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BL 103234 EPOGEN®/ PROCRIT® (EPOETIN ALFA)

_ Manufactured by Amgen Inc.'
One Amgen Center Drive, Thousand Oaks, CA 91320
Telephone: 805-447-1000

Epogen Marketed and Distributed by: Amgen Inc.
One Amgen Center Drive, Thousand Oaks, CA 91320
Telephone: 805-447-1000

Procrit Marketed and Distributed by: Centocor Ortho Biotech Products, L.P.
850 Ridgeview Drive, Horsham, PA 19044
Telephone: 610-651-6000

RISK EVALUATION AND MITIGATION STRATEGY (REMS)

I GOALS

A. To support informed decisions between patients and their healthcare providers
(HCPs) who are considering treatment with Epogen/Procrit by educating them on
the risks of Epogen/Procrit.

B. For treatment of patients with cancer, the goal of the REMS, as implemented
through the ESA APPRISE (Assisting Providers and cancer Patients with Risk
Information for the Safe use of ESAs {erythropoiesis stimulating agents})
Oncology Program, is to mitigate the risk of shortened overall survival and/or
increased risk of tumor progression or recurrence.

II. REMS ELEMENTS
A. Medication Guides will be provided in accordance with 21 CFR Part 208

In addition to the specific requirements in the elements to assure safe use (sections
C.1.b.iv and C.2.b.iv) that apply to HCPs who prescribe Epogen/Procrit, Medication
Guides will be provided in accordance with 21 CFR Part 208.

B. Communication Plan

Amgen will maintain a communication plan to HCPs to support implementation of this
REMS. :

Healthcare Professional Communication: Amgen will send a Dear Healthcare Provider
Letter or Dear Director of Pharmacy/Administrator Letter (as applicable) to (1) non-

! Amgen Inc. is the licensee under BLA 103234. Although Amgen and Centocor Ortho Biotech have a contractual
agreement under which Centocor Ortho Biotech is to carry out the responsibilities under the REMS for Procrit on
behalf of Amgen, Amgen retains primary responsibility for all actions described in the REMS.
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enrolled HCPs who prescribe’, or prescribe and dispense, Epogen/Procrit for patients
with cancer, and (2) non-enrolled hospitals that dispense Epogen/Procrit for patients with
cancer, instructing them how to receive training and subsequently enroll in the ESA
APPRISE Oncology Program.

ESA APPRISE Oncology Program Website: The website will instruct HCPs to direct
any questions to their local field-based personnel or to the ESA APPRISE Oncology
Program Call Center at 1-866-284-8089. The ESA APPRISE Oncology Program Call
Center provides the following services:

e assistance with program tramning and enrollment
e supports access to program materials
The following materials are part of the REMS and are appended:

¢ Dear Healthcare Provider (DHCP) Letter to HCPs who prescribe, or prescribe
and dispense, ESAs for patients with cancer

e Dear Director of Pharmacy/Administrator Letter to hospitals that dispense
ESAs for patients with cancer

e ESA APPRISE Oncology Program website
e ESA REMS Flashcard

C. Elements to Assure Safe Use

1. Healthcare providers who both prescribe and dispense3 Epogen/Procrit for
patients with cancer in private practice settings are specially certified.

a. Amgen will ensure that appropriately licensed HCPs who both prescribe and
dispense Epogen/Procrit for patients with cancer in private practice settings
are certified.

b. To become specially certified, HCPs must enroll into the ESA APPRISE
Oncology Program by doing the following:

i.  Review the full prescribing information which includes the
Medication Guide.

ii.  Complete the ESA APPRISE Oncology Program Training Module for
Healthcare Providers.

iii. Complete and sign the ESA APPRISE Oncology Program Enrollment
Form for Healthcare Providers and submit it to the ESA APPRISE
Oncology Program Call Center.

2 For the purposes of this REMS, the terms prescribe or prescription include medication orders in the clinic or hospital
settings. )

3 For purposes of this REMS, dispense in a private practice setting includes dispensing for administration in a
prescriber's office or under the supervision of a prescriber, such as in an infusion center.
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C.

iv.

Amgen

il.

iil.

iv.

As a prescriber, agree to provide and review the Medication Guide
with the oncology patient or patient representative at the initiation of
each new course of ESA therapy. After initiation of treatment, and for
as long as treatment continues, provide an Epogen/Procrit Medication
Guide to each oncology patient once a month during regular office
visits—or, if regular office visits occur less frequently than once a
month, at the next regularly scheduled office visit.

Agree to send a completed signed copy of the ESA APPRISE
Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form (or modified version consistent with the
allowable changes) to the ESA APPRISE Oncology Program Call
Center and retain a copy for his/her records.

will:

Provide each enrolled HCP a unique ESA APPRISE Oncology
Program enrollment number, which will be used to confirm
enrollment in the Program.

Ensure that HCPs refrain and re-enroll into the ESA APPRISE
Oncology Program every 3 years, and re-enrollment will be evaluated
by a comprehensive auditing mechanism every 3 years. All HCPs
certified in the ESA APPRISE Oncology Program will be required to
retrain and re-enroll during a 1-year re-enrollment phase beginning at
the 3-year anniversary of the implementation of the ESA APPRISE
Oncology Program. Upon completion of retraining and re-enrollment,
the HCP will maintain the same ESA APPRISE Oncology Program
enrollment number. Failure to re-enroll will result in suspension of
access to Epogen/Procrit.

Maintain a secure and accurate database of certified HCPs in the ESA
APPRISE Oncology Program.

Ensure that printed copies of the Epogen/Procrit Medication Guides
are available upon request through the ESA APPRISE Oncology
Program Call Center.

Ensure that, as part of the enrollment process, HCPs receive the
following materials that are part of the ESA APPRISE Oncology
Program and are appended to this REMS:

e ESA APPRISE Oncology Program Enrollment Form for
Healthcare Providers

e ESA APPRISE Oncology Program Training Module for
Healthcare Providers

e ESA APPRISE Oncology Program Healthcare Provider
Flashcard
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e Epogen/Procrit Medication Guides

¢ The ESA APPRISE Oncology Program Patient and Healthcare
Professional (HCP) Acknowledgment Form

e  HCP Program Starter Kit

2. Healthcare providers who prescribe Epogen/Procrit for patients with cancer in
hospitals are specially certified.

a. Amgen will ensure that appropriately licensed HCPs who prescribe
Epogen/Procrit for patients with cancer in hospitals are certified.

b. To become specially certified, HCPs must enroll into the ESA APPRISE '
Oncology Program by doing the following:

i.  Review the full prescribing information which includes the
Medication Guide.

ii. Complete the ESA APPRISE Oncology Program Training Module for
Healthcare Providers.

iii.  Complete and sign the ESA APPRISE Oncology Program Enroliment
Form for Healthcare Providers and submit it to the ESA APPRISE
Oncology Program Call Center.

iv.  Agree to provide and review the Medication Guide with the oncology
patient or patient representative at the initiation of each new course of
ESA therapy. After initiation of treatment, and for as long as
treatment continues, provide an Epogen/Procrit Medication Guide to
each oncology patient once a month during regular office visits—or, if
regular office visits occur less frequently than once a month, at the
next regularly scheduled office visit.

v.  Agree to send a completed signed copy of the ESA APPRISE
Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form (or modified version consistent with the
allowable changes) to the Hospital Designee responsible for
maintaining and storing the forms, which may be archived
electronically through an electronic medical record system as long as
they are retrievable.

¢. Amgen will:

1. Provide each enrolled HCP a unique ESA APPRISE Oncology
Program enrollment number, which will be used to confirm
enrollment in the Program.

1. Ensure that HCPs retrain and re-enroll into the ESA APPRISE
Oncology Program every 3 years, and re-enrollment will be evaluated
by a comprehensive auditing mechanism every 3 years. All HCPs
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certified in the ESA APPRISE Oncology Program will be required to
retrain and re-enroll during a 1-year re-enrollment phase beginning at
the 3-year anniversary of the implementation of the ESA APPRISE
Oncology Program. Upon completion of retraining and re-enroliment,
the HCP will maintain the same ESA APPRISE Oncology Program
enrollment number. Failure to re-enroll will resuit in suspension of
access to Epogen/Procrit.

iii. Maintain a secure and accurate database of certified HCPs in the ESA
APPRISE Oncology Program.

iv. Ensure that printed copies of the Epogen/Procrit Medication Guides
are available upon request through the ESA APPRISE Oncology
Program Call Center."

v. Ensure that, as part of the enrollment process, HCPs receive the
following materials that are part of the ESA APPRISE Oncology
Program and are appended to this REMS:

e ESA APPRISE Oncology Program Enrollment Form for
Healthcare Providers

e ESA APPRISE Oncology Program Training Module for
Healthcare Providers

¢ ESA APPRISE Oncology Program Healthcare Provider
Flashcard :

e Epogen/Procrit Medication Guides

e The ESA APPRISE Oncology Program Patient and Healthcare
Professional (HCP) Acknowledgment Form

3. Hospitals that dispense Epogen/Procrit for patients with cancer are specially
certified.

a. Amgen will ensure that hospitals that dispense Epogen/Procrit are certified
through the hospital site level enrollment in the ESA APPRISE Oncology

Program.

b. To become specially certified, a Hospital Designee (e.g., pharmacy director,
Head of Hematology/Oncology, or other appointed designee) must enroll into
the ESA APPRISE Oncology Program by doing the following:

i.  Complete the ESA APPRISE Oncology Program Training Module for
Hospital Designees.

ii.  Agree to assume the authority and responsibility to internally
coordinate and oversee the ESA APPRISE Oncology Program
requirements in their hospital.
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C.

i.  Agree to establish or oversee the establishment of a system, order sets,
protocols, or other measures designed to ensure that the hospital is in
compliance with the ESA APPRISE Oncology Program, such that:

i. Epogen/Procrit is only dispensed to patients with cancer after
verifying:
1. that the healthcare provider who prescribed

Epogen/Procrit for patients with cancer has enrolled in
the ESA APPRISE Oncology Program; and

2. the discussion between the patient and ESA APPRISE
Oncology Program-enrolled prescriber on the risks of
Epogen/Procrit therapy is documented by patient and
prescribe; signatures on the ESA APPRISE Oncology
Program Patient and Healthcare Professional (HCP)
Acknowledgment Form prior to initiation of each new
course of Epogen/Procrit therapy.

ii. If an HCP that prescribes Epogen/Procrit is not enrolled in the
ESA APPRISE Oncology Program, the prescriber will be
notified that he/she is not able to prescribe Epogen/Procrit for
patients with cancer.

iv.  Oversee compliance with program monitoring and auditing to assess
the effectiveness of the ESA APPRISE Oncology Program.

v.  Maintain evidence of compliance with the ESA APPRISE Oncology
Program for monitoring and auditing purposes, as follows:

e a list of each healthcare provider in my hospital who prescribes
Epogen/Procrit for cancer patients

e documentation (i.e., unique enroliment ID number) that each
HCP in my hospital who prescribes Epogen/Procrit for patients
with cancer is enrolled in the ESA APPRISE Oncology

Program

e documentation of the risk:benefit discussion between certified
prescriber and patient by archival storage of the ESA APPRISE
Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form for each cancer patient for whom an
Epogen/Procrit prescription was filled

vi.  Complete and sign the ESA APPRISE Oncology Program Enrollment
Form for Hospitals and submit it to the ESA APPRISE Oncology

Program Call Center.

Amgen will:
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i

ii.

1ii.

iv.

Provide each hospital with a unique ESA APPRISE Oncology
Program enrollment number that will be used to confirm enrollment in

the Program.

Ensure hospitals retrain and re-enroll into the ESA APPRISE
Oncology Program every 3 years, and re-enrollment will be evaluated
by a comprehensive auditing mechanism every 3 years. All hospitals
certified in the ESA APPRISE Oncology Program will be required to
retrain and re-enroll during a 1-year re-enrollment phase beginning at
the 3-year anniversary of the implementation of the ESA APPRISE
Oncology Program. Upon completion of retraining and re-enrollment,
the hospital will maintain the same ESA APPRISE Oncology Program
enrollment number. Failure to re-enroll will result in suspension of
access to Procrit/Epogen for that hospital.

Ensure that the ESA APPRISE Oncology Program Call Center
maintains a secure and accurate database of certified hospitals in the
ESA APPRISE Oncology Program.

Ensure that, as part of the enrollment process, the Hospital Designee
receives the following materials that are part of the ESA APPRISE
Oncology Program and are appended to this REMS:

e ESA APPRISE Oncology Program Enroliment Form for
Hospitals

e ESA APPRISE Oncology Program Training Module for
Hospital Designees

e ESA APPRISE Oncology Program Hospital Process Overview
Flashcard

e HCP Program Starter Kit

4. Epogen/Procrit will be dispensed to patients with cancer with evidence or other
documentation of safe-use conditions.

Amgen will ensure that certified hospitals and certified HCPs agree to only dispense
Epogen/Procrit to patients with cancer once the risk:benefit discussion has occurred and
the patient has signed a statement with their certified HCP (the ESA APPRISE Oncology
Program Patient and Healthcare Professional [HCP] Acknowledgment Form) prior to the
initiation of a new course of ESA therapy.

The ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form is part of the REMS and is appended.

D. Implementation System
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The Implementation System includes the following:

1.

Amgen will monitor compliance with documentation of the risk:benefit discussion
and completion of the ESA APPRISE Oncology Program Patient and Healthcare
Professional (HCP) Acknowledgment Form and will work to improve
implementation of these elements if non-compliance is identified.

a. Amgen will allow certain changes to the ESA APPRISE Oncology Program

Patient and Healthcare Professional (HCP) Acknowledgment Form to ensure
that the form can be adapted by hospitals and private practices to be
compatible with their existing systems. The allowable formatting-related
changes are:

1. Removal of title instruction and footnoted text

ii. Addition of patient identifier and/or clinic/hospital identifiers (e.g.,
name and/or logo, barcodes)

iti. Changes to make the form compatible with existing systems,
including electronic- and paper-based systems

The content in the Patient Acknowledgment and Healthcare Professional
sections of the form cannot be changed. No content can be added or removed
from these sections.

The Guidelines for Patient Acknowledgment Form Integration within
Healthcare Systems and Clinics is part of the REMS and is appended.

. The ESA APPRISE Oncology Program will conduct monitoring of all private

practice-based clinics to determine compliance rates (i.e., the number of
patient- and HCP-signed Acknowledgment Forms returned to the ESA
APPRISE Oncology Program Call Center compared to the number of patients
initiating a new course of ESA therapy based on the amount of ESAs
purchased) with section I1.C.1 of this REMS and identify those HCPs in
clinics with the poorest compliance rates. The ESA APPRISE Oncology
Program will identify and audit at least 10% of the least compliant private-
practice clinics with certified HCPs who prescribe ESAs to patients with
cancer in the U.S. The private practice-based clinics will be audited by the
ESA APPRISE Oncology Program to demonstrate evidence of compliance
with the program including:

1. That the number of ESA prescribers who prescribe ESAs in the
Private Practice-based clinic is not greater than the number of HCPs
in the private-practice based setting that are certified in the ESA
APPRISE Oncology Program (by unique ESA APPRISE Oncology
Program enrollment number).

ii. That the number of patient- and HCP-signed Acknowledgment Forms
returned to the ESA APPRISE Oncology Program Call Center is not
less than the number of patients initiating a new course of ESA
therapy. For the audits to be effective, private practiced based clinics
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will implement a means to determine the total number of individual
patients that received Epogen/Procrit based on orders and
prescriptions written.

iii. Each audit will be conducted according to a time schedule that allows
these data to be provided with each REMS assessment.

c. For hospitals, the ESA APPRISE Oncology Program will identify a random
- sample of certified hospitals enrolled in accordance with section I1.C.3 of this
REMS (at least 25). These hospitals will be audited by the ESA APPRISE
Oncology Program to demonstrate evidence of compliance with the Program
including:

i. That the documentation maintained by hospitals demonstrates that
each HCP in the hospitals who prescribe ESAs for patients with
cancer is certified in the ESA APPRISE Oncology Program (by
unique ESA APPRISE Oncology Program enroliment number).

ii. That the number of patient- and HCP-signed Acknowledgment Forms
retained at the hospital is not less than the number of patients
initiating a new course of ESA therapy. For the audits to be effective,
hospitals will implement a means to determine the total number of
individual patients that received Epogen/Procrit based on orders and
prescriptions written.

tii. For sites that are non-compliant, the ESA APPRISE Oncology
Program will evaluate the reasons for non-compliance.

iv. The audits will be conducted according to a time schedule that allows
these data to be provided with each REMS assessment.

2. Amgen will ensure that distributors will not ship an ESA to a hospital or HCP at a
private practice-based clinic without confirmation from the ESA APPRISE Oncology
Program Call Center that the hospital is certified under Section I1.C.3 or the HCP is
certified under Section I1.C.1 or that certification is not applicable (i.e., that the
hospital does not dispense an ESA for patients with cancer or that the HCP does not
prescribe and dispense an ESA for patients with cancer in a private practice setting).

3. Amgen will monitor HCP enrollment under I1.C.1. on an ongoing basis to evaluate
compliance with the ESA APPRISE Oncology Program enrollment requirements and
will work to improve implementation of this element.

4. Amgen will monitor hospital enrollment under II.C.3 on an ongoing basis to evaluate
compliance with the ESA APPRISE Oncology Program enrollment requirements and
will work to improve implementation of this element.
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Based on monitoring and evaluation of these elements to assure safe use, Amgen will
take reasonable steps to improve implementation of these elements.

E. Timetable for Submission of Assessments of the REMS

Amgen will submit REMS Assessments at 8 months, 1 year, 18 months, 24 months, and
annually thereafter following the initial approval of the REMS. To facilitate inclusion of
as much information as possible while allowing reasonable time to prepare the
submission, the reporting interval covered by each assessment should conclude no earlier
than 60 days before the submission date for that assessment. Amgen will submit each
assessment so that it will be received by the FDA on or before the due date.
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MEDICATION GUIDE

Epogen® (Ee-po-jen)
(epoetin alfa)

Read this Medication Guide:
e  before you start Epogen.
e if you are told by your healthcare provider that there is new information about Epogen.
e if you are told by your healthcare provider that you may inject Epogen at home, read this Medication Guide
each time you receive a new supply of medicine.

This Medication Guide does not take the place of talking to your healthcare provider about your medical condition
or your treatment. Talk with your healthcare provider regularly about the use of Epogen and ask if there is new
information about Epogen.

What is the most important infermation I should know about Epogen?

Using Epogen can lead to death or other serious side effects.

For patients with cancer:

Your healthcare provider has received special training through the ESA APPRISE Oncology Program in order to
prescribe Epogen. Before you can begin to receive Epogen, you must sign the patient-healthcare provider
acknowledgment form. When you sign this form, you are stating that your healthcare provider talked with you
about the risks of taking Epogen.

These risks include that your tumor may grow faster and you may die sooner if you choose to take Epogen.
You should talk with your healthcare provider about:

Why Epogen treatment is being prescribed for you.

What are the chances you will get red blood cell transfusions if you do not take Epogen.

What are the chances you will get red blood cell transfusions even if you take Epogen.
How taking Epogen may affect the success of your cancer treatment.

After you have finished your chemotherapy course, Epogen treatment should be stopped.

For all patients who take Epogen. including patients with cancer or chronic kidnev disease:

¢ Ifyou decide to take Epogen, your healthcare provider should prescribe the smallest dose of Epogen that is
needed to reduce your chance of getting red blood cell transfusions.

*  You may get sertous heart problems such as heart attack, stroke, heart failure, and may die sooner if you
are treated with Epogen to reach a normal or near-normal hemoglobin level.

*  You may get blood clots at any time while taking Epogen. If you are receiving Epogen for any reason and
you are going to have surgery, talk to your healthcare provider about whether or not you need to take a
blood thinner to lessen the chance of blood clots during or following surgery. Clots can form in blood
vessels (veins), especially in your leg (deep venous thrombosis or DVT). Pieces of a blood clot may travel
to the lungs and block the blood circulation in the lungs (pulmonary embolus).

Call your healthcare provider or get medical help right away if you have any of these symptoms of blood clots:
e  Chest pain

e  Trouble breathing or shortness of breath
e Pain in your legs, with or without swelling



A cool or pale arm or leg

Sudden confusion, trouble speaking, or trouble understanding others’ speech

Sudden numbness or weakness in your face, arm, or leg, especially on one side of your body
Sudden trouble seeing

Sudden trouble walking, dizziness, loss of balance or coordination

Loss of consciousness (fainting)

Hemodialysis vascular access stops working

See “What are the possible side effects of Epogen?” below.
What is Epogen?

Epogen is a man-made form of the protein human erythropoietin that is given to reduce or avoid the need for red
blood cell transfusions. Epogen stimulates your bone marrow to make more red blood cells. Having more red blood
cells raises your hemoglobin level. If your hemoglobin level stays too high or if your hemoglobin goes up too
quickly, this may lead to serious health problems which may result in death. These serious health problems may
happen even if you take Epogen and do not have an increase in your hemoglobin level.

Epogen may be used to treat a lower than normal number of red blood cells (anemia) if it is caused by:

e  Chronic kidney disease (you may or may not be on dialysis).
e  Chemotherapy that will be used for at least two months after starting Epogen.
e A medicine called zidovudine (AZT) used to treat HI'V infection.

Epogen may also be used to reduce the chance you will need red blood cell transfusions if you are scheduled for
certain surgeries where a lot of blood loss is expected.

Epogen should not be used for treatment of anemia:

e If you have cancer and you will not be receiving chemotherapy that may cause anemia for at least 2 more
months.
If you have a cancer that has a high chance of being cured.
In place of emergency treatment for anemia (red blood cell transfusions).

Epogen has not been proven to improve quality of life, fatigue, or well-being.

Epogen should not be used to reduce the chance of red blood cell transfusions if:
®  You are scheduled for surgery on your heart or blood vessels
®  Youare able and willing to donate blood prior to surgery

Who should not take Epogen?
Do not take Epogen if you:

e Have cancer and have not been counseled by your healthcare provider regarding the risks of Epogen or if
you have not signed the patient-healthcare provider acknowledgment form before you start Epogen
treatment.

Have high blood pressure that is not controlled (uncontrolled hypertension).

Have been told by your healthcare provider that you have or have ever had a type of anemia called Pure

Red Cell Aplasia (PRCA) that starts after treatment with Epogen or other erythropoietin protein medicines.
e Have had a serious allergic reaction to Epogen.

Do not give Epogen from multidose vials to:
®  Pregnant or breastfeeding women



e Babies
What should I tefl my healthcare provider before taking Epogen?

Epogen may not be right for you. Tell your healthcare provider about all your health conditions, including if
you:

Have heart disease.

Have high blood pressure.

Have had a seizure (convulsion) or stroke.

Have any other medical conditions.

Are pregnant or planning to become pregnant. It is not known if Epogen may harm your unborn baby.
Talk to your healthcare provider about possible pregnancy and birth control choices that are right for you.
If you are pregnant, discuss with your healthcare provider about enrolling in Amgen’s Pregnancy
Surveillance Program or call 1-800-772-6436 (1-800-77-AMGEN).

e  Are breast-feeding or planning to breast-feed. It is not known if Epogen passes into breast milk.

Tell your healthcare provider about all the medicines you take, including prescription and nonprescription
medicines, vitamins, and herbal supplements.

Know the medicines you take. Keep a list of your medicines with you and show it to your healthcare provider when
you get a new medicine.

How should I take Epogen?

See “What is the most important information I should know about Epogen?”

For patients with cancer:

Before you begin to receive Epogen, your healthcare provider will:

e  Ask youto review this Epogen Medication Guide.
e  Explain the risks of Epogen and answer all your questions about Epogen.
¢ Have you sign the patient-healthcare provider acknowledgment form.

For all patients who take Epogen:

e Continue to follow your healthcare provider’s instructions for diet and medicines, including medicines for
high blood pressure, while taking Epogen. :
e  Have your blood pressure checked as instructed by your healthcare provider.
e Ifyou or your caregiver has been trained to give Epogen shots (injections) at home:
o  Be sure that you read, understand, and follow the “Instructions for Use” that come with Epogen.
o Take Epogen exactly as your healthcare provider tells you to. Do not change the dose of Epogen
unless told to do so by your healthcare provider.
o  Your healthcare provider will show you how much Epogen to use, how to inject it, how often it should
be injected, and how to safely throw away the used vials, syringes, and needles.
o If you miss a dose of Epogen, call your healthcare provider right away and ask what to do.
o If youtake more than the prescribed amount of Epogen, call your healthcare provider right away.

What are the possible side effects of Epogen?
Epogen may cause serious side effects.

e See “What is the most important information I should know about Epogen?”



High blood pressure. High blood pressure is a common side effect of Epogen in patients with chronic
kidney disease. Your blood pressure may go up or be difficult to control with blood pressure medicine
while taking Epogen. This can happen even if you have never had high blood pressure before. Your
healthcare provider should check your blood pressure often. If your blood pressure does go up, your
healthcare provider may prescribe new or more blood pressure medicine.

Seizures. If you have any seizures while taking Epogen, get medical help right away and tell your
healthcare provider.

Antibodies to Epogen. Your body may make antibodies to Epogen. These antibodies can block or lessen
your body’s ability to make red blood cells and cause you to have severe anemia. Call your healthcare
provider if you have unusual tiredness, lack of energy, dizziness, or fainting. You may need to stop taking
Epogen.

Serious allergic reactions. Serious allergic reactions can cause a rash over your whole body, shortness of
breath, wheezing, dizziness and fainting because of a drop in blood pressure, swelling around your mouth
or eyes, fast pulse, or sweating. If you have a serious allergic reaction, stop using Epogen and call your
healthcare p.ovider or get medical help right away.

Dangers of giving Epogen to newborns, infants, and pregnant or breastfeeding women. Do not use
Epogen from multi-dose vials in newborns, infants, pregnant or breastfeeding women because the Epogen
in these vials contains benzyl alcohol. Benzyl alcohol has been shown to cause brain damage, other serious
side effects, and death in newborn and premature babies. Epogen that comes in single-dose vials does not
contain benzyl alcohol. See “Who should not take Epogen?”

