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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 Aranesp by educating them on the
risks of Aranesp.

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 Aranesp, 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-
enrolled HCPs who prescribel, or prescribe and dispense?®, Aranesp for patients with cancer,
and (2) non-enrolled hospitals that dispense Aranesp 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:

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

2 For purposes of this REMS, dispense in a private practice sefting includes dispensing for administration in
prescriber’s office or under the supervision of a prescriber, such as in an infusion center.
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e assistance with program training and enrollment

e supports access to program materials

The following materials are part of the REMS and are appended:

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

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

¢ ESA APPRISE Oncology Program website

¢ . ESA REMS Flashcard

C. Elements to Assure Safe Use

1. Healthcare providers who both prescribe and dispense Aranesp for patients with
cancer in private practice settings are specially certified.

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

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

i

ii.

il.

v.

Review the full prescribing information which includes the
Medication Guide.

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

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

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 Aranesp Médication
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.
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c. 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.

ii. 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
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 Aranesp.

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

iv. Ensure that printed copies of the Aranesp Medication Guide are
available upon request through the ESA APPRISE Oncology Program
Call Center.

v. Ensure that, as a part of the enrollment process, HCPs receive the
following materials that are a 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

e Aranesp Medication Guides

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

e HCP Program Starter Kit

2. Healthcare providers who prescribe Aranesp for patients with cancer in
hospitals are specially certified.

a. Amgen will ensure that appropriately licensed HCPs who préscribe Aranesp
for patients with cancer in hospitals are certified.
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b. To become specially certified, HCPs must enroll into the ESA APPRISE
Oncology Program by doing the following:

i

1.

1il.

iv.

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

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

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

Agree to provide and review the Medication Guide with the oncology
patient or natient representative at the initiation of each new course of
ESA therapy. After initiation of treatment, and for as long as
treatment continues, provide an Aranesp 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 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.

ii.

1il.

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 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
certified in the ESA APPRISE Oncology Program will be required to
retain 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 Aranesp. '

Maintain a secure and accurate database of certified HCPs in the ESA
APPRISE Oncology Program.
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1v.

Ensure that printed copies of the Aranesp Medication Guide are
available upon request through the ESA APPRISE Oncology Program
Call Center.

Ensure that, as a 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 Progran. Healthcare Provider
Flashcard

¢ Aranesp Medication Guides

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

3. Hospitals that dispense Aranesp for patients with cancer are specially certified.

a. Amgen will ensure that hospitals that dispense Aranesp 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:

1.

il.

iil.

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

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

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

1. Aranesp is only dispensed to patients with cancer after

verifying:

e that the healthcare providér who prescribed Aranesp for
patients with cancer has enrolled in the ESA APPRISE
Oncology Program; and

e the discussion between the patient and ESA APPRISE
Oncology Program-enrolled prescriber on the risks of
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v.

Vi.

Aranesp 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 therapy.

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

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

Maintain ¢vidence of compliance with the ESA APPRISE Oncology
Program for monitoring and auditing purposes, as follows: . ’

e alist of each healthcare provider in my hospital who prescribes
Aranesp for cancer patients

s documentation (i.e., unique enrollment ID number) that each
HCP in my hospital who prescribes Aranesp 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
Aranesp prescription was filled

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

c. Amgen will:

L.

il.

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

iv.  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:

¢ ESA APPRISE Oncology Program Enrollment Form for
Hospitals

e ESA APPRISE Oncology Program Training Module for
Hospital Designees

e ESA APPRISE Oncology Prograr.a Hospital Process Overview
Flashcard

e HCP Program Starter Kit

4. Aranesp 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
Aranesp 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
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)
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iii. Chaﬁges 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.

b. 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
enroliment 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
will implement a means to determine the total number of individual
patients that received Aranesp 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 II.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 enrollment number).
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1i. 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 Aranesp based on orders and
prescriptions written.

iii. 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 II.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. Amgén will monitor HCP enrollment under II.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 I1.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.

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

Aranesp® (Air-uh-nesp)
(darbepoetin alfa)

Read this Medication Guide:
e  before you start Aranesp,
s ifyou are told by your healthcare provider that there is new information about Aranesp,
e if you are told by your healthcare provider that you may inject Aranesp 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 Aranesp and ask if there is new
information about Aranesp.

What is the most important information I should know about Aranesp?
Using Aranesp 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 Aranesp. Before you can begin to receive Aranesp, 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 Aranesp.

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

Why Aranesp treatment is being prescribed for you.

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

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

For all patients who take Aranesp, including patients with cancer or chronic kidney disease:

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

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

e  You may get blood clots at any time while taking Aranesp. If you are receiving Aranesp 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 Aranesp?” below.
What is Aranesp?

Aranesp is a man-made form of the protein human erythropoietin that is given to reduce or avoid the need for red
blood cell transfusions. Aranesp 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 m.ay result in death. These serious health problems may
happen even if you take Aranesp and do not have an increase in your hemoglobin level.

Aranesp may be used to treat a lower than normal number of red blood cells (anemia) if it is caused by:
®  Chronic kidney disease (you may or may not be on dialysis).
e Chemotherapy that will be used for at least two months after starting Aranesp.

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

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

Who should not take Aranesp?

Do not take Aranesp if you:

e  Have cancer and have not been counseled by your healthcare provider regarding the risks of Aranesp or if
you have not signed the patient-healthcare provider acknowledgment form before you start Aranesp
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 Aranesp or other erythropoietin protein medicines.
e Have had a serious allergic reaction to Aranesp.

What should I tell my healthcare provider before taking Aranesp?

Aranesp 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.

Are allergic to latex.

Have any other medical conditions.

Are pregnant or planning to become pregnant. It is not known if Aranesp 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 Aranesp 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 Aranesp?

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

For patients with cancer:

Before you begin to receive Aranesp, your healthcare provider will:
¢ Ask you to review this Aranesp Medication Guide.
e Explain the risks of Aranesp and answer all your questions about Aranesp. -
¢ Have you sign the patient-healthcare provider acknowledgment form.

For all patients whe take Aranesp:

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

What are the possible side effects of Aranesp?

Aranesp may cause serious side effects.

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

e High blood pressure. High blood pressure is a common side effect of Aranesp in patients with chronic
kidney disease. Your blood pressure may go up or be difficult to control with blood pressure medicine
while taking Aranesp. 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
heaithcare provider may prescribe new or more blood pressure medicine.

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

¢ Antibodies to Aranesp. Your body may make antibodies to Aranesp. 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 Aranesp.

e 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 Aranesp and call your
healthcare provider or get medical help right away.

The needle cover on the prefilled syringe contains latex. If you know you are allerglc to latex, talk to your
healthcare provider before using Aranesp.

Common side effects of Aranesp include:
shortness of breath

cough

low blood pressure during dialysis
abdominal pain

edema (swelling) of the arms or legs

These are not all of the possible side effects of Aranesp. 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 Aranesp?

Do not shake Aranesp.

Protect Aranesp from light.

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

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

Throw away the Aranesp vial or prefilled syringe after one use. Do not re-use even if there is medicine
left.

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

General information about Aranesp

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Use Aranesp only
for the condition for which it has been prescribed. Do not give Aranesp 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 Aranesp. If you would like more
information about Aranesp, talk with your healthcare provider. You can ask your healthcare provider or pharmacist
for information about Aranesp that is written for healthcare professionals. For more information, go to the following
website: www.aranesp.com or call 1-800-77-AMGEN.

What are the ingredients in Aranesp?

Active Ingredient: darbepoetin alfa

Inactive Ingredients: polysorbate 80, sodium phosphate monobasic monohydrate, sodium phosphate dibasic
anhydrous, and sodium chloride in Water for Injection, USP.

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

AMGEN

Manufactured by:



D onaor it

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 enroliment 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

) APPRISE

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




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.

» Inpatients 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.
Procnt° is a registered trademark of Centocor Ortho Biotech Products LP ONCOLOGY PROGRAM
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Important Safety
Information

Vihatis the ESA APPRISE Oncology Program®

Erythropoiesis Stimulating Agents (ESAs) include Aranesp® (darbepoetin alfa), Epogen® (epoetin alla), and
Procrit® {epoetin alfa). The FDA determined that a Risk Evaluation and Mitigation Strategy (REMS) is
necessary to ensure that the detision to initiate treatment with an ESA s informed by a discussion between
the patient and healthcare provider (HCP) about the benefits and risks associated with ESA therapy.*

. .«,..'__'_._.u,'__.vr,,w 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 thelr cancer.

¢ Train and
enroll

What are risks addresszd through the ESA APPRISE Oncology Program?
« Increased risk of death and/or increased risk of tumor progression or recurrence in patients
with cancer. )

‘ 2‘“"“ forms 7 « ESAs shortened overall survival and/or increased the risk of tumor progression or recurrence in clinical
fesources studies in patients with breast, non-small cell lung, head and neck, lymphoid, and cervical cancers.
wew PAPHodification -, ncreased risk of death from cardiovascular and thromboembolic reactions in clinical studies in

- Guigsiines patients with cancer treated with ESAS.

Key Program Requirements

1a. Select a Hospital Designe:
‘1b.Complete Training

‘1. 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 o 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
Acknowledgment Form hospital setting

For further detalls 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 Pr m traini nd enrolfment takes you step-by-step through the required
tralning and enroliment process.

Failiire to comply with the ESA APPRISE Oneology Program requirements will result
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-myeloid malignancies where anemia is
due to the effect of concomitant myetosuppressive chemotherapy, and Upoh 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, biclogic products, or radiotherapy, unless also
receiving concomitant myelosuppressive chemotherapy.

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

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

important Dosing and Treatment Informeation
« [nitiate ESA therapy 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) transtusions.
« Discontinue ESA treatment following compietion of a chemotherapy course.

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

= Call the ESA APPRISE Oncology Program Call Center at 1-866-284-8089
*Additional information on REMS may be found at www.FDA.gov
Aranesp® and Epogené Procrit® are different drugs with distind schedules.

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

o3

This program is intended for residents on;le UnHed Stz
© 2011 Amgen and Centocor Orthe Biotech Produdis, LP




Important Safety Overview i Training &

! : Forms & R
j [nformation b A Enroliment rms & Resources

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.

L3

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

Ed

Oncology 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 pianned 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 radictherapy, unless aiso réceiving 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 6f e Un
© 2011 Amgen and Centocor Ortho Biotech Products, L.P
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} Important Safety
Information _

ESA APPRISE Oncology Program Overview

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

Home Training & Forms & Resources ContactUs

Enrolment g8

-

. RENS goais
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®/Procrite.

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.

o

v

2. Program key requirements

s 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.

¢ INFORM
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
Heaithcare Professional (HCP) Acknowiedgment Form. Fill in your ESAAPPRISE enrofiment ID number and ensure both
you and your patient sign the form.

« lf you are in a private practice setting, send the form (or modified version consistent with the allowable changes) by
facsimile 1o 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 archiva! copy of the form.

o If you are in a hospital setting, provide the completed form (or modified version consistent with the aliowable 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.

(28]

. Repercussions of failing to {rain and enroli and re-enroll at 3 years

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

if you have questions regarding the ESA APPRISE Oncology Program, you may 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.

Continue fo the FSA APPRISE Oncology Program Training & Enroliment section now

This program is intended for residents ofth
© 2011 Amgen and Centocor Ortho Biotech Products, LP
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Please confirm your enroliment in this program is related to the treatment of

Tran and patients with cancer.

I
ool E ' ves 1 No epoetin alia). and
F *(REMS) is
n icussion between
it Atherapy.*
Buiigures sareis mrsmrenmrns wsveiis asrrs s e, it s e ve e e (ASSISHING Providers
Learn and cancer Patients with Risk informanon Tor the Safe use of ESAs) Oncology Program as part of a REMS
more designed for HCPs treating patients with an ESA for their cancer.

; 5 FPRISE Cncology Program?
. lncreased risk of death andlor increased risk of tumor progression or recurrence in patients
with cancer.
» ESAs shortened overall survival and/or increased the risk of tumor progression of recurrence in clinical
studies in patients with breast,-non-small celi jung. head and neck, lymphoid, and cervical cancers.

