY DOSE VIA FACSIMILE TO THE VA NCCC AT THE BLOOD MONITORING FREQUENCY REQUIRED BY THE FDA.. IF THE
PATIENT IS DISCONTINUED, | WILL THE REPORT REASON FOR TERMINATION AND THE PATIENT'S WBC COUNT FOR FOUR FOLLOWUP WEEKS, IF THE PATIENT COMPLIES.

IF | HAVE REQUESTED 14 DAY OR 28 DAY MONITORING ON THIS APPLICATION, | HAVE REVIEWED ALL AVAILABLE INFORMATION AND HAVE DETERMINED THAT THE PATIENT
MEETS THE QUALIFICATION REQUIREMENTS FOR LONGER INTERVALS BETWEEN BLOOD TEST (SEE QUALIFICATION FLOW CHART IN THE FDA PACKAGE ENCLOSURE). |
UNDERSTAND THAT IF THE FDA CLOZAPINE REGISTRY HAS INFORMATION WHICH DISQUALIFIES THE PATIENT FROM LONGER BLOOD MONITOR INTERVALS, | MUST SUPPLY
THE SUPPORTING INFORMATION TO THE VA NCCC BEFORE MY REQUESTED MONITORING STATUS CAN BE APPROVED.

-

I HAVE INFORMED THE PATIENT VHA MAY DISCLOSE INDIVUALLY IDENTIFIABLE INFORMATION TO THE FDA OR PERSON SUBJECT TO THE JURISDICTION OF THE FDA WITH
RESPECT TO AN FDA REGULATED PRODUCT FOR PURPOSE OF ACTIVITIES RELATED TO THE QUALITY, SAFETY, OR EFFECTIVENESS OF CLOZPINE. IN ADDITION, A VALID
CONSENT FORM FOR FOR USE OF CLOZAPINE IS ON-FILE IN THE PATIENT'S ELECTRONIC MEDICAL RECORD AT THIS FACILITY (iMedConsent)

-

| UNDERSTAND THAT BECAUSE OF ITS POTENTIAL TO CAUSE SERIOUS ILLNESS AND DEATH, CLOZAPINE SHOULD ONLY BE USED WHEN EFFICACIOUS. | AGREE TO REVIEW
THE STATUS OF THIS PATIENT REGULARLY TO INSURE CLOZAPINE IS BEING USED SAFELY AND EFFECTIVELY

PHYSICIAN’S PRINTED NAME PHYSICIAN’S SIGNATURE PHONE DATE

NCCC APPROVAL COMMENTS AND WARNINGS CLOZAPINE NUMBER DATE

sérsoos  10-0363
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APPENDIX B

VA FORM 10-0363A, SPECIAL VA APPLICATION TO USE CLOZAPINE FOR
UNLABELLED TREATMENT

Below is an embedded copy of Department of Veterans Affairs (VA) Form 10-0363,
Application for VA Clozapine Treatment. The fillable version can also be found on the VA
Forms Intranet web site at http://vaww.va.gov/vaforms. This is to be used for local reproduction.
This form will not be stocked by the Hines Service and Distribution Center.

You should use the latest version of Adobe Acrobat Reader to view this form.

VA Form
10-0363a-fill. pdf

B-1


http://vaww.va.gov/vaforms

\: N TGOS  SPECIAL VA APPLICATION TO USE CLOZAPINE FOR UNLABELED PURPOSES

PATIENT NAME (Last, First, Middle Initial) SOCIAL SECURITY NUMBER DATE

VA MEDICAL CENTER WARD/CLINIC NAME

SECTION I - COMPLETED BY PHYSICIAN AND SUBMITTED TO THE CLOZAPINE TREATMENT TEAM

1. PRIMARY DIAGNOSIS:

2. SPECIFY WHICH SYMPTOM OR SET OF SYMPTOMS WILL BE TREATED

3. STUDIES SUPPORTING USE OF CLOZAPINE TO TREAT THIS DIAGNOSIS/SYMPTOM(S)

4. SPECIAL PATIENT CIRCUMSTANCES WHICH ENCOURAGE OR DISCOURAGE CLOZAPINE TREATMENT(i.e. Risk
vs Benefit, Quality of Life issues, Drug Interactions)

5. ALTERNATIVES TO CLOZAPINE TREATMENT (Include risks / benefits)

6. SPECIFY AN OBJECTIVE MEASURE(i.e. Rating Scales for Movement Disorders of Psychoses) THAT WILL BE USED TO
RATE THE EFFICACY OF CLOZAPINE TREATMENT AFTER AN INITIAL 2 MONTH TRAIL AND INDICATE THE AMOUNT
OF IMPROVEMENT EXPECTED