Common side effects of Epogen include:

joint, muscle, or bone pain

fever

cough

rash

nausea

vomiting

soreness of mouth

itching

headache

redness and pain in the skin where Epogen shots were given

These are not all of the possible side effects of Epogen. Your healthcare provider can give you a more complete list.
Tell your healthcare provider about any side effects that bother you or that do not go away.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should I store Epogen?

Do not shake Epogen.

Protect Epogen from light.

Store Epogen in the refrigerator between 36°F to 46°F (2°C to 8°C).

Do not freeze Epogen. Do not use Epogen that has been frozen.

Throw away multidose vials of Epogen no later than 21 days from the first day that you put a needle into
the vial.

Single-dose vials of Epogen should be used only one time. Throw the vial away after use even if there is
medicine left in the vial.

Keep Epogen and all medicines out of the reach of children.



General information about Epogen

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Use Epogen only
for the condition for which it has been prescribed. Do not give Epogen to other patients even if they have the same
symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about Epogen. If you would like more
information about Epogen, talk to your healthcare provider. You can ask your healthcare provider or pharmacist for
information about Epogen that is written for healthcare professionals. For more information, go to the following
website: www.epogen.com or call 1-800-77-AMGEN.

What are the ingredients in Epogen?
Active Ingredient: epoetin alfa

Inactive Ingredients:
e  Multidose vials contain benzyl alcohol.
e All vials contain albumin (human), sodium citrate, sodium chloride, and citric acid.
e Single-dose vials containing 40,000 Units of Epogen also contain sodium phosphate monobasic
monohydrate and sodium phosphate dibasic anhydrate.

This Medication Guide has been approved by the U.S. Food and Drug Administration.

AMGEN'

Manufactured by:

Amgen Manufacturing Limited, a subsidiary of Amgen Inc.
One Amgen Center Drive

Thousand Oaks, CA 91320-1799

Revised: 06/2011

©1989-2011 Amgen Inc. All rights reserved.
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MEDICATION GUIDE

PROCRIT® (PRO’-KRIT)
(epoetin alfa)

Read this Medication Guide:
- e  before you start PROCRIT.
e if you are told by your healthcare provider that there is new information about PROCRIT.
¢ if you are told by your healthcare provider that you may inject PROCRIT at home, read this Medication
Guide each time you receive a new supply of medicine.

This Medication Guide does not take the place of talking to your healthcare provider about your medical condition
or your treatment. Talk with your healthcare provider regularly about the use of PROCRIT and ask if there is new
information about PROCRIT.

What is the most important information 1 should know about PROCRIT?

Using PROCRIT can lead to death or other serious side effects.

For patients with cancer:

Your healthcare provider has received special training through the ESA APPRISE Oncology Program in order to
prescribe PROCRIT. Before you can begin to receive PROCRIT, you must sign the patient-healthcare provider
acknowledgment form. When you sign this form, you are stating that your healthcare provider talked with you
about the risks of taking PROCRIT.

These risks include that your tumor may grow faster and you may die sooner if you choose to take PROCRIT.

You should talk with your healthcare provider about:

Why PROCRIT treatment is being prescribed for you.

What are the chances you will get red blood cell transfusions if you do not take PROCRIT.
What are the chances you will get red blood cell transfusions even if you take PROCRIT.
How taking PROCRIT may affect the success of your cancer treatment.

After you have finished your chemotherapy course, PROCRIT treatment should be stopped.

For all patients who take PROCRIT, including patients with cancer or chronic kidnev disease:

e Ifyou decide to take PROCRIT, your healthcare provider should prescribe the smallest dose of PROCRIT
that is needed to reduce your chance of getting red blood cell transfusions.

e  You may get serious heart problems such as heart attack, stroke, heart failure, and may die sooner if you
are treated with PROCRIT to reach a normal or near-normal hemoglobin level.

®  You may get blood clots at any time while taking PROCRIT. If you are receiving PROCRIT for any
reason and you are going to have surgery, talk to your healthcare provider about whether or not you need to
take a blood thinner to lessen the chance of blood clots during or following surgery. Clots can form in
blood vessels (veins), especially in your leg (deep venous thrombosis or DVT). Pieces of a blood clot may
travel to the lungs and block the blood circulation in the lungs (pulmonary embolus).

Call your healthcare provider or get medical help right away if you have any of these symptoms of blood clots:

e Chest pain



Trouble breathing or shortness of breath

Pain in your legs, with or without swelling

A cool or pale arm or leg

Sudden confusion, trouble speaking, or trouble understanding others’ speech

Sudden numbness or weakness in your face, arm, or leg, especially on one side of your body
Sudden trouble seeing )

Sudden trouble walking, dizziness, loss of balance or coordination

Loss of consciousness (fainting)

Hemodialysis vascular access stops working

See “What are the possible side effects of PROCRIT ?” below.

What is PROCRIT?

PROCRIT is a man-made form of the protein human erythropoietin that is given to reduce or avoid the need for red
blood cell transfusions. PROCRIT stimulates your bone -narrow to make more red blood cells. Having more red
blood cells raises your hemoglobin level. If your hemoglobin level stays too high or if your hemoglobin goes up too
quickly, this may lead to serious health problems which may result in death. These serious health problems may
happen even if you take PROCRIT and do not have an increase in your hemoglobin level.

PROCRIT may be used to treat a lower than normal number of red blood cells (anemia) if it is caused by:

e  Chronic kidney disease (you may or may not be on dialysis).
¢ Chemotherapy that will be used for at least two months after starting PROCRIT.
¢ A medicine called zidovudine (AZT) used to treat HIV infection.

PROCRIT may also be used to reduce the chance you will need red blood cell transfusions if you are scheduled for
certain surgeries where a lot of blood loss is expected.

PROCRIT should not be used for treatment of anemia:
e If you have cancer and you will not be receiving chemotherapy that may cause anemia for at least 2 more
months.
If you have a cancer that has a high chance of being cured.
In place of emergency treatment for anemia (red blood cell transfusions).

PROCRIT has not been proven to improve quality of life, fatigue, or well-being.

PROCRIT should not be used to reduce the chance of red blood cell transfusions if:
®  You are scheduled for surgery on your heart or blood vessels
®  You are able and willing to donate blood prior to surgery

. Who should not take PROCRIT?
Do not take PROCRIT if you:

e Have cancer and have not been counseled by your healthcare provider regarding the risks of PROCRIT or
if you have not signed the patient-healthcare provider acknowledgment form before you start PROCRIT
treatment.

e Have high blood pressure that is not controlied (uncontrolled hypertension).

e Have been told by your healthcare provider that you have or have ever had a type of anemia called Pure
Red Cell Aplasia (PRCA) that starts after treatment with PROCRIT or other erythropoietin protein
medicines. '



e Have had a serious allergic reaction to PROCRIT.

Do not give PROCRIT from multidose vials to:
e  Pregnant or breastfeeding women
e Babies

What should I tell my healthcare provider before taking PROCRIT?

PROCRIT may not be right for you. Tell your healthcare provider about all your health conditions, including if
you:

Have heart disease.

Have high blood pressure.

Have had a seizure (convulsion) or stroke.

Have any other medical conditions.

Are pregnant or planning to become pregnant. It is not known if PROCRIT may harm your unborn baby.
Talk to your healthcare provider about possible pregnancy and birth control choices that are right for you.
®  Are breast-feeding or planning to breast-feed. It is not known if PROCRIT passes into breast milk.

Tell your healthcare provider about all the medicines you take, including prescription and nonprescription
medicines, vitamins, and herbal supplements.

Know the medicines you take. Keep a list of your medicines with you and show it to your healthcare provider when
you get a new medicine.

How should I take PROCRIT?

See “What is the most important infermation I should know about PROCRIT?”

For patients with eancer:

Before you begin to receive PROCRIT, your healthcare provider will:

®  Ask you to review this PROCRIT Medication Guide.
e  Explain the risks of PROCRIT and answer all your questions about PROCRIT.
e Have you sign the patient-healthcare provider acknowledgment form.

For all patients who take PROCRIT:

® Continue to follow your healthcare provider’s instructions for diet and medicincs, including medicines for
high blood pressure, while taking PROCRIT.
¢ Have your blood pressure checked as instructed by your heaithcare provider.
e Ifyou or your caregiver has been trained to give PROCRIT shots (injections) at home:
o Besure that you read, understand, and follow the “Instructions for Use™ that come with PROCRIT.
o Take PROCRIT exactly as your healthcare provider tells you to. Do not change the dose of PROCRIT
unless told to do so by your healthcare provider.
o Your healthcare provider will show you how much PROCRIT to use, how to inject it, how often it
should be injected, and how to safely throw away the used vials, syringes, and needles.
o If you miss a dose of PROCRIT, call your healthcare provider right away and ask what to do.
o Ifyou take more than the prescribed amount of PROCRIT , call your healthcare provider right away.

What are the possible side effects of PROCRIT?



PROCRIT may cause serious side effects.

See “What is the most important information I should know about PROCRIT?”

High blood pressure. High blood pressure is a common side effect of PROCRIT in patients with chronic
kidney disease. Your blood pressure may go up or be difficuit to control with blood pressure medicine
while taking PROCRIT. This can happen even if you have never had high blood pressure before. Your
healthcare provider should check your blood pressure often. If your blood pressure does go up, your
healthcare provider may prescribe new or more blood pressure medicine.

Seizures. If you have any seizures while taking PROCRIT, get medical help right away and tell your
healthcare provider.

Antibodies to PROCRIT. Your body may make antibodies to PROCRIT . These antibodies can block or
lessen your body’s ability to make red blood cells and cause you to have severe anemia. Call your
healthcare provider if you have unusual tiredness, lack of energy, dizziness, or fainting. You may need to
stop taking PROCRIT.

Serious allergic reactions. Serious allergic reactions can cause a rash over your whole body, shortness of
breath, wheezing, dizziness and fainting because of a drop in blood pressure, swelling around your mouth
or eyes, fast pulse, or sweating. If you have a serious allergic reaction, stop using PROCRIT and call your
healthcare provider or get medical help right away.

Dangers of giving PROCRIT to newborns, infants, and pregnant or breastfeeding women. Do not use
PROCRIT from multi-dose vials in newborns, infants, pregnant or breastfeeding women because the
PROCRIT in these vials contains benzyl alcohol. Benzyl alcohol has been shown to cause brain damage,
other serious side effects, and death in newborn and premature babies. PROCRIT that comes in single-
dose vials does not contain benzyl alcohol. See “Whe should not take PROCRIT?”

Common side effects of PROCRIT include:

joint, muscle, or bone pain

fever

cough

rash

nausea

vomiting

soreness of mouth

itching

headache

redness and pain in the skin where PROCRIT shots were given

These are not all of the possible side effects of PROCRIT. Y our healthcare provider can give you a more complete
list. Tell your healthcare provider about any side effects that bother you or that do not go away.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should I store PROCRIT?

Do not shake PROCRIT.

Protect PROCRIT from light.

Store PROCRIT in the refrigerator between 36°F to 46°F (2°C to §°C).

Do not freeze PROCRIT. Do not use PROCRIT that has been frozen.

Throw away multidose vials of PROCRIT no later than 21 days from the first day that you put a needle into
the vial.



e Single-dose vials of PROCRIT should be used only one time. Throw the vial away after use even if there is
medicine left in the vial.

Keep PROCRIT and all medicines out of the reach of children.
General information about PROCRIT

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Use PROCRIT
only for the condition for which it has been prescribed. Do not give PROCRIT to other patients even if they have
the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about PROCRIT. If you would like more
information about PROCRIT, talk to your healthcare provider. You can ask your healthcare provider or pharmacist
for information about PROCRIT that is written for healthcare professionals. For more information, go to the
following website: www.PROCRIT .com or call 1-888-2ASKOBI (1-888-227-5624).

What are the ingredients in YROCRIT?
Active Ingredient: epoetin alfa

Inactive Ingredients:

e  Multidose vials contain benzyl alcohol.

e All vials contain albumin (human), sodium citrate, sodium chloride, and citric acid.

e Single-dose vials containing 40,000 Units of PROCRIT also contain sodium phosphate monobasic monohydrate
and sodium phosphate dibasic anhydrate.

This Medication Guide has been approved by the U.S. Food and Drug Administration.

Manufactured by:

Amgen Manufacturing Limited, a subsidiary of Amgen Inc.
One Amgen Center Drive
Thousand Qaks, CA 91320-1799

Manufactured for:

Centocor Ortho Biotech Products, L.P.
Raritan, New Jersey 08869-0670

© COBPLP 2000

Printed in U. S. A.
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_/ Centocor Ortho Biotech Products; LR .
Oncology:

Name
Address
City, State Zip

[Date]

Re: IMPORTANT ACTION REQUIRED FOR HEALTHCARE PROVIDERS (HCPs) WHO PRESCRIBE ESAs {erythropoiesis
stimulating agents) FOR PATIENTS WITH CANCER

Dear [Insert First Name] [insert Last Name],

Our records indicate that you have recently been identified as an HCP at [Insert Clinic Name] and you prescribe,
or prescribe and dispense, ESAs to patients with cancer. In order to continue to obtain ESAs through distributors
for use in clinics or to prescribe ESAs for hospitalized patients, you must train and enroll in the ESA APPRISE
Oncology Program at www.esa-apprise.com no later than [insert 90 day enrollment date] or your ability to obtain
ESAs for patients with cancer will be suspended.

As you may be aware, on 16 February 2010, the ESA APPRISE Oncology Program was approved by the FDA as part
of a Risk Evaluation and Mitigation Strategy (REMS) for ESAs. The FDA has determined that a REMS is necessary
for ESAs to ensure that the benefits of these drugs outweigh the risks of shortened overall survival and/or
increased risk of tumor progression or recurrence.

The ESA APPRISE Oncology Program applies to HCPs who prescribe, or prescribe and dispense, and hospitals that
dispense ESAs to patients with cancer. One of the key requirements of the ESA APPRISE Oncology Program is that
any HCP who prescribes, or prescribes and dispenses ESAs for patients with cancer must train and enroll in the
Program. An ESA REMS Flashcard is enclosed to provide a summary of the ESA REMS.

If our records are not accurate or if you have any questions regarding this letter, please contact your local Amgen
or Centocor Ortho Biotech Products, L.P. Field Representative or call the ESA APPRISE Oncology Program Call Center
at 1-866-284-8089 as soon as possible.

For oncology, ESAs are indicated for the treatment of anemia in patients with non-myeloid malignancies where
anemia is due to the effect of concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum
of two additional months of planned chemotherapy.

For oncology, ESAs are not indicated for use:
* As a substitute for RBC transfusions in patients who require immediate correction of anemia.

+ In patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also receiving
concomitant myelosuppressive chemotherapy.

« In patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.
ESAs have not been shown to improve quality of life, fatigue, or patient well-being.

Although the ESA APPRISE Oncology Program applies to both Aranesp® and Epogen®/ Procrit®, these are different
drugs with distinct dosing schedules.

Please see the accompanying Aranesp®, Epogen?®, and Procrit® full prescribing information, including Boxed WARNINGS,
and Medication Guides.

Sincerely,

Amgen
Centocor Ortho Biotech Products, LP

Enclosure:
ESA REMS Flashcard

N\ APPRISE

Aranesp® and Epogen® are registered tradernarks of Amgen Inc.
Procrit® is a registered trademark of Centocor Ortho Biotech Products, LP. ] & ONCOLOGY PROGRAM

This document has been required by.the us Food and Drug Administration.as part of a
¢ Evaltiation Ry for Aranesp®, Epogen’, and Procrit®,

Assisting Providers and cancer Pafients with
-Risk Information for the ‘Safe use of £5As
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_/ - Centocor Ortho Biotech Products, L.P
Oncology

Name
Address
City, State Zip

[Date]

Re: IMPORTANT ACTION REQUIRED FOR HOSPITALS THAT DISPENSE ESAs {erythropoiesis stimulating agents) FOR
PATIENTS WITH CANCER

Dear Hospital Administrator/Director of Pharmacy,

Our records indicate your hospital [Insert Hospital name] has recently been identified as a hospital dispensing ESAs
on behalf of healthcare providers {HCPs) treating patients with an ESA for their cancer. In order to continue to
obtain ESAs through distributors, your hospital must designate a representative (e.g., Pharmacy Director or Head
of Hematology/Oncology) who, as the Hospital Designee, must train and enroll in the ESA APPRISE Oncology
Program at www.esa-apprise.com by [insert 90 day enrollment date] or your hospital’s ability to obtain ESAs to
dispense to patients with cancer will be suspended.

As you may be aware, on 16 February 2010, the ESA APPRISE Oncology Program was approved by the FDA as part of
a Risk Evaluation and Mitigation Strategy (REMS) for ESAs. The FDA has determined that a REMS is necessary for ESAs
to ensure that the benefits of these drugs outweigh the risks of shortened overall survival and/or increased risk of
tumor progression or recurrence.

The ESA APPRISE Oncology Program applies to HCPs who prescribe, or prescribe and dispense, and hospitals that
dispense ESAs to patients with cancer. One of the key requirements of the ESA APPRISE Oncology Program is that
any hospital that dispenses ESAs on behalf of HCPs treating patients with an ESA for their cancer must enroll in and
comply with the Program. An ESA REMS Flashcard is enclosed to provide a summary of the ESA REMS.

If our records are not accurate or if you have any questions regarding this letter, please contact your local Amgen or
Centocor Ortho Biotech Products, L.P. Field Representative or call the ESA APPRISE Oncology Program Call Center at

1-866-284-8089 as soon as possible.

For oncology, ESAs are indicated for the treatment of anemia in patients with non-myeloid malignancies where anemia
is due to the effect of concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum of two
additional months of planned chemotherapy.

For oncology, ESAs are not indicated for use:
* As a substitute for RBC transfusions in patients who require immediate correction of anemia.

« In patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also receiving
concomitant myelosuppressive chemotherapy.

« In patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.
ESAs have not been shown to improve quality of life, fatigue, or patient well-being.

Although the ESA APPRISE Oncology Program applies to both Aranesp® and Epogen®/Procrit®, these are different
drugs with distinct dosing schedules.

Please see the accompanying Aranesp®, Epogen®, and Procrit® full prescribing information, including Boxed WARNINGS,
and Medication Guides.

Sincerely,

Amgen
Centocor Ortho Biotech Products, L.P.

Enclosure:
ESA REMS Flashcard

A APPRISE

Aranesp® and Epogen® are registered trademarks of Amgen Inc.
Procrit® is a registered trademark of Centocor Ortho Biotech Products, LP. [ ONCOLOGY PROGRAM
.This document has been required by the US Food and Drug Administration as part.of Assisting Providers and cancer Pafients with
sation Vitigati Aranesp®; Epogen®, and-Procrit®.. . o Risk information for the Safe use of ESAs
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Important Safety N Training &
Infi i

Vihatis the ESAAPPRISE Oncology Program?

Erythropoiesis Stimuiating Agents (ESAs) include Aranesp?® (darbepoetin aifa), Epogen® (epoetin aifa), and
Procrit? (epoetin alfa). The FDA determined that a Risk Evaluation and Mitigation Strategy (REMS) is
necessary to ensure that the decision to initiate treatment with an ESAis informed by a discussion betyveen
the patient and healthcare provider (HCP) about the benefits and risks associated with ESA therapy.”

Amgen and Centocor Ortho Biotech Products, L P. have implemented the ESA APPRISE (Assisting Providers
and cancer Patients with Risk information for the Safe use of ESAs) Oncology Program as part of a REMS
designed for HCPs treating patients with an ESA for their cances.

VWhztare riske addressed through the ESA APPRISE Oncology Pregram?

o o « Increased risk of death and/or increased risk of tumor progression or recurrence in patients

T with cancer.

2‘““ forms ‘ » ESAs shortened overall survival and/or Increased the risk of tumor progression or recurrence in clinical
resources . studies in patients with breast. non-small cell fung. head and neck, fymphold, and cervicai cancers.

ew PAF "';T’d'f&’""" _ « Increased risk of death from cardiovascular and thromboembolic reactions in clinical studies in
Guidgfines patients with cancer treated with ESAS,

Key Program Requirements

1. Comptete Training

1b.Complete Training

2. Enroll in the ESA APPRISE Oncology Program 2. Enroli in the ESA APPRISE Oncology Program

3. Inform 3. Implement

« Provide the Medication Guide to patient « Hospital Designee establishes and oversees
= Conduct the risk:benefit discussion with the measures designed to ensure ESA
patient and document this has occurred by prescribers adhere to the ESA APPRISE
completing and signing the Patient Oncology Program requirements in the
Acknowiedgment Form hospita! setting

For turther details on the program requirements, see the ESA APPRISE Oncology Program Overview page.
Note that patient registration or approval through the £ESA APPRISE Oncology Program is not required.

The ESA APPRISE Oncology Program training @ng enroliment takes you step-by-step through the required

training and enroliment process.

Failure to comply with the ESA APPRISE Oncology Program requirements will resuit
in suspension of your access to ESAs

Appropriate Use of ESAs for Patients with Cancer

« ESAs are indicated for the treatment of anemia in patients with non-myelcid malignancies where anemia is
due to the effect of concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum
of two additional months of planned chemotherapy.

= ESAs are not indicated for use:

« in patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also
receiving concomitant myelosuppressive chemotherapy.

« in patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is
cure;

 as a substitute for RBC transfusions in patients who require immediate comrection of anemia.
« ESAs have not been shown to improve quality of fife, fatigue, or patient well-being.

imporiant Dosing and Treatment Information
« Initiate ESA therapy in patients on cancer chemotherapy only if the nemoglobin Is less than 10 g/dL.

» Use the lowest dose needed to avoid red blood cell (RBC) transfusions.
« Distontinue ESA treatment foliowing compietion of a themotherapy course.

Questions about the ESA APPRISE Oncology Program?
if you need more information about the ESA APPRISE Oncology Program:
« Contact your local Amgen or Centocor Ortho Biotech Products, L.P. Field Represeniative, or

« Call the ESA APPRISE Oncology Program Call Center at 1-866-284-8089
*Addifionat information on REIS may be found at www.FDA gov
Aranesp® and Epogen® Procrit® are different drugs with distinct schedules.

This document has besn required by the US Food and Drug Administration as part of 3 Risk Evaluation and Mitigation
Strategy (REMS) for Aranesp®, Epogen®. and Procrit®.

This program IS intended for fesidents. of
€ 2011 Amgen and Centocor Ol




Risk tnformatian for the Sa

Selected Important Safety Information

Cancer:

+ ESAs shortened overall survival and/or increased the risk of tumor progression or recurrence in clinical studies of patients with breast,
non-small ¢cell lung, head and neck, lymphoid, and cervical cancers.

2

To decrease these risks, as well as the risk of serious cardiovascular and thromboembolic reactions, use the lowest dose needed to avoid red
blood cell (RBC) transfusions.

« Use ESAs only for anemia from myelosuppressive chemotherapy.

= ESASs are not indicated for patients receiving myelosuppressive chemotherapy when the anticipated outcome is cure.
« Discontinue following the completion of a chemotherapy course.

Onecology Indication

ESAS are indicated for the treatment of anemia in patients with non-myeloid matignancies where anemia is due to the effect of concomitant
myelosuppressive chemotherapy, and upon initiation, there is a minimum of two additional months of planned chemotherapy.

ESAs are not indicated for use:
= As a substitute for RBC transfusions in patients who require immediate correction of anemia.

= In patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also receiving concomitant myelosuppressive
chemotherapy.

» In patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.

ESAs have not been shown to improve quality of life, fatigue, or patient well-being.

This program is intended for residents of the L
© 2011 Amgen and Centocar Ortho Biotec




1 Forms &‘Resourcé,

ESA APPRISE Oncology Program Overview

Three important points you should know about the ESA APPRISE Oncology Program.

1. RES gozls
= To support informed decisions between patients and their healthcare providers (HCPs) who are considering treatment with
Aranesp® or Epogen®/Procrit® by educating them on the risks of Aranesp® or Epogen®/Procrit®.

For treatment of patients with cancer, the goal of the REMS, as implemented through the ESA APPRISE Oncology Program.
is to mitigate the risk of shortened overall survival and/or increased risk of tumor progression or recurrence.

<

[

. Program lisy reguiremsnis

< TRAIN

Complete the ESA APPRISE Oncology Program training, which includes a review of the risks of ESA therapy and appropriate
use of ESAS in patients with cancer.

= ENROLL
Enroll in the ESA APPRISE Oncology Program by completing the ESA APPRISE Oncology Program Enroliment Form for

Healthcare Providers.

s {NFORM
Prior to each new course of ESAtherapy:

» Provide and review the appropriate Medication Guide and counsel each patient on the risks and benefits of ESAs. Review
ESA risk:benefit information with your patient, and answer any questions he/she may have.

« Document that the ESA risk:benefit discussion occurred using the ESA APPRISE Oncology Program Patient and
Healthcare Professional (HCP) Acknowledgment Form. Fill in your ESA APPRISE enroliment ID number and ensure both
you and your patient sign the form.

« [Tyou are in a private practice setting, send the form (or modified version consistent with the allowable changes) by
facsimile to the ESA APPRISE Oncology Program Call Center at 1-866-553-8124 or mail using the prepaid envelope to
P.O. Box#29000, Phoenix, AZ 85038 and retain an archival copy of the form.

» if you are in a hospital sefting, provide the completed form (or modified version consistent with the allowable changes) to
the Hospital Designee responsible for maintaining and storing the forms or the forms may be archived electronically
through an electronic medical record system as long as they are retrievable.

i. Repercussions of failing ic train and ensoll and re-enrolf at 3 years

Failure to comply with the ESA APPRISE Onceology Program requirements will result
in suspension of your access to ESAs.

If you have questions regarding the ESA APPRISE Oncology Program, you may contact your local Amgen or Centotor Ortho
Biotech Products, L.P. Field Representative or cali the ESA APPRISE Oncology Program Call Center at 1-866-284-8089.

Continue 1o the £SA APPRISE Oncology Pregram Training & Enroliment section now.
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Please confinm your enroliment in this program is related to the treatment of

| S patients with cancer.
i E 7 Yes . No epostin alfa). and
; F 1 (REMS) is
: n icussion between
‘ i Atherapy.”

e com v e (ASSISIING Providers
\mh Risk in o'mahon for the Safe use Df ESAs) Oncology Program as part of a REMS

Lear )
_p;r? designed for HCPs Yreating patients with an £8A for their cancer.
= Increased risk of death andlor increased risk of tumor progresslon or recurrence in patients
PRSI with cancer. -
:. e > 'W e = » ESAs shortened overall survival and/or increased the risk of tumor progression or recurrence in clinical
fesiaTEs e studies in patients with breast. non-smalf cell lJung. head and neck. lymphoid and cervical cancers.