PAF ”:Odif’m‘m ¢+ Increased risk of death from cardiovascular and thromboembolic reactions in ciinicai studies in
Suitalings - patients with cancer treated with ESAs:

Access forms
& rescurtes

NEW

Key Program haaun

ENhis

1. Complete 'n'ainlng 1a.Select a Hospital Designee
1b.Complete Training

2. Enrollin the ESA APPRISE Oncology Program 2. Enroll In the ESAAPFRISE Oncolagy Program

3. Inform 3. lmplement
» Provide the Medication Guide to patient « Hospital Designee establishes and oversees
» Conduct the fisk-benefit discussion with the measures designed o ensure ESA
patient and document this has occurred by prescribers adhere to the ESA APPRISE
completing and signing the Patient Oncology Program reguirements in the
Acknowiedgment Form hospital setting

For further detalls on the program requirements. see the ESA APPRISE Onctology Program Overview page
Note that patient registration or approval through the ESA APPRISE Oncology Program is not required.
The ESA APPRISE Oncolpgy Pragram 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 resuit
in suspension of your access to ESAs

Appropriate Use of E54s 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 @ minimum
of iwo additional months of planned chemotherapy

» ESAs are not'indicated {or 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 weli-being.

lmjacrtant Dosingand Treatment information » ‘
« Initiate ESA therapy in patients on cancer chemotherapy only if the hemoglobin is less than 10 g/dL.

+ Use the lowést dose needed to avoid red blood cell (RBC} transfusions.
« Discontinue ESA treatment following completion of a chemotherapy course.

Quzstions about the ESAAPPRISE Oncoleay Program?
if you need more information about the ESA APPRISE 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
*additional informatien on REMS may be found at www.FDA. gov

Aranesp® and Epogens? Procat® are different drugs with distinct schedules.

This decument has been required by the US Food ana Drug Administration as part ot a Risk Evatuation and Hitigation
Stratagy (REMS)for Aranesp®, Epogen®, and Procritd.
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Important Safety . Tralning & Forma & Resaurces |

Information

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

v G it
Trae and patients with cancer. .
. .;Sf’ " E- 7) Yes i No : epoetin alta), and
F ' (REMS) is
1 |The ESAAPPRISE Oncology Program is solely intended for the purposes of ieussion b?rween
t " Ny - Atherapy.
treating patients with cancer. i
S A Assisting Providers
Learn 2 Hon-prescribing HCPs—Training only (click here) part of 2 REMS
d

« Increased risk of death andJor increased risk of tumor progression or recurrence in patients
with cancer.

Access farms « ESAs shortened overall survival and/or increased the risk of tumor progression or recurrence in clinicat

B‘»"”m" : -~ studies in patients with breast, non-smail cell lung, head and neck. lymphold. and cervical cancers.
,wew A7 Moditastan G, ypereased risk of death from cardiovascular and thromboembolic reactions in clinical studies in
. Gulgstinos patients with cancer treated with ESAS.

hev Drcsorarn Requ:.emen
1. Complete 'n'ainmg 1a. elect 2 Hospital Designee
1b.Complete 'n'alnlng

2. Enrollin the ESA APPRlSE Oncology Program 2. Enrollin the ESAAPPRISE Oncolagy Prograrn

3. Inform ,3. lmplem.nt
» Provide the Medication Guide to patient « Hospitat Designee establishes and oversees
« Conduct the nisk-benefit discussion with the measures designed to'ensure ESA
patient and document this has occurred by prescribers adhere 1o the ESA APPRISE
tompleting and signing the Patient Oncology Program requirements in the
Acmowledgment Form . hospltal setling

For further details on the program requirements. sée 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 Oncelogy Program 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
in ion of your to ESAs

i

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-10 the effect of concomitant myelosuppressive themotherapy. 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, of radiotherapy; uniess also
recelving concomitant myelosuppressive chemotherapy,

«_in patients with ¢ancer receiving myeiosuppressive chemomerapy when the anticipated outcome is
cure;

» -as a substitute for RBC transfusions in patients who requlre Immediate corection of anemia.
» ESAs have not been shown to improve quality of life, fatigue. or patient weil-being.

Inir:;ortant Diesing and Treatment infermation
« initiate ESA therapy in patients on cancer chemotherapy only if the hemoglobin is less than 10 g/dL.

« Use the lowést dose needed 1o .avoid red blood cell (RBCY transfusions.
+ Discontinue ESAtreatment {ollowing compietion of a chemotherapy course.

GQuestions about the ESAAPPRISE Oncolugy Program?
If you need more information about the ESA APPRISE 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
*Additional information on REMS may be found atwww.FDAgOV.

Aranesp® ang Epogen®’ Procrit® are different drugs with distinct schedules.

This document has been raguired by the US Food and Drug Administration as part of a Risk Evaluation and tfitigation
Strategy (REMS) for Aranesp®, Epogend, and Procrit®.
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Important Safety

Information

To ensure that you are directed to the appropriate ESA APPRISE Oncology
Program Training and Enroliment Module, piease:select the option that best

£ describes you epoetin alfay, and
Eoo- ' (REMS) is

no- 1 am an HCP who prescribes ESAs ) lcussion between
#t  'tamthe authorized designee enrolling on behalf of a Hospital Atherapy.*

A [ srart Assisting Providers
a part of a REMS

a .. .

Vihat aie fishs ressed ibrounl: the ESALPPRISE Cncolegy Proaram?

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

with cancer.

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

« Increased risk of death from cardiovascular and thromboembotic reactions in clinical studies in

; patients with cancer treated with ESAS.

1. Complote Training : 1a.Select a Hospital Designee
1b.Complete ‘n‘ainlng

2. Enroll irl 1he ESA APPRISE oncology Program 2. Enroll in the ESA APPRISE Onoo!agy Program

3. lnform 3. lmplement
» Provide the Medication Guide {o patient + Hospital Designee establishes and oversees
» Conduct the risk-benefit discussion with the measures designed to ensure ESA
patient and document this has octurred by preseribers adhere to the ESA APPRISE
completing and signing the Patient Oncology Program fequirements in the
Acknowiedgment Fonn o 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 ESA APPRISE Oncology Program is not requzredA
TIhe ESA APPRISE Oncology Program lraining and enroliment takes you step-by-step through the required
training and enroliment process.

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

Appropriate Lise of ESAS for Patients Wwith Cancer

« ESAs are indicated tor the treatment of anemia in patients with non-myelold 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, uness aiso
receiving concomitant myefosuppressive 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 correttion of anemia,
« ESAs have not been shown to improve quality of life, fatigue. or patient well-being.

mgertant Besing and Treatment information
« Iniliate ESA thérapy in patients on cancer chemotherapy only if the hemoglobin s less than 10 g/dL

+ Use the fowest dose needed to avoid red blood celt (RBC) transfusions. )
« Discontinue ESAtreatment following completion of a chemotherapy course.

Questions about the ESAAPPRISE Onsulegy Program?
If you need more information about the ESA APPRISE Oncology-Programy
- Contact your local Amgen or Centocor Ortho. Biotech Products, L P. Field Representative, or

« Call the ESA APPRISE Oncology Program Cali Center at 1-866-284-8089
*adgitional information on REKS may be found at www FDA.gov

Aranesg® and Epogent®’ Procrit® are different drugs with distinct schadules.

This document has teen required by the US Food and Dug Admlmstm'aon as part of a Risk Evaluation and Mitigation
Strategy (REAIS) for Aranesp®, Epogen®, and Procit®.
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ESA APPRISE Trammg Module for Healthcare Prov1ders

This ESA APPRISE (Assisting Providers and cancer Patients with Risk Information for me 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 a
drug outweigh the risks of shortened overall survival and/or increased risk of tumor progression or recurrence as shown in
clinicat studies of patients with breast, non-small cell lung, head and neck, lymphoid, and cervical cancers.

This training modutle 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 heaithcare 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 implefmented 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 materiais

Section 4: Enroliment

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

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

Click the next button to continue

Training & Enrollment Progress ) )
BACK SNt NEXT

This program is intended for residents of the United Statess
@ 2011 Amgen and Centocor Ortho Biotech Products;




Important Safety
Information & )

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

1. ESASs resuited in decreased locoregional control/progression-free survival andior 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).

Chemotnerapy 7 7
Cancer Study 1 12-14 g/dL 12.9 g/dL ‘12-month overat! survival Decreased 12-month survival
Metastatic breast 122,133 g/dL

cancer

(n=039) ] ) ) .

Cancer smdy 2 1315 g/dL (M) 11.0g/dL Proportion of patients achieving a Decreased overall survival

Lymphoid 13-14qdl (F)  9.8,121¢g/dL hemoglobin response

malignancy

(n-344) o . 7 7 7 7

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

cancer

(n=133) , . o .

Cancer Study 4 12-14 g/dL 12.7 gidL 'Progression-free and overall survival Decreased 3 yr. progression-free and
Cervical Cancer 121,133 g/dL ‘and locoregional contro} overal! survival and locoregionat control
(n=114)

Radiotherapy Alone _ 7

Cancer Study 5 >15g/dL (M) Not available :Locoregional progression-free :Decreased 5-year locoregional

Head andneck 214 gidL (F) .survival ‘progression-free survival

cancer. ‘Decreased overall survival

(n=351)

Cancer Study 6 14-15.5 g/dL Not available Locoregional disease contro! .Decreased locoregional disease control
Head and neck

cancer

n=522)

No Chemotherapy or Radiotherapy ' ) ] }

Cancer Study 7 12-14 g/idL Not avaitabie ‘Quality of fife Decreased overali survival

Non-smatl cell

lung cancer

Cancer Study 8 12-13 g/l 10.6 g/dL RBC transfusions Dectreased overall survivat
Non-myeloid 9.4,11.8¢g/dL ;

malignancy

{n=389)

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 933 women with metastatic breast cancer receiving
chemotherapy, patients received either weekly epoetin aifa or ptacebo for up to a year. This study was designed to show that
survival was superior when epoetin aifa was administered to prevent anemia (maintain hemoglobin levels between 12 and 14
g/dL of 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 fatat 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).

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

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

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

Have you reviewsd all of Section 1: Key Safety lnformauon 1or Use of ESAs m Patients with Cancer?

? Yes.lhmemmdddsm!

T(alning & Enfqllment Prpg_(gss

This program & intended for resigents of the
©2011 Amgen and Centocor Crihio Biotech Products, LP.
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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 2 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 fife, fatigue, or patient well-being.

important Dosing and Treatment Information
« {nitiate ESAS in patients on cancer chemotherapy oniy if the hemoglobin is less than 10 g/dL.

> Use the lowest dose of ESAs necessary 10 avoid RBC transfusions.
« Discontinue ESAs following the completion of a chemotherapy course.

Please see the full prescribing information for Aranesp® {darbepoetin affa), Epogen® (epoetin aifa), or Procrit® (epoetin aifa) 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® are registered frademarks 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 2: Appropriate Use of ESAs for Patients with Cancer?

Training & Enroliment Progress

7 i3t

This program is intended for residents of the United St
© 2011 Amgen and Centocor Oriho Bistech Products, LP:
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Section 3: Program Reqmrements and Matenals for Healthcare
Providers

HCP requirements for patient education and counseling:

The ESA APPRISE Oncology Program requires HCPs to educate and counse! 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 mortaiity, serious cardiovascular and
thromboembolic reactions, and increased risk of lumor progression or recumence.

= 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
APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Form.

CLICK HERE

< In a private practice-based setting, return the form (or modified version consistent with the aliowable 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.

» If you are in a hospital setting, provide the completed form (or modified version consistent with the allowable changes) to the
Hospital Designee responsibie 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 leam more about allowed changes to the Patient Acknowledgment Form, please refer to the Guidelines
for Patient Acknowledgment Form Integration within Heatthcare Systems and Clinics flashcard. :

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

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

Once you have enrofled, 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 enroliment form.

Materials provided in the HCP Program Starter Kit:

+« ESAAPPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Form
» Aranesp® (darbepoetin aifa), Epoge'n@ (epoetin 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 ali of Section 3: Program Requrrements and Materials for Healthcare Providers?