REQUIRED ATTACHMENTS:
Selection Criteria for Clozapine Treatment
SIGNATURE OF ATTENDING PHYSICIAN Abstracts of Referenced Articles

Baseline Objective Measurement\
Consultations with other services

Special VA Consent Form

VA FORM 10-0363A Page 1 of 2
NOV 2008





PATIENT NAME (Last, First, Middle Initial)

SOCIAL SECURITY NUMBER

DATE

VA MEDICAL CENTER

WARD/CLINIC NAME

SECTION II - COMPLETED BY CLOZAPINE TREATMENT TEAM AND SUBMITTED TO THE NATIONAL CLOZAPINE
COORDINATING CENTER, DALLAS, TX

1. THE SPECIAL APPLICATION TO USE CLOZAPINE FOR UNLABELED PURPOSES HAS BEEN REVIEWED BY A CLOZAPINE

TREATMENT TEAM COMPOSED OF:

NAME

SERVICE

NAME

SERVICE

2. THE APPLICATION WAS

[~ APPROVED

[~ DISAPPROVED WITH THE FOLLOWING COMMENTS:

SIGNATURE OF CHIEF, CLOZAPINE TREATMENT TEAM

TELEPHONE

Please attach at least the following documents:

Selection Criteria for Clozapine Treatment
Consultations with other services

Special Application to Use Clozapine (Pig 1)
to:

Abstracts of Referenced Articles
Baseline Objective Measurement
Special Consent Form

National Clozapine Coordinating Center
4500 South Lancaster Road

Dallas TX 75216

Mail Code 116A Facsimile 214-857-0339

If approved, the NCCC will issue a three month temporary authorization number, unless a longer time period is specifically requested. These
numbers cannot be extended, therefore, the final Objective Measurement should be completed, evaluated, and forwarded to the NCCC three
to four weeks before the time period expires so that clozapine can be tapered in a safe manner.

VAFORM 10-0363A
NOV 2008
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APPENDIX C

VA FORM 10-0363B, TERMINATION OF CLOZAPINE TREATMENT

Below is an embedded copy of Department of Veterans Affairs (VA) Form 10-0363B,
Termination of Clozapine Treatment. The fillable version can also be found on the VA Forms
Intranet web site at http://vaww.va.gov/vaforms. This is to be used for local reproduction. This
form will not be stocked by the Hines Service and Distribution Center.

You should use the latest version of Adobe Acrobat Reader to view this form.

VA Form
10-0363b-fill. pdf
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http://vaww.va.gov/vaforms

\.V.:_\ Department of Veterans Affairs TERMINATION OF CLOZAPINE TREATMENT

TERMINATION OF CLOZAPINE TREATMENT MUST BE FORWARDED TO NCCC WHENEVER THE CLOZAPINE TREATMENT IS INTERRUPTED OR
STOPPED FOR >4 DAYS. APPLY FOR NEW AUTHORIZATION NUMBER IF TREATMENT INTERRUPTION EXCEEDS 30 DAYS. IF CONTACT WITH PATIENT
CONTINUES, REPORT WEEKLY WBC COUNT TO THE NCCC FOR 4 WEEKS FOLLOWING TERMINATION DAY.

PATIENT NAME (Last, First, Middle Initial) SOCIAL SECURITY NUMBER CLOZAPINE NUMBER

VA MEDICAL CENTER PRIMARY PHYSICIAN WARD.CLINIC NAME

() INPATIENT
() OUTPATIENT

TERMINATION INFORMATION (Patient data recorded on the date clozapine was stopped)

DATE DOSE (mg/day)

WBC COUNT /ANC COUNT

GAF

MEDICATIONS

REASONS FOR STOPPING CLOZAPINE TREATMENT (Number in order of importance)

SIDE EFFECTS

Miscellaneous Side Effects

Seizures

Confusion/Delirium

Apnea

Neuroleptic Malignant Syndrome (NMS)
Tardive Dyskinesia

ADMINISTRATIVE PROBLEMS

Lithium
Central Nervous System Fever B . .
- - . . enzodiazepines
Drowsiness/Sedation Weight Gain T )
- . . ageme
Dizziness/Vertigo Allergic Reaction 9 i
e Captopril

Patient Noncompliance

MEDICAL PROBLEMS

Refusal of Medication
Misuse of Medication
Failure to Meet Outpatient Appointment

Autonomic Nervous System

Eloped from Inpatient Service

Salivation

Sweating

Visual Disturbances
Priapism

Requested by Patient-No Reason Given

Emergent lliness

Behavior/Control Problems

Increased Violent Behavior/Agitation
Substance Abuse

Hemato/Lymphatic System

Leuko/Neutropenia, Rechallengeable
WBC Count <2000, No Rechallenge
GranuloCount<1000, No Rechallenge
Agranulocytosis<500, No Rechallenge
Elevated Count