HEW i : + Increased risk of death from cardio\ and thromboembolic reactions in clinical studies in

patients with cancer treated with ESAs.

1. Complete Training 1a.Select a Hospital Designee
1b.Complete Training

2. Enroll in the ESA APPRISE Oncology Program 2. Enroll in the ESA APPRISE Oncology Program

3. Inform 3. Implement
< Provide the Medication Guide to patient « Hospital Designee establishes and oversees
+ Conduct the risk.benefit discussion with the measures designed to ensure ESA
patient and document this has occurred by prescribers adhere to the ESA APPRISE
completing and signing the Patient QOncology Progrant requirements in the
Acknowedgment Form hospital seiting

For further details on the program requirements. see the ESA APPRISE Oncology Program Overview page
Note that patient registration or approval through the ESA APPRISE Oncology Program is not required.

The ESA APPRISE Onceloay Prajram training and enroliment takes you step-by-step through the required
training and enroliment process.

Failure to comply with the ESA APPRISE Oncology Program requirements will result
pension of your to ESAs

. ESAs are Indicated for the treatment of anemia in patlenls with non-myeloid malignancies where anemia is
due to the effect of concomitant myelosuppressive chemotherapy and upon initiation. there is a minimum
of two additional monihs of planned chemotherapy.

» ESAs are not indicated for use:

» in patients with cancer receiving hormonat agents. biotogic products, or radiotherapy, unless also
receiving concomitant myelosuppressive chemotherapy;

» in patients with cancer receiving myelosuppressive chemotherapy when the anticipated sulcome is
cure,

» as a substitute for RBC transfusions in patients who require immediate correction of anemia.
= ESAs have not been shown to improve quality of life. fatigue. or patient well-being.

impeonant Desing and Treziment Infe for
. I}\Mate ESAtherapy in patients on cancer chemotherapy only if the hemoglobin Is tess than 10 g/dL
+ Use the lowest dose needed to avoid red blood cell (RBC) transfusions

. Discontinue ESA treatment foliowing completion of a chemotherapy course.

k o f Sncoleny Prooram’?
If you need more lnformatlon about the ESAAPPRISE Ontology Program’

+ Contact your local Amgen or Centocor Ortho Biotech Products. L P. Field Representative. or

« Call the ESAAPPRISE Oncology Program Call Center at 1-866-284-8089

*Additional infarmation on RELS may be found at wwwFDA gov
Aranesp@ and Epogen®! Procrit® are different drugs with distingt schedules.

This document has been required by the US Food and Drug Administration as part of a Risk Evaluation and t4itigation
Strategy {RENS) for Aranesp®, Epogen®, and Procrit®




T T B R T TEpe——
5 APPRISE
O‘*@LU{OG'/F?QG&»J;.
Awwgﬁe&a’mﬁw&zﬁmvf.ﬁ. :
Ris3: tnfzzreglion lof P‘akxgmdw

Please confirm your enroliment in this program is related to the treatment of

patients with cancer. ]
E 7 Yes @ No epoetin aifa) and
£ ‘(REMS} is
3 The ESA APPRISE Oncology Program is solely intended for the purposes of f\‘izsegn b ?meen
i i i pY-
treating patients with cancer. )
A Assisting Providers
Learn a rescribing HCPs—Training only (cti 1 part of a REMS
more d

Close

. - Increased risk of death andfor increased risk of tumor progression or recurrence in patients
EER With eancer.

* ESAs shortened overall survivat and/or increased the risk of tumor progression or recurrence in clinical
studies in patients with breast non-small cell lung. head and neck. lymphoid. and cervical cancers.

+ Increased risk of death from cardiovascular and thromboembolic reactions in clinical studies in
patients with cancer treated with ESAs.

Azcass o

Aressumes

1. Complete Tramlng 1a.Select a Hospital Designee
1b.Complete Training

2. Enroll in the ESA APPRISE Oncology Program 2. Enrell in the ESA APPRISE Oncology Program

3. Inform 3. Implement
s Provide the Medication Guide to patient < Hospital Besignee establishes and oversees
= Conduct the nsk:benefit discussion with the measures designed lo ensure ESA
patient and document this has occurred by prescribers adhere o the ESA APPRISE
completing and signing the Patient Oncology Program requirements in the
Acknowiedgment Form hospital setting

For further details on the program requirements. see the ESA APPRISE Oncology Program Overview page
Hote that patient registration or approval through the ESAAPPRISE Oncology Program is not required.

The ESA APPRISE Oneolcgy Projcam training and snroliment takes you step-by-step through the required
training and enroliment process

Failure to comply with the ESA APPRISE Oncology Program requirements will result
ion of your to ESAs

P

4 tevwih Cancer

< E£SAs are indlcated tor the &reatment of anemia in patients with non-myeloid malignancies where anemia is
due to the effect of concomitant myelosuppresswe chemotherapy. and upon initiation, there is a minimum
of two additional months of planned chemotherapy.

_» ESAs are notindicated for use:.

» in patients with cancer receiving hormonat agents, biologic products, or radiotherapy, unless also
receiving concomitant myelosuppressive chemotherapy,-

» in patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is
cure:

» -as a substitute for RBC transfusions in patients who require immediate correction of anemia.
« ESAs have not been shown to improve quality of life, fatigue. or patient well-being.

imzortznt Dosing and Trzatment Ind
- Initiate ESA therapy in patients on tancer chemotherapy only if the hemoglobin is less than 10 g/dL
+ Use the jowest dose needed to avoid red blood cell (RBC) transfusions.

+ Discontinug ESA treatment following completion of a chemotherapy course.

if you need more informanon about me ESA APPRISE Oncology Program
- Contact your tocal Amgen or Centocor Ortho Biotech Products. LP. Field Representative. or
« Call the ESA APPRISE Oncology Program Call Center at 1-866-284-8089

*£dditional informaticn on RES may be found at www.FDA.gov

£ranesp@ and Epogenty Procrit® are different drugs with distinct schedules.

Thig documenthas been required by the US Food and Drug Administration as part of a Risk Evaluation and Hiigation
Strategy {RES) for Aranesp®, Epogen?®, and Procrit®.
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To ensure that you are directed to the appropriate ESA APPRISE Oncology
Program Training and Enroliment Module. please select the option that best

£ describes you epoelin alfa) and
F (REMSj is

no- 1 am an HCP who prescn_'lbes ESAs ] ] icussion between
tt .-1amthe authorized designee enroliing on behalf of a Hospital Atherapy.*

# (Srart | Assisting Providers
a pan of a REMS
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- Increased nsk of death andlor mcreased rlsk of tumor progressmn or recurrence in patients
with cancer.
» ESAs shoriened overall supvival and/or increased the risk of tumor progression or recurrence in clinical
studies in patients with breast. non-smatt cell lung, head and neck, tymphoid. and cervical cancers.

> Increased risk of death from cardiovascular and thromboembolic reactions in cfinical studies in
patients with cancer treated with ESAs.

1a.Select a Hospital Designee
1b.Complete Training

1. Complete Training

2. Enrollin the ESA APPRISE Oncology Program 2. Enrollin the ESA APPRISE Oncology Program

3. Implement.

« Hospital Designee establishes and oversees
measures designed to ensure ESA
prescribers adhere to the ESAAPPRISE
Oncology Program requirements in the
hospitat seiting

3. Inform
= Provide the Medication Guide to patient
+ Conduct the nsk-benefit discussion with the
patient and document this has occurred by
completing and signing the Patient
Acknowledgment Form

For further getails on the program requirements, see the ESA APPRISE Oncolegy Program Ovetview page
Hote that patient registration or approval through the ESA APPRISE Oncology Program is not required.
The ESa APDRISE Oncology Program training and snrotimeni takes you step-by-step through the required
training and enroliment process

Failure to comply with the ESA APPRISE Oncology Program requirements will resuit
in suspension of your access to ESAS

ey iate Use of ESAS for Patients with Cancer
« ESAs are indicated for the treatment of anemia in patients with non-myeloid malignancies where anemia is
due 10 the effect of concomitant myelosuppressive chemotherapy. and upeon initiation. there is a minimum
of two additional months of planned chemotherapy.
» ESAs are not indicated for use:
» in patients with cancer receiving hormonat agents. biotogic products, or radiotherapy, unfess also
receiving concomitant myelosuppressive chemotherapy:
« in patients with cancer receiving myelosuppressive chemotherapy when the anticipated oulcoms is
cure,
» 2s a substitute for RBC transfusions in patients who require immediate correction of anemia.

» ESAs have not been shown to improve quality of iife, fatigue. or patient well-being.

ImzonantDosing aioarnt inior !
- Initiate ESAtherapy in pat!ents on cancer chemotnerapv oniy if the hemoglobin is iess than 10 g/dL.

« Use the fowest dose needed to avoid red blood cell (RBC) transfusions
« Discontinue ESA trealment following completion of a chemotherapy course.

2 On N-y\-, B
ifyou need more lnrormahon about the ESAAPPR\SE Oncology Program
+ Contact your local Amgen or Centocor Ortho Biotech Products, L P. Field Representative. or

- Call the ESA APPRISE Oncology Program Call Center at 1-866-284-8089

*4dditional informaticn on REIS may be found at www.FDA.gov
4ranesc® ang Epogen?’ Procrit® are different crugs with distinct schedules.

This document has teen required by the US Food and Drug Administration as part of a Risk Evaluztion and Hitigation
Stratagy IREWS) fer Aranesp®, Epogen®, and Procrit®.
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ESA APPRISE Training Module for Healthcare Providers

This ESA APPRISE (Assisting Providers and cancer Patients with Risk Information for the Safe use of ESAS) Oncology Program
Training Module is the core requirement for enroliment within the ESA APPRISE Oncology Program, developed by Amgen and
Centocor Ortho Biotech Products, L.P. The ESA APPRISE Oncology Program is part of a Risk Evaluation and Mitigation Strategy
(REMS). Food and Drug Administration (FDA) has determined that REMS is necessary for ESAs to ensure that the benefits ofa
drug outweigh the risks of shortened overall survival and/or increased risk of tumor progression or recurrence as shown in
clinical studies of patients with breast, non-small cell lung, head and neck, lymphoid, and cervical cancers.

This training module is intended for HCPs who prescribe or prescribe and dispense ESAs for patients with cancer.
The goals of the REMS for Aranesp® and Epogen®/Procrit® are:

= To support informed decisions between patients and their healthcare providers (HCPs) who are considering treatment with
Aranesp® or Epogen®/Procrit® by educating them on the risks of Aranesp® or Epogen®/Procrit®.

« For treatment of patients with cancer, the goal of the REMS, as implemented through the ESA APPRISE Oncology Program,
is to mitigate the risk of shortened overall survival and/or increased risk of tumor progression or recurrence.

FAILURE TO ENROLL IN THE ESA APPRISE ONCOLOGY PROGRAM WILL RESULT
IN SUSPENSION OF YOUR ACCESS TO ESAs.

This training module, as a component of this REMS program, presents the requirements for HCPs who prescribe, or prescribe
and dispense, Aranesp®, Epogen®, or Procrit® to cancer patients.

The ESA APPRISE Oncology Program Training Module features four sections:
Section 1: Key safety information for the use of ESAs in patients with cancer
Section 2: Appropriate use of ESAs for patients with cancer

Section 3: HCP program requirements and materials

Section 4: Enroliment

Please see the Aranesp®, Epogen® and Procrit® full prescribing information, including Boxed WARNINGS, and Medication Guides.

Aranesp® and Epogen® are registered trademarks of Amgen In¢. Procrit® is a registered frademark of Centocor Ortho Biotech Products, L.P.

Click the next button to continue

Training & Enroliment Progress

iy NEXT:
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Section 1: Key Safety Information for Use of ESAs in Patients
with Cancer

1. ESAs resulted in decreased locoregional controf/progression-free surviva! andfor overall survival.

As shown in the table below, these findings were observed in studies of patients with advanced head and neck cancer receiving
radiation therapy (Studies 5 and 6), in patients receiving chemotherapy for metastatic breast cancer (Study 1) or lymphoid
malignancy (Study 2), and in patients with non-smal! cell lung cancer or various malignancies who were not receiving
chemotherapy or radiotherapy (Studies 7 and 8).

Cancer Study ¢ 12-14 g/gL. 12.9 gidL 12-month overall surviva! Decreased 12-month survival
Metastatic breast 12.2,13.3g/dl

cancer

(0=039) , ,

Cancer Study 2 13-159/dL (M) 11.6g/dL Proportion of patients achievinga  Decreased overalt survival

Lymphoid 13-14 g/dL (F) 93 121g/dl hemoglobin response

malignancy

{n=343) )

Cancer Study 3  12.5-13g/dL 13.1g/dL Relapse-free and overall survival Decreased 3 yr. relapse-free and overall
Early breast ) 125, 13.7 g/dL survival

cancer

{n=733) )

Cancer Study 4  12-12 g/dl. 127 gidl Progression-free and overall survival Deéreased 3 yr. progression-free and
Cenvitai Cancer 12.1,13.3 g/dL and locoregional contro! overall survival and locoregiona! control
(n=114)

Ratotherapy Alone

Cancer Study 5 >15g/dL (M) Not avatlable Locoregional progression-free Decreased 5-year locoregional
Headandneck 214 g/dL (F) survival -progression-free survival

cancer Decreased overall survival

{n=351)

Cancer Study 6 14-15.5 g/dL Not avaiiable Locoregional disease contro! Decreasad locoregional disease control
Head and neck

cancer

(n=522)

Ne Chemoﬂ'_xerapy or R;ojoiherapy

Cancer Study 7 12-14 gidL Not available Quality of life Decreased overall survival
Non-small cell

lung cancer

(o=70) , ,

Cancer Study 8 12-13g/dL 10.6 g/dl RBC transfusions -Detreased overall survival
Non-myeloid 9.4, 11.8 g/l

malignancy

{n=939)

2. ESAs increase the risk of serious cardiovascular and thromboembolic reactions.

An increased incidence of thromboembolic reactions, some serious and life-threatening, occurred in patients with cancer treated
with ESAs. In a randomized, placebo-controlied study (Cancer Study 1) of 933 women with metastatic breast cancer receiving
chemotherapy, patients received either weekly epoetin alfa or placebo for up 1o a year. This study was designed to show that
survival was superior when epoetin alfa was administered to prevent anemia (maintain hemoglobin levels between 12 and 14
g/dL or hematocrit between 36% and 42%). This study was terminated prematurely when interim resuits demonstrated a higher
mortality at 4 months (8.7% vs. 3.4%) and a higher rate of fatal thrombotic reactions (1.1% vs. 0.2%) in the first 4 months of the
study among patients treated with epoetin alfa. Based on Kaplan-Meier estimates, at the time of study termination, the 12-month
survival was lower in the epoetin alfa group than in the placebo group (70% vs. 76%; HR 1.37, 95% CI: 1.07, 1.75; p = 0.012).

Please see the full prescribing information for Aranesp® (darbepoetin alfa), Epogen®, or Procrit® (epoetin alfa) for other risks

associated with these ESAs, including other Wamings and Precautions, and Adverse Reactions.

Aranesp® and Epogen? are registered rademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Biotech Products, L.P.
You must respond to the following question to advance to the next section

Have you reviewed all of Section 1: Key Safety Information for Use of ESAs in Patients with Cancer?

. Yes. | have reviewed all of Section 1

Tralning & Enroliment Progress
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" This program is intended for residents of the Umisa
© 2011 Amgery and Centocor Ortha Biotech Prodixts;
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Section 2: Appropriate Use of ESAs for Patients with Cancer

« ESAS are indicated for the treatment of anemia in patients with non-myeloid malignancies where anemia is due to the effect of
concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum of two additional months of planned
chemotherapy.

< ESASs are not indicated for use:

« in patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also receiving concomitant
myelosuppressive chemotherapy.

« in patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.
» as a substitute for RBC transfusions in patients who require immediate correction of anemia.
= ESAs have not been shown to improve quality of life, Tatigue, or patient well-being.

Important Dosing and Treatment information
= Initiate ESAs in patients on cancer chemotherapy only if the hemoglobin is less than 10 g/dL.

= Use the lowest dose of ESAs necessary to avoid RBC transfusions.
«= Discontinue ESAs following the completion of a chemotherapy course.

Please see the full prescribing information for Aranesp® (darbepcetin aifa), Epogen® (epoetin alfa), or Procrit® (epoetin alfa) for
other risks associated with these ESAs, including other Warnings and Precautions, and Adverse Reactions.

Please see the full Prescribing Information for Procrit® regarding the pediatric use of Procrit®. The safety and efficacy of
Aranesp® in pediatric cancer patients have not been established.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Biotech Products, L.P.

You must respond {o the following question to advance to the next section
Have you reviewed all of Section 2: Appropriate Use of ESAs for Patients with Cancer?

' Yes. 1 have reviewed all of Section 2

Training & Enroliment Progress

" This program & intended for residerits of the Un
- ©2011 Amgen.and Centoc o Biotech
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Section 3: Program Requirements and Materials for Healthcare
Providers

HCP requirements for patient education and counseling:

The ESA APPRISE Oncology Program requires HCPs to educate and counset patients utilizing these program materials in the
following manner.

= Provide the appropriate ESA Medication Guide to each patient prior to each new course of ESA therapy, review its contents,
and counsel each patient on the risks and benefits of ESAs.

= Inform each patient that ESAS are associated with the following risks: increased mortality, serious cardiovascular and
thromboembolic reactions, and increased risk of tumor progression or fecurmrence.

< Discuss each patient’'s questions or concems about ESAS.

= Document that the risk:benefit discussion with the patient has occurred by completing and signing the ESA e
APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Form. [

CLICK HERE

= In a private practice-based setling, return the form (or moedified version consistent with the allowable changes) via mail or fax
(preferred method) to the ESA APPRISE Oncology Program Call Center as instructed on the acknowledgment form; maintain
a copy of the signed ESA APPRISE Oncology Program Patient and Heatthcare Professional (HCP) Acknowledgment Form
on-site.

= If you are in a hospital setting, provide the completed form (or modified version consistent with the allowable changes) to the
Hospital Designee responsible for maintaining and storing the forms or the forms may be archived electronically through an
electronic medical record system as long as they are retrievable.

= To learn more about allowed changes to the Patient Acknowledgment Form, please refer o the Guidelines
for Patient Acknowtedgment Form integration within Heatthcare Systems and Clinics fiashcard.

CLICK HERE

Failure to comply with the ESA APPRISE Oncology Program requirements, including enroliment, will resuit
in suspension of your access to ESAs.

A re-enroliment period will occur every 3 years for this program. You will be notified when re-enrollment is required.

Upon completion of this enroliment process you will receive an ESA APPRISE Oncology Program enroliment identification (ID)
number via email. Your enrcliment 1D number will be required on every patient acknowledgment form.

Once you have enrolled, you will receive the HCP Program Starter Kit to assist you in implementing the ESA APPRISE Oncology
Program. The HCP Program Starter Kit will be shipped to each private practice location fisted on your enrollment form.

Materials provided in the HCP Program Starter Kit:

» ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Form
= Aranesp® (darbepoetin aifa), Epogen® (epoelin alfa), or Procrit® (epoetin alfa) Medication Guides

= Prepaid Reply Envelopes

< Guidelines for Patient Acknowledgment Form Integration within Healthcare Systems and Clinics

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Biotech Products, LP.
You must respond to the following question to advance to the next section

Have you reviewed all of Section 3: Program Requirements and Materials for Healthcare Providers?

Yes. | have reviewed all of Section 3

Training & Enroliment Prggress
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Section 4: Healthcare Provider Enroliment

Now that you have completed the ESA APPRISE Oncology Program Training Module, you are ready to enroll. Enroliment
confirms the fact that you have reviewed the safety and appropriate use information for ESAS in patients with cancer, commits
you to complying with the program requirements, and asks you to list all your sites of practice.

Failure to comply with the ESA APPRISE Oncology Program requirements, including enroliment, will resuit
in suspension of your access to ESAs.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Biotech Products, L.P.

You must respond to the following question to advance to the next section

Have you reviewed all of Section 4: Healthcare Provider Enmﬂment’

Yes. lhmmnewedallnfSeclmn4

Trammg & Enrol?ment Progress

©2011 Amgen and:Céntocor Ortha Biabech Produm P
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ESA APPRISE Oncology Program Enroliment for Healthcare
Providers

1 agree to the fotlowing:

1 have reviewed the appropriale cument p ibing i jon for p® or EpogensiProcrit®.

« j understand that ESAs shortened overall susvival and/or increased the risk of tumor progression or teturience in clinical
studies in patients with breast, non-small cell jung, head and neck, fymphoid, and cervical cancers.

+ | understand that ESAs increased the risk of death from cardiovascular and ihromboembolic reactions in clinial studies in
patients with cancer freated with ESAs.

= | undessiand that in ordet to decrease these risks, the lowest dose of ESAs should be used 10 avoid red biood cell

transfusions.

» | ynderstand that ESAs are| indicated for the treatment of anemia in patients with non-myeloid malgnancies where anemia s
due to the effect of ¢ my pp 3 Py, and upon inftiation, there Is a mirimum of two additional
months of planned chemotherapy.

+ | understand that ESAs are nol indicated for use as a substitute for RBC transfusions in patients who require immediate
comrection of anemia.

« 1 undarstand that ESAs are notindicated for use in patients with cancer receiving hormonal agenis, biologic products, of
tadiotherapy, uniess also receiving concomitant myelosuppressive chemotherapy.

= | understand that ESAs are nol indicated for use in patients with cancer il ! Pp Ve when the
anticipated outcome s cure.

« | understand that ESAs have not been shown o improve quallty of ife, fatigue, or patient well-being

« 1 understand that ESAs should be discontinued following the pletion 012 ¢ py course of

1 nave reviewed the ESA APPRISE Oncology Program requirements ana agree that
» | will discuss my patient's questions or concems about Aranesp® or Epogen®/Procrit®.

When | prescribe and dispense 1 will provide an Aranesp® or EpogenS/Procrit® Medication Guide to each ontology patient at
:an ESA to a patient with cancer the initiation of each new course of the respective ESA therapy. After initiation of treatment, and
inmy clinic, when an ESA IS for as long as treatment continues, 1 will provide the appropriale Aranesp® or Epogen®/Procrit®
‘dispensed for administration  Medication Guide to each oncology patient once a month during regular office visiis—of, it
‘under my supervision {0 a reguiar office visits occur less frequentty than once a month, at the next regularly scheduled
patient with cancer in an office visit

linfusion center, or when { !

\prescrive of order an ESAfora |

pahent with cancerna nospvtal

* 1 will review the contents of the respective Medication Guide with the patient, counsel each patient on the risks (increased
serious cardk ular and i and intreased fisk of tumor progression of recurrence) and
Deneﬁts ofAranesp@ or Epogen®/Procrit® | am prescribing o my patient before each new course of the respective ESA
therapy. | will document that the discussion with each patient has occurred by signing the ESA APPRISE Oncology Program
Patient and Healthcare Professional Acknowledgment Form and by obtaining the patient's signature.
» By signing the patient section of the form, the patient acknowledges the following:
LR ige that priof 0 receiving ry first dose of Aranesp? or Epogen®/Procrit® therapy:
= ! have read and understand the Aranesp® or Epogen®/Procrit® Medication Gukie thal my healthcare professional nas
given to me.
= 1 have had all my questions or concemns about Aranesp® or Epogen®Proceit® or my treatment answered by my
heatthcare professional.
= | am aware that using Aranesp® or Epogen®/Procrit® may make my tumor grow faster or i may get serious heant
problems such as heart attack, stroke, heant failure, of blood clots, and | may die sooner.
. By signing the HCP section of the form, as a healthcare provider enrolied in the ESA APPRISE Oncology Program, 1
that prior to p ibing my patient's first dose of Aranesp® or Epogen®iProcrit® therapy:
= | provided my patient with the appropriate Aranesp® or Epogen®/Procrit® Medicalion Guide and instructed the patient to
read it carefully before signing this form.
« ! counseled my patient on the risks and benefits of Aranesp® or Epogen®/Procrit®, using the respective Medication
Guide as the review 100! in counseling the patient.
* idiscussed all and all questions my patient had about Aranesp® or EpogenS/Procrit® or hisher
treatment to the best of my ability.
= The patient signed the Acknowledgment Form in my presence.

When | preseribe and dispense e 1 will send a signed copy of the ESA APPRISE Oncology Program Patient and Healthcare
an ESA to a palient with cancer | Professional Acknowiedgment Form (or modified version Consistent with the allowable

in my clink, or an £SA s changes) back o the ESA APPRISE Oncology Program Call Center and retain a copy for
dispensed for agministration my records.

“under my Supervision {0 a « | agree that the ESA obtained for use in my patieals with cancer will not be prescribed and
patient with cancer in an y -

infusion center dispensed by an uncertified HCP.

« 1 will ensure the ESA that ) prescribe will be dispensed under my supensision.

Wnen | prescrive or order an e | will provide the completed ESA APPRISE Oncology Program Patient and Heaithcare
ESAfor a patient with cances in . Professionat Acknowiedgment Form (or modified version consistent with the alowable

a hospital: changes) to the Hospital Desig for j ang stofing the forms or the
forms may be archived efectronically mrougn an efectonic medical record system as jong as,
they are retrievable.

» 1 will comply with any program monitoring and auditing required to assess the effectiveness of the ESA APPRISE Gncology
Program.

Aranesp® and Epogen® are registered trademarks of Amgen Int. Procrit® is a repistered trademark of Centocer Crtho Bitech Products. LP.

You must agree to the above lo am/ance to the enmnmem form

1 have completed the ESA APPRISE Program g Module. | that faliure to comply with the ESA
APPRISE Oncology Program reguirements will result in suspension of my access to ESAs.

Training & Enroliment Progress
~ A
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ESA APPRISE Oncology Program Enrollment for Prescribers

€ indicates a required field.

Are you enrolling into the € - First-ime Enroliment
ESA APPRISE Oncology .”. Re-enroliment
Program for the first time?