Training & Enrollmem Progress

This program &S intended for residents ¢
(4] 2011 Amgen and Centocor Qrtho Biotech Products, L.P
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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 enroil. 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 fist all your sites of practice.

Failure to comply with the ESA APPRISE Oncology Program requirements, including enroliment, will result
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 adv;mce to the next section

Have you reviewed all of Section 4: Healthcare Provider Enroliment?

_Training & Enrofiment Progress

This program is intended for residents of the |
& 2011 Amgen and Centocor Ortho Biotech Products, LP




ESA APPRISE Oncology Program Enrollment for Healthcare
Providers
1 agree to the following:

1 have revi the p current p i for p® or Epogend/Proceit®.

« | understand that ESAs shortened overall survival and/or increased the risk of tumor progression of recusrence in clinicat
studies in patients with breast, non-small cell fung, head and neck, lymphoid, and cervical cancers.

« | ynderstand that ESAs increased the risk of death from cardi ular and thre ions In clinical studies in
patients with cances treated with ESAs.

» | understand that in ordes to decrease these risks, the Jowest dose of ESAS should be used 10 avoid red blood cell

-transfusions.

« | understand that ESAs are indicated for the trea1mam of anemia in patients with aon-myeicid malignancies where anemia ts
due to the effect of concomitant my pp and upon initlation, there is a minimum of two additional
months of planned chemotherapy.

+ | understand that ESAs are not indicated for use as a substitute for RBC transfusions in patients who requlre immediate
correction of anemia.

+ lunderstand that ESAs are not indicated for use in patients wﬂh cancer recelving hormonal agents, biclogic products, or
fadiotherapy, uniess also receiving concomitant my pp

+ | ungerstand that ESAS are nol indicated for use in patients with cancer receiving ny ive ¢ when the
anticipated outcome Is cure.

« | understand that ESAs have not been shown to improve quality of ife, fatigue, or patient well-being.

» [understand that ESAS should be discontinued the ionofac oy course of

| have reviewed the ESAAPPRISE Oncology Program requirements and agree that.
o | will discuss my patient's questions of concems about AranespS or Epogent/Proceit®.

Wnen 1 prescribe and dispense  will provlde an Aranesp® or EpogensrProt:mQ Medication Guide to each. oncology pauem at
an ESA to a patient with cancer me inttiation of each new course of the respective ESA therapy. After initiation of treatment, and
m  my ciiniie, when an ESAis (or as long as treatment continues, | wilt provide the appropriate Aranesp® or Epogen®/Procrit®

for i Guide to each oncology patient ance a month during regular office vishs—or, if
under my supervisfon toa ‘reguiar office visits occur less frequently than once a month, at the next regularty scheduled
Pallem with cancer in an office visit. i
dnfusion center, or when | ; :

presmbeororueranESArora :

* 1 will review the contlents of the respective Medication Guide wilh the pauem counsel each patient on the risks (mcmased
serlous cardi ular and reactions, and increased risk of tumor progression or recurrence) and
benefits of Aranesp® or Epogen®/Proceit® | am prescribing to my patient before each new course of the respective ESA
therapy. | will document thal the discussion with each patient has occurred by signing the ESA APPRISE Oncology Program
Patient and Healthcare Professionat Acknowledgment Form and by oblaining the patient's signatute
« By signing the patient section of the fomm, the patient acknowiledges the following:
» | acknowiedge that priof to recelving my first dose of Aranesp® or Epogen®/Procrit® therapy:
= | have read ang understand the Aranesp® or Epogen®/Procrit® Medication Guide that my healthcare professional has
given to me.
= | have had all my questions or concems about Aranesp® or Epogen®/Procrit® or mry treatment answered by my
healthcare professional.
« | am aware that using Aranesp® of Epogen®/Proctit® may make my tumor grow faster or | may get serious heait
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 enrolied in the ESAAPPRISE Oncology Program, 1
acknowiedge that prior to prescribing my patient's first dose of Aranesp® os Epogen®/Procrit® therapy:
« | provided my patient with the appropriate Aranesp® or Epogen®/Procrit® Medication Guide and instructed the patient to
fead it carefully before signing this form.
* | counseled my patiert on the risks and benefits of Aranesp® or Epogen®iProcrit®, using the respective Medication
Guide as the review ool in counseling the patient.
» | discussed all concerns and answered all questions my patient had about Aranesp® or Epogend/Procrit® or hisiher
treatment to the best of my abilty.
» The patient signed the Acknowledgment Form in my preserce.

iWnen I prescribe and dispense | « | wil send a signed copy of the ESA APPRISE Oncology Program Patient and Healthcare |
'an ESA to a palient with cancer ;  Professional Acknowledgment Fosm (or modified version consistent with the aliowable :

in my dlinic, or an ESA Is i changes) back to the ESA APPRISE Oncology Program Call Center and retain acopy for |
‘mspansed for administration i my records. ;
o SUperVISGn 108 1a 1 agree that the ESA obtained for use In my paiets with carcer wil not be prescrbed and
pat ca ! dispensed by an unceriied HCP,

intusion center: i .
: '+ 1wl ensure the ESAthat 17 wili e di under my supervision, ‘
H 1
W o il pfovlde me completed ESA APPRISE Oncology Program Patient and Healthcare
'ESAfor a patient with cancer in | P\ Fom (of verslon ¢ with the

a hospital: : changes)tomeHospﬂall‘ for andstomglnetorrnsorme !
! forms may be archived efectronically through an electronic medical record system as fong as.
: they are retrievable. :
i

1 & ] will comply with any brogram monioring and auditing reqwmdvgséﬁﬁé effectiveness of the ESA APPRISE Omr;ba

i Program

Aranesp® and Epogen® are registered trademarks of Amgen Ing. Proceit® is 3 registered trademark of Centocor Ortho Biotech Products. L.P.

You must agree to the above lo advance to the ensoliment form

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

Training & Enrollment Progress
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ESA APPRISE Oncology Program Enrollment for Prescribers

© indicates a required field.

Are you enrolling into the €& . First-time Enroliment
Program for the first time?

—Frescriher information

My primary practice © f- Private practice-based clinic

location is (selﬂct One) - HOSpltaI or ompanent fac“rly
affiliated with a
hospitalinstitution
FirstName © -
Last Name © -
Professional Designation © -
e :

Email Address ©

Confirm Email Address €

NPIZ S
- or-

State/Territory License # @
and Issuing State

~Electronic 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 Progress

This program is intended for residents of the Un 3
©2011 Amgen-and Centocor Ortho Biotech Proguets, LP
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i lmportant Safety Training &
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_Information A A Enrollment

ESA APPRISE Oncology Program Enroliment for Prescribers

© indicates a required field.
Are you enrolling into the € .. First-time Enroliment

ESA APPRISE Oncology & Re-enrollment
Program for the first time? ]

EnrolimentID ©

rPrescriber Information
My primary practice © " Private practice-based clinic

location is (selectone) .. Hospital or outpatient facility
affiliated with a
hospital/institution
FirstName ©
LastName ©
Professional Designation © -
Title

Email Address @

Confirm Email Address ©

NP1 # ©

-0r-

StatefTerritory License # © T T .
and issuing State

rElectronic 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 cerlify that you have read and agree with the terms
provided. '

Signature © -

Date ©@ ~

This program Is intended for residents of the U
© 2011 Amgen and Centocor Ortho Biotech Products LR
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ESA APPRISE Oncology Program Enroliment for Prescribers

FAQs

© indicates a required field.

~Primary Practice Localion
Please provide ZIP code or city/state to find your Primary Practice Lacation

e

Please select your Primary Practice Location

[J Primary practice is notlisted

Practice Name * Address ‘ City State ZIP Code

~Primary Practice Contact Information

[’1same as Contact Information
and Primary Location Address

First Name ©

Last Name ©
Address ©
City © '
State © - o

ZIP Code ©
Email Address ©

Confirm Email Address ©

Phone (###-#ti-#tH) ©
Fax (fHi-iiH-#iH) ©

‘ Tra?ning & Enrpllment Prog(ess

¥

This program is intended for residents.of the U
® 2011 Amgen and Centocor Ortho Biotech Products. LLP.

NEXT
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ESA APPRISE Oncology Program Enroliment for Prescribers

€ indicates a required field.

rPrimary Practice Lacation
Primary Practice Name ©

Address ©
cyo T

State © -
ZIP Code ©
L_: Search by ZIP code or City/State

—Primary Practice Contact Informeation

[1same as Contact Information
and Primary Location Address

First Name ©

Last Name ©

Address ©

City ©

¢

State ©
ZIP Code ©

Email Address ©

Confirm Email Addréss Q

Phone (#-#HE-##HH#) ©
Fax (#i-#-4H) ©

This program I intended for residents of the
©-2011 Amgen and Centocor Ortho Biotech Products, L P
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ESA APPRISE Oncology Program Enrollment for Prescribers

€ indicates a required field.

~Primary Practice Address fatehi - i
The address you entered has returned simitar entries in the ESA APPRISE Oncology Program address database.
The address you entered follows,

New Practice Name
1001 Main Bivd
Los Angeles, CA 90001

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

; NEW PRACTICE NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

: NEWPRACTICE
1001 MAIN BLVD
LOS ANGELES, CA 80001

<: NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

. NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

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

Z: NEWPRACTICE
1001 MAIN BLVD
LOS ANGELES, CA 90001

Z; NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

7; NEW PRACTICE MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

> NEW PRACTICE NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

: NEW PRACTICE NAME MAIN
1001 MAIN BLVD
LOS ANGELES, CA 90001

Your entered address:
New Practice Name
1001 Main Blvd

Los Angeles, CA 30001

Training & Enroliment Progress

Thits program is intended for residents of the Uni
@ 2011-Amgen and Centocor Oriho Biotech Products, LP.
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ESA APPRISE Oncology Program Enrollment for Prescribers

© indicates a required field.

Contact Us .

~Additional Practice Locations

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

enroll.

ziP City State
L ) .

zIP City State

T -0r- T -

ziP City State

-0r- - Search

[ Practice Name S " Address City State ZIP Code

N Tra!ning &_ Enroll_ment »E‘rggress

This program is intended for residents of the Unifed SEates”
© 2011 Amgen and Centocor Ortho Biotech Products, L.P
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ESA APPRISE Oncology Program Enrollment for Prescribers

Tiiehii vou for participating In the ESA APPRISE Oncology Program

& Prnt this Page

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

Enroliment ID:
Your Enroliment 1D will be required on every ESA APPRISE Oncology Program Patient and Healthcare Professional
(HCP) Acknowledgment Form.
Site Affiliation(s)
Site ID Site Name Site Address City State Zip Affiliation(s)
1234 Scottsdale Clinic 456 Harper Scottsdale AZ 85260 Primary
7890 Phoenix Hospital 112 Eim Phoenix AZ 85027 Secondary

You 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
Materials provided in the HCP Program Starter Kit include:
« ESAAPPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowledgment Forms
= Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), and Procrit @ (epoetin alfa) Medication Guides
» Prepaid Reply Envelopes .
« Guidelines:for Patient Acknowledgment Form Integration within Healthcare Systems and Clinics

Until your starter kits arrive you can download and print the ESA APPRISE Oncology Program Patient and Healthcare
Professional (HCP} Acknowledament 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. '

This program is infended for residents of the Unik
© 2011 Amgen and Centocor Ortha Biotech Products, L P
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ESA APPRISE Tralmng Module for Hospltal De5|gnees

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 ESASs to ensure that the benefits of
these drugs outweigh the risks of shortened overall survival and/or increéased 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 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 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: 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 riext button to continue

Training & gnronmen; Progress

This program is intended for residents of the il
~ ©2011 Amgen and Centocor Ortho Biotech Products, LF.
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Sectlon 1: Key ESA Safety Information for Approprlate Use in
Patients With Cancer

1. ESAs resulted in decreased locoregional control/progression-free survival and/or overatl 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 tymphoid
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).