Elevated WBC Count

Elevated Platelet Count

Refusal to accept blood draw

VA/VA Facility Restrictions

Discharge from Inpatient, No Outpatient
Distance to VA Too Great for Weekly Visits
Transfer to another VA-Not a Registered Site

Infectious or Parasitic Disease
Neoplasm

Endocrine, Nutritional, or Metabolic Disorder
Blood, or Blood forming Organ Disease
Nervous System Disease

Circulatory Disease

Pulmonary Disease

Digestive System Disease
Genito-Urinary System Disease
Musculoskeletal System Disease

Skin and Subcutaneous Tissue Disease
Injury and Poisoning

Other Physical Conditions

Patient Transfer

Pregnancy

Transfer to State-Run Facility
Transfer to another Federal Facility

Cardiovascular System

DEATH

Resulting from lliness

Other Administrative Problems

Tachycardia
Hypotension
Hypertension
EKG Changes

Registered, Clozapine Never Started
Discontinued by Discretion of Psychiatrist

Drug Response

TREATMENT PROBLEMS

Nausea, Vomiting
Elevated Liver Function Tests

Associated with Agranuloctosis
Secondary to CNS Disease
Secondary to Cardiac Disease
Secondary to Gastrointestinal Disease
Secondary to Renal Disease

Tegretol

Dilantin

Chest ____|Poor Response, Trial Less Than 8 Weeks Secondary to Pulmonary Disease
Digestive System Poor Response, Trial Greater Than 8 Weeks Not Resulting from lliness
Constipation Drug Interaction Accidental Injury resulting in Death

Suicide
Sudden Death - Etiology Unknown

OTHER PROBLEMS, REASONS, OR EXPLANATIONS

SUBMITTER / CTT REPRESENTATIVE SIGNATURE

TERMINATION REPORT DATE

TELEPHONE NUMBER

VAFORM 10-0363B
APR 2007
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APPENDIX D

VA FORM 10-0363C, BRIEF PSYCHIATRIC RATING SCALE-ANCHORED (BPRS-A)

Below is an embedded copy of Department of Veterans Affairs (VA) Form 10-0363C, Brief
Psychiatric Rating Scale-Anchored (BPRS-A). The fillable version can also be found on the VA
Forms Intranet web site at http://vaww.va.gov/vaforms. This is to be used for local reproduction.
This form will not be stocked by the Hines Service and Distribution Center.

You should use the latest version of Adobe Acrobat Reader to view this form.

VA Form
10-0363c-fill. pdf
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http://vaww.va.gov/vaforms

BRIEF PSYCHIATRIC RATING SCALE - ANCHORED
(BPRS-A)

\Y2) Department of Veterans Affairs

RECOMMENDED FREQUENCY (complete by the attending physician)

[_ 1. BEFORE STARTING CLOZAPINE [_ 2. AFTER 6 WEEKS OF TREATMENT [_ 3. AFTER 12 WEEKS OF TREATMENT [_ 4. EVERY 3 MONTHS THEREAFTER

PATIENT NAME (Last, First, Middle Initial) SOCIAL SECURITY NUMBER CLOZAPINE NUMBER
VAMC: ATTENDING PSYCHIATRIST
INTERVIEWER / RATER SERVICE INTERVIEW DATE | TREATMENT (WKS) | DOSE (MG/DAY)
( INPATIENT ’ ’
( OUTPATIENT

DIRECTIONS: There are 19 items to be rated. Half of the items (3, 4, 6, 7, 13, 14, 16, 17, 18, and 19) should be rated on the basis of reported (i.e.
subjective) information pertaining to the past 3 days. For these items 1 = Not Reported.

1. SOMATIC CONCERN: Degree of concern over present bodily health is perceived as problem by the patient, whether the complaints have a realistic
basis or not. Do not rate mere reporting of somatic symptoms. Rate only concerns for (or worrying about) physical problems (real or imagined).

[T 1.NOT REPORTED

[_ 2.VERY MILD Occasionally is somewhat concerned about body, symptoms, or physical illness.
[_ 3.MILD Occasionally is moderately concerned about body, or often is somewhat concerned.
[_ 4 MODERATE Occasionally is very concerned, or often is moderately concerned.

[~ 5.MODERATELY SEVERE Often is very concerned.

[ 6.SEVERE Is very concerned.

[_ 7.VERY SEVERE Is very concerned nearly all of the time.

2. ANXIETY: Worry, fear, or over concern for present or future. Rate solely on the basis of verbal report of the patient's own subjective experiences. Do
not infer anxiety from physical signs or from neurotic defense mechanisms. Do not rate if restricted to somatic concern.