~Freseriber information
|

My primary practice & . Private practice-based clinic

location is (selectone) .~ Hogpital or outpatient facility
affiliated with a
hospitalfinstitution
FirstName €& N
Last Name © S
Professional Designation © v
Title

Email Address &

Confirm Email Address &
NPI# &

-0r-

State/Territory License # © -
and Issuing State

~Electronic Signaturs
Your signature and date are required 1o complete your enroliment. Please enter your name and date in the space
provided. This will serve as your electronic signature and will cerlify that you have read and agree with the terms
provided.

Signature ©

Date &

= E NEXT

“This program Is intended for residents of the
© 2011 Amgen.and Centocor Ortho Biotec
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P ONCOLOGY PROGRAM

Assisting Proviters ond conter Pofients
Risk tnformation for the Safe use of ESAS

Home A Overview . Forms s l, : FAQs :

ESA APPRISE Oncology Program Enrollment for Prescribers

€ indicates a required field.

Are you enrolling into the © . First-time Enroliment
ESA APPRISE Oncology .5 Re_enroliment
Program for the first time?

Enroliment D €

My primary practice © ' Private practice-based clinic

location is (select one) : Hospital or outpatient facitity
affiliated with a
hospital/institution
FirstName ©
Last Name ©
Professional Designation © T :
Title —

Email Address ©

Confirm Email Address ©

NPI#©

-Or-

State/Territory License# © 7 -
and issuing State

—Electronic Signaturs

Your signature and date are required to complete your enroliment. Please enter your name and date in the space
provided. This will sefve as your electronic signature and will certify that you have read and agree with the terms
provided.

Signature © =

Date ©

Training & Enroliment Progress
; SIV—— o sy NEXT:
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ESA APPRISE 'Oncolo'gy Program Enrollment for Prescribers

€ indicates a required field.

rErinsiy Practize ol
Please provide ZIP code or city/state to find your Primary Practice Location

ziP City State

Please select your Primary Practice Locaﬁoni

Practics Name = Address City Stste ZIP Code

"\ Primary practice is not listed

aotive Contaet Informeation

[T same as Contact Information
and Primary Location Address

First Name ©

Last Name ©
Address <
City ©
State @ T T
PCode @
Email Address ©

confirm Email Address ©
Phone (##-fE-HH) ©
Fax (H-#H-HEH) ©

Training & Enrollment Progress




ESA APPRISE Oncology Program Enrollment for Prescribers

€ indicates a required field.

2

—Frimary Practice Location

Primary Practice Name €

Address ©

City &

State & _ D -
ZIP Code © T

{7} Search by ZIP code or City/Siate

—Primary Prectics Contact Informeation

[ same as Contact information
and Primary Location Address

First Name €
LastName ©
Address ©
city ©
state © .
ZIPCode &

Email Address ©

Confirm Emai} Address €
Phone (#-#- 45 ©
Fax (S ) ©

This progtam ks Intended for residents of the Un
U1 Amgen.and Centocor Ortha Blotech.

NEXT"
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ESA APPRISE Oncology Program Enroliment for Prescribers

€ indicates a required field.

 Prectice Adds

—;' !’} b G 2 H
The address you entered has returned similar entries in the ESA APPRISE Oncology Program address database.
The address you entered follows, i

New Practice Name
1001 Main Blvd
Los Angeles, CA 90001

Please select an address already available in the ESA APPRISE Oncology Program below or confirm your address.

- NEW PRACTICE NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA $0001

.. NEWPRACTICE
1001 MAIN BLVD
LOS ANGELES, CA 90001

: NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 0001

NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 80001

- NEW PRACTICE NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA 80001

. NEW PRACTICE
1601 MAIN BLVD
LOS ANGELES, CA 90001

. NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 80001

. NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 30001

. NEW PRACTICE NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA 30001

. NEW PRACTICE NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA 80001

Your entered address:

"+ New Practice Name
1001 Main Bivd
Los Angeles, CA 90001

Training & Enroliment Progress

@ I (D
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Assisting Providers ond cancet Pe
Risk tnformation for the Sofo u:

PR £85
important Safety
nformation

~Additional Practice Locations

enroll.

2IP City
e
2P City

: o -
zZP City
T

Training‘&

Enroliment

ESA APPRISE Oncology Program Enroliment for Prescribers

< indicates a required field.

Contact Us

Enter in a combination of up to 3 ZIP codes or CitylState combinations to search for additional affiliation sites to

State

State

State

Address City State ZIP Code

A

This program is intended for residents of e Unite

© 2011 Amgen and Centocor Ortha Biotech Products,



Risk informatinn for the Safe use of ESAS

lportént Safety
lnfonn; tion

ESA APPRISE Oncology Program Enrollment for Pr

Home Overview

L . R ’

escribers

tvands gy oy porbietmating o fiae B A DERRIOE Meanteou Brasoan
pani you for perticipeting in the B354 APPRIZE Gneology Progrem

& Print this Paas

Your enroliment is now complete. Below is your ESA APPRISE Oncology Program enroliment identification (ID)
number along with a list of the site affiliation(s) you provided.

Enroliment ID:

Your Enroliment 1D will be required on every ESA APPRISE Oncology Program Patient and Heaithcare Professional
(HCP) Acknowledgment Form.

Site Affiliation(s)

Site ID Site Name Site Address City State Zip Affiliation(s)
1234 Scottsdate Clinic 456 Harper Scottsdale AZ 85260 Primary
7890 Phoenix Hospitat 112 Eim Phoenix AZ 85027 Secondary

YYou will receive the HCP Program Starter Kit which contains the required materials for the ESA APPRISE Oncology
Program. The HCP Program Starter Kit will be shipped to each private practice location in the above list.

HCP Program Starter Kit

fvaterials provided in the HCP Program Starter Kit include:

ESA APPRISE Oncolegy Program Patient and Healthcare Professional (HCP) Acknowledgmént Forms
= Aranesp® (darbepoetin alfa), Epogen® (epoelin aifa), and Procrit © (epoetin aifa) Medication Guides

= Prepaid Reply Envelopes

« Guidelines for Patient Acknowledgment Form Integration within Heaithcare Systems and Clinics

o

Until your starter kits arrive you can download and print the ESA APPRISE Oncology Program Patient and Healthcare
Professional (HCP) Acknowledgment Form and begin completing the form with your patients.

For questions regarding the ESA APPRISE Oncology Program, please visit the ESA APPRISE Oncology Program
Frequently Asked Questions page, contact your local Amgen or Centocor Ortho Biotech Products, L.P. Field
Representative, or call the ESA APPRISE Oncology Program Call Center at 1-866-284-8089.

* As a reminder, patient registration or approval through the ESA APPRISE Oncology Program is not required.

Print this confirmation notice. it is recommended that it be kept in a safe location as you will need to reference
your enroliment number during the program.

An email has also been sent confirming your enroliment. If you do not receive a confirmation email, please check your
email spam folder.




Assisting Providers and cancer
Risk Information for the Safe use of

Forms & Resources

ESA APPRISE Tfaining Module for Hospital Designees

This ESA APPRISE (Assisting Providers and cancer Patients with Risk Information for the Safe use of ESAs) Oncology Program
Training Module is the core requirement for enroliment within the ESA APPRISE Oncology Program, developed by Amgen and
Centocor Ortho Biotech Products, L.P. The ESA APPRISE Oncology Program is part of a Risk Evaluation and Mitigation Strategy
{REMS). Food and Drug Administration (FDA) has determined that REMS is necessary for ESAs to ensure that the benefits 6f
these drugs outweigh the risks of shortened overall sufvival and/or increased risk of tumor progression of fecurrence as shown
in clinical studies of patients with breast, non-smali cell lung, head and neck, lymphoid, and cervical cancers.

This training module is intended for Hospital Designees at hospitals that dispense ESAs for patients with cancer.

The goals of the REMS for Aranesp?® and Epogen®/Procrit® are:
« To support informed decisions between patients and their healthcare providers (HCPs) who are considering treatment with
Aranesp® or Epogen®/Procrit® by educating them on the risks of Aranesp® or Epogen®/Procrit®.

« For treatment of patients with cancer, the goal of the REMS, as implemented through the ESA APPRISE (Assisting Providers
and cancer Patients with Risk Information for the Safe use of ESAs) Oncology Program, is to mitigate the risk of shoriened
overall survival and/or increased risk of tumor progression or recurrence.

FAILURE TO ENROLL IN THE ESA APPRISE ONCOLOGY PROGRAM WILL RESULT
IN SUSPENSION OF YOUR HOSPITAL'S ACCESS TO ESAs.

This training module, as & component of this REMS program, presents the requirements for HCPs who prescribe, or prescribe
and dispense. Aranesp®, Epogen®, or Procrit® to cancer patients as well as the requirements for Hospital Designees who must
oversee this safely program at their respective Hospitals.

The ESA APPRISE Oncology Program Training Module features four sections:
Section 1: Key safety information for the use of ESASs in patients with cancer
Section 2: Appropriate use of ESAs for patients with cancer

Section 3: HCP and Hospital Designee program requirements and materials
Section 4: Enroliment

Please see the Aranesp®, Epogen® and Procrit€ full prescribing information, including Boxed WARNINGS, and Medication Guides.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Biotech Products, L.P.

Click the next button 1o continue

Training & Enroliment Progress

- ’ NEXT:
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portant Safety

Section 1: Key ESA Safety Informatlon for Appropnate Usein
Patients With Cancer

1. ESAs resuited in decreased locoregional controliprogression-free survival and/or overall survival.

As shown in the table below, these fingings were observed in studies of patients with advanced head and neck cancer receiving
radiation therapy (Studies 5 and 6), in patients receiving chemotherapy for metastatic breast cancer (Study 1) or ymphoid
malignancy (Study 2), and in patients with non-small cell lung cancer or various malignancies who were not receiving
chemotherapy or radvomerapy (Stumes 7 and 8)

”hcrno therapy
Cancer Study 1 12-14 g/dL 128 g/dl 12-month overall survival Decreased 12-month survival
Metastatic breast 12.2,13.3 gidL
cancer
n=939) ) )
Cancer Study 2 13-15 g/dL (M) 11.0g/dL Proportion of patients achieving a Decreased overall survival
Lymphoid 13-14 g/dL (F) 9.3, 121 g/dL hemoglobin response
malignancy
(n=344) )
Cancer Study 3 12.5-13 g/dL 13.1g/dL Relapse-free and overall survival Decreased 3 yr. relapse-free and overall
Earty breast 12.5, 13.7 g/l survival
cancer
(n=733) ]
Cancer Study 4 12-14 g/idL. 127 gidl Progression-free and overall survival : Decreased 3 yr. progression-free and
Cervical Cancer 121,133 g/dL and iocoregional contro overall survival and locoregional control
(n=114) .
Rad:otherapy Alone
Cancer Study 5 >15 g/dL (M) Not available Lotoregional progression-free Decreased 5-year locoregional

Head and neck 214 g/dL (F) sunvival progression-free survival
cancer. | ‘Decreased overall survival

(n=351)

Cancer Study 6  14~-155g/dL Not avaitable Locoregional disease control Decreased locoregional disease control
Head and netk

cancer.

(n=522)

Ng Chemother;p; cr»&:njoiherapy )

Cancer Study 7 12-14 g/dL Not available ‘Quality of life Decreased overal survival
Non-small cell

lung cancer

(n=70) . ]

Cancer Study 8  12-13g/idL 10.6 g/dL RBC transfusions Decreased overall survival
Non-myeloid 94 11.8g/dl

malignanty

(n=939)

2. ESAs increase the risk of serious cardiovascular and thromboembolic reactions.

Anincreased incidence of thromboembolic reactions, some serious and life-threatening, occurred in patients with cancer treated
with ESAs. In a randomized, placebo-controlled study (Cancer Study 1) of 939 women with metastatic breast cancer receiving
chemotherapy, patients received either weekly epoetin alfa or ptacebo for up to a year. This study was designed to show that
survival was superior when epoetin alfa was administered 1o prevent anemia (maintain hemoglobin levels between 12 and 14
g/dL or hematocrit between 36% and 42%). This study was terminated prematurely when interim results demonstrated a higher
mortality at 4 months (8.7% vs. 3.4%) and a higher rate of fatal thrombotic reactions (1.1% vs. 0.2%) in the first 4 months of the
study among patients treated with epoetin alfa. Based on Kaplan-Meier estimates, at the time of study termination, the 12-month
survival was lower in the epoetin alfa group than in the placebo group (70% vs. 76%; HR 1.37, 95% CI: 1.07, 1.75; p = 0.012).

Please see the full prescribing information for Aranesp® {darbepoetin alfa), Epogen®, or Procrit® (epoetin alfa) for other risks
associated with these ESAs, including other Wamings and Precautions, and Adverse Reactions.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Biotech Products, L.P.

You must respond to the following question to advance to the next section
Have you reviewed all of Section 1: Key Safety information for Use of ESAS in Patients with Cancer?

Yes. | have reviewed ali of Section 1

Training & Enrcliment Prpgress

@zonAmgenmc;emcofomwamc' oduc




Risk tnformation for the Safe usg_dBAs ;

= ESAs are indicated for the treatment of anemia in patients with non-myeloid malignancies where anemia is due to the effect of
concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum of two additional months of planned

chemotherapy.

= ESAs are not indicated for use:
« in patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also receiving concomitant
myelosuppressive chemotherapy.
¢ in patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.

« as a substitute for RBC transfusions in patients who require immediate correction of anemia.
« ESAs have not been shown to improve quality of life, fatigue, or patient well-being.

Important Dosing and Treatment information
» initiate ESAs in patients on cancer chemotherapy only if the hemoglobin is less than 10 g/dL.

= Use the lowest dose of ESAS necessary to avoid RBC transfusions.
= Discontinue ESAs following the completion of a chemotherapy course,

Please see the full prescribing information for Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), or Procrit® (epoetin alfa) for
other risks associated with these ESAs, including other Wamings and Precautions, and Adverse Reactions.

Please see the full Prescribing Information for Procrit® regarding the pediatric use of Procrit®. The safety and efficacy of
Aranesp® in pediatric cancer patients have not been established.

Aranesp® and Epogen® zre registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Crtho Biotech Products, LP.

You must respond to the following question to advance 1o the next section

Have you reviewed all of Section 2: Appropriate Use of ESAS for Patients with Cancer?

' Yes. | have reviewed ofl of Section 2

Training & Enroliment Progress
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Section 3: Program Requirements and Materials for Healthcare
Providers and Hospital Designees

HCP req for patient and
‘The ESA APPRISE Oncology Frogram requires HCPs to educate and counsel patients ulilizing these program matenia's in the
foliowing manner.
+ Provide the appropriate ESA Medication Guide 10 each patient prior 10 gath rew course of ESA herapy. reviw its confents,
and counse! eath patient on the risKs ang benefits of E8AS.

inferm each patient that ESAs are assotiated with the folkesing nsxs increased mortaldy, senous cardiovascular and
thre feactions, and i risk of tumor prog or e.

< Distuss each patient's questions of concems about ESAs.

- Document that the risk.benefit discussion with the patient has occurred by completing and sigring the ESA T
APPRISE Oncology Program Fafien) and Healihcare Professional (HCP) Acknowiedgrnent Form o

CLICK HERE
s ina private practice-based setting, retum the form (of modified version i with the changes) via mail of fax
{preferred method) io the ESA APPRISE Ontology Program Cal Center as onthe form; maintain

a copy of the signed ESA APFRISE Ontology Program Patient and Heatthcare F {HCP) Acl form

on-site.

i1 you are in a hospial setting, provide the completed form {or modified version consistent with the aliowable changes) 1o the
Hospital Designee responsible for maintaining and storing the forms or the fonms may be archived elettronically through an
edectronic medical record system as long as they are relrievabie.

Assume the authority and resp ity to [ and oversee the ESA APPRISE Oncology Program
requirements in your hospital.
Compiete the ESA APPRISE Oncology Program Training Module for Hospita! Designees.

Understand that if HCPs in your nospﬁal pfescnbe Aranesp® ar Epogen®/Procrit® to patients with cancer, fatiure of the staff to
comply with will lead to of access to ESAS for your hospital.

inform ail Aranesp® or Epogen®/Procrit® presciibers at your hospital of the ESA APPRISE Oncology Program training and
onitology prescriber cestification reguirements.

« Establish or oversee the estabisnment of a system, order 1S, prolocols, of other measures designed to ensure that, in your
hespital:
« ESAs ate onty dispensed to patients with cancer afier veritying:
- that the HCP who prescribed ESAs for patients with cancer has enrolled In the ESA APPRISE Oncology Program; and
- that the discussion between the patient and £SA APPRISE Oncology Program-enroiled prescriber on the risks of ESA

therapy is by patient and p on the ESA APPRISE Oncology Program Patient and
Healthcare F (HCP) A Form priof to initiation of each new course of ESA thesapy.

« if an HCP who prescrides ESAS s nol envolied in the ESA APPRISE Oncology Program, the prescriber wifl be notified that
Relshe is not able to prescribe ESAs for patients with cances.

« Dversee compliante with program monitoring and auditing 1o assess the effectiveness of the ESA APPRISE Oncology
Program.

« Maintain evidence of comptiance with the ESA APPRISE Ontology Program for monitoring and auditing purposes, as follows:
« Atlist of each HCP in your hospilal who prescribes ESAS for cancer patients

* Doc {Le., unique 1D number) that each HCP in your hospital who prescribes ESAs for patlents with
cancer s enrofied kn the ESA APPRISE Oncology Program

» Documentation of the risikc benefit discussion betveen certified prescriber and cancer patient by archival storage of the ESA

.

.

Oncology Program Patient and + K {HCP) AL Form for each cancer patient
Yotwnom an ESA prestription was filled
« 7o leamn more about allowed changes to the Patien! Al Form, piease refer to the Guidefimes[— .~ 7.
for Fatient Ac Form ion within b Systems and Clinics flashcard. S

CLICK HERE

Flease see the ull p in alfa), Epogen? (epoetin atfa), of Prociit3 (epoetin aifa) for
other risks associated with these E£8As, lncludrng cmer Wamhgs and Precautions, and Adverse Reactions.
Failure to comply with the ESA APPRISE Oncology Program will resulit

in suspension of your hospitars amss to ESAs.

Are-enroliment period will occur every 3 years for this program. You will be nofified when re-enrofiment is reguired.

Upon completion of this enroliment process, you (and an alternale conlact, i provided) wit receive an emall with the ESA
APPRISE Oncokogy Program enroliment ID number unique to your hospital. This enroftment 1D number aliows you to identity
HCPs enrolied al your location, by chcking the Hospital Designee log-in at the top right of the ESA APPRISE Oncology Program
website home page. Yon £an also order mote ESA APPRISE Oncology Program materals via www.e32-apprise.com using the
hospital enroiment 1D number.

Onte you have enrolied, you will receive the HCP Program Starter Kit 10 assist HCPs in your hospdal in impiementing the ESA
APPRISE Oncology Program.

Materials provided in the HCP Program Staster Kit:

+ ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowtedgment Form

. Y alfa), Epogen® (epoetin alfay, of Protsit® (epoetin alfa) Medication Guides

-6 ines for Patient Form {ntegralion within Heaithcare Systems ang Ciinks

The prescriber's enroliment identification number and the hospitals site Identfication number are required on every patient
acknowledgment form.

Aranesp® and Epogene are regsiersd trademarks of Amgen int, Procrt® is a registered frademark of Centocor Orthg Biptech Progucts, LP.

You must respond 1o the foliowing question to advance to the nexi section

Have you reviewed all of Section 3: Program Regq. ang for F and Hosp
Designees?

Yes. | hove reviewed ol of Section 3

Training & Sncoltment Progress
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information b g Enrolment

Forms & Resources § Contact Us

Section 4: Hospital Designee Enrollment

Now that you completed the ESA APPRISE Oncology Program Training Module, you are ready to enroll. Enroliment confirms the
fact that you have reviewed the safety and appropriate use information for ESAs in patients with cancer, and commits you to
complying with the program requirements.

Failure to comply with the ESA APPRISE Oncology Program requirements, including enroliment, will resuit
in suspension of your hospital's access to ESAs.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Bictech Products, LP.

You must respond to the following question to advance to the next section

Have you reviewed all of Section 4: Hosp:ta! Des:gnee Enrollment‘?

Yes, lhmmvwadallofSedmn4

Training & Enroliment Progress
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ESA APPRISE Oncology Program Enrollment for Hospitals

1 agree to the following on behalf of my hospital:

+ | have been designated by hospital management to assume the authority and responsibility to intemaliy coordinate and
oversee the ESA APPRISE Oncology Program requirements in my hospital.

| have completed the ESA APPRISE Oncology Program Training Module for Hospital Designees.

| understand that if heaithcare providers (HCPs) in my hospital prescribe Aranesp® or Epogen®/Procrit® to patients with
cancer, failure of the staff to comply with enroliment requirements will lead 10 suspension of access to Aranesp® and
Epogen®/Procrit® for my hospital.
« | will inform all Aranesp® or Epogen®/Procrit® prescribers at my hospital of the ESA APPRISE Oncology Program training and
oncology prescriber certification requirements.
1 will establish or oversee the establishment of a system, order sets, protocols, or other measures designed to ensure that, in
my hospitai: , )
» Aranesp® or Epogen®/Procrit® is only dispensed to patients with cancer after verifying:
» that the HCP who prescribed Aranesp® or Epogen®/Procrit® for patients with cancer has enrolled in the ESA APPRISE
Oncology Program; and
= that the discussion between the patient and ESA APPRISE Oncology Program-enrofled prescriber on the risks of
Aranesp or Epogen/Procrit therapy is documented by patient and prescriber signatures on the ESA APPRISE Oncology
Program Patient and Healthcare Professional (HCP) Acknowledgment Form prior to initiation of each new course of
Aranesp or Epogen/Procrit therapy.
« I an HCP that prescribes Aranesp® or Epogen®/Procrit® is not enrolled in the ESA APPRISE Oncology Program, the
prescriber will be notified that he/she is not able to prescribe Aranesp® or Epogen®/Procrit® for patients with cancer.
* | am authorized to oversee compliance with program monitoring and auditing o assess the effectiveness of the ESA APPRISE
Oncology Program.
« | will maintain evidence of compliance with the ESA APPRISE Oncology Program for monitoring and auditing purposes, as
foliows:

* Alist of each HCP in my hospital who prescribes Aranesp or Epogen/Procrit for cancer patients.

s Documentation (ie, unique enroliment ID number) that each HCP in my hospital who prescribes Aranesp® or
Epogen®/Procrit® for patients with cancer is enrolled in the ESA APPRISE Oncology Program.

+ Documentation of the risk:benefit discussion between cerlified prescriber and cancer patient by archivai storage of the ESA
APPRISE Oncology Program Patient and Healthcare Professional Acknowledgment Form for each cancer patient for whom
an Aranesp or Epogen/Procrit prescription was filled.

Aranesp® and Epogen@ are registered trademarks of Amgen Inc. Procrit® is a registered trademark of Centocor Ortho Biotech Products, L.P.

You must agree to the above 1o advance to the enroliment form

| have completed the ESA APPRISE Training Module. | understand that failure to comply with the ESA APPRISE
Oncology Program requirements will rasuit in suspension of my hospital's access to ESAs.

‘ Yes, I agree o all the above

Tgining & _E_nrollment Progre;s
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tas % bl

ment For Hospitals

€ indicates a required field.

Are you enrolling into the € . First-time Enroliment

ESA APPRISE Oncology
Program for the first
time?

- Re-enroliment

réau’é;hsji’i;;&ii Hospital Designes Informetion
FirstName © o
Last Name ©
Title
Email Address ©
Confirm Email Address ©¢
Password &

Confirm Password ©

Phone (##H-#HH-fHHH) ©
Fax ( o

] Hospital Summary Report Opt-in

Piease send an email notification to the hospital email addresses listed above that
summarizes all HCPs enrolled in the ESA APPRISE Oncology Program at our
hospital each time a new HCP affiliated with our hospital enrolls in the program.
Note: You will automatically be notified of all HCPs enroliment terminations.
whether voluntary or for cause.

—Eisctronic Signature

Your signature and date are required to complete your enroliment. Please enter your name and date in the space
provided. This will serve as your electronic signature and will certify that you have read and agree with the terms
provided.

Signature ©

Date & --. .

Training & Enroliment Provgress
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Forms & Resources: 7

ESA APPRISE Oncology Program Enroliment For Hospitals

€ indicates a required field.

Are you enrolling into the € ._- First-time Enroliment
ESA APPRISE Oncology & Re-e nt
Program for the first ' nrollme
time?

EnrollmentiD &

rAuthorized Hospital Designse In
FirstName @
LastName & 7
Title
Email Address &

Confirm Email Address &

?assword [+

Confirm Password ©

Phone (#HL#H-EN ©
Fax (#HHi-#Hl-1HH) ©

] Hospital Summary Report Opt-in

Please send an email nofification to the hospital email addresses listed above that
summarizes all HCPs enrolled in the ESA APPRISE Oncology Program at our
hospital each time a new HCP affiliated with our hospital enrolis in the program.
Note: You will automatically be notified of all HCPs enroliment terminations,
whether voluniary or for cause.

rElecironic Sinnsiure
Your signature and date are required to complete your enroliment. Please enter your name and date in the space

provided. This will serve as your electronic signature and will certify that you have read and agree with the terms
provided.

Signature © ...

Date & .cxo: o impmyiodi

Trammg & Enroliment Prog ress
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important Safety

QOverview
lnformation 4

ESA APPRISE Oncology Program Enrollment For Hospltals

Training &

Enr ollmen ¢ Forms & Resourc&s

Contact U

9 indicates a required field.

—Hosoita] Enrollinent information - e
Please provide ZIP code or city/state to find your Hospital Main Address
2P City State
-or- v | Search |
‘ Practice Name' - ‘ Address City State ZIF Code
[l Hospital main address s not listed
~Haospital Contact InfTormation for Recaipt of Program Materials
1 Click here if different from the authorized designee
Training & Enrollment»Progress
BACK. T " L NEXT B

id
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Risk Information for the Sufe uso;xl

Important Safety Overview Training &

ContactUs

Information b gl Enrolment

ESA APPRISE Oncology Program Enrollment For Hospitals
£ indicates a required field.