Chemcmgrapy

Cancer Study 1
Metastatic breast

12<14 g/dL 12.9 g/dL -12-month overall survival

122,133 g/dl

Decreased 12-month survival

cancer

{n=939)
Cancer Sludy 2
Lymphoid
malignancy
(n-344)
Cancer Study 3
‘Early breast
cancer

(n=733)

' Proportion of patients achievinga ' Decreased overall survival

hemoglobin response

1.0 gkl
9.8, 12.1 g/l

13-15 gldL (M)
13-14 g/dL (F)

Decreased 3yr. relapse—free and overal
survival

131 gL ‘Relapse-free and overall survival
12.5, 13.7 gidL

125-13 gidL.

Cancer Study 4
Cervical Cancer
{n=114)

12-14 g/dL.

Raa omerap y Alone

‘Cancer Study 5
Head and neck
cancer.

(n=351)
Cancer Study 6

215 g/dL (M)
214 g/dL (F)

14155 gldL

127 g/db
12.1, 133 g/dL

Not available

Not available

:Progression-free and overall survival
:and locoregional contro}

‘Locoregional progression-free
survival

'Detreased 3 yr. progression-free and
:gverall survival and locoregionat conirol

:Decreased 5-year locoregional
- progression-free survival
.Decreased overall survival

‘Decreased locoregional disease control

udy ‘Locoregional disease control
Head and neck ;

cancer

(n=522)

‘Ng f‘hemotherapy or Rad:oherapy

‘Cancer Study 7 12-14 g/dL
Non-small cell
lung cancer
(n=70)

Cancer smdy 8
‘Non-myeloid
malignancy
(n=988)

Not avaflable ‘Quality of fife Decreased overal survival

106 gldL RBC traﬁéfusions bDecreased ovérall surﬁ\;al
94 11.8g/dL

12-13 g/l

2. ESAs increass the risk of serious cardiovascuiar and thromboembolic reactions.

An increased incidence of thromboembolic reactions, some serious and Efe-threatening, occurred in patients with cancer treated
with ESAs. In a randomized, placebo-controlied 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 epoelin 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 resufts 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 aifa. Based on Kaplan-Meier estimates, al 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 Epogend are registered rademarks 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 1: Key Safety Infonmnon for Use of ESAs in Patients with Cancer?

Yes.lbavammdﬂtlsgdim‘i I
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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.

= 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 comection 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 aifa), 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® are registered frademarks of Amgen Inc. Procrit® is a registered trademark of Centotor Ortho Biotech Products, L.P.

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

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

This program s intended for residents of the United SE
©2011 Amgen and Centocor Criho Biotech Products, L.F.
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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 Program fequires HCPs to educale and counse! patients utilizing these program mateniats i the
foliowing manner.

= Provide the appropriate £SA Medication Gulde to each patient priaf to each new course of ESA therapy, feview 1S contents,
ang counsel each patient on the risks and benefits of ESAS.

« Inform each patient that ESAS are associated with the following risks: increased monalrty sefious cardiovascular and
reactions, and risk of tumor p or

+ Discuss each patient's questions or concems about ESAs.

= Document that the riskcbenefit discussion with the patient has occurred by compieting and sngmng the ESA ST
APPRISE Oncology Program Patient and Heallhcare Py (HCP) Ac Form B

CLICK HERE

« Ina private practike-based setting, return the form (or modified version with the via mail or fax
(preferred method) to the ESA APPRISE Oncology Program Cak Center as onthe {forn; maintain
a copy of the signed ESA APPRISE Oncology Program Patient and Heattheare f X (HCP) A form

on-site.

« If you are in 3 hospital setting, provide the compieted form (of modified version consistant with the akowable changes) to the
Hospital Designee responsibile for maintaining and storing the forms or the forms may be archived electronically through an
electronic megical record system as long as they are retrievable.

* Assume the authorfty and resp y 10 and oversee the ESA APPRISE Oncology Program
requirements in your hospital.
= Compiete the ESA APPRISE Oncology Program Tratning Module for Hospital Designees.

« Understand that f HCPs in your hospitat prescribe Aranesp® or Epogen®/Procrit® to patients with cancer, fallure of the staff to
comply with will lead to 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.

» Estabiish or oversee.the establishment of a system, erder sels, protocols..or other measures gesigned to ensure that, in your
hospital:
« ESAS are only dispensed to patients with cancer after veritying:
- ihat the HCP who prescribed ESAs for patients with cancer has enroded in the ESA APPRISE Oncology Program; and

- that the discussion between the patient and ESA APPRISE Oncology Program-enrolied prescriber on the risks of ESA
therapy Is by patient and p on thé ESA APPRISE Oncology Program Patient and
Hi ; {HCP) A Form priof to initiation of each new course of ESA therapy.

» If an HCP who prescribes ESAS Is not enrolied in the ESA APPRISE Oncology Program, the prescriber will be notified that
hesshe is not able to pxescribe ESAs for patients with cancer.

* Oversee compliance with prog ing and auditing 1o assess the eflectiveness of the ESA APPRISE Oncology
Program.

» Maintain evidence of compiiance with the ESA APPRISE Oncology Program for monitoring and auditing purpases, as follows:
» Afist of each HCP in your hospital who prescribes ESAs for cancer patients

* Dot ion {Le., unique 1D number) that each HCP in your hospital wha prescribes ESASs for patients with
cancer s enrolied in' the ESA APPRISE Oncology Program

» Documentation of the risicbenet discussion between certifed prescrber and cancer patient by archivat storage of the ESA

APPRISE Oncology Program Patient and Healthcare F (HCP) Ac Form for each cancer patient

for whom an ESA prescription was filled
+» To feam more aboit aliowed ges to the Patient Ac Form, please refer to the Guidelines

for Patient At Form within He: ysti and Clinics flashcard.
CLICK HERE
Please see the fuil prescribing for Sp in alta), Epogen® (epoetin alfa), or Procrit® (epoetin ata) for
other fisks associated with these ESAs, other and P and Adverse Reactions.
Failure to comply with the £SA APPRISE Cncology Program will result

in suspension of your hospital's tmss 1o ESAs.

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

Upon completion of this enrollment process, you'(and an attemate contact, if provided) will receive an emall with the ESA
APPRISE Oncology Program enraliment 1D number unigue to your hospital. This enroliment 1D number aliows you to identify
HCPs entolled al your location, by clicking the Hospital Designee log-in at the top right of the ESA APPRISE Oncology Program
webslie home page. You ¢an also order mofe ESA APPRISE Oncology Program materals via wwiw.e33-2pprise.com using the
nospital enroltment 1D number.

Once you have enrotied, you will receive the HCP Program Starter Kit to assist HCPs in your hospital in implementing the ESA
APPRISE Oncology Program.

Matsrials provided in the HCP Program Starter Kit:

» ESAAPPRISE Oncotogy Program Patient and Healhcare P (HCP) Ac i Form
« Aranesp® (darbepoetin aifa), Epogen?® (epoetin afa), of Procsit® (epoetin alfa) Medication Guides
* G for Patient Form ion within He: Y and Cnics

The presceiber's enrollment identification number and the hospliar's sfie ientcanon number are required on every patient
acknawiedgment form.

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

You must fespond 16 the following question to advance to the next section

Have you reviewed al) of Section 3: Program Req and for and
Designaes -

© Yea, | hiwve reviewed all of Section 3

Training & Enrolfment Progress
L]
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Section 4: Hospital Désignee Enroliment

Now that you 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 enroliment, will resufit
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 Biotech Products, L.P.

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

Have you reviewed all of Section 4: Hospital Designee Enroliment?

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 1o intemally coordinate and
oversee the ESA APPRISE Oncology Program requirements in my hospital.
| have compieted 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 enroliment 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:
«» that the HCP who prescribed Aranesp® or Epogen®/Procrit® for patients with cancer has enrotied 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.
 |fan 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 to assess the effectiveness of the ESA APPRISE
Oncology Program.

1 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 (ie, unique enroliment ID number) that each HCP in my hospital who prescribes Aranesp® or
Epogen®Procrit® for patients with cancer is enrolied 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 Acknowledgment Form for each cancer patient for whom
an Aranesp or Epogerv/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 to advance to the enroliment form

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

VTraining & Enrollmgnt Progres_)s

This program is intended for residents-of the United SEESoni:
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ESA APPRISE Oncology Program Enrollment For Hospitals

€ indicates a required field.

Are you enrolling into the € . First-time Enroliment
ESA APPRISE Oncology . Re-e
Program for the first - nroliment
time?

~Authorized Hospital Designes information
First Name ©

Last Name ©

Title

Email Address ©

Confirm Email Address ©

Password ©

Confirm Password ©
Phone (HE-#HH-H4) ©
Fax (HH-HHHL-4800) ©

[] 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 afifiliated with our hospital enrolis in the program.
Note: You will automatically be notified of alt HCPs enroliment terminations,
whether voluntary or for cause.

rElectronic Sionature
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 ©

This program is intended for residents ofthe .
© 2011 Amgen and Centocor Ortho Biotech Products, Lf-‘._
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ESA APPRISE Oncology Program Enroliment For Hospitals

© indicates a required field.

ContactUs

Are you enrolling into the & _. First-time Enroliment
ESA APPRISE Oncology & Re-enrofiment
Program for the first ’
time?

Enroliment ID &

rAuthorized Hospital Designes Information
First Name ©

Last Name © -

Title

Email Address ©

Confirm Email Address ©

Password ©

Confirm Password ©
Phone (##Hi-#iH-HitH) ©
Fax (#H-#-#5) ©

[C] 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 enrolis in the program.
Note: You will automatically be notified of all HCPs enroliment terminations,
whether voluntary or for cause.

—Electronic Signaturs

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 © r;:

Date ©

|

This program is intended for residents of
© 2011 Amgen and Centocor Ortho Biotech Products, LP.
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Infarmation . Enrollment

ESA APPRISE Oncology Program Enrollment For Hospitals

© indicates a required field.

Home

—Hospital Enroliment Information
Please provide ZIP code or city/state to find your Hospital Main Address

2P City State

Please select your hospital

21P Code

Address

[T Hospital main address is not listed

—Hospital Contact Information for Receipt of Program Matsrials
I Click here if different from the authorized designee

Traini_n'gﬁ& Enrollment_Pro'g_res_g _

sl
4
Y,
5

ey’

This program is intended for residents 6fthe United States orite:
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ESA APPRISE Oncology Program Enroliment For Hospitals

© indicates a required field.

-Hozpital Enrolliment Information

Hospital Name ©

Address ©
City @

State © v
Z2IP Code ©

HIN# ©

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

Hospital Contect information for Receipt of Program Materials
[”] Click here if different from the authorized designee

__ Training & Enroliment Progress

This program is intended for residents of the Fﬁfe S il
® 2011 Amgen and Centocor Ortho Biotech Products, L
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ESA APPRISE Oncology Program Enrollment For Hospltals

€ indicates a required field.

rHospital Enroliment Information
Please provide ZIP code or city/state to find your Hospita! Main Address

ap City State

Piease select your hospital

Practice Name - . Address City State  ZIP Cede

£ Hospital main address is not listed

rHospital Contact Information for Recsipt of Program I‘.L:tena
FirstName©@ T

Last Name ©
{71 same as hospital main address
Address O
City © S
State © e
ZIPCode & )

Email Address ©

Confirm Email Address ©

Password ©

Confirm Password ©

Phone (##-###-1HHH) ©
Fax (H-#-#H) ©

1 Hospital Summary Report Opt-in

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

i Click here if contact is the same authorized designee

Training & Enyql_lment Pp’qgres_s

[ BACK Bhaw S ey NEXT

This program is intended for residents of the United States
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ESA APPRISE Oncology Program Enroliment For Hospitals

© indicates a required field.

rHospitel Ervollment Information
HospitalName @ ~ T
Address ©
City ©
State e_ B
2ZIP Code ©
HIN # ©

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

FHospital Contact information for Receipt of Program Materials
First Name © )

LastName ©
£1 same as hospital main address
Address ©
City ©
State @
2iPCode ® o i

Email Address ©

Confirm Email Address &
Password ©

Confirm Password ©
Phone (##H-#HEHIEH) ©
Fax (HHH-##H-#HHE) ©

] 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 will automatically be notified of all HCPs enroliment terminations,
whether voluntary or for cause.