[T 1.NOT REPORTED

[ 2.VERY MILD Occasionally feels somewhat ansious.

[_ 3.MILD Occasionally feels moderately anxious, or often feels somewhat anxious.
[_ 4 MODERATE Occasionally feels very anxious, or often feels moderately anxious.

[~ 5.MODERATELY SEVERE Often feels very anxious.

[~ 6.SEVERE Feels anxious most of the time.

[_ 7.VERY SEVERE Feels very anxious nearly all of the time.

3. EMOTIONAL WITHDRAWAL: Deficiency in relating to the interviewer and to the interview situation. Overt manifestations of this deficiency include
poor/absence of eye contact, failure to orient oneself physically toward the interviewer, and a general lack of involvement or engagement in the interview.
Distinguish from BLUNTED AFFECT, in which deficits in facial expression, body gesture, and voice pattern are scored.

[T 1.NOT REPORTED

[_ 2.VERY MILD Occasionally exhibits poor eye contact.

[~ 3.MILD As above, but more frequent.

[_ 4 MODERATE Little eye contact, but still seems engaged in the interview and appropriately responsive to all questions.

[_ 5.MODERATELY SEVERE States at floor or orients self away from interviewer, but seems moderately engaged.

[_ 6. SEVERE As above, but more persistent or pervasive.

[— 7 VERY SEVERE Appeared "spacy" or "out of it" (total absence of emotional relatedness) and is disproportionately uninvolved

or unengaged in the interview (DO NOT SCORE IF EXPLAINED BY DISORIENTATION.

4. CONCEPTUAL DISORGANIZATION: Degree of speech incomprehensibility. Include any type of formal thought disorder (e.g., loose associations,
incoherence, flight of ideas, neologisms). DO NOT include mere circumstantiality or pressured speech, even if marked. DO NOT rate on the patient's
subjective impressions (e.g., "My thoughts are racing: " "I can't hold a thought:" My thinking gets all mixed up"). Rate ONLY on the basis of observations
made during the interview.

[T 1.NOT REPORTED

[_ 2.VERY MILD Somewhat vague, but of doubtful clinical significance.

[_ 3.MILD Frequently vague, but the interview is able to progress.

[_ 4 MODERATE Occasional irrelevant statements, infrequent use of neologisms, or moderate loosening of associations.
[T 5.MODERATELY SEVERE As above, but more frequent.

[_ 6. SEVERE Formal thought disorder is present for most of the interview, and the interview is severely strained.
[ 7.VERY SEVERE Very little coherent information can be obtained.

VA FORM 10-0363C
NOV 2008 Page 1 of 4






PATIENT NAME (Last, First, Middle Initial) SOCIAL SECURITY NUMBER CLOZAPINE NUMBER

5. GUILT FEELINGS: Over concern or remorse for past behavior. Rate on patient's subjective experiences of guilt as evidenced by verbal report. Do not
infer guilt feelings from depression, anxiety, or neurotic defenses.

[ 1.NOT REPORTED

[_ 2.VERY MILD Occasionally feel somewhat guilty.

[_ 3.MILD Occasionally feels moderately guilty , or often feels somewhat guilty.
[_ 4 MODERATE Occasional feels very guilty, or often feels moderately guilty.

[_ 5.MODERATELY SEVERE Often feels very guilty.

[_ 6. SEVERE Feels guilty most of the time or encapsulated delusions of guilt.

[_ 7.VERY SEVERE Agonizing, constant feeling of guilt, or pervasive delusion(s) of guilt.

6. TENSION: Rate motor restlessness (agitation) observed during the interview. DO NOT rate on the basis of subjective experiences reported by
the patient. Disregard suspected pathogenesis (e.g., tardive dyskinesia).

[T 1.NOT REPORTED

[_ 2.VERY MILD Occasionally fidgets.

[_ 3.MILD Occasionally feels moderately guilty , or often feels somewhat guilty.
[_ 4 MODERATE Occasional feels very guilty, or often feels moderately guilty.

[_ 5.MODERATELY SEVERE Constantly fidgets. Wrings hands and pulls clothing.

[_ 6. SEVERE Cannot remain seated. (i.e., must pace).

[ 7.VERY SEVERE Paces in a frantic manner.

7. MANNERISMS AND POSTURING: Unusual and unnatural motor behavior. Rate only abnormality of movements; do not rate simple
heightened motor activity here. Consider frequency, duration, and degree of bizarreness. Disregard suspected pathogenesis.

[~ 1LNOT REPORTED

[_ 2.VERY MILD 0Odd behavior but doubtful clinical significance, e.g., occasional unprompted smiling, infrequent lip movements.

[— 3 MILD Strange behavior but not obviously bizarre, e.g., infrequent heat-tilting (from side to side) in a rhythmic fashion, intermittent abnormal
’ finger movements.