[

—Hospite! Enrollment information

Hospital Name &

Address &

City @
State @ ~ T
2IP Code ©

HIN # &

-Qr -
DDD# @
{1 search by ZIP code or City/State

£

Contast Information for Recaipt of Frogram Materizls

~Hospital
[ Click here if different from the authorized designee

Training & Enroliment Progress

- m




ESA APPRISE Oncology Program Enroliment For Hospitals

& indicates a required field.

rHes izl Efreliment Information
Please provide ZIP code or city/state to find your Hospital Main Address
p City State ‘
-or- ~ | Search
Please select your hospital

Practice Name - Address City State ZIP Cede

T Hospital main address is not listed

rHoszpiizl Contectinformeation for F‘.e gipt of Program Materials
First Name € e

LastName &
£ Same as hospntal main address
Address© - T
ciye ) -
state® T TS
ZIPCode ¢ T T

Email Address &

Confirm Email Address &
Password &

Confirm Password €

Phone (#ELHELEHE) ©
Fax (JHHER-#HLEHH) ©

{71 Hospital Summary Report Opt-in

Please send an email nofification to the hospital email addresses listed above that
summarizes all HCPs enrolled in the ESA APPRISE Oncology Program at our
hospital each time a new HCP affiliated with our hospital enrolis in the program.
Note: You will automatically be notified of all HCPs enroliment terminations,
whether voluntary or for cause.

1 Click here if contact is the same authorized designee

Training & Enroliment Progress

This prograin is interided for residents of the
2011 Amgen and Centocor Ortho Blotech ProdudsLP




Assisting Providars end concer Paitentswitl
Risk Information fer the Sofe use of ESAY

Home . Important.“fafety Overview
' - Information . g ;

ESA APPRISE Oncology Program Enrollment For Hospitals

€ indicates a required field.

—Hospiisl Enrollment Infor

Hospital Name & =~
Address &
city &
state > T
ZIP Code ©
HIN# &

-Or-
DDD # ©
71 Search by ZIP code or City/State

rHospits! Contactinformalion for Receipt of Program Materiais

First Name ©

Last Name &

"] same as hospital main address

Address €

City ©
State ©
ZIPCode ©

Email Address ©
Confirm Email Address © =~

Password &

Confirm Password ©
Phone (#i#HL#HH-1HHH) ©
Fax (HHEL-IHH-IHHHY) ©

{1 Hospital Summary Report Opt-in

Please send an email notification to the nospital email addresses listed above that
summarizes all HCPs enrolled in the ESA APPRISE Oncology Program at our
hospital each time a new HCP affiliated with our hospital enrolis in the program.
Note: You will automatically be notified of all HCPs enroliment terminations.
whether voluntary or for cause.

[ Click here if contact is the same authorized designee

Training & EnrollmentvProgress

This:program is intended for residents.o!
. ©2011 Amgen and Cenlocor Ortho




Overview

Forms & Resources . FAQS A . ContactUs

ESA APPRISE Oncology Program Enrollment For Hospitals

€ indicates a required field.

~Hospital Enrollment information Address Laich

The address you entered has returned similar entries in the ESA APPRISE Oncology Program address database.
The address you entered follows,

New Hospital Name
1001 Main Bivd
Los Angeles, CA 90001

Please select an address already available in the ESA APPRISE Oncology Program below or confirm your address.

" NEW HOSPITAL NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

5 NEW HOSPITAL
1001 MAIN BLVD
LOS ANGELES, CA 90001

7+ NEW HOSPITAL MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

Your entered address:

7, New Hospital Name
1001 Main Blvd
Los Angeles, CA 90001

Training & Eknvrioll‘ment Progress

BACK - : - .- - -

THIS program is iritended for res
.8 2011 Amgen and Centocor




ESA APPRISE Oncology Program Enrollment For Hospitals

Your enroliment is now complete. Below is your ESA APPRISE Oncology Program enroliment identification (ID)

inank VOU TOY paracipaundg

RiSE Oncology Program

number and the hospital that has been enrolied.

Enroliment ID: 123456

This enroliment ID number aliows you to identity HCPs enrolled at your location.

Enrolled Hospital

& Print this Page

Site ID

Site Name

Site Address

City

State

Zip

7890 Phoenix Hospital

112 EIm

Phoenix

AZ

85027

You will receive the HCP Program Starter Kit which contains the reqhired materials for the ESA APPRISE Oncology

Program for HCPs in your hospital.

HCP Program Starter Kit

Materials provided in the HCP Program Starter Kit include:

« ESAAPPRISE Oncology Program Patiént and Healthcare Professional (HCP) Acknowledgment Forms

+ Aranesp® (darbepoetin alfa), Epogen® (epoetin aifa), and Procrit ® (epoetin alfa) Medication Guides
= Guidelines for Patient Acknowledgment Form Integration within Healthcare Systems and Clinics

Until your starter kits arrive, download and print the ESA APPRISE Oncology Program Patient and Healthcare

Professional {HCP) Acknowledagment Form. HCPs in your hospital must begin using this form with their patients.

For questions regarding the ESA APPRISE Oncology Program, please visit the ESA APPRISE Oncology Program

Frequently Asked Questions page. contact your local Amgen or Centocor Ortho Biotech Products, L.P. Field
Representative, or cali the ESA APPRISE Oncology Program Call Center at 1-866-284-8089.

* As a reminder, patient registration or approval through the ESA APPRISE Oncology Program is not required.

Print this confirmation notice. it is recommended that it be kept in a safe location as you will need to

reference your enroliment number during the program.

An email has also been sent confirming your enroliment. If you do not receive a confirmation email, please check your

email spam folder.

This program is intendedfof residernts of the United
© 2011 Amgen and Gentocof




ome Important Safety

Forms & Resources

finterisis for Healihica

Order Program Matsrials

Enrollment 1D:
{_Continue |

Healthcare Provider and Hospitat Designee Materials

"2 Dear Healthcare Provider (DHCP) Letter to HCPs who prescribe. or prescribe and dispense ESAs for patients vith cancer

=1 Dear Director of Phanmacy/Administrator Letter to hospitals that dispense ESAs for patients yith cancer
"I ESARENMS Flashcard

=1 ESAAPPRISE Oncology Frogram Heaithcare Provider Flashcard

*7 ESA APPRISE Qnrology Proaram Hospilal Process Overview Fiashcard

*ESA APPRISE Oncology Program Training hodule for Healthcare Providers

%] ESA APPRISE Oncology Program Training tModule for Hospital Designees

%) ESA APPRISE Oncology Frogram Enroliment Form for Healtheare Providers

7 ESA APPRISE Oncology Program Entcliment Form for Hespitals

7 ESA APPRISE Oncology Program Patient and Healtheare Professional (HCP) Acknowisdament Form

‘3 uigelings for Patient Ackngwledgment Form Integration within Healthcare Systems and Clinics

) ESA APPRISE Oncology Program Fatient and Healtheare Professional (HCP) Acknowiedgment Form - SPANISH

Prescribing Information

%7 Aranesp® (darbepoetin alfa) full Prescribing information
‘T Epogen€ fepostin atfa) full Prescribing tnformation
T Procrit€ (epoetin affa) full Prescribing Information

Matsriais for Patients
Madication Guides
T Aranesp® (darbepoetin alfa) tiedication Guide

) Aranesp® (darbepoetin alfa) Medication Guide - SPANISH
™ mﬁ@mﬁm_@w@w

] Epogen€ (epoelin alfa) Medication Guide - SPANISH

T Procrit® (epoetin atfa) Medication Guide

TAProcrit® (epoetin atfa) Medication Guide - SPANISH

Instructions for Use
] Aranesp® (darbepoetin aifa) Instructions for Use-—Single-Dose \Viat

™) Aranesp® (darbepoetin alfa) instructions for Use—Singte-Dose Prefilled Syringe (SingleJect®

" Epogen® (epoetin alta) Instructions for Use

7 Procrit® (epoetin alfa} instructions for Use

Adobe® Reader® is required to view all of these PDFs. If you do not have it installed, downioad it free here
. 5

Get
g ADCBE" READER® ;




Assisting Providers and cancer §
Risk tnfc_rmmiun for the Safe use of

important Saf 7 Traiin‘g &
3 f 1 B o -

- § Forms &Resourc_a;s: :

.. Enrollm

Material Order : Address Selection
—Fergone! information

The Enroliment ID is associated to the following individual.

FirstName John
LastName Smith
Email Address john.smith@email.com

L.

—Fractice Locations
Please select/enter your shipping address

Practice Nams : ‘ 4 Address 7 7 ’ éity k S;tate . Z1? Code
‘Practice Name 1234 N MAIN ST ‘WAYNE " PA 19087

[ Primary practice is not listed

—Practice Contact Information
Confirm the following contact information is correct
First Name Allison
Last Name Tennant
Email Address allison.tennant@email.com
Phone (##H-1HHEHEH)  215-555-1212

Fax (#HatHHLEHA)  215-855-1213
1 Primary contact is not listed

Next




Assisting Providers gnd :mw?cnienb
Risk information for the Safe usae of ESAS:

lmportan ngty

nformation - 4

Material Order : Address Selection

Personst Information

First Name
Last Name

John
Smith

The Enroliment ID is associated to the following individual.

Email Address john.smith@email.com

~Fractice Locations

City ©
State &
ZIP Code ©

Pﬁmary Pl’acﬁoe Name [ ) T

Address &

1 select from the list of registered sites

First Name
Last Name
Email Address
Phone (#-#- )
Fax (#HHL-HHH-#HHH)
T primary contact is not fisted

~Fractice Contact Information
Confirm the following contact information is correct

Allison
Tennant

allison.tennant@email.com
215-5565-1212
215-555-1213




Assisling Pegwdess and cancer annis N
Risk tnfarmatian for the Sofe use of

Material Order : Address Select:on

—Personal information
The Enrollment ID is associated to the following individual.

FirstName John
LastName Smith
Email Address john.smith@email.com

(Practice Locations
Please select/enter your shipping address

e

Practice b.am: N 7 Addl;eés ‘ 7 City Staté o Z1p Code
Practice Name 11234 N MAIN ST 'WAYNE PA 19087

71 Primary practice is not listed

—Fractice Contact Infoermation
First Name ©

Last Name &

Email Address ©
Phone (##H-#HH-###) ©
Fax (B #i-HE) ©

] Select the registered primary contact

Tms pmgxam ts htended for reeidemsoﬁhe in




P APPRISE
B ONCCLOGY PROGRAM: - -

Assisting Providers and cancer Potients with
Risk information for the Safe use of ESAS

. Home . ‘ PR Overview

RTINS & B e

Material Order : Address Selection

rFarsona! Informeation

The Enroliment ID is associated to the following individual.

First Name John
Last Name Smith -
Email Address john.smith@email.com

Primary Practice Name €

Address ©

City @
State © -
ZPCode® i

[ select from the list of registered sites

~Practice Teontact Information
FirstName ©
Last Name €

Email Address ©

Phone (#Hi-fH-1HEH) © e e

T select the registered primary contact

(et




frarning &
_Enrollment

Forrns & Resources

Materlal Order Specnfy Type and Quantity

—ilaterials 3slection

Select the matenals you would like to order

Medication Guides
0 ~ Aranesp® (darbepoetin aifa) Medication Guide
0 ~ Aranesp® (darbepoetin alfa) Medication Guide - SPANISH

0 ~ Epogen® (epoetin alfa) Medication Guide

0 ~ Epogen® (epoetin alfa) Medication Guide - SPANISH
0 ~ Procrit® (epoetin aifa) Medication Guide

0 ~ Procrit® (epoetin aifa) Medication Guide - SPANISH

Tear Pads
0 «~ Tear-pad (25 sheets) ESA APPRISE Oncology Program Patient and Healthcare Professionat (HCP)
Acknowledgment Forms

0 ~ Tear-pad (25 sheets) ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Forms - SPANISH

Other items
0 ~ Prepaid Reply Envelopes

Next

This program is intended for resldents of the Unitet
© 2011 Amgen and Centocor Ortha Biotec Products, LP-




Assisting Providers.and cancar

Risk Infarmation for the Sate us

10
15
25

i

—ourrent C
The items that you have selected are listed below.
: Quantity Order ltem

important Safety Training &

Information @& -~ 4 Enrolment

Aranesp® (darbepoetin alfa) Medication Guide
Epogen® (epoetin alfa) Medication Guide
Procrit® (epoetin alfa) Medication Guide

Tear-pad (25 sheets) ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Forms

Delivered to the following location

Practice Name
1234 N MAIN ST
WAYNE, PA 12087

Your order is not submitted until you click Submit Order below.

l Submit Order

This program |s intended for residents ofthe
© 2011 Amgen and Centocor Ortho Blotech P




ﬁng Providers and caanm‘hatﬂs,
Risk information for the Snfe use of

Important Safety . ‘ Training &
__Information @& ' A~ Enrollment

Forms & Resources ContactUs

Material Order : Your Current Order Items
’ & Print this Page
Your order has been received and the confirmation number is 012345678.

An email will also be sent confiming your order along with a confirmation number. If you do not receive a confirmation
email, please check your email spam folder.

Order Summary
. Quantity Order ttem

5 Aranesp® (darbepoetin alfa) Medicatlon Guide
10 Epogen® (epoetin alfa) Medication Guide
15 - Procrit® (epoetin alfa) Medication Guide

25 Tear-pad (25 sheets) ESA APPRISE Oncology Program Patient and Healthcare Professionat (HCP)
Acknowledgment Forms

Delivered to
Practice Name
1234 N MAIN ST
WAYNE, PA 19087

You may continue with another order 1o a different, asscciated shipping address or enter in a new £nroliment 1D to order
materials.




T appRISE
ONCOLOGY FROGRAM. .

sty Pravidoes and woneer Poneni il
Rizk Infermation fot the Sofe se of B3AE

Order Program Materials

Mee; R . - : B B

£t . R
To download the ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowiedgment Form,
enter your Enrofiment (D and click Next. Your Enroliment ID can be obtained in your enroliment confirmation emait.

Hez

=it Enroliment ID

i

it

™I E3A APPRISE Oncology Program Heauheare Proviger Flashcarg

1 ESA AFPRISE Qncolody Program Hospitat 2rocess Oysrview Flasncar

Y ESA AEPRISE Oncology Frogram Training toduls for Healihcare Sroviders

- ESA AFPRISE Oncology Program Training HMedule for Hospital Designees

.

T ESA APPRISE Oncolegy Program Enroliment Form for Healthcare Provigers

1 ESA APPRISE Cncoloqy Frogram Enrolimient Eorm for Hosprials

T ESA APPRISE Oncology Program Patient and Healtht are Professional {HCP) Acknowledoment Fom

) Guidelines for Fatient Acknowledament Form integration wiihin Healihcare Systems and CHBIES - wew

T ESA APPRISE Cncology Program Patient and Heattheare Professional (HCP Acknowlagament Fomm - SPANISH

Prescribing Information
T Aranesp® {darbepostin alfa) full Frescaging infommation

ﬁEmaen@ (epoetin akia) full Prescribing information

T4 erocrit® fepostin alfa fult Prescribing Information

terizis for Padents

Medication Guides
T Aranesp? (darbepoetn alfa) tedication Guide

T Aranesp® (darbepostin aifar hedication Siide - SPANISH

T Epngar® (epoetin alfa) tedication Guide

3B

en® {enoeiin alfa) hledicaiion Guige - SPANISH

T

Al

T3 Procnt® (epoetin atia) Medication Guide

) Brocrit® fepoetin aifa) tiedication Guide - SPANISH

Instructions for Use
"4 Aranesp® (darbenselin alfa) Instrugtions for isé—Single-Dase Vial

T Aranesp® (darsepoetin alfa) Instructions for Use—3mgle-Dose Frefiled Syange (Singledeci®)

T Epogend (epostin alfal Instruciions for Use

ferfit€ (enoetin aifa) Instructions for Lise

T

Adobe® Reader® Js required to view all of these PDFs. If you do not have it instalied, downicad it free pare.

W et ?
ADOBE" READER®




APPRISE

CNCOROGY PROGRAR

Asshsnion Providies and tantey Pot N
Risk fnformestion fot she Sult v of ES&

Click the Practice Name to download the ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form for that location

Hes -
pot} i 7 - - : . -
Name Address City State Z1°P Code
T paota Heatn sisen 123 tain st Los Angeles ‘cA 90001
-y 456 Race St ‘Los Angeles CA ,90001
ol T C
Slbxey MAmonal HEQ g! 123 Maln 81 Los Ange!es CA -80001
U AMI Culver Unlon Hosortal 456 Race St Los Angeles CA .90001
-
i
_1’\ ’
ik

T ESA APPRISE Qneology Program Training Liedule for Hospital Designses

ESA APPRISE Oncology Frogram Enroliment Form for Healthcare Providers

il
i

SAAPPRISE Oncology Froaram Enroliment Form for Hosprals

TTIESA APPRISE Oncology crcaram Patiznt and Healtheare Professional (HCP) Acknowledgment Somn

‘Q Guidelines Tor Patiant Acknowiedgment Form Integration withia Healicare Svstams and Clinics  wew

" ESA APPRISE Oncoiegy Program Fatient ang Heaithcars Professional (HCP) Acknowledgment Sorm - SPANISH

Prescribing Informatxon

:3, EpogenS (epoetin alfa) full Prescrbing informaticn
) Brocrit® tepoetin aifa) full Prescribing Information

sterials for Patlents

Medication Guides

¥} Aranesp® [darbegoetin aifa) hiedication Guide - SPANISH

™ Epcgen® (epoetin alfa) Medication Guids - SFANISH

M precnt cepoetin atia) Medication Guide

T Procrit€ jepoetin aifa) tledication Guide - SPANISH

Instructions for Use
= Aranesp® (darbepcetin alfa) lnstruclions for ijse—Singie-Cicse Vial

3 Aranesp® (darbepoetin alfa) tnstructions for Use—3ingle-Dose FPrefiled Syringe (Singledect®;

3} Epogen® (epostin affp) Instructions for ise

] Precrit® (epoetin alfa) Instructions for Use

Adobe® Reader® is requxred to view all of these PDFS. If you do not have it installed, download it free nere.

Get
,JJOBE' READER®




Assisting Providers and cancer
Risk lnfurmaﬂon for the Sufa Ul

» Important Safety - : Training &

Home Contact Us

Information A 4 Enrollment

ESA APPRISE Oncology Program Login

Username

Password

Login

First time user? Forgot password? Click here.




Risk Information’ fortheSufau‘ ok ES

Important Safety ; . : Training &

Information &~ "~ Enroliment Contact lls

Password Assistance

Forgotter Password First Time Usars
Enter in the username you use to access the site and an email will Enter in your Enroliment 1D and an email with instructions for how
be sent that will provide you information to login. to login will be sent to the associated email on record.
Username Enroliment ID -
Confirm Username Confirm Enroliment 1D ) ’

Continue | | | Continue




Training R
Enro(l;nent

ESA APPRISE Oncology Program Prescriber

Practice Location Management
Add and remove practice locations.

Edit Profile
Review and edit your contact information.

Change Password

Change your password.




Training &
Fnro[knen_t

ESA APPRISE Oncology Program Prescriber » Practice Location Management

Practice Location Management

\ E] ract‘ce Name - v ‘ A&dfesé .
[] Dakota Health System ~ 123MainSt
I:I Impenal Pomt Medical Center ”7”7777""_4"56"Race St

[] Sibley Memorial Hospital 123 Main St
: [j A Culver Union Hosplta! - 7”;456 Race St

" Add Practice Location . ] { Remove Practice Locatian

City
Los Angeles '
) Los Angeles N
Los Angeles
| Los Angeles

ZIP Code -
90001
90001

90001
90004

Contact Us



Assisting Providers and cancer Potienis W
Risk information for the Safe use of E5AS

ContactUs

Information

Important Safety v » 't & Resources |

oo

ESA APPRISE Oncology Program Prescriber » Practice Location Management » Add Practice Location

Add Practice Location

—Practice Location Lookup

zIp City State

Address City Srate ZIP Code

VPraﬁtice Name g
Dakota Health System 123 Main St )  ‘LosAngeles ~ CA '90001
imperial Point Medical Center 456RaceSt ~ LosAngeles ~ CA 90001
Sibley Memorial Hospital 123MainSt 'Los Angeles CA 90001
AMI Culver Union Hospital 456RaceSt ~ LosAngeless  CA 90001

[ Practice location not listed

rPractice Contact Information

First Name
Last Name

[JAddress same as Practice Location information above

Address
City
sate o
ZIP Code
Email Address
Confirm Email Address
Phone (##-fH-#iH)
Fax (#HHi-#HH-tHHH)

Cancel [ Add Practice Location j

This program is infended Tor residents of the Unded
©2011 Amgen and. Centotor:Oriho Biotech Produets,




Important Safety }
. [nformation

ESA APPRISE Oncology Program Prescriber » Practice L ocation Management » Add Practice Location

Add Practice Location

ContactUs_. ;

—Practice Location Lookup

Practice Name
Address
City
ZIP Code
[} Search by ZIP code or City/State

—Practice Contact Information

First Name
Last Name

] Address same as Practice Location information above

Address

City
State ' ) -

ZIiP Code

Email Address
Confirm Email Address
Phone (#HHL#H-#HEH)
Fax (#E-fHE-HHH)

Cancel

This program is intended for residents of fhe U f
© 2011 Amgen and Centocor Orthio Biotech Prodcts,

( Add Practice Lacation |




Training &
wrollment .. .

ESA APPRISE Gncology Program Prescriber » Practice Location Management

Practice Location Management

i Tractice Mame Address ) Cicy Sista ZIF Cods

| ‘Dakota Health System 193 Main &t ' T as Annsles ~A /90001

" Imperial Point Mvedivc'al 5 Py 90001
[l Sibley Memorial Hospit ~ =~ " S . B 90001
| AMI Culver Union Hosj x Do;you really want to remove the following practice location? 90001

Dakota Health System

123 Main St

Los Angeles, CA 30001

Add Practice Lacation l I:

7 By removing this practice location, you will no longer
% .. be able to prescribe ESAs for patients with cancer from
this location.

| Cancel \ Remove Practice Location |




Assisting Providers und contar :

" Risk tnformatian for the SnTe use nfw_

Important Safety }
Information

Training &
Enrollment

ESA APPRISE Oncology Program Prescriber » Edit Profile

Edit Profile

Contact Us

—Prescriber Information

First Name

Last Name

Professional Designation
Title

Email Address

Confirm Email Address
Phone (tHHL-iHHLHHE)
Fax (#HHi-1HHE-1HHEE)

NP1 #

-Qr-

State/Territory License #
and Issuing State

Cancel

[ Update Profile




Asslsting Providers and cancir Potients
Risk informatian for the Safe Use of

: lmporﬁnt Safety Training &

_information """ L Enrolment

ESA APPRISE Oncology Program Prescriber » Change Password

Change Password

New Password

Confirm New Password S

l Cancel | Change Password

This program s Intended for residents of the Uni

© 2011 Amgen and.Centocor Ortho Blotech Prodiicts



ONCOLOGY PROI
Assisting Providers ond cancer Pafienfs
Risk Information for the Sofe use af ES

Important Safety i Training &

Enrolkment

ESA APPRISE Oncology Program Hospital Designee

Hospital HCP Enroliment Management Report
Manage your prescribers for this location.

Edit Profile
Keep your profile updated.

Change Password
Change your password.

This pragram is intended for residents of the

® 2011 Amgen and Centocar Ortho Bioteth |



Assisting Providers uﬁ_d cander.
Risk Information for the Safe:
Important Saf ; - Training &

Home ]
’Informatlon_b e - ‘_Er_\rol{'ment_‘

Contact Us

ESA APPRISE Oncology Program Hospital Designee » Hospital HCP Enroliment Management Report

Hospital HCP Enroliment Management Report

Enfbollme‘nt ID o \First'N'ame | ' Last’Namé . » Deéignatioh C’ompléted Cate
548789  Jobn smith | MD . 01/24/2010
563482 Jane  Wintersmth  MD | | 03/03/2010
457687 ~ Allison ~ Tennant N | H 03/30/2010

I Add Prescriber H Remove Prescriber




Rssisiing Proviciers and cancar Paflents:
Risk Informmtion for the Safe use ol ESAY

Impbr.ntvSafe_ly i it Training &

Information A& A Enrollm

ESA APPRISE Oncology Program Hospital Desianee » Hospital HCP Earollment Management Report

Hospital HCP Enroliment Management Report

Encollment 10 To add a prescriber to this site, enter the prescriber's Enrollment

4 Cate

ID in the following field. )
548780 John | | 124/2010
563482 Jane Enroliment ID 10372010
45TE8T Allisor 130/2010.

| Cancel I Add Prescriber

Add Prescriber I[ Remove Prescriber




ESA APPRISE Oncolun‘a FProgran Hosp"‘_ i

Hospital HCP Enr

x Do you really want to remove ‘the following prescriber?

"Enrcltment [D - ‘ John Smith Clate

, Enrollment ID: 548780 ‘
‘548780 - »John 242010
563482 Jane : i03/2010

By removing this: prescnber this‘individual will lose the
bmty to dispense and/or prescrlbe ESAs for patlents
with cancer from this location.

| cancel | Remove Prescriber |

457687 Allisor

{30/2010

Add Prescriber H Remove Prescriber |




Assisting Providess and cancer Patients
Risk infarmatian for the Sofe use of

ESA APPRISE Oncology Program Hospital Designee » Edit Profile

Edit Profile

~-Authorized Hospital Designee Information

First Name
Last Name
Title
Email Address
Confirm Email Address
Phone (#-#HHL#HHH)
Fax (##Hi-1HHL-HHH)
1 Hospital Summary Report Opt-in
Please send an email notification to the hospital email addresses listed above that
summarizes all HCPs enrolled in the ESA APPRISE Oncology Program at our hospital
each time a new HCP affiliated with our hospital enrolls in the program. Note: You wilt

automatically be notified when an affiliated HCP is removed from the ESA APPRISE
Oncology Program, regardiess of reason or cause.

Cancel Update Profile

Hospital HCP Enroliment Management Report Access

Manage a username and password to provide read-only access to the Hospital HCP Enroliment Management Report for individuals within your
hospital.