{71 Click here if contact is the same authorized designee

Training & EnrrollmentvProgres_s

This program is intended for residents of the Linfted Stites’
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ESA APPRISE Oncology Program Enroliment For Hospltals

© indicates a required field.

Home

Forms & Resources ) ContactUs

rHospita! Enrollment Information Address Ratch

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 30001

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 80001

«» NEW HOSPITAL
1001 MAIN BLVD
LOS ANGELES, CA 90001

 NEW HOSPITAL MAIN
1001 MAIN BLVD
LOS ANGELES, CA 20001

Your entered address:
1 New Hospital Name

1001 Main Bivd

Los Angeles, CA 80001

Training & Enroliment Progress’

This program is intended for residents 'oﬂhe niled
© 2011 Amgen and Centocor Ortho Bictech Products, LP
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ESA APPRISE Oncology Program Enrollment For Hospltals

Thank you for participating in the ES4 APPRISE Oncology Program
S Print this Page

Your enroliment is now complete. Below is your ESA APPRISE Oncology Program enroliment identification (ID)
number and the hospital that has been enrolled.

Enroliment ID: 123456
This enroliment ID number allows you to identify HCPs enrolied at your location.

Enrolled Hospital
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 required 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 Patient and Heaithcare Professional (HCP) Acknowledgment Forms
« Aranesp® (darbepoetin alfa), Epogen® (epoetin alfa), and Procrit ® (epoetin alfa) Medication Guides
s 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) Acknowledgment 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 focal 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.

This program is intended for residents of the United States-oniy:
€ 2011 Amgen and Centocor Ortho Biotech Products, LR
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Home

Forms & Resources

Enroliment {D:
Continue

Heaithcare Provider and Hospital Designee Materials
** Dear Heatthcare Provider {DHCP) Letter to HCPs who prescribe. or prescribe and dispense ESAs for patients with cancer

% Dear Director of Pharmacy/Administrator Letter to hospitals that dispense ESAS for patients with cancer
1 ESA REMS Flashrard

) ESA APPRISE Oncglogy Program Healthcare Provider Flashcard

Y ESA APPRISE Oncology Program Hospitat Process Qverview Flashcard

" ESA APPRISE Oncology Program Training Module for Healthcare Providers

T3 ESA APPRISE Oncology Program Training Module for Hospital Designees

) ESA APPRISE Oncology Program Enroliment Form for Healthcare Providers

9 ESA APPRISE Oncology Program Enroliment Form for Hospitals

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

) Guidgtings for Pati cknowledament Form Int i withl h nd Clini

%] ESA APPRISE Oncology Program Patient and Healthcare Professionat (HCP) Acknowledgment Form - SPANISH
Prescribing Information

i Aranesp® (darbepoetin alfa) full Prescribing Information

‘™9 Epogen® fepoetin alfa) full Prescribing Information

M Procrit® (e-goetin alfa) fuli Prescribing Information

Materials for Patients
Madication Guides

T Aman (i in alf;

TR Aranesp? (darbemv efin ata) Medication Guide - SPANISH
1 Epogen® (epoetin gifa) Medication Guide

X Epogene {egoetin alfa) Medication Guide - SPANISH

) Procrit® (epostin atfai Medication Guide

% Prorit® (epoetin atfa) Medication Guide - SPANISH
Instructions for Use

3 Aran in alfa) ! tions f

4 Aranesp® (darbepoetin alfa) Instructions for Use—Single-Dose Prefilled §yﬁgge (SingleJect®)
¥ Epogen® (egogtin alfa) Instructions for Use

T Procrite {epoetin atfa) Instructions for Use

Adobe® Reader® is required to view all of these PDFs. if you do not have it instalied, downioad it free here.
1

This program is intended for residents of the Uni tatea'onk
© 2011 Amgen and Centocor Ortho Biotech Froducts, 1P




Risk Information for the Safe use o

Important Safety
_[nformation

Material Order : Address Selection

—Fersonat information
The Enroliment 1D is associated to the following individual.
FirstName John
LastName Smith
Email Address john.smith@email.com

~Practice Locations
Please select/enter your shipping address

Practice Name ~ Address © State  ZIP Code
Practice Name  1234NMAINST ~ WAYNE CPA 19087

~Practice Contact information
Confirm the following contact information is correct
FirstName Allison
LastName Tennant
Email Address allison.tennant@email.com
Phone (#iH-###-41H) 215-555-1212
Fax (#HRHEHEE)  215-555-1213

] Primary contact is not listed

This program Is intended for residents of the United on
_© 2011 Amgen and Centacor Ortho Biotech Products, LP.
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" Material Order : Address Selectlon
~Personat information
The Enrolfiment ID is associated to the following individual.

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

~Psactice Locations

Primary Practice Name ©

Address ©

City ©

ZIP Code ©

{71 setect from the list of registered sites

~Fractice Contact information
Confirm the following contact information is correct
First Name Aliison
LastName Tennant
Email Address allison.tennant@email.com

Phone (##-HHL#HH)  215-555-1212
Fax (#H-#H18)  215-555-1213

IZ1 Primary contact is not listed

This program is intended for residents of the Unied S
© 2011 AmgenandCentocorOxﬁxontech F’toducts LP
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Material Order : Address Selection

rFersonal information
The Enroliment ID is associated to the following individual.
FirstName John
LastName Smith
Email Address john.smith@email.com

—Fractice Locations

Please select/enter your shipping address

Practice Name *

State
iPractice Name

D 'Ii;riihar}'»pracuce 1S n[)t listed -

—Fractice Contact information
FirstName ©

Last Name ©
Email Address ©
Phone (KL ©

Fax (- ©
] select the régistered primary contact

This program Is intended for residents of the Uniedv ates)
© 2011 Amgen and Centocor Orino Biotech Products, LP.
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Material Order : Address Selection
—Personal Information
The Enroliment ID is assotiated to the following individual.
First Name John
Last Name Smith
Email Address john.smith@email.com

~Fractice Locations

Primary Practice Name ©

Address ©
City ©
State © -
ZIP Code © T
7] Select from the list of registered sites

—Practice Contact information
First Name ©

LastName ©

Email Address ©

Phone (###-#iti-#iEH) ©

Fax (MR- ©
1 Select the registered primary contact
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Home Training &

En rollm ent

Materlal Order : Specnfy Type and Quantity

~Materials Selection

QOverview

Forms & Resources ContactUs

Select the materials you would like to order
Quantity Iltem

Medication Guides

0 ~ Aranesp® (darbepoetin alfa) Medication Guide

0 ~ Aranesp® (darbepoetin alfa) Medication Guide - SPANISH
0 - Epogen® (epoetin alfa) Medication Guide

0 ~ prgen@> (epoetin alfa) Medication Guide - SPANISH

0 ~ Procrit® (epoetin alfa) Medication Guide

0 ~ Procrit® (epoetin alfa) Medication Guide - SPANISH
Tear Pads

.0 ~ Tear-pad (25 sheets) ESA APPRISE Oncology Program Patlent and Healthcare Professional (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 residents of the United Ststee on
© 2011 Amgen and Centocor Ortho Blotech Products, LP.




Assisting Providers onid cancar

N
Wy

Risk tnformatiah for the

Home {mportant Safety Overview Training &

_Information & v A Earoliment A" » v 9 FAGs 4 Contact Us

Material Ordér : Your Current Order ltems

~Current Order
The items that you have selected are listed below.

‘Quantity Order ltem L

5 Aranesp® (darbepoetin alfa) Medication Guide

10 Epogen® (epoetin alfa) Medication Guide

15 Procrit® (epoetin aifa) "Medi’t‘:a.t'ion Guide

25 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 19087

Your order is not submitted unti! you click Submit Order below.

Submit Order

This program is intended for residents of the n
© 2011 Amgen and Centocor Ortho Bictech Products, LP.




Assisting Providers ¢
Risk tnformatice for

Training &
_ En_«.'_obllment‘ ‘

Important Safety

Home Qverview Forms & Resources

 {nformation Contact Us

Material Order : Your Current Order Items

& Print this Page
Your order has been received and the confirmation humber is 012345678.

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

Order Summary
5 Aranesp® (darbepoetin aifa) Medication Guide | 4
10 Epogen® (epoetin alfa) Medication Guide
15 Procrit® (epoetin alfa) Medication Guide

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

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

You may continue with another order 1o a different._associated shipping address or enter in a pew Enroliment 1D to order
materials.

This program is intended for residents of the United Stitesen
® 2011 Amgen and Centocor Ortho Bistech Products, LP.




To downioad the ESA APPRISE Oncology Program Patient and Healthcare Professional (HCP) Acknowleagment Form,
enter your Enroliment ID and click Next. Your Enroliment ID can be obtained in your enroliment confirmation email.

Enroliment ID

™ ESA ARPRISE Oncology Prograrm Training Wodule for Heatincare Providers

T3 ESAAPPRISE Oneology Srogram Training todule for Hospital Desianges

TJESA APORISE Oncology Program Entofiment Form for Heatthicare Providers’

. ¥ ESA APPRISE Oncology Program Enroliment Form for Hospitals

TIESA APPRISE Oncology Program Patien: and Healthcare Projessionat (HCP) Acknowledgmant Fonm

fin

1 Guig

nowledgment Form int fon wi heare Systems ang Clinics ..alt

1 ESA APPRISE Oncology Program Patient and Heattheare Professional (HCP) Ackfiowledament Fom - SPANISH

Prescribing Information

) Aranesp® (darbepoetin alfa} full Prescribing infgrmation
™ Epogen€ (epoetin alfa) full Prescribing infermation
™ Brecnit€ iepoetin aifa) full Preseribing Information

Wateriais for Patients

Medication Guides
7 Aranesp® (darbepoetin alfa) pedi

T Epogen® (epoetin alfa) Medication Guide - SPANISH
™ Precrit® iepoetin aifa) edication Guide
T3 Procot€ fepoetin alfa) Medication Guide - SPANISH

Instructions for Use

] Aran single-Cose \at

¥ Aranesp® (darbepoetin aifa) insiructions for Use—Single-Dicse Prefilled Syringe (SingleJect®)

*¥) Epogen® (epoetin alfa} Instructions for Lise

= Pregritt {epoetin alfa) Instructions for Use

Adobe® Reader® is required to view all of these PDFS. If you do not have it instalied, download it free here.

Y cet $
; AROBE® READER®




G ond

Risk inforfation fof the Saté ute d‘&s"

Home = ow - ; . ContactUs |

Forms & Resources

Niaterials for Hezaithears Providers
Order Program Materials
Med' .5 ’ :

Eny'

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

Hea -
- ‘Name o ' Addr:ss ) . . Cxty v St‘até v ) ilﬁ' Co&e
- : fame o . .

T Dokota Health System 123 Main &t Los Angeles cA 90001

-y |7mgw rjal Point Medical Center 456 Rafe St ‘Los Angeles ) CA 90001

7 sibley Memorial Hospital 123 Main St Los Angeles cA 90001

T3f -AMI Culver Union Mosoital 456 Race St : ‘Los Angeles CA 90001 -

i

:j ESA APPRISE Oncology Program Training hdedule for Hospital Designees

T ESA APPRISE Oncology Program Enroliment Form for Heatihcare Providers

TIESA APPRISE Oncology Frogtam Enroliment Form for Hosprais

TAESA APPRISE Cricology Propram Patient and Healthcare Professional {HCP] Acknowledgmant £omm

T Guidelines for Patient Acknowledament Form integration within Healincare Syslems and CIinics ueﬁ

"™ ESA APPRISE Oncology Program Patient and Healihcare Professional (HCP) Acknoydedoment Fonm - SPANISH

Prescribing Information

T3 Aranesp® (darbepoetin alfa) full Prescribing infarmation
¥ Epoaen® (epoetin atfa) full Prescribing Information
4 Procrit® (epoetin aifa) full Srescribing Information

Wiaterials for Patients
'Medication Guides

1 Aranesp? darbepoetin alfa) edication Guide

" Aranesp (darbepoetin aifa) Wedication Guide - SPANISH
en? {apoetin alfe) Medication Guide

¥ Epogen® {epoeiin aifa) Medication Buide - SPANISH

T Preciit® tepeetin aiia) Medication Guide

T Procrit® {epoetin alfa) tedication Guide - SPANISH

Instructions for Use

T Aranesp® (darbepoetin alfa) Instruetions for Use—Single-Dose Prefilled Syninge (Singlejects)

T Epogen® (epoetin.alfz) Instructions for Use

T Precrit® {encetin atfa) Instiuctions for Uss

Adobe® Reader® is required to view all of these PDFs. Ifyoix do not have it instalied, download it free nere
v :

L Get
: | ADXOBE™ READER®




mportant ’Efafety v Overview : Training &
Information - ) _ Epro_rllmentw

ESA APPRISE Oncology Program Login

Forms & Resources Contact Us

Usermname

Password

First time user? Forgot password? Click here.