[_ 4. MODERATE Assumes yoga position for a brief period of time, infrequent tongue protrusions, rocking.

[_ 5.MODERATELY SEVERE Assumes and maintains yoga position throughout interview, unusual movements in several body areas.

[_ 6. SEVERE As above, but more frequent, intense, or pervasive.

[ 7.VERY SEVERE Bizarre posturing throughout most of the interview. Continuous abnormal movements in several body areas.

8. GRANDIOSITY: Inflated self esteem (self-confidence), or inflated appraisal of one's talents, powers, abilities, accomplishments, knowledge,
importance, or identity. Do not score mere grandiose quality of claims (e.g., "I'm the worst sinner in the world," "The entire country is trying to kill me")
unless the guilt/persecution is related to some special exaggerated attribute of the individual. Also, the patient must claim exaggerated attributes: e.g., If
patient denies talents, powers, etc., even if he/she states that others indicate that he/she has these attributes, this item should not be scored.

[T 1.NOT REPORTED

[_ 2.VERY MILD Is more confident than most people, but of only possible clinical significance.

[_ 3.MILD Definitely inflated self-esteem or exaggerates talents somewhat out of proportion to the circumstances.

[_ 4 MODERATE Inflated self-esteem clearly out of proportion to the circumstances or suspected grandiose delusion(s).

[_ 5.MODERATELY SEVERE A single (definite) encapsulated grandiose delusion, or multiple (definite) fragmentary grandiose delusion.

[_ 6. SEVERE A single (definite) grandiose delusion/delusional system, or multiple (definite) grandiose delusions that the patient seems preoccupied with.
[_ 7.VERY SEVERE As above, but nearly all conversation is directed towards the patient's grandiose delusion(s).

9. DEPRESSIVE MOOD: Subjective report of feeling depressed, blue "down in the dumps," etc. Rate only the degree of reported depression Do not rate
on the basis of inferences concerning depression based upon general retardation and somatic complaints.

[T 1.NOT REPORTED

[_ 2.VERY MILD Occasionally feels somewhat depressed.

[_ 3.MILD Occasionally feels moderately depressed, or often feels somewhat depressed.
[_ 4 MODERATE Occasionally feels very depressed, or often feels moderately depressed.

[_ 5.MODERATELY SEVERE Often feels very depressed.

[_ 6. SEVERE Feels very depressed most of the time.

[_ 7.VERY SEVERE Feels very depressed nearly all of the time.

VAFORM 10-0363C
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PATIENT NAME (Last, First, Middle Initial) SOCIAL SECURITY NUMBER CLOZAPINE NUMBER

10. HOSTILITY: Animosity, contempt, belligerence, disdain for other people outside the interview situation. Rate solely on the basis of the verbal report of
feelings and actions of the patient toward others. Do not infer hostility from neurotic defenses, anxiety, or somatic complaints.

[~ 1.NOT REPORTED

[_ 2.VERY MILD Occasionally feels somewhat angry.

ﬁ 3.MILD Occasionally feelssomewhat angry, or occasionally feels moderately angry.

[_ 4 MODERATE Occasionally feels very angry, or often feels moderately angry.

[_ 5.MODERATELY SEVERE Often feels very angry.

ﬁ 6. SEVERE Has acted on his anger by becoming verbally or physically abusive on one or two occasions.
[ 7.VERY SEVERE Has acted on his anger on several occasions.

11. SUSPICIOUSNESS: Belief (delusional or otherwise) that others have now, or have had in the past, malicious or discriminatory intent toward the
patient. On the basis of verbal report, rate only those suspicions which are currently held whether they concern past or present circumstance.

[T 1.NOT REPORTED

[_ 2.VERY MILD Rare instances of distrustfulness which may or may not be warranted by the situation.

[_ 3.MILD Occasional instances of suspiciousness that are definitely not warranted by the situation.

[_ 4 MODERATE More frequent suspiciousness, or transient ideas of reference.

[_ 5.MODERATELY SEVERE Pervasive suspiciousness, or frequent ideas of reference.

[_ 6. SEVERE Definite delusion(s) of reference or persecution that is (are) not wholly pervasive (e.g., an encapsulated delusion).
[_ 7.VERY SEVERE As above, but more widespread, frequent, or intense.

12. HALLUCINATORY BEHAVIOR: Perceptions (in any sense modality) in absence of identifiable external stimulus. Rate only experiences that have
occurred during the last week. DO NOT rate "voices in my head" or "visions in my mind" unless the patient can differentiate between these experiences and
his or her thoughts.

[T 1.NOT REPORTED

[_ 2.VERY MILD Suspected hallucinations only.