Hospital Username Password Update |

. This program.is intendedfor residents of fhe Unifed
© 2011 Amger and. Centocor Ortho Biotech Products,




lmportant Safety | ‘ Training &
information 4 " 4 Enroliment

Contact Us

ESA APPRISE Oncelogy Program Hospital Designee » Change Password

Change Password

New Password

Confirm New Password

l Cancel ] Change Password
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Hospital HCP Management Report

Forms & Resources. Contact Us

Hospital Information

HOSPITAL ADDRESS
Dakota Health System
123 Main St

Los Angeles, CA 20001

Hospital HCP Management Report

Enrollmnnt ID : First Néme v : o LaSt Nafne h o Designétion ’ - Completed lﬁa’ce
548789 - John - Smlth N MDD ‘ 01/24/2010
s63482  Jame  witesmth D 03032010
457687 Allison | Tennant | MD - 0313012010




FAQs
Questions
Whatis 152
Who must gnfoll in the ESA APPRISE Oncology Pregram?
y¥hai are the conseguences of not tizining and enrolling in the ESA ACPRISE Qncology Prodram?

professional?
{ enroltad in the £SA APPRISE Oncology Program tirough my office, but now 1 want to initiate a new course of ESA thefapy (0

a_patian: In the hospital Do | have to re-enroliz
Can patisn's stitl receive their ESAs i there is no enrgiled proviger on site on the grtual day of iniection?
Whep ! freat a patient with ¢ancer in my private practice, do 1 n2ed to send the signad patient ackngwlgdgment form fo the ESA
APPRISE Oncelogy Program Catl Cenier prior i agministering the ESA?

hould | hit in sendmng my patiedl's name ¢n th tien; acknowlzdgment &

Program Call Center?

Answers

Whatis aREMS?

A Risk Evatuation and Mitigation Strategy {REMS) is a program established under the Food and Drug Administration

Amendments Act (FDAAA) of 2007. FDAAA grants FDA the authority to require a drug manufacturer to deveiop and

impiementation a REMS if FDA determines that 8 REMS Is necessary 1o ensure that the benefits of a drug outweigh the risks.

This provision took effect on March 25, 2008. Links to approved REMS can bé found on the FDA website at iitp /Avery fda goy
H Do fetyPostmal 1SafelyinformationforPatienisangProviders!

uem111350.him.

FDA has detemmined that a REMS is necessary for all marketed erythropolesis stimutating agents (ESA) [Aranesp®, Epogen®

and Procritd).

Backto Top
‘Who must anroll in the ESA APPRISE Oncology Program?

All heaithcare providers (HCPs), inclusive of licensed non-physicians, who prescribe of prescribe and dispense ESAs to treat
cancer patients for their anemia must enroll in the ESA APPRISE Oncology Program.

Ins addition to HCPs, for each hospital that dispenses an ESA for patients with cancer, a Hospital Designee, e.g. phammacy
director or other Hospital Designee, must ensolf in the ESA APPRISE Oncology Program.

fackto Jop

What are the consequances of not training and enroiling in the ESA APPRISE Oncology Program?

Failure to comply with program requirements, Including training and enroliment, will result in suspension of access 10 ESAs,
Back 1o Top

How fong will this earoliment take and can my nurse or office manager enroll for me?

The training and enroliment shouid take approximately 10-15 minutes to complete and can be completed on this website or

factiitated by field-based company representatives. The ESA APPRISE Oncology Program requires that the actual prescribing
HCP compiete the tralning and enroliment in the program.

Backio Top

Why do | need to give outa M Guide it my p has Ped our own pleces?

The Medication Guide for the drug you are prescribing {Aranesp®, Epogen® or Proceit®) must be used as the review tool In
counseling patients on the risks of that ESA. Your educational pieces can be given together with the Medication Guide, but
cannot repiace it

Backio Top

We utilize forms for g patient Can we modify our existing consent form to be like the
form you p ?

The Program requires the fiisk:benefit discussion be documerted using the ESA APPRISE Oncology Program Patient ang

Healthcare f (HCP) Al Form.

To learn more about aflowed changes to the Patient Acknowledgment Form, piease refer to the Guidetines for Patient

Ac Form Integ| within Heatthcare Systems and Clinics flashcard.

Backlo Top

Can the discussion with the patient on ESA risks and benefits be conducted by a nurse or other qualified health care
professional? )

This program specifically requires that healthcare providers who prescribe of prescribe and dispense ESAs conduct and
document the ESA risk:benefit discussion. However, nurses and other qualified heatth care p nals may still be in
thelr standard patient education processes.

Backlo Top

1 enrolied in the ESA APPRISE Oncology Program through my office, but now | want 1o initiate a new course of ESA
therapy to a patientin the hospita). Do | have to re-enroll?
No. a single enroliment will apply across ail your praclice kocations.

Back1o Top
Can patients stitl receive thelr ESAS if there is no enrolisd provider on site on the actual day of injection?

Yes, as long as the patient receiving the ESA was given the Medication Guide, had the risicbenefit discussion and signed the
Patient Acknowledggment Form with the trained and enrofied prescriber of the ESA prior to receiving the infection.

Back 1o Top

When | treat 3 patient with cancer in my private practice, do | need to send the signed patient acknowledgment form to
the ESA APPRISE Oncology Program Call Center prior to administering the ESA?
No, the form can be sent after the ESA has been administered.

Backto Top

Shouid | be concerned in sending my patient’'s name on the patient acknowiedgmaent form to the ESA APPRISE
©Oncology Program Call Center?

No, by signing the patient acknowledgment the patient has only authorized his/her name o be sent to the ESAAPPRISE
Oncalogy Program Catl Center.

Backlc Top

Thes peogram §s inended 1 residents of the
620911 Amgen and Canlocor Ortha Biotech Products, LP,

s o




Assisting Providers ond cancer
Risk Information for fhe Safe of B

Important Safety | ; Training & Forms & Resources

information V" A Enrolimen

i

Contact Us

For questions on the ESA APPRISE Oncology Program contact the ESA APPRISE Oncology Program Call Center at
1-866-284-8089, Monday through Friday between the hours of 8:00 AM to 8:00 PM (ET). You may also contact your local Amgen
or Centocor Ortho Biotech Products, L.P. Field Representative for further assistance.

If you enroll via the paper ESA APPRISE Oncology Program Enroliment Form, the completed form can be faxed to
1-866-553-8124.

This program is intended for residents of the Unie?
® 2011 Amgen and Centocor Ortho Biotech |
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Terms of Use

& FORVISITING THiS V SITE. BY USING THIS WEBSITE, YOU AGREE TOE
FOLLO’\“IING TERMS OF USE PLEASE READ THESE TERNIS OF USE CAREFULLY.
YouT 2CCESS to this welsne 13 SUDRCLIO the foZowing Termms of Usa, WIkh may be yPAatad by us fromm Bime 1o 5me wanowt nobte
K you By 2ceessing of using s websae, yOu agree Iat you have fead, undefsiand, and agree (o b2 bound 1o These Terms o
Use, 35 ey Inay be amended from time 10 tme, &S well a8 1o Me 16nms 6f our Privacy Policy. Which fs heredy intomarated ity
fhese Terms of Use. You are responsible f0f periodicaly reviewing thess Terms of Use for 2pphcabie ¢hanges. Your use of this
wetaZe afier posting by us of 2ny (hanges 1o Mese Terms of Uise consiiides your acteptancs (0 those changes, If you disagise:
wiin these Termns of Use (as Iney may De Bmended Hom hime 10 tme), of are drisished with IS websile, your ok and
ExthsVe remedy 15 10 UrSLONLE LSing TKS webstie

QUNDBY THE

THIS WEBSITE DOES NOTPROVIDE CAL OR FROFESSION SERVICES ADVICE.

The CLOEnt 0n (his webstia is Ianoed 1o be 2 genesal IHOMMAKon RESOuLe 1 1¢3ard 10 e subyct malter Covesed, and 15
POvided sciely 0N 20 "AS 15” 3 "AS AVAILABLE™ basis. You 25¢ eX0uaged 10 CONA e Iniomaion Contained heren win
ohet SOuTCes, and 10 Teview the Konmaton Carellly witl your professional heaithcare proviaer. This webs2e 00es Aot render
Ireci i o6 smtas seraces or advke, and provided 1 N0t enced ta replace memeal advice Gred
Dy B pAySician, 1 you GESke Of NEES SUCN SEVICes & 30viCe, YOU SHOUK] CONSUR A Professional heaineare (XOVICEr. You shoukd
1A Consirue Our publcation of ks coment as an ENOOTSEMENt Dy Us of e views Expressad erekn, of Any wamanty of
gwe&oﬂanysva\*m TECOMMENG3tion. TEATEN. BCLON, OF APFACALON Of ML 2DON OF PrEparation Made by e autnor of
e conten:

Scops of Use

We Jovite you 10 view, U5 2K downioad a singke €opy of this webrse for you Informabonz1, on-commercai use Exceptas
ommerwse povioed o0 this age, 60 part of any CONteNT OF SCAWare 0N Tus wabsie Mmay De copied, GowNa0ed of stores i 2
retieval sysiem kor any Gher purpose, hor may R be eGSOt Kk Ay PUTPOSE. WERGU! OUr EXTXESS WRIEN Pemissin You
uCArSTand (N2 V¥ may ORSCONTue, ChanDe. OF (ESIACT YOUr use Of ks weDsAe for afly 1500 witioul nobce

By uang this wedase, you epresent (D2l you are Bt least eighteen (18) years oid and a Unted States resident

, INCLUGING BUT NOT LIMTED TO, ANY IMPLIED WARRANTIES OF
MERCHANTABILITY, FITNESS FOR A FARTICULAR PURPOSE, ACCURALY, ARD NON-NFRINGEMENT. NEITHER AMGEN
NOR ANY OTHER PARTY INVOLVED N CREATING, PRODUCING, OR DELIVERING THE WEBSITE MAKES ANY
VARRANTY A3 TO THE ACCURACY, COUIPLETENESS, CURRENCY. OR REUABILITY OF ANY CONTENT AVAILASLE
THROUGH THIS WEBSITE. YOU ARE RESPONRSIBLE FOR VERIFYING ANY INFORMATION BEFORE RELYING ON IT. USE
OF THE WEBSITE AND THE CONTENT AVAILASLE ON THE WEBSITE 15 AT YOUR SOLE RISK. WE MAXE NO
REFRESENTATIONS OR WARRANTIES THAT USE OF THE WESSITE WiLL BE UNINTERRUFTED OR ERROR-FREE YOU
ARE RESPONSISLE FOR TAKING ALL NECESSARY PRECAUTIONS TO ENSURE THAT ANY CONTENT YOU OSTAIN
FROM THE WEBSITE i FREE OF VIRUSES.

The above exthisions may ot apply in Rescicbons that 60 net aliow the exchusion of ¢ertain imphed vamandes

Lim ion ef Liabiliy

YOUR USE OF THE WEBSITE OR ANY CONTENT ON THE WEBSITE |8 AT YOUR OWN RISK WE SPECIFICALLY
DISCLARI ANY LIABRITY, VIHETHER BASED IN CONTRALT, TORT, STRICT LIABILITY OR OTHERWISE, FOR ANY
DIRECT, INDIRECT, INCIDENTAL, CONSEQUENTIAL. OR SPECIAL DAMAGES ARISING QUT OF OR IN ANY \AY
‘CONNECTED WITH ACCESS TO OR USE OF THE WEBSITE, EVEN If WE HAVE BEEN ADVISED OF THE POSSIBILITY OF
SUCH DAMAGES, INCLUDING BUT NOT LIMITED TO, RELIGNCE BY ANY PARTY Of ANY CONTENT OBTAINED
THROUGH THE USE OF THE WEBSITE. OR THAT ARISES IN CONRECTION YWITH MISTAKES OR OIISSIONS IN, OR
DELAYS [N TRANSIISSION OF, (KFORMATION TO OR FROM THE USER, INTERRUPTIONS IN TELECOMMUNICATIONS
CONNECTIONS TO THE WEBSITE OR VIRUSES, WHETHER CAUSED IN WHOLE OR IN PART 8Y NEGLIGENCE, ACTS
OF GO0, VIAR, TERRORISH, TELECOLAUNICATIONS FAILURE. THEFT OR DESTRUCTION OF. OR UNAUTHORIZED
ACCESS TO THE WEBSITE, OR RELATED INFORMATION OR PROGRAMS.

indemnification

1f you violate any of these Terms of Use r if you misuse this websda, you agree 1o defend, indemnidy andt hold Us hamiess,
INCRKG OuF OTTCers, dretiors, , agents and b ensees fTom aay 201 al SabAly NENIENG COSLS, expenses and
omeys' f2eS R arise OUt Of Or e rElatad 10 yous ViolZin oF misuse.

User Submissiens

Certan areas of s websAe enabie YOu 10 SUDIME e-mals, o Cherwise Provide feedback of iformaton ko Us

You agree Ihak by submAtng content

* that, Byou are 3 hearheare professional, yw&ﬁmmwﬂmmmﬂammmap&mnm
Ifermanon for which you 00 IOt have 21 NECESSATY Consents of ANOMZALons 10 disciose;

« You Wt Orly SUDITI CoRtent That comphes win appic abke v, 2nd WH HOL SUDMR Content Ihatts abusive, dafamatory.
obscene, intiinging. thiealening, (EPEIAVE, of olherwise appropriate. of That coPLans any viruses of other saftware at may
adversely aliect the 0pEraDON of anoTher's COMmpAeT,

* you understand and agre¢ that such content that & suondtied W a feedback page, will be ocemed non-confisenial, and

* you grant to Us the krevoc adle right o 58, £opy, modiy, pubksh, perfom. transma and display SUch content via any media in
accortante wih these Temms of Use, and waive any moral ngh's you may have in such coment. Subject 10 3 appscabie
federal laws, We shall be [ree 10 Use SUCK CONteNt, AT BNy eas, CONCEpts, Know-Now, of lechfsques contained m seh
conter, for any reason whatsoeves.

Tradzmarks
Al of the Companies rademans afe Lhe exchsive property of e Compankes. Linautonized use of any of the Companes’
fFademaaks, Serve marks of 10gos May be 3 viokaton of federat and siate trademark laws

Copyright

Tmswebsll-buwc\edbgweds‘m and foreign copynighi faws. Except for your miomationa!, persond, Non-commertial
23 authonzed above. you may Aot moddy, reproduce of distribute he design of Lyout of the websce, of Indwdual sacbons of

mo&gnuwammwwc«nm logos without the Cornpanies’ express wiiaen parmissian,

Information. News aad Press Rel
The websliz contarns information, news JNKSOr press reiases about the Companies. Whide this information was beteved to be
accttate 23 of the 031 it was preparcd, We drs<iaim any duty of 0dGABIN I UDENa Mis (NTOAMELON, news of 30y prass
reieases. Infomation about campanies oher than Us contaned in the Nows, press releases or olhemise, shoukd not be relied
Upon 25 bewng provioed oF endorsed by Us,

Lifks

Thia websile may coraln knks 0 websites operaled by aihier parties The dnked sies are not under Our control, and We ave not
cesponabie foc the Contest avakale on 2y Cher tntemet sties nXed Lo this websze. Such links do not Ampy Our endcsement
of mezetial on 2y other Site 8nd We drsckzm a1 kabdfy wih regard 1o your access to Such tiked webstes We provide Inks 1
OfDer Interbet skes a3 3 converience 10 Users, and access 10 3Ny ohes atemet skes Bked to this wedske 15 2 your own sk
Uniess athenwise set forih in 2 writ you and the YOU st achere 1o Ow liaking podcy a3
mo)wvmmmﬁmumnu\rchmmwmmmcm {2} e 2ppearance, posioon and
‘other aspects of the kak may hot be such s 1o damage of daute the GoodWil 3550cated Wih Our names and trademarks, (dl)
the tnk must "point” 1o 0ne of the specshc URLS ksted beiow:

» www.amgen com

~ www centocororthobiotech com

» WIWWH.E32-3pDrSe COM

300 1t 1o c<her pages wihi e webste. () 1 appearance, poskion and other aitribites of the bnk may not crea:e e faise
appeaiante that your omanization of entty 1 Spomsored by, aiflted with, of es$0ciaied with Us, (v} when selecieo by a user,
InE I ehHIS1 CHSORAY the webske of fud-screen and not within & Tramer” o D Inkang webste, and (vi) We resarve Ihe it to
fevoke Our consent fo the Sink a1 any bme at Our discretion.

Sezusity

Trs wedsite may requie you to repister of abiain 3 pasSword por 10 Permiting aceess 1o the websie or certam services
avadadie 0n this Slte. You are (ESDONS IO for manLsning Me confidentaily of yous regeslratian iNformaton and password, and
fof all Uses Of Yous PasSWOrd, whether of 00 24horzed Dy you.

Location. Governing Law nd Arb.traticn
TIEs webshe 65 operated by Amgen from s Offices i CaRioMi USA. The Law of e Stata of Ca¥omsa shad gover these temms.
300 CONCACNS, WENOU Teference 1o ks thokce of lams nsies The Compardes Make N0 fefYesentanon a the Information in the
websie 13 apopraie o avakabie for yse in othet kocadons, and access lo Ihés wetrsfe from fermones where the content of thes
Website may be gegal s prohiiied. Those who chogse 10 access tha website from ofhier lcabons 00 50 on thelr oAt intiadve
and are respansiie fof Comprance wiih appticabia kocat taws.

/wtrmsy Nﬂammummrmmbmmmbduxmmem Products andior senvices shall be.

Tt by bangng eeparstion AMmencan AIDRTED0N ASSOCIAoN. ATy

mn(mmamsyucwmbcmumonmmmms.mamrmbec«moaledmanywnommw
Charm Of controversy of any other party. The arpkration shail be conducied in Los Angeies, Cakfornia, and jusgment on e
ArtArIon awals Ay De ERtered by any ourt Of COmpetent fatsaCton EXNEt You of the Compankes may seex aay imenm of

preqminary reze! Rom a (ot of compelent ARsaction In Los Angeles County, Calfomnia, necessary 1o protct the nghls o
proparty ¢t you o¢ the Companies penging the compieton of ADRIAZ0N

Violstiens and Additions! Policies

Ve reserve the ngit (o see a8 remedies avadabia a1 law and In equiy for VIRITORS of these Tems of Use, mchudng, It Aot
SHEq to, e npht 10 Dlock 2ECESS oM 3 PAX UL Intemet a0kess 10 the website

Use of Information
Vvereseﬂ'e(hengmamyouamcus toThe Use and assignment of a1 RoMTANON fegarting your use of this webske and
informanon provioed by you in a6y manner consislent wim these Terms of Use, e Privacy Pobcy. and appix.abi federal L

Securiis Lavis
Toi wessit may ecade staemeris conceming e Comparies peratons, praspects, stalegies. fanca condton, bfure

“peteves, )
mwmwﬁhs&umuww&mmmm The websde and

herein does not censiiute an offer or a solickabon of an offer for saie of any securiies. Nont of the inlomaton contzined heren
Is intended 1o be, 3nd shall ot be deemed 10 be. incorporated into any of Ous securilicseialed ings or documents.

Questicns
#f you have any questions about thesa Terms of Use, please calt us a1 the ESA APPRISE Oncology Program Call Certer.
1.865-284-5069.




etin ¢ Ifa), Epogen® {epoetmi alfa) or Procnt® (epoetm alfa)

ESA REMS Requirements for Healthcare Providers {HCPs) and Hospitals

( ESA APPRISE (Assisting

Providers and cancer Patients . ESA
with Risk Information for Ith ESA REMS dRequarementigfor : Other
the Safe use of ESAs) Healthcare Providers (HCPs) and Hospitals indications
Oncology Program®
4 Dispense Medication Guide to patients to support informed Vi
decisions between the patient and his or her HCP
v HCP certification via training and enrollment
o Hospital certification via training and enrollment
P g
Vi Certified HCP and patient documentation of
v risk:benefit discussion
4 Confirmation of compliance with program
requirements via site audits
4 Failure to enroll or re-enroll will result in suspension
\_ of access to ESAs 4/

\

*The ESA APPRISE Oncology Program is designed for oncology and hematology HCPs treating patients for

their cancer.

Aranesp® (darbepoetin alfa}, Epogen® (epoetin alfa)/Procrit® (epoetin alfa) are different drugs with distinct dosing schedules.
Please see the Aranesp® Epogen?®, and Procrit® full prescribing information, mcludmg Boxed WARNINGS, and Medication Guides.
i : P ite at- www

A\ APPRISE

ONCOLOGY PROGRAM

AssiSﬁhQ ﬁfo\iiders and cancer Patients with
Risk Information for the Safe use of ESAs

Fise.com, contact your local Amgen or
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For the use of erythropoiesis stimulating agents (ESAs*} Aranesp® (darbepoetm alfa), Epogen® (epoetin alfa),

or Procrit® (epoetin alfa) in patients with cancer

To become certified, healthcare providers must train and enroll into the ESA APPRISE Oncology Program:

» Complete the ESA APPRISE Oncology Program Training Module for Healthcare Providers.

» Complete this enrollment form and fax it to the ESA APPRISE Oncology Program Call Center at 1-866-553-8124.

Failure to comply with the ESA APPRISE Oncology Program requirements will result in suspension of your access to ESAs. J

Check one: 1 New enrollment ([ Re-enrollment (required every 3 years)

Enter your enrollment 10 # ][] J ] 1] ] (for re-enroliment only)

By completing this form, | agree to the following:
* | have reviewed the appropriate current prescribing information for Aranesp® or Epogen®/Procrit®.
— I understand that ESAs shortened overall survival and/or increased the risk of tumor progression or recurrence
in clinical studies in patients with breast, non-small cell lung, head and neck, lymphoid, and cervical cancers.
— lunderstand that ESAs increased the risk of death from cardiovascular and thromboembolic reactions in
clinical studies in patients with cancer treated with ESAs.
— lunderstand that in order to decrease these risks, the lowest dose of ESAs should be used to avoid red
blood cell transfusions.
~ | understand that ESAs are indicated for the treatment of anemia in patients with non-myeloid malignancies
where anemia is due to the effect of concomitant myelosuppressive chemotherapy, and upon initiation,
there is a minimum of two additional months of planned chemotherapy.
— lunderstand that ESAs are not indicated for use as a substitute for RBC transfusions in patients who
require immediate correction of anemia.
— understand that ESAs are not indicated for use in patients with cancer receiving hormonal agents, biologic
products, or radiotherapy, unless also receiving concomitant myelosuppressive chemotherapy.
— | understand that ESAs are not indicated for use in patients with cancer receiving myelosuppressive
chemotherapy when the anticipated outcome is cure.
— I understand that ESAs have not been shown to improve quality of life, fatigue, or patient well-being.
— I understand that ESAs should be discontinued following the completion of a chemotherapy course
of treatment.
» | have reviewed the ESA APPRISE Oncology Program requirements and agree that:
— | will discuss my patient’s questions or concerns about Aranesp® or Epogen®/Procrit®.

When | prescribe and dispense an ESA to | 1 will provide an Aranesp® or Epogen®/Procrit® Medication Guide to

a patient with cancer in my clinic, when each oncology patient at the initiation of each new course of the

an ESA is dispensed for administration respective ESA therapy. After initiation of treatment, and for as long

under my supervision to a patient as treatment continues, | will provide the appropriate Aranesp® or

with cancer in an infusion center, or Epogen®/Procrit® Medication Guide to each oncology patient once a

when | prescribe or order an ESA for month during regular office visits—or, if regular office visits occur

a patient with cancer in a hospital: lefsfs frequently than'once a month, at the next regularly scheduled
office visit.

APPRISE

ONCOLOGY PROGRAM

- .~ Assisting Providers ahd___(_:ancer Patients with
e Risk lnf_ormd_!iqn}fo; ihe Safe use of ESAs
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« | will review the contents of the respective Medication Guide with the patient, counsel each patient on
the risks (increased mortality, serious cardiovascular and thromboembolic reactions, and increased risk of
tumor progression or recurrence) and benefits of Aranesp® or Epogen®/Procrit® | am prescribing to my
patient before each new course of the respective ESA therapy. | will document that the discussion with each
patient has occurred by signing the ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form and by obtaining the patient’s signature.

— By signing the patient section of the form, the patient acknowledges the following:
« | acknowledge that prior to receiving my first dose of Aranesp® or Epogen®/Procrit® therapy:
— I have read and understand the Aranesp® or Epogen®/Procrit® Medication Guide that my healthcare
professional has given to me.
— | have had all my questions or concerns about Aranesp® or Epogen®/Procrit® or my treatment answered
by my healthcare professional.
— | am aware that using Aranesp® or Epogen®/Procrit® may make my turmor grow faster or | may get
serious heart problems such as heart attack, stroke, heart failure, or blood clots, and | may die sooner.
— By signing the HCP section of the form, as a healthcare provider enrolled in the ESA APPRISE Oncology Program,
I acknowledge that prior to prescribing my patient’s first dose of Aranesp® or Epogen®/Procrit® therapy:
« | provided my patient with the appropriate Aranesp® or Epogen®/Procrit® Medication Guide and
instructed the patient to read it carefully before signing this form.
« 1 counseled my patient on the risks and benefits of Aranesp® or Epogen®/Procrit®, using the respective
Medication Guide as the review tool in counseling the patient.
o | discussed all concerns and answered all questions my patient had about Aranesp® or Epogen®/Procrit®
or his/her treatment to the best of my ability.
« The patient signed the Acknowledgment Form in my presence.

When | prescribe and » | will send a signed copy of the ESA APPRISE Oncology Program Patient and
dispense an ESA to a patient Healthcare Professional Acknowledgment Form (or modified version consistent
with cancer in my clinic, or with the allowable changes) back to the ESA APPRISE Oncology Program Call
an ESA is dispensed for Center and retain a copy for my records.

administration under my « | agree that the ESA obtained for use in my patients with cancer will not be
supervision to a patient with prescribed and dispensed by an uncertified HCP.

cancer in an infusion center: | o | will ensure the ESA that | prescribe will be dispensed under my supervision.

When | prescribe or order | * | will provide the completed ESA APPRISE Oncology Program Patient and

an ESA for a patient with Healthcare Professional Acknowledgment Form (or modified version consistent
cancer in a hospital: with the allowable changes) to the Hospital Designee responsible for maintaining
and storing the forms or the forms may be archived electronically through an
electronic medical record system as long as they are retrievable.

« | will comply with any program monitoring and auditing required to assess the effectiveness of the
ESA APPRISE Oncology Program.