This program is infended for residents of the United States'
€ 2011 Amgen and Ceniocor Ortho Biotech Prodaucts LE
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 Assisiing Providers and cd ‘
Risk information for the Sas (s gt e

important Safety Overview Training &

Home § Forms & Resources
_ Information o  Enrollment A" | | Con‘tactU‘s

Password Assistance

Forgotlien Password

Enter in the username you use to access the site and an email will
be sent that will provide you information to login.

First Time Users

Enter in your Enroliment ID and an email with instructions for how
to login will be sent to the associated email on record.

Username

Enroliment ID

Confirm Username Confirm Enroliment 1D

| Continue l

This program Is intended for residents of the United” i s
© 2011 Amgen and Centocor Ortho Biolech Products, LP.
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Important Safety
!nfqrman‘»on 4 N Y 9 Enro‘llment‘_.

ESA APPRISE Oncology Program Prescriber

. Training &
Qverview 8 Forms & Resources

Practice Location Management
Add and remove practice locations.

Edit Profile
Review and edit your contact information.

Change Password
Change your password.

This program is inended for restdents of the Unt_t Statesonl
& 2011 Amgen and Centocor Ortha Blotech Producls; LP




Risk lnlnnnnﬂun forthe Su"fa um

Important Safety Overview Training &

Home :
_ Information A Enrollment

Forms & Resources | ContactUs
ESA APPRISE Oncology Program Prescriber » Practice Location Management

Practice Location Management

1 : Practice Name ' Address City | State » ZIP Code
[ DakotaHealth Sysem ~ 123MainSt  |LosAngeles  CA 90001
Illmpenal Point Medical C Center ~ 456Race St V'LosAngeles ~ CA 90001
[j Slbley Memorial Hospltal - 123 MalnSt ~ iLos Angeles ' ‘CA 90001
‘AMI Culver Unlon Hosplta! - 456 Race S{‘ "*Lo»s;Ahgeles‘  lca ” 90001 |

Add Practice Location ] [ Remaove Practice Location

& 2011 Amgen and Centocor Ortm Blotecn Producls




£5A APPRISE Oncolo

Add Practice Location

‘Traim'n‘g &

Enro[kpen_t_ ¥ Forms&Rmourcef

Program Prescriber » Practice Location Management » Add Practice Location

ContactUs

~Practice Location Lookup

: Practice Name
Dakota Health System

v Search

Address B

'Slbley Memorial Hospltal
AMI Culver Union Hospital

Imperial Point Medical Center

j 7Piaﬂcﬁce IOCQUOI'I ﬂOt |lSted S

Cé’:y State Z1P Code
1123 Main St ‘LosAngeles  CA 90001
456 Race St " Los Angeles CA 190001
123MainSt LosAngeles  CA  ig0001
456 RaceSt “LosAngeles  CA 90001

—Practice Contact Information

First Name
Last Name

Address

ZIP Code
Email Address
Confirm Email Address

Phone (FE-#HHL##H#H)
Fax (#H- -

Cancel

This program is intendad for rwdents of the United”
[+ 2011 Amgen and Centocor Orthe Biotech Products, LP.

[ Add Practice Location




Risk informotian for the Safe tse 5

Important Safety
. _Information 4

Training &
Enroliment

ESA APPRISE Onco!

Add Practice Location

Program Prescriber » Practice L ocation Management » Add Practice Location

Practice Location Lookup

Practice Name

Addrass
City
State

ZiP Code
{77 search by ZIP code or City/State

(Practice Contact Information

First Name

Last Name

" 1Address same as Practice Location information above

Address

City

State

ZIP Code

Email Address-

Confirm Email Address

Phone (#Hi-tHHEHHHE)

Fax (#HHE-HHH-HHHD

Cancel _‘ ]

This program is intended for res;dents of the Unfled o
R 2011 Amgen and Centocor Qrtho Biatech Products, LP

[ Add Practice Location |




ImportantSafety _ i Traiﬁing&
Informatien & "7 & Enrollment

ESA APPRISE Oncology Program Prescriber » Practice Location Management _ ' )

Practice Location Management

I Practice Name

] Dakota Health System

ZIP Cods

-90001
i1, Imperlal Point Medlcal 50001
M Sibley Memonal Hospn . _ L . 90001
[ AMI-Culver Union Hos{ x Do you really want to remove the following practice location? 90001
Dakota Health System
123 Main St
Los Angeles, CA 50001

Add Practice Location ] I:

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

I Cancel l | Remove Practice Location




Assisting Providers arid

Risk Information for the Safe'|

Important Safety . Training &
) Overview
lnformaﬁon _ _ Enrolln_\ent‘

ContactUs

ESA APPRISE Oncology Program Prescriber » Edit Profile

Edit Profile

~Prescriber Information

First Name

Last Name

Professionat Designation e
Title

Email Address
Confirm Email Address
Phone (##-1HE-HHED

Fax (#HH-1HR1-HAHE)
NPI #

-or-

State/Territory License # - ) -
and Issuing State

: Updste Profile

This program is Intended for residents of the FiC: S
© 2011 Amgen and Centocor Ortho Biolech Products, LP.




Assls!lngvmnﬁnd et
Risk Information for the Safe
Important Safety Training &

Qverview Forms & Resources

information ,_ » ' Enrollment

ESA APPRISE Oncology Program Prescriber » Change Password

Change Password

New Password

Confirm New Password

| Cancel ‘ Change Password

This program is Intended for residents of the United Siateswan
© 2011 Amgen and.Centocor Ortho Biotech Products, LP.
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Assisting Providers and

Risk Information for the Safe'tisa of

important Safety - Training &
Information & A Enrolment

Forms & Resources § Contact Us

ESA APPRISE Oncology Program Hospital Designee

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

Edit Frofile
Keep your profile updated.

Change Password
Change your password.

This program is intended for residents of the oid
€ 20111 Amgen and Centocor Crtho Biotech Products, 1P

s




Assisting Providers and

N

Risk information for the Safe tsa

Home important Safety Overview Training &

Information & ‘ Enrollment

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

Hospital HCP Enroliment Management Report

Enrollmen‘tID‘“"_ : First Name Designation Compléted Date'

548789 . Johm MD  01/24/2010

563482  Jame  Wintersmith MD . - 03/03/2010
' - Alison -~ Tenmamt - ©03/30/2010:

“Add Prescriber || Remove Prescriber

This program is intended for residents ofthe UmtedSt L g
© 2011 Amgen and Centocor Ortho Biotech Products, L P




o -
important Safety | . Training &
information 4"V 4 Evolment_J

Contact Us

ESA APPRISE Oncolegy Program Hospital Designee » Hospital HCP Enrollment Mahagement Report

Hospital HCP Enrollment Management Report

To add a prescriber to this site, enter the prescriber's Enroliment ggt; |

‘En;;:xllﬁwent o=
548780  John .- ID inthe followmg ﬁeld 12412010
563482 Jane Enroliment ID | 103/2010
457687 | Allisor A A r‘30i20‘_¥0

| Cancel l Add Prescriber

Add Prescriber H Remove Prescriber




Risk (ﬁfazmnﬂqn for the snfe;u :

i lmpcrtant Safety | Overview Training &

Home nformation & T _ Enrollment

ESA APPRISE Dncology Prnqram'HosD"

Hospital HCP Enr

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

John Smith
Enroliment ID: 5487890

Enrcliment ID

548789  John
1563482 - Jane g h bt thisthd i ¢
457687 o Allisor yremovingt is. prescn er, this:individual will lose the

‘ability to. dlspense and/or prescribe ESAs for patlents
with cancer from this: location.

- [cancel | | Remove Prescriber

Add Prescriber H Remove Prescriber |

’E! a“té |
12412010
1032010
130/2010




Assisting Providers ond m?diais

Risk tnformatian for the Safe use of ESAS

. lmportant Safety . Training &
1 O
_information b Enrolment 4

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 (#Hi-tHH-1HHH)

Fax (#HHE-HH-#HEHE)

[’ Hospital Summary Report Opt-in

Please send an email notification to the hospital email addresses listed above that
summarizes ait 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 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 infended for residents of the
[+ 2011 Amgen and Centocor Ortho Biotech Products, P




Asslsllng Pmuidms ond
Risk tnformatian for the Snfa M

ImportantSafety :
rmforman'on A v Enrollment

Home Training &

Overview Forms 8 Resources

ESA APPRISE Oncology Program Hospital Designee » Change Password

Change Password

New Password

Confirm New Password

! Cancel Change Password

This program is intended for residents of the United States el
€ 2011 Amgen and Centocor Ortho Biotech Products, LP




Risk tnformation fdr !he Safe’

Training &

ImportantSafety i 4
Information & A Enrollment

Home Qverview Forms & Resources ContactUs

Hospital HCP Management Report

Hospital Information

HOSPITAL ADDRESS
Dakota Health System
123 Main St

Los Angeles, CA 90001

Hospxtal HCP Management Report

nrollment ID R First‘Namé S Last Name , Designééiéﬁmr o Completed Date
sag789 Jom S"““‘ R . R 0172412010
563482 _Jane T ivintersmith MD . 03/03/2010
457687 ~ Awsn  Temnam MO 03302010

&5

This program is intended for residents of the United States’
@ 2011 Amgen and Centocor Ortho Biotech Products, LP




Important Safety ing Forms & Resources.
information ) o _ Enroliment o

FAQs
Questions
whatis a RENS?
who m aroll in the ESA APPRISE ology Program?
hat are e consequences Of NOt Urining and enrolling in th APPRI neology Program?

oy long will th roliment take ant n my nurse groffice manager enrglt for me?

Why ive out a tedjcali ide if tice hag W ional pi
We utily ard forms for documenting patient consen! Can we modity our existing consent form ike the
Know m ni form y! roviged?
an the giscussion with the patient on £SA fisks and henefils b T by g nurse or other gualified health car
professionai?
logy ram
tign; in the b 1 1 have 1o reenrofi?
n patie il receive their ESAS i 1) S (10 enfoth vigder ite on the actual day of injection’
Nhen | treat ien with Fin my priva e 1 nd the g atient acknowiedgment fonm 1o the ESA
APPRISE On ggggyPro:r‘amgallggmgrgngrjoggmwngg g the ESA?
hould | /|
Pre m Call 2
Answviers
Whatis a REMS?

ARisk Evaluation and Mitigation Strategy (REMS}) Is a program established under the Food and Drug Administration
Amendments Act (FDAAA) of 2007. FDAAA grants FDA the authofity ta require a drug manufacturer to deveiop and
impiementation a REMS if FDA determines that a REMS is necessary to ensure that the benefils of a drug outweigh the risks.
ThlS provislon ook effect on March 25, 2008. unks to approved REMS can be found on the FDA website at hitp /Avenw 103,90y

Postis Infs Laif tient! oVl 4
ugml]lmm.
FDA has determined thal 38 REMS Is necessary for ail erythrop i agents (ESA) jAranesp®, Epogen®
and Procnit®).
Backto Top
Who must enroll in the ESA APPRISE Oncology ngmn?
Alt heatthcare providers (HCPs), inclusive of licensed no: ofp and gdisp ESAs to treat

canter patients for their anemia must enroli in the ESAAPPRISE Oncology Program.