[_ 3.MILD Definite hallucinations, but insignificant, infrequent, or transient (e.g., occasional formless visual hallucinations, a voice calling the patient's
[_ 4 MODERATE %asnﬁﬂ)ve, but more frequent or extensive (e.g., frequently sees the devil's face, two voices carry on a lengthy conversation).

[_ 5.MODERATELY SEVERE Hallucinations are experienced nearly every day, or are a source of extreme distress.

[_ 6. SEVERE As above and has had a moderate impact on the patient's behavior (e.g., concentration difficulties leading to impaired work functioning).
[_ 7.VERY SEVERE As above, and has had a severe impact (e.g., attempts suicide in response to command hallucinations.

13. MOTOR RETARDATION: Reduction in energy level evidenced in slowed movements. Rate on the basis of observed behavior of the patient only. Do
not rate on the basis of the patient's subjective impression of his or her own energy level.

[T 1.NOT REPORTED

[ 2.VERY MILD Of doubtful clinical significance.

[_ 3.MILD Conversation is somewhat retarded, movements somewhat slowed.

[~ 4MODERATE Conversation is notably retarded but not strained.

[_ 5.MODERATELY SEVERE Conversation is strained, moves very slowly.

[ 6.SEVERE Conversation is difficult to maintain, hardly moves at all.

[_ 7.VERY SEVERE Conversation is almost impossible, does not move at all throughout the interview.

14. UNCOOPERATIVENESS: Evidence of resistance, unfriendliness, resentment, and lack of readiness to cooperate with the interviewer. Rate solely on
the basis of the patient's attitude and responses to the interviewer and the interview situation. Do not rate on the basis of reported resentment or
uncooperativeness outside the interview situation.

[~ 1.NOT REPORTED

[ 2.VERY MILD Does not seem motivated.

[~ 3.MILD Seems evasive in certain areas.

[~ 4MODERATE As above, but evasive in many areas.

[_ 5.MODERATELY SEVERE Expresses resentment and is unfriendly throughout the interview.
[_ 6. SEVERE Refuses to answer a number of questions.

[ 7.VERY SEVERE Refuses to answer most questions.

VAFORM 10-0363C
NOV 2008 Page 3 of 4





PATIENT NAME (Last, First, Middle Initial) SOCIAL SECURITY NUMBER CLOZAPINE NUMBER

has acted on his or her beliefs.

[~ 1.NOT REPORTED

[ 2.VERY MILD

[~ 3.MILD

[~ 4MODERATE

[ 5.MODERATELY SEVERE
[~ 6. SEVERE

[ 7.VERY SEVERE

15. UNUSUAL THOUGHT CONTENT: Severity of delusions of any type -- consider conviction, and effect on actions. Assume ful conviction if patient

Delusion(s) suspected or likely.

At times, patient questions his or her belief(s) (partial delusion).

Full delusional conviction, but delusion(s) has little or no influence on behavior.

Full delusional conviction, but delusion(s) has only occasional impact on behavior.

Delusion(s) has significant effect, e.g., neglects responsibilities because of preoccupation with belief that he/she is God.
Delusion(s) has major impact, e.g., stops eating because believes food is poisoned.

[T 1.NOT REPORTED

[~ 2.VERY MILD

[~ 3.MILD

[ 4MODERATE

[ 5MODERATELY SEVERE
[ 6.SEVERE

[ 7.VERY SEVERE

16. BLUNTED AFFECT: Diminished affective responsivity, as characterized by deficits in facial expression, body gesture, and voice pattern. Distinguish
from EMOTIONAL WITHDRAWAL, in which the focus is on interpersonal impairment rather that affect. Consider degree and consistency of impairment.

Occasionally seems indifferent to material that is usually accompanied by some show of emotion.

Somewhat diminished facial expression or somewhat monotonous voice or somewhat restricted gestures.

As above, but more intense, prolonged, or frequent.

Flattening of affect, including at least two of the three features: Severe lack of facial expression, monotonous voice, or restricted body
Profound flattening affect.

Totally monotonous voice and total lack of expressive gestures throughout the evaluation.

grandiose delusions.

[T 1.NOT REPORTED

[ 2.VERY MILD

[~ 3.MILD

[~ 4MODERATE

[ 5MODERATELY SEVERE
[ 6.SEVERE

[ 7.VERY SEVERE

17. EXCITEMENT: Heightened emotional tone, including irritability and expansiveness (Hypomanic affect). Do not infer affect from statements of

Of doubtful clinical significance.

Irritable or expansive at times.

Frequently irritable or expansive.

Constantly irritable or expansive, or at times enraged or euphoric.
Enraged or euphoric throughout most of the interview.

As above, but to such a degree that the interview must be terminated prematurely.