Full name {print) : Degree

Signature Date

NPi # and/or State license # State
Phone ' Fax E-mail

My primary practice location is (select one): 1 Private Practice~Based Clinic
Q Hospital or outpatient facility affiliated with a hospital/institution

Practice location name
Practice address

City State ZIP
Practice contact name Phone A A P P R |S E
. ‘ONCOLOGY PROGRAM

Fax E-mail

Aés_iérying‘ﬁoﬁders and cancer Patients with
. Risk Information for.the Safe use of ESAs
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Additional practice location (if applicable):

Select one: 1 Private Practice—Based Clinic
0 Hospital or outpatient facility affiliated with a hospltal/ institution

Practice location name
Address
City State - ZIP

Practice contact name ; Phone

Fax : E-mail

For ESA APPRISE Oncology Program Call Center use only: Site Program Code:

Additional practice location (if applicable):

Selectone: O Private Practice—Based Clinic
Q Hospital or outpatient facility affiliated with a hospital/institution

Practice location name
Address
City : State ZIP

Practice contact name Phone

Fax E-mail

For ESA APPRISE Oncology Program Call Center use only: Site Program Code:

Additional practice location (if applicable):

Select one: Q1 Private Practice~Based Clinic
U Hospital or outpatient facility affiliated with a hospital/institution

Practice location name
Address
City State ZIP

‘Practice contact name Phone

Fax E-mail

For ESA APPRISE Oncology Program Call Center use only: Site Program Code:

If you have more than 4 practice locations, please call the ESA APPRISE Oncology Program Call Center

at 1-866-284-8089.

You will receive an ESA APPRISE Oncology Program enrollment confirmation and an identification number via e-mail
(or by fax if no e-mail address is provided) within 1 business day of receipt of this completed form. Within 5 business
days of enrollment confirmation, an HCP Program Starter Kit including ESA APPRISE Oncology Program Patient and
Healthcare Professional (HCP) Acknowledgment Forms and ESA Medication Guides will be shipped to each private practice
location listed above. Your enroliment identification number will be required on every patient acknowledgment form.

For questions regarding the ESA APPRISE Oncology Program, please visit the ESA APPRISE Oncology Program website
at www.esa-apprise.com, contact your local Amgen or Centocor Ortho Biotech Products, L.P. Field Representative,
or call the ESA APPRISE Oncology Program Call Center at 1-866-284-8089.

*ESA=erythropoiesis stimulating agent (ESA; Aranesp®/Epogen®/Procrit®)
Aranesp® and Epogen®/Procrit® are different drugs with distinct dosing schedules.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. A P P R | s E
Procrit® is a registered trademark of Centocor Ortho Biotech Products, LP. . .ONCOLOGY PROGRAM

This document has been reqwred by the US Food and Drug Administration as part-of - T Asswstmg Prov_lders and cancer Patients with
isk EvalUation: . for Aran and Procnt@f: i 1 s CRisk information for The Safe yse of ESAs
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This ESA APPRISE (Assisting Providers and cancer Patients with Risk Information for the Safe use of ESAs) Oncology Program
Training Module is the core requirement for enroliment within the ESA APPRISE Oncology Program, developed by Amgen and
Centocor Ortho Biotech Products, L.P. The ESA APPRISE Oncology Program is part of a Risk Evaluation and Mitigation Strategy
(REMS). Food and Drug Administration (FDA) has determined that REMS is necessary for ESAs to ensure that the benefits of these
drugs outweigh the risks of shortened overall survival and/or increased risk of tumor progression or recurrence as shown in clinical
studies of patients with breast, non-small cell lung, head and neck, lymphoid, and cervical cancers.

This training module is intended for HCPs who prescribe or prescribe and dispense ESAs for patients with cancer.
The goals of the REMS for Aranesp® and Epogen®/Procrit® are:

» To support informed decisions between patients and their healthcare providers (HCPs) who are considering treatment with
Aranesp® or Epogen®/Procrit® by educating them on the risks of Aranesp® or Epogen®/Procrit®.

« For treatment of patients with cancer, the goal of the REMS, as implemented through the ESA APPRISE Oncology Program, is to
mitigate the risk of shortened overall survival and/or increased risk of tumor progression or recurrence.

FAILURE TO ENROLL IN THE ESA APPRISE ONCOLOGY PROGRAM WILL RESULT IN
SUSPENSION OF YOUR ACCESS TO ESAs

This training module, as a component of this REMS program, presents the requirements for HCPs who prescribe, or prescribe and
dispense, Aranesp®, Epogen®, or Procrit® to cancer patients.

The ESA APPRISE Oncology Program Training Module features four sections:
Section 1. Key safety information for the use of ESAs in patients with cancer
Section 2: Appropriate use of ESAs for patients with cancer

Section 3: HCP program requirements and materials

Section 4: Enrollment

Please see the Aranesp®, Epogen® and Procrit® prescribing information, including
Boxed WARNINGS, and Medication Guides.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

. Centocor Ortho Biotech Products, L.P. S A P P R l S E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. . ) ONCOLOGY PROGRAM
This document has been required by the US Food and Drug Administration as part of a Risk Evaluatlon : - 8 * . Assisting Providers and cancer Patients with
s ‘and Mltlgatlon Strategy (REMS) for Aranesp“’ Epogen‘” and Procrlt"’ e V20 NETEE ’ - RiskInformation.for the Safe use of ESAs
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1.ESAs resulted in decreased locoregional control/progression-free survival and/or overall survival.

As shown in the table below, these findings were observed in studies of patients with advanced head and neck cancer receiving
radiation therapy (Studies 5 and 6), in patients receiving chemotherapy for metastatic breast cancer (Study 1) or lymphoid
malignancy (Study 2), and in patients with non-small cell lung cancer or various malignancies who were not receiving chemotherapy

or radiotherapy (Studies 7 and 8).

Chemotherapy

Cancer Study ! 129 g/dL
Metastatic breast cancer (n=939) 12-14 g/dL 122,133 g/dL
Cancer Study 2 1315 g/dL (M) N.0 g/dL
Lymphoid malignancy (n=344) 13-14 g/dL (F) 9.8, R1g/dL
Cancer Study 3 Big/dL
Early breast cancer (n=733) 12.5-13 g/dL 12.5,13.7 g/dL
Cancer Study 4 x 127 g/dL
Cervical cancer {n=114) 12-14 g/dL 121,133 g/dL
Radiotherapy Alone

Cancer Study 5 =15 g/dL (M) )
Head and neck cancer {n=351) =14 g/dL (F) Not available
Cancer Study 6 .
Head and neck cancer (n=522) 14155 g/dl Not available
No Chemotherapy or Radiotherapy

Cancer Study 7 .
Non-small cell lung cancer (n=70) 12-14 g/dL Not available
Cancer Study 8 10.6 g/dL
Non-myeloid malignancy (n=989) 12-13 g/dL 9.4, n.g g/dL

12-month overall survival

Proportion of patients achieving a
hemoglobin response

Relapse-free and overall survival

Progression-free and overall survival
and locoregional controt

Locoregional progression-free
survival

Locoregional disease control

Quality of life

RBC transfusions

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P.
Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.

This document has been required by the US Food and Drug Administration as part of a RlSk Evaluation.:

. and Mmgatlon Strategy (REMS) for Aranesp“’ Epogen"J and Procrit®..

V2 06/11

Decreased 12-month survival

Decreased overall survival

Decreased 3 yr. relapse-free
and overall survival

Decreased 3 yr. progression-free and overall
survival and locoregional control

Decreased 5 yr. locoregional progression-
free survival
Decreased overall survival

Decreased locoregional disease control

Decreased overall survival

Decreased overall survival
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2. ESAs increase the risk of serious cardiovascular and thromboembolic reactions.

An increased incidence of thromboembolic reactions, some serious and life-threatening, occurred in patients with cancer
treated with ESAs. In a randomized, placebo-controlled study (Cancer Study 1) of 939 women with metastatic breast cancer
receiving chemotherapy, patients received either weekly epoetin alfa or placebo for up to a year. This study was designed to
show that survival was superior when epoetin alfa was administered to prevent anemia (maintain hemoglobin levels between

12 and 14 g/dL or hematocrit between 36% and 42%). This study was terminated prematurely when interim results demonstrated
a higher mortality at 4 months (8.7% vs. 3.4%) and a higher rate of fatal thrombotic reactions (11% vs. 0.2%) in the first 4 months
of the study among patients treated with epoetin alfa. Based on Kaplan-Meier estimates, at the time of study termination, the
12-month survival was lower in the epoetin alfa group than in the placebo group (70% vs. 76%; HR 1.37, 95% Cl: 1.07, 1.75; P = 0.012).

Please see the full prescribing information for Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), or Procrit® (epoetin alfa)
for other risks associated with these ESAs, including other Warnings and Precautions, and Adverse Reactions.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of
P pog 8 8 g

Centocor Ortho Biotech Products, L.P. ES A ‘ A P p R l S E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. _ , ONCOLOGY PROGRAM
This document has been required by the US Food and Drug Admnmstratnon as part of aRisk Evaluation . =+~ == o Assisting Providers and cancer Patients with
- and Mmgatlon Strategy (REMS) for Aranesp‘” Epogen‘D and Procnt“’ aa i : Yoo/l » ‘ Risk Information for the Safe use of ESAs
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» ESAs are indicated for the treatment of anemia in patients with non-myeloid malignancies where anemia is due to the
effect of concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum of two additional months
of planned chemotherapy.

¢ ESAs are not indicated for use:

—in patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also receiving concomitant
myelosuppressive chemotherapy.

—in patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.
—as a substitute for RBC transfusions in patients who require immediate correction of anemia.

« ESAs have not been shown to improve quality of life, fatigue, or patient well-being.

Important Dosing and Treatment Information

« Initiate ESAs in patients on cancer chemotherapy only if the hemoglobin is less than 10 g/dL.

« Use the lowest dose of ESAs necessary to avoid RBC transfusions.

« Discontinue ESAs following the completion of a chemotherapy course.

Please see the full prescribing information for Aranesp® (darbepoetin alfa), Epog.en® (epoetin alfa), or Procrit® (epoetin alfa) for
other risks associated with these ESAs, including other Warnings and Precautions, and Adverse Reactions.

Please see the full Prescribing Information for Procrit® regarding the pediatric use of Procrit®. The safety and efficacy of Aranesp®
in pediatric cancer patients have not been established.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P. A P P R IS E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. ‘ . : ONCOLOGY PROGRAM
This document has been required by the US Food and Drug Admmlstratlon as part ofa Rlsk Evaluation = @i , Assisting Providers and cancer Patients with
and Mmgatlon Strategy (REMS) for Aranesp‘” Epogen"’ and Procnt“‘ e e Risk Information for the Safe use of ESAs




< SECTION 3
~ PROGRAM REQUIREMENTS
AND MATERIALS FOR
HEALTHCARE PROVIDERS

5

: vﬂ,ﬁ‘a Broviders and cancer Patients with
"Risk-Informationfor the Safe use.of ESAs

|

SdOH ¥4 SIVIMILYW ANV
SINIWTHINDIY WVEO0Hd




HCP requirements for patient education and counseling

The ESA APPRISE Oncology Program requires HCPs to educate and counsel patients
utilizing these program materials in the following manner:

« Provide the appropriate ESA Medication Guide to each patient prior to each new
course of ESA therapy, review its contents, and counsel each patient on the risks
and benefits of ESAs. :

« Inform each patient that ESAs are associated with the following risks: increased
mortality, serious cardiovascular and thromboembolic reactions, and increased risk
of tumor progression or recurrence.

« Discuss each patient’s questions or concerns about ESAs.

« Document that the risk:benefit discussion with the patient has occurred by completing
and signing the ESA APPRISE Oncology Program Patient and Healthcare Professnonal (HCP)
Acknowledgment Form.

« In a private practice-based setting, return the form (or modified version consistent with
the allowable changes) via mail or fax (preferred method) to the ESA APPRISE Oncology
Program Call Center as instructed on the acknowledgment form; maintain a copy of
the signed ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form on-site.

ESA APPRISE Oncology Program Patient and Healthcara Profestianal (HCP}
e Form DA chmowlod,

oty a3 | Acwasts” il e, Ergers oy
7 Poreitt frpetm aln) o petsrs with concsr

© Rnview the contenly oF the appmpriate
Vedkcanan Guide vth your patent,
© Coureiyow patint on the rals
anct beeils of Arancsp® or Epgon’/
!

54 thetapy.
© Complatr each section ot the forns h;m‘,,l,k
asrequred with your patient wodte ok
okt the ForptlDer éu et by mytaivag ad sterng
ne«m Torrm wedeechanaly tiouh s ecrari
e rocord s b ey o

Patient Acknow 't of Receipt of An Procrit® Medation Guide and £5 Riskfinefit Disc
par l-ﬂ;mmm cipt of Aranesps, Epogert.of 4 a enefit Discussion
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« If you are in a hospital setting, provide the completed form (or modified version consistent with the allowable changes) to
the Hospital Designee responsible for maintaining and storing the forms or the forms may be archived electronically through

an electronic medical record system as long as they are retrievable.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of
Centocor Ortho Biotech Products, L.P.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.

This document has been required by the US Food and Drug Administration as part of a R|sk Evaluation -
. and Mmgatnon Strategy (REMS) for’ Aranesp Epogen° and Procnt“’ ST e vzos/n e
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» To learn more about allowed changes to the Patient Acknowledgment Form, please refer to the Guidelines for Patient
Acknowledgment Form Integration within Healthcare Systems and Clinics flashcard accessible at www.esa-apprise.com in

the Forms and Resources section.

)mmmmm

gt

Hospitals and prescribers in private practice clinics that are
enrofled in the ESA APPRISE Oncology program may modify
the Acknowledgment Form and present the modified form to
patlents in either paper or electronic form, provided that the
Acknowledgment Form conforms with the following criteria:

formatting-related ch.
of title, i { and f d text

« Addition of patient idantifier and/or clinic/hospital identifiers
(e.9., name and/or logo, barcodes)

+ Changes to make the form patible with existing syst
including electronic- and paper-based systems

NO should be made to boxed content
The hospital of private practice must maintaln evidence of thatthe Form
was signed by both the patient and the prescsiber prior to the initiation ot a new course of ESA therapy, A APPR SE

Private practices must provide the compietod forms to the ESA APPRISE Oncology Pmram Calk c-nm
N V' DRCCLOGY PROGRAM
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Aranesp® and Epogen® are registered trademarks of Amgen inc. Procrit® is a registered trademark of
Centocor Ortho Biotech Products, L.P.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.
. This document has been required by the US Food and Drug Admlmstratton as part ofa Rnsk Evaluatlon .
™ and Mltlgatlon Strategy (REMS). for Aranesp“’ Epogen‘” and Procrit"’ PR ’
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Failure to comply with the ESA APPRISE Oncology Program requirements,
including enrollment, will result in suspension of your access to ESAs.

A re-enrollment period will occur every 3 years for this program. You will be notified when re-enrollment is required.

Upon completion of this enrollment process you will receive an ESA APPRISE Oncology Program enrollment identification (D)
number via e-mail. Your enroliment ID number will be required on every patient acknowledgment form.

Once you have enrolled, you will receive the HCP Program Starter Kit to assist you in implementing the ESA APPRISE Oncology
Program. The HCP Program Starter Kit will be shipped to each private practice location listed on your enrollment form.

Materials provided in the HCP Program Starter Kit:

« ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Forms
« Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), and Procrit® {epoetin alfa) Medication Guides

« Prepaid Reply Envelopes '

s Guidelines for Patient Acknowledgment Form Integration within Healthcare Systems and Clinics

Should you have any questions during this training and enrollment process, ask your local Amgen or Centocor Ortho
" Biotech Products, L.P. Field Representative. You may also call the ESA APPRISE Oncology Program Call Center at
1-866-284-8089.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P. A A P p R 'S E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. : , 'ONCOLOGY PROGRAM
This document has been required by the US Food and Drug Administration as part ofa Rlskvaaluatlon S . . Assisting Providers and cancer Patients with
_ ‘and Mmgatlon Strategy (REMS) for Aranesp“’ Epogc-znqm and Proc:r.t‘0 e : Risk Information. for the Safe use of ESAs
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o vand Mmgatnon Strategy (REMS) for Aranesp“’ Epogen"’ and Pnocrit"

Now that you have completed the ESA APPRISE Oncology Program Training Module, you are ready to enroll. Enrollment confirms
the fact that you have reviewed the safety and appropriate use information for ESAs in patients with cancer, commits you to

complying with the program requirements, and asks you to list all your sites of practice.

Failure to comply with the ESA APPRISE Oncology Program requirements,

including enrollment, will result in suspension of your access to ESAs.
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Centocor Ortho Biotech Products, L.P.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.

This document has been required by the US Food.and Drug Admlnlstratlon as part of a Risk Evaluation
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Follow these 3 steps to enroll and participate in the ESA* APPRISE Oncology Program:
Failure to comply with the ESA APPRISE Oncology Program will result in suspension of your access to ESAs (Aranesp® and Epogen®/Procrit®).

¥4

» '(L
B )
Train ~ Enroll Inform

1 Complete the ESA 2 Enroll in the ESA ‘ 3 Prior to each new course of ESA therapy:

APPRISE Oncology APPRISE Oncology « Provide and review the appropriate Medication Guide and counsel
Program training, which Program by completing each patient on the risks and benefits of ESAs. Review ESA risk:benefit
includes a review of the the ESA APPRISE information with your patient and answer any questions he/she
risks of ESA therapy and Oncology Program may have.
appropriate use of ESAs in Enrollment Form for « Document that the ESA risk:benefit discussion occurred using the
patients with cancer. Healthcare Providers. ESA APPRISE Oncology Program Patient and Healthcare Professional

(HCP) Acknowledgment Form. Fill in your ESA APPRISE Oncology
Program enrollment ID number and ensure both you and your patient

To train and enroll, contact your local Amgen or Centocor sign the form. , , .
Ortho Biotech Products, LP. Field Representative or access the « If you are in a private-practice setting, send the form (or modified

ESA APPRISE Oncology Program website at www.esa-apprise. version consistent with the allowable changes) by facsimile to the '
com If you are unable to enroll via a Field Representative or ESA APPRISE Oncology Program Call Center at 1-866-553-8124 or mail

online, please call the ESA APPRISE Oncology Program Call using the prepaid envelope to P.O. Box #29000, Phoenix, AZ 85038

Center at 1-866-284-8089 for further assistance. and retain an archival copy of the form. =
« If you are in a hospital setting, provide the completed form (or modified

version consistent with the allowable changes) to the Hospital Designee
responsible for maintaining and storing the forms or the forms may be
archived electronically through an electronic medical record system as

long as they are retrievable.
APPRISE
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Please see the Aranesp®, Epogen® and Procrit® full prescribing information,
including Boxed WARNINGS, and Medication Guides.

*ESA erythropouesns stlmulatmg agent [Aranesp‘D (darbepoetln alfa)/ Epogen" (epoetm alfa)/ Procrit® (epoetln alfa)].

't‘ cor Ortho Biotech Products LP.




ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form (Acknowledgment Form)

For the use of erythropoiesis stimulating agents (ESAs*) Aranesp® ([darbepoetin alfa), Epogen® (epoetin alfa),
or Procrit® fepoetin alfa) in patients with cancer

Instructions for Healthcare Providers
© Review the contents of the appropriate
Medication Guide with your patient.

@ Counsel your patient on the risks
and benefits of Aranesp® or Epogen®/
Procrit® before each new course of
ESA therapy.

© Complete each section of the form
as required with your patient.

In private-practice clinics

Fax the completed form (or modified version consistent with the allowable
changes) to the ESA APPRISE Oncology Program Call Center at 1-866-553-8124
or mail a copy using the prepaid envelope to the ESA APPRISE Oncology
Program Call Center at PO. Box # 29000, Phoenix, AZ 85038. Keep a record of the
signed Acknowledgment Form. The Acknowledgment Form must be available to
the ESA APPRISE Oncology Program for monitoring/auditing purposes in a
manner that does not require disclosure of the patient’s medical record.

In hospitals

Provide the completed form (or modified version consistent with the allowable
changes) to the Hospital Designee responsible for maintaining and storing
the forms or the forms may be archived electronically through an electronic
medical record system as long as they are retrievable.

Patient Acknowledgment of Receipt of Aranesp®, Epogen®, or Procrit® Medication Guide and ESA Risk:Benefit Discussion
and Authorization for Release of this Acknowledgment Form (Required)

Printed patient name

Signature of patient or patient representative

Date (MM/DD/YY)

Printed name of patient representative

Relationship to patient (if applicable)

Aranesp® and Epogen® Procrit® are different drugs and your doctor will decide which
one is right for you.
I acknowledge that prior to receiving my first dose of Aranesp® or Epogen®/Procrit® therapy:
» | have read and understand the Aranesp® or Epogen®/Procrit® Medication Guide that
my healthcare professional has given to me.
» | have had all my questions or concerns about Aranesp® or Epogen®/Procrit® answered
by my healthcare professional.
I am aware that using Aranesp® or Epogen®/Procrit® may make my tumor grow faster
or | may get serious heart problems such as heart attack, stroke, heart failure, or blood
clots, and | may die sooner.
» | hereby authorize my healthcare provider to release and disclose this Acknowledgment
Form or a copy of this Acknowledgment Form to the Program Sponsors {Amgen
and Centocor Ortho Biotech Products, L.P) and their contracted data management
administrator (Administrator) solely for the purpose of allowing the Program Sponsors
and Administrator to monitor compliance with the Program.
+ | also authorize the Sponsors and/or Administrator to contact my Healthcare
Professional to collect, enter and maintain my Acknowledgment Form information
in a database, and to make submissions to government agericies, including the
FDA, regarding Program effectiveness, or as required by law.
« lunderstand that once my Acknowledgment Form information has been disclosed to
the Program Sponsors and Administrator, federal privacy laws may no longer protect
the information and it may be subject to re-disclosure. However, the Program Sponsors
and Administrator agree to protect my information by using it and disclosing it only
for the purposes described above.
1 understand that | may revoke this Authorization at any time by faxing a signed,
written request to the ESA APPRISE Oncology Program Call Center at 1-866-553-8124.
1 understand this Authorization expires ten (10) years from the date of my signature,
or earlier, if required by applicable law. Further, t understand | have a right to receive
a copy of this Authorization.

Healthcare Professional Acknowledgment (Required)

DOOD0U0oon

Prescriber Enroliment ID#

Signature of prescriber

Printed name of prescriber

tacknowledge that prior to prescribing my patient’s first dose of ESA therapy:

» | provided my patient with an ESA drug Medication Guide and instructed the patient
to read it carefully before signing this form.

¢ | counseled my patient on the risks and benefits of ESAs, using the Medication Guide
as the review tool in counseling the patient.

» | discussed all concerns and answered all questions my patient had about ESAs or
his/her treatment to the best of my ability.

¢ The patient signed the Acknowledgment Form in my presence.

Date (MM/DD/YY)
lated inf . *Aranesp® and Epogen®/Procrit® are different drugs with distinct dosing schedules.
(Ffre—popu ated information) Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® s a registered trademark
Site ID of Centocor Ortho Biotech Products, LP.
Site Name This document has been required by the US Food and Drug Administration as part of a

Site Address (Address, City, State, Zip) Risk Evaluation and Mitigation Strategy (REMS} for Aranesp?, Epogen®, and Procrit®. V3 06/1
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For the use of erythropoiesis stimulating agents (ESAs) Aranesp® (darbepoetin alfa),
Epogen® (epoetin alfa), or Procrit® (epoetin alfa) in patients with cancer

Patient Education and Decumentation Requirements
for Healthcare Providers {HCPs)

Prior to each new course of ESA therapy:

= Provide and review the appropriate Medication Guide and counsel each patient on the
risks and benefits of ESAs. Review ESA risk: benefit information with your patient and
answer any questions he/she may have.

« Document that the ESA risk:benefit discussion occurred using the ESA APPRISE Oncology
Program Patient and Healthcare Professional (HCP) Acknowledgment Form. Fill in your
ESA APPRISE enrollment ID number and ensure both you and your patient sign the form.

If you are in a private-practice setting, send the form (or modified version consistent with
the allowable changes) by facsimile to the ESA APPRISE Oncology Program Call Center at

1-866-553-8124 or mail using the prepaid envelope to P.O. Box #29000 Phoenix, AZ 85038

and retain an archival copy of the form.

If you are in a hospital setting, provide the completed form (or modified version consistent
with the allowable changes) to the Hospital Designee responsible for maintaining and
storing the forms or the forms may be archived electronically through an electronic medical
record system as long as they are retrievable.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered
trademark of Centocor Ortho Biotech Products, LP.

This document has been required by the US Food and Drug Administration as part

of a Risk Evaluation and Mitigation Strategy (REMS) for Aranesp®, Epogen®, and Procrit®.
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HCP Program Starter Kit Contents

- Aranesp® (darbepoetin alfa) Medication Guides
« Epogen® (epoetin alfa) Medication Guides

« Procrit® (epoetin alfa) Medication Guides

= ESA APPRISE Oncology Program Patient and
Healthcare Professional (HCP) Acknowledgment Forms

» Prepaid Reply Envelopes

» Guidelines for Patient Acknowledgment Form
Integration within Healthcare Systems and Clinics

To request additional HCP Program Starter Kits,
contact your local Amgen or Centocor Ortho
Biotech Products, L.P. Field Representative or
call the ESA APPRISE Oncology Program Call
Center at 1-866-284-8089.

Aranesp® and Epogen®/Procrit® are different drugs with distinct dosing schedules.

Aranesp® and Epogen® are registered trademarks of Amgen inc. Procrit? is a registered
trademark of Centocor Ortho Biotech Products, L.P.

This document has been required by the US Food and Drug Administration as part of
a Risk Evaluation and Mitigation Strategy (REMS) for Aranesp®, Epogen®, and Procrit®.
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For the use of erythropoiesis stimulating agents (ESAs*] Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa),
or Procrit® (epoetin alfa) in patients with cancer

To become certified, Hospltal Designees must train and enroll into the ESA APPRISE Oncology Program:
« Complete the ESA APPRISE Oncology Program Training Module for Hospital Designees.
« Complete the enrollment form and fax it to the ESA APPRISE Oncology Program Call Center at 1-866-553-8124.

Failure to comply with the ESA APPRISE Oncology Program requirements will result
in suspension of access to ESAs for your hospital.