In addition to HCPs, for each hospital that dispenses an ESA for patients with cancer, a Hospital Designee, e.g. pharmacy
director or other Hospital Designee, must ensoll in the ESA APPRISE Oncotogy Program.

Backto Top

WWhat are the conseguences of noﬂnlnlng and enroiling in the ESA APPRISE Oncology Program?

Fallure to comply with p q ing training and will result In suspension of access to ESAs.
BacktoTep

How [ong will this snroliment take and can my nurse or office manager enroll for me?

The training and enroliment should take approximately 10-15 minutes to comprete and can be completed on this webstte or
faciitated by field-based company representatives. The ESA APPRISE Oncoiogy Program requires that the actual prescriding
HCP compiete the fraining and enroliment in the program.

Backto Top

Why do | nesd to give out a Mi Gukie if my p has pad our own pleces?

The Medication Guide for the drug you are prescribing (Amms(.)s Epogen® or Procrit®) must be used as the review tool in
counseling patients on the risks of that ESA_ Your educatmal pieces can be given together with the Medication Gulde, but
cannot replace it.

Backio Top
We utilize forms for dox g patient Can we modify our existing consent form to be like the
form you p ?
The Program requires the riskbenefit discussion be documented using the ESA APPRISE Oncology Program Patient ang
(HCP) AL g Form.

To leam more about affowed changes 10 the Patient Acknowiedgment Form, piease refer 10 the Guideiines for Patient
Form integ within Healthcare Systems and Clinics flashcard.

E&K.IQ_IQQ

Can the discussion with the patient on ESA risks and benefits be conductad by a nurse of other qualified heatth cars
professionat?
This program specifically requires that healthcare p who prescribe of p and disp ESAs conduct and
document the ESA riskbenefit giscussion. However, nurses and other qualified heatth care p may stili be n
their standard patient education processes.

Bacicto Top

tenrolled In the ESA APPRISE Oncology Program through my office, but now | want to initiate a new course of ESA
therapy to a patient in the hospital. Do | have to re-enroll?
No, a single enrofiment will apply across alt your practice locations.

Back 1o Top
Can patients sti!] receive their ESAS if there is no enrolied provider on site on the actual day of injection?

Yes, as fong as the patient receiving the ESA was given the Medication Guide, had the riskbenefit dgiscussion and signed the
Patient Acknowledgment Form with the trained and enrolied prescriber of the ESA prior 10 receiving the injection.

Backlo Top
When 1 treat a patient with cancer In my private practice, do | nesd to send the 3igned patisnt acknowledgment form to

the ESA APPRISE Oncology Program Call Centsr prior to administesing the ESA?
No, the form can be sent afier the ESA has been administered.

Backio Top

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

No, by signing the patient acknowledgment the patient has onty authorized his/her name to be sent to the ESA APPRISE
Oncalogy Program Call Center.

Backlo Top

Thes program 1 intended for residents 6f "
© 2011 Amgen ang Centorar Ortho Bitech Products, LP




Risk lnfnhnnﬂunfd ”‘

important Safety : Overview Training &
Information A | 4  Enrollment

Contact Us

Forquestions 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 aiso 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.

Forms & Resources ‘ . ContactUs

This program is intended for residents 0¥ the Unli
® 2011 Amgen and Centocor Ortho Biotech Products, LP
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Terms of Use

ALKS FOR VISITING TH:S WEBSITE. BY USING TH:S WEESITE, YOU ACREE TO 8E BOUND BY THE
FOLLOVANG TERMS OF USE. PLEASE READ THESE TERIAS OF USE CAREFULLY.
Your access 0 s weDSIE ks subect 10 The IB0RINg Tarms of USa, which May be UpGaed by 3 IOM BXMe 10 1T winowl rotxe
10 you By accessing of Using Tus webshe, you a0fee at you have read, LCersiand, s agree (o be bound 10 thess Tesms of
Us2, 35 they may be mended om tme (0 Bme, 25 wesl 23 10 (e terms of our Privacy PObCy, WhKh 13 Meredy InCOMmOrated o
these Terms of Use. You are responsible 501 perodicaly reviewdng these Tenms of Use for appicabie changes. Your use of fhs
webaZe altes posting by 113 of 2ny changes 10 these Terms of Use constutes your acceptance lo those changes. if you disagree
witi ihese Tenms of Usé (23 they may be amenced Horm tme ko ime), or are dasatisfied wih this website, your sole 2nd
EXChSIVeE T2MaCY 18 10 GBLORTAUE Sing s webske

5 ViEBSITE DCES NOTPROVIDE #EDICAL OR PRUFESTIONAL SERVICES ADVICE,
Tm:mmmw&sﬂ: 15 Int=niGed 10 be 2 gencral iTonMAton (ESOURE In 1egars 1o e subject Makt Coveses, g 1S
pvwwsoieoyonan';\Sls'm'AsAvﬂmmsvnu 1o contrm heren win
other sourtes, and 10 review Wi your mmamp{omefms e rendes
medical OF SiTitar PrOESSIONAl services or Advie, 3nd the ITIOATI2U0N Povited Is 1l OS] 1 1EpIace medeal advice Cfiéred
Ty @ plySICIan. If you CASKE of 16€G SUCR SETVICES OF advice, YOU SNOUKS CONSUR a professional heakncare provicer. You shotd
ol consiue Out this content as Dy Us of e views of any warany of
guarantee of any stategy. rummmmmanmmummmaummmwmamd
the content.

Scops of Use
Vo Kre you 10 view, Use and Gowniod a single COPY Of Bhis websde Jof yOUr Informational, non-ComMertial use, Excet as
omerwise provided on this page, N0 pat of 21Ty CONENT ¥ SofWare 00 DS Websda My Dé Copied, dowmioaded of siofed 2
retrieval Sysiem or any o0ier purpase, Aor may R be Tecstibuted (0 2ny PrPose, WENOW Our EXFESS wilen permesion You
UNGATSIaNa M3t Ve mary Cscontnue, Change, Of (€Ut your Lse of Tis wabsie for anty reason winout nobe

By wsing (his wedsse, you Tepresent (hat you ave a keast eighieen (16) yars o1d and 8 Uinied States ressdent

Ne Vaarrartizs

ALL CONTENT ON THIS WEBSITE 18 PROVIDED TO YOU ON AN "AS IS "AS AVAILABLE" BASIS WITHOUT WARRANTY
OF ANY KIND EITHER EXPRESS OR INMPLIED, INCLUDING BUT NOT LIMITED TO, ANY IMPLIED WARRANTIES CF
ERCHANTABILITY, FITNESS FOR A PARTICULAR PURPOSE, ACCURACY, AND NON-NFRINGEMENT, NEITHER AMGEN
NOR ANY OTHER PARTY INVOLVED IN CREATING, F'ROOUGNG ‘OR DELIVERING THE WEBSITE MAKES ANY
WARRANTY AS TO THE ACCURAGY, COMH.E\’ENESS CURRENCY. OR RELIABILITY OF ANY CONTENT AVAILASLE
THROUGH THIS WEBSITE. YOU ARE RESPONSIBLE FOR VERIFYING ANY INFORMATION BEFORE navmc ONIT, USE
OF THE WEBSITE AND THE CONTENT AVARABLE ON THE WEBSITE 15 AT YOUR SOLE RISK WE MAXE

REFRESENTATIONS OR WARRANTIZS THAT USE OF THE WEBSITE WILL BE UNINTERRUPTED OR EmOR FREE YOU
ARE RESPONSIBLE FOR TAKING ALL NECESSARY PRECALTIONS TO ENSURE THAT ANY CONTENT YOU OBTAN
FROM THE WEBSITE IS FREE OF VIRUSES.

The anove exciusions May nol 2ppl; In ASGICDONS it 60 H0K A00w the exchision of cerlain Impied warranbes

Limitation of Lisbitity
'YOUR USE OF THE WEBSITE OR ANY CONTENT ON THE WEBSITE IS AT YOUR OW/N RISK WE SPECIFICALLY
DISCLARA ANY LIABILITY. WAETHER BASED IN CONTRACT, TORT. STRICT LIABILITY OR OTHERWISE, FOR ANY
DIRECT, INDIRECT, (RCIDENTAL, CONSEQUENTIAL. OR SPECIAL DAMAGES ARISING OUT OF OR 1N ANY WAY
‘CONNECTED WITH ACCESS TO OR USE OF THE WEBSITE, EVEN IF WE HAVE BEEN ACVISED OF THE POSSIBILITY OF
BUCH DAMAGES, INCLUDING BUT NOT LIMITED TO, RELIANCE BY ANY PARTY ON ANY CONTENT OBTAINED
THROUGH THE USE OF THE WEBSITE. OR THAT WATH M OR OMISSIONS IN. OR
DELAYS IN TRANSMISSION OF, INFORMATION TO OR FROM THE USER, INTERRUPTIONS IN TELECOMMUNICATIONS
CONNECTIONS TO THE WEBSITE OR VIRUSES, WHETHER CALISED IN WHOLE OR IN PART BY NEGLIGENCE. ACTS
OF GOD, WAR, TERRORISI, TELECOMUUNICATIONS FAILURE. THEFT OR DESTRUCTION OF. OR UNAUTHORIZED
ACCESS TO THE WEBSITE, OR RELATED INFORMATION OR PROGRAMS.

Indemnification

1 you viokate any of these Tarms of Use or f you misuse s websae, you agree 1o defend, indemady and hoid Us hammiess,
CRKENG O Ofcers, CIrecions, empiayees, 20¢nts and ieensees oM any 2nd ll KadXity INCkIEN] COMS, expenses 20
anmeys* ees UIat arise 0L of O¢ B2 FEIZ180 10 YO VIORMION OF Misuse.

User Submissicns
Cetan ajeas of thls Websiie enadie YOu 16 $ubME emails, Of OTATWSE pravioe feedBack of MTOmanon ko s
You apree that by submitting content

= Mat, ¥ you are a heamncase protessiona!, mwmmmmmmmwmﬁamun
VIOMADON for which you 00 1t have

. ywumymtmmmwnmmnpkwm amwlm(mmmusanswm detamatory.
threaiening. repetane, of VHUSES Of olher soMWare that may
wmxmwd compuser,
« you understand and agree that such content it s sutwnited o a ., will be deemed i, and

= you grant to L3 the tirevocabie right to Lse, Copy, modity, pubksh, perform, traasim and dispiay SUCh Content via ary mecain
accoante with these Teems of Uise, a1 waive BNy moTal Aghis you may have in such content. Subjectto a3 apphcadie
fedesal taws, We shall b frae 3o use S0Ch €0NEL, KXY BTy K625, COMKepts, KNOW-NOW, OF IeCHNIGUES conmained in such
content for any reason

Trademarks
Afl of the Companies tracemans 2ne [he eXCRSIVE property of the Companies. tMauthonzed use of any of the Companes’
frademanks, 5eVICe MAKS of 0GOS May de 2 VikDON of lederal and s1ate trademark laws

Copytigit

rmwebwespmemby Unked Stat23’ and foreign copynght laws. Except for your informationa, personal, non-commestial
‘above. you may not moddy, reproduce of distibute the Gesign o Layout of the websie, o Indiidual sactions of

uwnamumm&zaucompam 10005 wRncat the COMPANes’ express Withen Peanission,

Infermation, Mews and Press Releases

Informabon, ews releases about the Companies. Whle this Information was beveved 1o be
x:muummnmm We Gl any Gy oF ODIGATON 1o update this INFONMAIION, NewS o alty press
Teleases. information about comparses oher than U3 contained in the news, ress reseases or oihernise, shoukd not be reired
Upon &3 being prvided of endorsed by Us.