[T 1.NOT REPORTED

[ 2.VERY MILD

[ 3.MILD

[~ 4MODERATE

[ 5.MODERATELY SEVERE
[~ 6.SEVERE

[ 7.VERY SEVERE

18. DISORIENTATION: Confusion or lack of proper association for person, place, or time

Seems somewhat confused.

Indicates 1989 when in fact it is 1991.
Indicates 1978.

Is unsure where he/she is.

Has no idea where he/she is.

Does not know who he/she is.

CLINICAL GLOBAL IMPRESSION CLINICAL GLOBAL EVALUATION
SEVERITY OF ILLNESS OVERALL THERAPEUTIC EFFECT SINCE PATIENT STARTED ON CLOZAPINE

[~ 1.NORMAL [~ 1. VERY MUCH IMPROVED

[~ 2. BORDERLINE MENTALLY ILL [~ 2.MUCH IMPROVED

[~ 3.MILDLY ILL [~ 3. MINIMALLY IMPROVED

[~ 4. MODERATELY ILL [~ 4. UNCHANGED

[ 5.MARKEDLY ILL [~ 5, MINIMALLY WORSE

[~ 6.SEVERELY ILL 6. MUCH WORSE

7. AMONG THE MOST EXTREMELY
[ ILL PATIENTS [~ 7. VERY MUCH WORSE

VAFORM 10-0363C
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APPENDIX E

VA FORM 10-0363D, ABNORMAL INVOLUNTARY MOVEMENT SCALE (AIMS)

Below is an embedded copy of Department of Veterans Affairs (VA) Form 10-0363D,
Abnormal Involuntary Movement Scale (AIMS). The fillable version can also be found on the
VA Forms Intranet web site at http://vaww.va.gov/vaforms. This is to be used for local
reproduction. This form will not be stocked by the Hines Service and Distribution Center.

You should use the latest version of Adobe Acrobat Reader to view this form.

VA Form
10-0363d-fill. pdf

E-1


http://vaww.va.gov/vaforms

Y2\ Department of Veterans Affairs ABNORMAL INVOLUNTARY MOVEMENT SCALE (AIMS)

RECOMMENDED FREQUENCY (complete by the attending physician)

[_ 1. BEFORE STARTING CLOZAPINE [_ 2. AFTER 6 WEEKS OF TREATMENT [_ 3. AFTER 12 WEEKS OF TREATMENT [_ 4. EVERY 3 MONTHS THEREAFTER

PATIENT NAME (Last, First, Middle ntia) SOCIAL SECURITY NUMBER CLOZAPINE NUMBER
INTERVIEWER / RATER SERVICE INTERVIEW DATE | TREATMENT (WKS) | DOSE (MG/DAY)
(' INPATIENT ’ ’
() OUTPATIENT

DIRECTIONS: Complete the following examination procedure before making ratings.

1. Ask patient whether there is anything in mouth(Z.e., gum, candy, etc.), and if there is, to remove it.

2. Ask patient about the current condition of his/her teeth. Ask if patient wears dentures. Do teeth or dentures bother patient now?

3. Ask whether patient notices any movements in mouth, face hands, or feet. If yes, ask to describe and to what extent they currently bother
patient or interfere with activities.

4. Have patient sit in char with hands or knees, legs slightly apart, and feet flat on floor.(Look at entire body for movements while in this
position.)

5. Ask patient to sit with hands hanging unsupported. If male, between legs, if female and wearing a dress, hanging over knees (Observe
hands and other body areas.)

6. Ask patient to open mouth (Observe tongue at rest within mouth.) Do this twice.

7. Ask patient to protrude tongue. (Observe abnormalities of tongue movement.) Do this twice.

8. Ask patient to tap thumb, with each finger, as rapidly as possible for 10-15 seconds, separately with right hand, then with left hand.
(Observe facial and leg movements).

9. Flex and extend patient's left and right arms (one at a time). (Note any rigidity separately.)

10.Ask patient to stand up (Observe in profile. Observe all body areas again, hips included.)

11.Ask patient to extend both arms outstretched in front with palms down. (Observe trunk, legs, and mouth.)

12.Have patient walk a few paces, turn, and walk back to chair. (Observe hands and gait.) Do this twice.