Check one: L New enrollment (1 Re-enroliment {required every 3 years)

Enter your enroliment ID# [ ][I 11 I 1(For re-enroliment only)

By completing enrollment, | agree to the following on behalf of my hospital:

» | have been designated by hospital management to assume the authority and responsibility to internally
coordinate and oversee the ESA APPRISE Oncology Program requirements in my hospital.

» | have completed the ESA APPRISE Oncology Program Training Module for Hospital Designees.

» | understand that if healthcare providers (HCPs) in my hospital prescribe Aranesp® or Epogen®/Procrit® to patients
with cancer, failure of the staff to comply with enrollment requirements will lead to suspension of access to
Aranesp® and Epogen®/Procrit® for my hospital.

* | will inform all Aranesp® or Epogen®/Procrit® prescribers at my hospital of the ESA APPRISE Oncology Program
training and oncology prescriber certification requirements.

» | will establish or oversee the establishment of a system, order sets, protocols, or other measures designed to
ensure that, in my hospital:

— Aranesp® or Epogen®/Procrit® is only dispensed to patients with cancer after verifying:

o that the HCP who prescribed Aranesp® or Epogen®/Procrit® for patients with cancer has enrolled in the
ESA APPRISE Oncology Program; and

« that the discussion between the patient and ESA APPRISE Oncology Program-enrolled prescriber on the risks
of Aranesp® or Epogen®/Procrit® therapy is documented by patient and prescriber signatures on the ESA
APPRISE Oncology Program Patient and Healthcare Professional {HCP) Acknowledgment Form prior to
initiation of each new course of Aranesp® or Epogen®/Procrit® therapy.

- If an HCP who prescribes Aranesp® or Epogen®/Procrit® is not enrolled in the ESA APPRISE Oncology
Program, the prescriber will be notified that he/she is not able to prescribe Aranesp® or Epogen®/Procrit®
for patients with cancer.

« | am authorized to oversee compliance with program monitoring and auditing to assess the effectiveness of the
ESA APPRISE Oncology Program.

« | will maintain evidence of compliance with the ESA APPRISE Oncology Program for monitoring and auditing
purposes, as follows:

— Alist of each HCP in my hospital who prescribes Aranesp® or Epogen®/Procrit® for cancer patients.

— Documentation {i.e., unique enrollment ID number) that each HCP in my hospital who prescribes Aranesp®
or Epogen®/Procrit® for patients with cancer is enrolled in the ESA APPRISE Oncology Program.

— Documentation of the risk:benefit discussion between certified prescriber and cancer patient by archival
storage of the ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment
Form for each cancer patient for whom an Aranesp® or Epogen®/Procrit® prescription was filled.

Hospital Designee Information

Authorized Hospital Designee name Title
Authorized Hospital Designee signature - Date
Phone Fax A
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E-mail ONCOLOGY PROGRAM

Assisiing‘Pfoviders and cancer Patients with
. Risk Information for'the Safe use of ESAs




:m,m\hﬂﬁdmj: o nijy rﬁ‘ﬂ AW pacEn

) - Centocor Ortho Biotech Products, L.P

Enreillinand Aorin for Flogiie ks ~ Oncology
Hospital Enrollment Information
Hospital name
Address
City State ZIP
HIN# and/or Customer ID Type and #

Hospital Contact Information for Receipt of Program Materials (if different from authorized designee)

Name
1 same as address listed above

Address
City State ZIP
Phone Fax E-mail

An ESA APPRISE Oncology Program enrollment confirmation and an identification number will be sent via e-mail (or by fax if

no e-mail address is provided) to each individual listed above within 1 business day of receipt of this completed form. This
confirmation e-mail will also include instructions on how to access a report of healthcare providers {HCPs) at your hospital who
are enrolled in the program. Upon 5 business days of enrollment confirmation, an HCP Program Starter Kit including ESA APPRISE
Oncology Program Patient and Healthcare Professional {HCP) Acknowledgment Forms and ESA Medication Guides will be shipped
to the address provided above.

For questions regarding the ESA APPRISE Oncology Program, please visit the ESA APPRISE Oncology Program website at
www.esa-apprise.com, contact your local Amgen or Centocor Ortho Biotech Products, L.P. Field Representative, or call the
ESA APPRISE Oncology Program Call Center at 1-866-284-8089.

*Aranesp® and Epogen®/Procrit® are different drugs with distinct dosing schedules. A A P P R ' S E

Aranesp® and Epogen® are registered tradernarks of Amgen Inc. Procrit? is a registered
trademark of Centocor Ortho Biotech Products, L.P. : 'QNCOLOGY PROGRAM
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This ESA APPRISE (Assisting Providers and cancer Patients with Risk Information for the Safe use of ESAs) Oncology Program Training
Module is the core requirement for enroliment within the ESA APPRISE Oncology Program, developed by Amgen and Centocor
Ortho Biotech Products, L.P. The ESA APPRISE Oncology Program is part of a Risk Evaluation and Mitigation Strategy (REMS). Food and
Drug Administration (FDA) has determined that REMS is necessary for ESAs to ensure that the benefits of these drugs outweigh the
risks of shortened overall survival and/or increased risk of tumor progression or recurrence as shown in clinical studies of patients
with breast, non-small cell lung, head and neck, tymphoid, and cervical cancers.

This training module is intended for Hospital Designees at hospitals that dispense ESAs for patients with cancer.

The goals of the REMS for Aranesp® and Epogen®/Procrit® are:

-« To support informed decisions between patients and their healthcare providers (HCPs) who are considering treatment with
Aranesp® or Epogen®/Procrit® by educating them on the risks of Aranesp® or Epogen®/Procrit®.

« For treatment of patients with cancer, the goal of the REMS, as implemented through the ESA APPRISE Oncology Program is to
mitigate the risk of shortened overall survival and/or increased risk of tumor progression or recurrence.

FAILURE TO ENROLL IN THE ESA APPRISE ONCOLOGY PROGRAM WILL RESULT IN
SUSPENSION OF YOUR HOSPITAL'S ACCESS TO ESAs

This training module, as a component of this REMS program, presents the requirements for HCPs who prescribe, or prescribe and

dispense, Aranesp®, Epogen®, or Procrit® to cancer patients as well as the requirements for Hospital Designees who must oversee
this safety program at their respective Hospitals.

The ESA APPRISE Oncology Program Training Module features four sections:
Section 1: Key safety information for the use of ESAs in patients with cancer
Section 2: Appropriate use of ESAs for patients with cancer

Section 3: HCP and Hospital Designee program requirements and materials
Section 4: Enrollment

Please see the Aranesp®, Epogen®, and Procrit® full prescribing information, including
Boxed WARNINGS, and Medication Guides.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.

This document has been required by the US Food and Drug Admlntstratlon as part of a Risk Evaluation = .

and Mmgatlon Strategy (REMS) for Aranesp®, Epogen" and Procnt"’ T v206/n . '
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1. ESAs resulted in decreased locoregional control/progression-free survival and/or overall survival.

As shown in the table below, these findings were observed in studies of patients with advanced head and neck cancer
receiving radiation therapy (Studies 5 and 6), in patients receiving chemotherapy for metastatic breast cancer (Study 1) or
lymphoid malignancy (Study 2), and in patients with non-small cell lung cancer or various malignancies who were not receiving

chemotherapy or radiotherapy (Studies 7 and 8).

Chemotherapy

Cancer Study 1 v 129 g/dL
Metastatic breast cancer (n=939) 12-14 g/dL 122,133 g/dL
Cancer Study 2 13-15 g/dL (M) M0 g/dL
Lymphoid malignancy (n=344) 13-14 g/dL (F) 9.8,121g/dL
Cancer Study 3 Blg/dL
Early breast cancer (n=733) 125-13 g/dL 125,137 g/dL
Cancer Study 4 ' 127 g/dL
Cervical cancer (n=114) 12-14 g/dL 121,133 g/dL
Radiotherapy Alone

Cancer Study 5 =15 g/dL (M) .
Head and neck cancer (n=351) 214 g/dL (F) Not available
Cancer Study 6 .
Head and neck cancer (n=522} =155 g/dL Not available
No Chemotherapy or Radiotherapy

Cancer Study 7 )
Non-small cell lung cancer {(n=70) 1214 g/dL Not available
Cancer Study 8 10.6 g/dL
Non-myeloid malignancy (n=989) 12-13 g/dl 9.4,1.8 g/dL

12-month overall survival

Proportion of patients achieving
a hemoglobin response

Relapse-~free and overall survival

Progression-free and overall survival
and locoregional control

Locoregional progression-free
survival

Locoregional disease control

Quality of life

RBC transfusions

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, LP.
Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.

This document has been required by the US Food and Drug Administration as part Jof aRisk Evaluation

, _and Mitigation Strategy (REMS) for Aranespm Epogen“‘ -and Procrit®,

V2 0s/M

Decreased 12-month survival

Decreased overall survival

Decreased 3 yr. relapse-free
and overall survival

Decreased 3 yr. progression-free and overall
survival and locoregional control

Decreased 5 yr. locoregional progression-
free survival
Decreased overall survival

Decreased locoregional disease control

Decreased overall survival

Decreased overall survival

- Assisting Providers and cancer Patients with
Risk Information for the Safe use of ESAs -




2. ESAs increase the risk of serious cardiovascular and thromboembolic reactions.

An increased incidence of thromboembolic reactions, some serious and life-threatening, occurred in patients with cancer treated
with ESAs. In a randomized, placebo-controlled study (Cancer Study 1) of 939 women with metastatic breast cancer receiving
chemotherapy, patients received either weekly epoetin alfa or placebo for up to a year. This study was designed to show that
survival was superior when epoetin alfa was administered to prevent anemia (maintain hemoglobin levels between 12 and 14 g/dL or
hematocrit between 36% and 42%). This study was terminated prematurely when interim results demonstrated a higher mortality
at 4 months (8.7% vs. 34%) and a higher rate of fatal thrombotic reactions (11% vs. 0.2%) in the first 4 months of the study among
patients treated with epoetin alfa. Based on Kaplan-Meier estimates, at the time of study termination, the 12-month survival was
lower in the epoetin alfa group than in the placebo group (70% vs. 76%; HR 137, 95% Cl:1.07, 1.75; P = 0.012).

Please see the full prescribing information for Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), or Procrit® (epoetin alfa)
for other risks associated with these ESAs, including other Warnings and Precautions, and Adverse Reactions.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of
Centocor Ortho Biotech Products, L.P.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. , ONCOLOGY PROGRAM
; This document has been required by the US Food and Drug Administration as part ofa Rlsk Evaluation . ‘ : Assisting Providers and cancer Patients with
o and Mltlgatlon Strategy (REMS) for Aranesp" Epogen“’ and Procnt“ S vzos/n o R "~ Risk Information for the Safe use of ESAs
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« ESAs are indicated for the treatment of anemia in patients with non-myeloid malignancies where anemia is due to the effect

of concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum of two additional months of
planned chemotherapy.

« ESAs are not indicated for use:

—in patients with cancer receiving hormonal agents, biologic products, or radiotherapy, unless also receiving concomitant
myelosuppressive chemotherapy.

—in patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.
—as a substitute for RBC transfusions in patients who require immediate correction of anemia.

« ESAs have not been shown to improve quality of life, fatigue, or patient well-being.

Important Dosing and Treatment Information

« Initiate ESAs in patients on cancer chemotherapy only if the hemoglobin is less than 10 g/dL.

* Use the lowest dose of ESAs necessary to avoid RBC transfusions.

« Discontinue ESAs following the completion of a chemotherapy course.

Please see the full prescribing information for Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), or Procrit® (epoetin alfa) for
other risks associated with these ESAs, including other Warnings and Precautions, and Adverse Reactions.

Please see the full Prescribing Information for Procrit® regarding the pediatric use of Procrit®. The safety and efficacy of Aranesp®
in pediatric cancer patients have not been established.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P. ‘ A P P R l S E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. . " ONCOLOGY PROGRAM
. This document has been required by the US Food and Drug Administration as part of a Rtsk Evaluation” . =+ : o Assisting Providers and cancer Pafients with
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HCP requirements for patient education and counseling

For tho use of erythoposss stewlotng agerits (ESAS*) Ao

The ESA APPRISE Oncology Program requires HCPs to educate and counsel patients
utilizing these program materials in the following manner:
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» Provide the appropriate ESA Medication Guide to each patient prior to each new
course of ESA therapy, review its contents, and counsel each patient on the risks
and benefits of ESAs.

e deaennds \r.wm\ ¥y

Prnted pamsent rarmr

« Inform each patient that ESAs are associated with the following risks: increased ——
mortality, serious cardiovascular and thromboembolic reactions, and increased risk
of tumor progression or recurrence.

Fient repr
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» Discuss each patient’s questiohs or concerns about ESAs.

 Document that the risk:benefit discussion with the patient has occurred by completing
and signing the ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP)
Acknowledgment Form.

[

Sgrature of preicribes

Frnted raime of pretcroar

« In a private practice-based setting, return the form (or modified version consistent with
the allowable changes) via mail or fax (preferred method) to the ESA APPRISE Oncology
Program Call Center as instructed on the acknowledgment form; maintain a copy of the
signed ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Form on-site.

e s o
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« If you are in a hospital setting, provide the completed form (or modified version consistent with the allowable changes) to
the Hospital Designee responsible for maintaining and storing the forms or the forms may be archived electronically through
anelectronic medical record system as long as they are retrievable.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.

This document has been required by the US Food and Drug Administration as part of a Risk Evaluation
: and Mltlgatlon Strategy (REMS) for Aranesp®, Epogen®, and Procrlt" ' o \2oem
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Hospital Designee Requirements

« Assume the authority and responsibility to internally coordinate and oversee the ESA APPRISE Oncology Program requirements
in your hospital.

» Complete the ESA APPRISE Oncology Program Training Module for Hospital Designees.

« Understand that if HCPs in your hospital prescribe Aranesp® or Epogen®/Procrit® to patients with cancer, failure of the staff to
comply with enrollment requirements will lead to suspension of access to ESAs for your hospital.

« Inform all Aranesp® or Epogen®/Procrit® prescribers at your hospital of the ESA APPRISE Oncology Program training and
oncology prescriber certification requirements.

« Establish or oversee the establishment of a system, order sets, protocols, or other measures designed to ensure that, in
your hospital:
—ESAs are only dispensed to patients with cancer after verifying:
« that the HCP who prescribed ESAs for patients with cancer has enrolled in the ESA APPRISE Oncology Program; and

« that the discussion between the patient and ESA APPRISE Oncology Program-enrolled prescriber on the risks of ESA
therapy is documented by patient and prescriber signatures on the ESA APPRISE Oncology Program Patient and Healthcare
Professional (HCP) Acknowledgment Form prior to initiation of each new course of ESA therapy.

—If an HCP who prescribes ESAs is not enrolled in the ESA APPRISE Oncology Program, the prescriber will be notified that
he/she is not able to prescribe ESAs for patients with cancer.

_ Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P. : . A\ A P P R l S E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. v 7 ONCOLOGY PROGRAM
; This docurnent has been required by the US Food and Brug Admlnlstratlon as part of a Risk Evaluatlon L ’ Assisting Providers and cancer Patients with
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» To learn more about allowed changes to the Patient Acknowledgment Form, please refer to the Guidelines for Patient
Acknowledgment Form Integration within Healthcare Systems and Clinics flashcard accessible at www.esa-apprise.com in the

Forms and Resources section.
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the Acknowledgment Form and pre

Hospitals and prescribers In private practice clinics that are
enrolled in the ESA APPRISE Oncology program may modify

sent the modified form to

patlents In either paper or electronic form, provided that the
Acknowledgment Form conforms with the following criteria:

A ina-related

of tille, i i and

» Addition of patient identifier and/or
{e.g., name and/or logo, barcodas)

» Changes to make the form compat

including elsctronic- and paper-based systems

text
clinic/hospital identifiers

ible with existing systems,

NO should be made to boxed content

£

The hospital or private practice must maintain evidence of compliance that the Acknowledgment Form
was signed by hoth the patient and the prescriber prior to the initiation of a new course of ESA therapy.
Private practices must provide the completed forms to the ESA APPR}SE Oneohgy Program Call c»nm
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Aranesp® and Epogen® are registered tradermarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, LP.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.

This document has been required by the US Food and Drug Admlnlstratlon as part of a Risk Evaluation
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« Oversee compliance with program monitoring and auditing to assess the effectiveness of the ESA APPRISE Oncology Program.

« Maintain evidence of compliance with the ESA APPRISE Oncology Program for monitoring and auditing purposes, as follows:
—A list of each HCP in your hospital who prescribes ESAs for cancer patients

—Documentation (i.e., unigue enroliment ID number) that each HCP in your hospital who prescribes ESAs for patients with
cancer is enrolled in the ESA APPRISE Oncology Program

—Documentation of the risk:benefit discussion between certified prescriber and cancer patient by archival storage of the ESA
APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Form for each cancer patient for
whom an ESA prescription was filled

Please see the full prescribing information for Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), or Procrit® (epoetin alfa)
for other risks associated with these ESAs, including other Warnings and Precautions, and Adverse Reactions.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P. A P P R lS E
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Failure to comply with the ESA APPRISE Oncology Program requirements,
including enrollment, will result in suspension of your hospital’s access to ESAs.

A re-enrollment period will occur every 3 years for this program. You will be notified when re-enrollment is required.

Upon completion of this enroliment process, you (and an alternate contact, if provided) will receive an e-mail with the ESA
APPRISE Oncology Program enrollment ID number unique to your hospital. This enrollment ID number allows you to identify
HCPs enrolled at your location, by clicking the Hospital Designee log-in at the top right of the ESA APPRISE Oncology Program
website home page. You can also order more ESA APPRISE Oncology Program materials via www.esa-apprise.com using the
hospital enrollment ID number.

Once you have enrolled, you will receive the HCP Program Starter Kit to assist HCPs in your hospital in implementing the ESA
APPRISE Oncology Program.

Materials provided in the HCP Program Starter Kit:

» ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Forms
« Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), and Procrit® (epoetin alfa) Medication Guides

» Guidelines for Patient Acknowledgment Form Integration within Healthcare Systems and Clinics

Should you have any questions during this training and enrollment process, ask your local Amgen or Centocor Ortho Biotech
Products, L.P. Field Representative. You may also call the ESA APPRISE Oncology Program Call Center at 1-866-284-8089.

Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P. L . S A P P R ls E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. , ‘ , ONCOLOGY PROGRAM
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Now that you have completed the ESA APPRISE Oncology Program Training Module, you are ready to enroll. Enrollment confirms
the fact that you have reviewed the safety and appropriate use information for ESAs in patients with cancer, and commits you to
complying with the program requirements.

Failure to comply with the ESA APPRISE Oncology Program requirements,
including enrollment, will result in suspension of your hospital’s access to ESAs.
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Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is a registered trademark of

Centocor Ortho Biotech Products, L.P. A P P R ls E

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules. - ONCOLOGY PROGRAM
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Failure to comply with the ESA* APPRISE Oncology Program requirements will result in suspension of your hospital’s
access to ESAs [Aranesp® (darbepoetin alfa) and Epogen® (epoetin alfa)/Procrit® (epoetin alfa)].
A -
1 Select a Hospital Designee
¥, This individual is designated by hospital management to assume authority and responsibility to internally coordinate and oversee
the ESA APPRISE Oncology Program in the hospital (e.g., pharmacy director, Head of Hematology/Oncology Department).
2 Complete Training  To train and enroll ocal
The Hospital Designee must complete the ESA APPRISE Oncology Program AO train an C enrot cgwta;ct ;F)ur c;\ca
training for the Hospital Designee. mgen or Centocor Ortho Biotec

Products, L.P. Field Representative or
access the ESA APPRISE Oncology
Program Website at www.esa-apprise.com.

3 Enroll If you are unable to enroll via a field
The Hospital Designee must enroll in the ESA APPRISE Oncology Program by representative or online, please call
completing the ESA APPRISE Oncology Program Enrollment Form for Hospitals. the ESA APPRISE Oncology Program

Call Center at 1-866-284-8089 for
further assistance.

4 Implement
The Hospital Designee must establish or oversee the establishment of a system, order sets, protocols, or other measures designed to
ensure that ESAs are only dispensed to patients with cancer after verifying:

« that the healthcare provider (HCP) who prescribed Aranesp® or Epogen®/Procrit® for patients with cancer has enrolled in the ESA
APPRISE Oncology Program.

— If an HCP who prescribes Aranesp® or Epogen®/Procrit® is not enrolled in the ESA APPRISE Oncology Program, the prescriber will be
notified that he/she is not able to prescribe Aranesp® or Epogen®/Procrit® for patients with cancer.

« that the discussion between the patient and ESA APPRISE Oncology Program-enrolled prescriber on the risks of Aranesp® or Epogen®/

Procrit® therapy is documented by patient and prescriber signatures on the ESA APPRISE Oncology Program Patient and Healthcare
Professional (HCP) Acknowledgment Form prior to initiation of each new course of Aranesp® or Epogen®/Procrit® therapy.
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ESA APPRISE Oncology Promm Patient and Healthcare Professional {HCP)

Tad.

© Review the contents of the appropr
Medicabon Gurde with your patient

i € Counsel your patient o1 the ricks,
Procnt® before each new course of
ESA therapy.

. @ Complete exch section of the form
as required with your patient.

Instructions for Healthcare Providers

g Form {Ack 3 Form)

For the uw of ¢ry xl ropoesss stimulating agents (ESAs*) Aranesp* [darbepeetin afal Epogent feoownn alfal
or Provnt® fopoenin alfa) in pabents with corver

' in private practice clinics
ite  Fatthe completed form for madified versan costent mith the allowable
changes to the £SA APPRISE Oncology Program Call Center 3t 1-866-553-814
of mata copy using the prepaxd ermedey pe 10 the ESA APFRISE Oncelegy
I\v.:m‘n(\‘l Center PO Box d 29“(‘0 hoene. AZ 85038 Keep arecord of the

and benefits of Aravesp® or Epogen?/ stgred Ad newled, Foem The Adinewded; Foem must be avalablz to

U ESA APPRISE O olozy Program for mowcring/audting prposes
marer that does not requrre drvclosure of the putiert's mecdcal record

tn hospitals

Provde the completed form for moddied versen coosstent with the alowable
change) to the Hospxtal Designee respensible for mantaining and storng :
the forms of the forms nuy be archved electronizally through an electron
mechcal record system as long as they are retnevable

and Authorization

Pmen!Admow!ed ment of Receipt of Aranesp®, Epogens, or Procrit® Medication Guide and ESA RiskBenefit Discussion
éur Release of this Acknowledgment Form (Required}

Ararwsp* and Epogen’/Procnt are difteeent drugs and your dostor wit deoe whech

Printed patient naone:

ooe s rght for you
Facknowhedie thit proe to recenny ry Ft dose of Aranesp or EpoyenyProcnt * thevgy
» 1hweeroad andnderstand the Aranesp? or Fpogen/Proc? Madeaton Gosde tht

Sigmature of patient or patient representative

Date (MM/DD/YY)

oy healthcare profeaacrsd b gren 1o me

o thaehd sty questions ce concerms shbout Arvesp? of Epoge ¥ ot S smssend
by iy healtheare pectessond

= Lamawve that g Aranesp® o Epogen’/ Protrt ® may make my tumoe grow faster
ey get senows heart pecbie s such ag brart attack strodie, heast fakrm, or blood
hots, and | muy de sooner.

Printed name of patient representative

« Thareby athorue ay hralthexe provor 1o seboae 1 dclose this Acknonbadgmee
Form cx a copy of ths Adknoekedgent Form fo the Program Sponwsrs (Amaen

Relationship to patient (f applicable)

aned Centoxor Ortho Btech Prodcts, L P and thee cottractd data manageriernt
adnisntrator (Advaistrator] soldy for v prrpose of Alowang the Progran Spoman
and Admvnsteator o monaor comphanee with the Progrem

= 1alw athoree the Spovons and/or Astrunatrator to contact my Healtheare
Professional to coact, arter aned maatan my Ackrowladz et Form efoemation
M adibhre 3 1o maw submayons 1 povemenent aperowes, rehurkng the:
FOA mguding Presram effectiveness. of as requrcd by bw

o Lindentand that once my Acknowtedyment Foen pfeematicer s been daclosrd to
the Proyam Sponsors and Adavnstrater, feceral prvacy Leas tray 16 longr pratect
1t eformation vl 2wy be byt e e diclostre Howen, the Program Spomson
2 Adhuantrator agres to peotect My eformaton by oser it and dsdoseg ® only
for the purposes desanbed abowe.
o lipedentand that | may pevoie this Aghonz aon at any tera by faing a sgned.
wrtten request to the £5A ARPRISE Oncl oy Program Caft Center ot l-f‘.%- 183 6124

o Tunderstand tha Authoreation expans ton (16} years from the date of my seeatire.
o earter  required by appleatie Lny further tundnstand Thive anght to teccin
acopy of thes Authorzation.

0000000000

Prescriber Eneoliment IDS

Healthcare Professional Acknowledgment Required)

Lacknossdedae thit peor to preser eng my patvent's first deae of E5A thergy.
I peovided  pitet with an FSA g Medcation Gudk aod entricted the pater
10 read 1t corefully before wpreng the foem.

* 1 councked my patiert o0 the ks andbenefits of ESAs. ining the Mixctcatvn Gude

Signature of prescriber

a1 the revew 1ok €1 courmeing the patent
+ § dsaunsed dl concenm wnd answeted off Quaestions My putent had abaont E5As or
hesher traatnest to the best of my ahity,

Primted rame of prescriber

o+ The patent sz the Ackiowlediment Forn in my presence.
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Hospitals and prescribers in private practice clinics that are
enrolled in the ESA APPRISE Oncology program may modify
the Acknowledgment Form and present the modified form to
patients in either paper or electronic form, provided that the
Acknowledgment Form conforms with the following criteria:

’ Oncology -

Allowable formatting-related changes include:
Removal of title, instructions, and footnoted text

+ Addition of patient identifier and/or clinic/hospital identifiers
(e.g., name and/or logo, barcodes)

» Changes to make the form compatible with existing systems,
including electronic- and paper-based systems
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The hospital or private practice niust maintain evidence of compliance that the Acknowledgment Form
was signed by both the patient and the prescriber prior to the initiation of a new course of ESA therapy.

NO changes should be made to boxed content

Private practices must provide the completed forms to the ESA APPRISE Oncology Program Call Center. e .{ A p p R I S E
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