FOR MOVEMENT RATINGS, SCORE HIGHEST SEVERITY OBSERVED. RATE MOVEMENTS THAT OCCUR UPON
ACTIVIATION ONE VALUE LESS THAN THOSE OBSERVED SPONTANEOUSLY

FACIAL AND ORAL MOVEMENTS (Dentures Removed) NONE | MIN [ MILD | MOD | SEV
1. MUSCLES OF FACIAL EXPRESSION: 0 1 2 3 4
Movements of Forehead, Eyebrows, Periorbital Area, Cheeks; include growing, Blinking, Smiling, Grimacing C C C C C
. . . 0 1 2 3 4
2. LIPS AND PERIORAL AREA: Puckering, Pouting, Smackin;
s Tomme s Cc _|c |lc |c |c
3. JAW: Biting, Clenching, Chewing, Mouth Opening, Lateral Movements 0 1 2 3 4
C Cc | | |C
4. TONGUE: 0 1 2 3 4
Rate Only Increase in Movement both In and Out of Mouth, NOT Inability to Sustain Movement C C C C C
EXTREMITY MOVEMENTS
5. UPPER (Arms, Wrists, Fingers): 0 1 2 3 4
Include Choreic Movements(rapid, objectively, purposeless, irregular, spontaneous) and/or Athetoid Movements
(slow, irregular, complex, serpentine). DO NOT Include Tremor(repetitive, regular, rhythmic)
6. LOWER(Legs, Knees, Ankles, Toes): 0 1 2 3 4
Lateral Knee Movement, Foot Tapping, Heel Dropping, Foot Squirming, Inversion and Eversion of Foot. C C C C
TRUNK MOVEMENTS
7. NECK, SHOULDERS, HIPS: Rocking, Twisting, Squirming, Pelvic Gyrations 0 1 2 3 .
C C | _|C C
GLOBAL JUDGMENTS

8. SEVERITY OF ABNORMAL MOVEMENTS

9. INCAPACITATION DUE TO ABNORMAL MOVEMENTS

10. PATIENT'S AWARENESS OF ABNORMAL MOVEMENTS(Rate Only Patient's Report)

DENTAL STATUS

11. CURRENT PROBLEMS WITH TEETH AND/OR DENTURES

12. DOES PATIENT USUALLY WEAR DENTURES

VAFORM  10-0363 D
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APPENDIX F

VA FORM 10-0363E, WEEKLY TRACKING INFORMATION, NATIONAL
CLOZAPINE COORDINATING CENTER

Below is an embedded copy of Department of Veterans Affairs (VA) Form 10-0363E,
National Clozapine Coordinating Center, Weekly Tracking Information. The fillable version can
also be found on the VA Forms Intranet web site at http://vaww.va.gov/vaforms. This is to be
used for local reproduction. This form will not be stocked by the Hines Service and Distribution
Center.

You should use the latest version of Adobe Acrobat Reader to view this form.

VA Form
10-0363e-fill. pdf

F-1


http://vaww.va.gov/vaforms

NATIONAL CLOZAPINE COORDINATING CENTER

\,“_ Department of Veterans Affairs WEEKLY TRACKING INFORMATION

VA FACILITY NAME MONTH:
WEEK THRU PAGE
SOCIAL INITIAL | WBC DATE WBC | GRAN* Rx DATE DOSE DEA COMMENTS
SECURITY NO.

NOTE: GRANULOCYTE COUNT REQUIRED REPORT EITHER NEUTROPHIL % OR ABSOLUTE NEUTROPHIL COUNT.

VA FORM -
AR 10-0363E
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APPENDIX G

VA FORM 10-0363F, CLOZAPINE TREATMENT TEAM (CTT) DOCUMENTATION

Below is an embedded copy of Department of Veterans Affairs (VA) Form 10-0363F,
Clozapine Treatment Team (CTT) Documentation. The fillable version can also be found on the
VA Forms Intranet web site at http://vaww.va.gov/vaforms. This is to be used for local
reproduction. This form will not be stocked by the Hines Service and Distribution Center.

You should use the latest version of Adobe Acrobat Reader to view this form.

VA Form
10-0363f-fill. pdf

G-1


http://vaww.va.gov/vaforms

'\ Department of Veterans Affairs

CLOZAPINE TREATMENT TEAM (CTT) DOCUMENTATION FORM

Phone 214-857-0068 Fax 214-857-0339

VAMC SITE NAME

VA FACILITY NO.

STREET ADDRESS CITY/ STATE/ ZIP CODE
CONTACTS MEDICAL ISSUES ADMINISTRATIVE ISSUES
NAME
TELEPHONE
FACSIMILE

COMPOSITION OF CLOZAPINE TEAM

REQUIRED MEMBER

MEMBER NAME

DEGREE

TITLE

Chief of Psychiatry

Psychiatry

Pharmacist

Laboratory

Nurse

Other

Other

CERTIFIED PHYSICIANS

NAME

DEA NO.

SOCIAL SECURITY

NUMBER

HRS TRAINING

BOARDED

BOARD ELIGIBLE

QUALITY ASSURANCE PLAN TO INSURE RISK-MANAGMENT PROCEDURES ARE FOLLOWED ACCORDINGLY TO PROTOCOL.

VA FORM 10-0363F
OCT 2008

APPROVED BY

APPROVAL DATE
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