Links

This website may contain fnks b websiles operaied by other parties. The Enked shes are not bnder OuF control, and We are not
responsibie for the content avasiable 0n Ty othes Intemet sites linked 10 this websde. Such anks 6o NoL impfy Our endorsermend
of material on any other sile 30d We Bsclasm a8 Sablity wih regard 1o your aCcess 10 such linked websi2s. We provide tinks to
wmmmslsmazmmehusa! wxmbmmlmmmbmmsaymmm

foh in @ wrten the Companies, you Mmust adhere 3 O Snking policy a3
mmwmummmu-mmyucmm«mmwzm 1) the appearance, posion and
omer 2spects of e Ink may not aute tn with Ot names . ()
the fik st "point” 19 0ne of Te Specic URLS Nsted beiow:
* wraramgen om
* v eniocaroobiotestt com
* Www £3a-3pprtse com

and nol to et pages wil: the wetsie. (i) the appearance, pOSIion and other atiributes of ihe BNk May not creas e tatse
»pem:mayowovgarm mxybwedby ‘afTiiated wEh, of 2330Czied W Us. (v) whed seletieo by a wses,

wepste ot wizhin & "Trame” on T triang website, 2nd (vf) Ve reserve the nght to
remowmhmenmwmamaxrm

Seourlly
“TTvs webatie may (eQUIE YOU i regrster of obialn 2 passwond poor 1o mmaswmmucmma
avasatie on this ste. You are nesponsidie kr Mayitaxung the Confidentaity of Your regesaanon infomation and password. and

108 A1 USAS of YOUT PRSSWORT, whether of ot authorized by you.

tezation, Govorning Law end Arkitration
This website is operated by Amgen trom 45 offices i Casiomia, USA The tzw of the State of CalSormia Shal gover (hese (e

Website may be egal IS prohiad. Those who choose To access this website fom offier ot UGNS 06 30 0n ther own ikizave
and are respansiie 1r Compliant ¢ wilh appse able 10Cal Laws.
wcmucmmmarﬂmbmfmumummmummumw
‘selied by bindng Arbeszion in win the
mncwmucmmammmmmwwmmmutmmnmﬂm‘mn
:mwcmmuawmpmymmwlummmmmmﬂmwmmm
AN Jward May De entared by any Court of Competent saKTION. EANSE you of the COMpanies May seek any STeswn of

mlmatmmzmwmmnmmmwmmcessarylo;xmumengnsa
propany of you of he Companies pending the completon of

Vialatlons srd Additiona) Po!
We reserve the HGTE 10 SCEK af remedies avalabie 3t taw 20 In equily for Vioknons of tese Teqms of Use, inckdng. bt not
xnded o, the Aght 10 Dlock access om o partkular intemet address % the websie.

Use ¢t Information
We feserve the Nigtt, 30d you . to e use and Your use of (s webske and
:mmmwmnwmcmtmm1mdme he Privacy Polcy. 30 appiicatie leceral law.

Securities Laws

This webslte may inciude staiements conceming e Companies’ operaions, prospects, stralegies, financial conddion, fture:

£LONOMIC PETRXTAnce and cemand for O progucts o senvices, mwaaswnemms maﬂm Mlt
statements These staiements

are based upon 3
Mnumnw/mwmnxebe\woucmmwmwmmem worgs tike mums ‘expeus
“beheves” M'szﬂuma © Kenttly

“Tne website and

does an offer o Mmoﬂerbrnhdws«mmolmkmcwmhﬁm
J5 fended Ea be, and shall nol be deemed to be, any of Owr securties fngs of Gocuments.

.

Questions
Hyou have any questons about Mess Terms of Use, piease €20 us 3t the ESA APPRISE Oncology Program Call Center.
1-966-284-8089




ESA REMS Requirements for Healthcare Providers (HCPs) and Hospitals

(" EsA APPRISE (Assisting | N

Providers and cancer Patient ESA
with Risk Infirrrfation for ) ESA REMS Requirements for

- . Other
the Safe use of ESAs) Healthcare Providers (HCPs) and Hospitals indications

Oncology Program*

4 | Dispense Medication Guide to patients to support informed S
decisions between the patient and his or her HCP '

HCP certification via training and enrollment

Hospital certification via training and enrollment

Certified HCP and patient documentation of
risk:benefit discussion

NN N

Confirmation of compliance with program
requirements via site audits

J 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, including Boxed WARNINGS, and M A A P P R lS E
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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, 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.

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

Enter your enrollment ID # [ |[ [ ][ 1[I J[_][_J[_][]{for re-enroliment only)

By completing this form, | agree to the following:
« | have reviewed the appropriate current prescribing information for Aranesp® or Epogen®/Procrit®.

— 1 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.

— 1 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.

~ 1 understand that ESAs are not indicated for use as a substitute for RBC transfusions in patients who
require immediate correction of anemia.

— 1 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.

— I understand that ESAs are not indicated for use in patients with cancer receiving myelosuppressive
chemotherapy when the anticipated outcome is cure.

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

— | 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 | | 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: lefs;cs frequently than once a month, at the next regularly scheduled
office visit.

APPRISE
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e | 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:
~ | 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 tumor 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,
| 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.
« | 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.
e | 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 I 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

NP1 # and/or State license # State
Phone Fax E-mail

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

Practice location name

Practice address
City State ZIP

A APPRISE

ONCOLOGY PROGRAM

‘ ancer | Pcments with

Practice contact name ~ ___Phone
Fax E-mail
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Additional practice location (if applicable):

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

Practice loca‘non 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: U Private Practice—Based Clinic
U Hospital or outpatient facility affiliated with a hospital/institution

Practice location name
Address v
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: U 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:

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-mait 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 enrollment 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 required by.the US j-'ood and.Drug Administration.as: ! ¢
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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 requiréments 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.

Aranesp? and Epogen®/Procrit® are different drugs with distinct schedules. .

This document has been required by the US Food and Drug Administrati
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KEY SAFETY INFORMATION FOR USE
OF ESAs IN PATIENTS WITH CANCER
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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).

bR 5

Chemotherapy

Cancer Study 1 . % 129 g/dL . :

Metastatic breast cancer (n=939) 12-14 g/dl. 122,133 g/dL 12-month overall survival

Cancer Study 2 1315 g/dL. (M 1.0 g/dL Proportion of patients achieving a
Yy 8 g/ p P g

Lymphoid malignancy (n=344) 13-14 g/dL (F) 9.8,121g/dL hemoglobin response

Cancer Study 3 131 g/dL _ ;

Early breast cancer (n=733) 12.5-13 g/dL 125,137 g/ Relapse-free-and overall survival

Cancer Study 4 1214 g/dL 127 g/dL Progression-free and overall survival

Cervical cancer (n=14) 122,33 g/dL and locoregional control

Radiotherapy Alone

Cancer Study 5 215 g/dL (M) . Locoregional progression-free

Head and neck cancer (n=35) 214 g/dL (F) Not available survival

Cancer Study 6 . . .

Head and neck cancer (n=522) 14-15.5 g/dL. Not available Locoregional disease control

No Chemotherapy or Radiotherapy

Cancer Study 7 ’ ) ) .

Non-small cell lung cancer (n=70) 1214 g/dL Not available Quality of life

Cancer Study 8 10.6 g/dL ;

Non-myeloid malignancy (n=989) 12-13 g/dL 94,18 g/dL 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.
d. Mitigation Strategy. (REMS).for A ® 2.:and:Procrit®

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% ClI: 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.
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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 Adriinistration as part of a Risk Evaluatior
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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 |n|t|at|on there is a minimum of two addmonal 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.

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:
R ® © i .
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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 Professional (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.
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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 Admlmstratlon as part of a Risk Evaluation.
REMS) fi :

)\ APPRISE

"ONCOLOGY PROGRAM

Assnsﬁng Providers and.cancer Patients with
Risk |nformuhon for the Safe use of ESAs




« 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.

and pr s in private p 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:

formatting-refated changes include:

. of title, i { and text

« Addition of patient identifier and/or ctinic/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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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 (ID)
number via e-mail. Your enrollment 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

» 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. . . . ’ e L e “ONCOLOGY PROGRAM
- This document has been required by the US Food and Drug Administration as part of a-Risk Evaluatio LS 6ssisting Providers and cancer Patients with
i forA ° ® - * . RiskInformation for the Safe use of ESAs
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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, commits you to

complying with the program requirements, and asks you to list all your sites of practice.

including enrollment, will result in suspension of your access to ESAs.

Failure to comply with the ESA APPRISE Oncology Program requirements,
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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.
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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®).

" A

_ )
- Train ~ - Enroll - Inform

‘l 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 unabi to eroll via a Field Representaiive o 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.
A APPRISE
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Please see the Aranesp®, Epogen® and Procrit® full prescribing information,
including Boxed WARNINGS, and Medication Guides.

- *ESA = erythropoiesis stimulating agent [Aranesp® (darbepoetin alfa)/! Epogénd
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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® (epoetin alfa) in patients with cancer

Instructions for Healthcare Providers In private-practice clinics
@ Review the contents of the appropriate ~ Fax the completed form (or modified version consistent with the allowable

it e Wi ; changes) to the ESA APPRISE Oncology Program Call Center at 1-866-553-8124
Medication Guide with your patient. or mail a copy using the prepaid envelope to the ESA APPRISE Oncology

@ Counsel your patient on the risks Program Call Center at PO. Box # 29000, Phoenix, AZ 85038. Keep a record of the
and benefits of Aranesp® or Epogen®/ signed Acknowledgment Form. The Acknowledgment Form must be available to
Procrit® before each new course of the ESA APPRISE Oncology Program for monitoring/auditing purposes in a
ESA therapy. manner that does not require disclosure of the patient’s medical record.

© Complete each section of the form In hospitals
as required with your patient. 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)
Aranesp® and Epogen®/Procrit® are different drugs and your doctor will decide which
- - one is right for you.
Printed patient name 1 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.
Date (MM/DD/YY) -« | 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.
Printed name of patient representative « | hereby authorize my healthcare provider to release and disclose this Acknowledgment
Fogm or a copy ofrﬂfhis Acknﬁwlidégment Form to the Program Spgnsors {Amgen
P — - and Centocor Ortho Biotech Products, L.P) and their contracted data management
Relationship to patient (if applicable) administrator (Administrator) solely for the)purpose of allowing the ProgramgSponsors
and Administrator to monitor compliance with the Program.
» 1 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 agencies, including the
FDA, regarding Program effectiveness, or as required by law.
I understand 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.
« lunderstand 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.
« lunderstand this Authorization expires ten (10} years from the date of my signature,
or earlier, if required by applicable law. Further, | understand | have a right to receive

Signature of patient or patient representative

) a copy of this Authorization.
Healthcare Professional Acknowledgment (Required)
D D D D D D D D D D 1 acknowledge 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
Prescriber Enroliment ID# 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.

Signature of prescriber « | discussed all concerns and answered all questions my patient had about ESAs or
his/her treatment to the best of my ability.
Printed name of prescriber = The patient signed the Acknowledgment Form in my presence.
/ /
Date (MM/DD/YY)
. . *Aranesp® and Epogen®/Procrit® are different drugs with distinct dosing schedules.
(P're—populated information) Aranesp® and Epogen® are registered trademarks of Amgen Inc. Procrit® is 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®. V306/M
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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 Documentation Requirements
for Healthcare Providers (HCPs)

Prior to each new course of ESA therapy:

e 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

o 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

o 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®.

)\ APPRISE







) Gentocor Orthio Biotech Products, LR -

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, Hospital 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: J New enrollment 1 Re-enrollment (required every 3 years)

Enter your enrollment ID# [ 1111 LI ](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.

o | willinform 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:

» 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 effectlveness 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 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 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

'l-"»hone Fax ' A APPR'SE

E-mail } ‘ ' : ONCOLOGY PROGRAM
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Hospital Enrollment Information

Hospital name

Address
City State ZIP
HiNg# and/or Customer ID Type and #

Hospital Contact Information for Receipt of Program Materials (if different from authorized designee)

Name
() 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 l s E

Aranesp® and Epogen® are registered tradernarks of Amgen inc. Procnt"’ is a registered RAM
trademark of Centocor Ortho Biotech Products, LP. S R Iy ONCOLOGY PROG
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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 enrollment 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 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 Administration as part of a-Risk:Evaluation'.
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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 - 12.9 g/dL R i - i
Metastatic breast cancer (n=939) 12-14 g/di 122,13 g/dl 12-month overall survival Decreased 12-month survival
Cancer Study 2 13-15 g/dL (M) 1.0 g/dL Proportion of patients achieving )
Lymphoid malignancy (n=344) 13-14 g/dL (F) 9.8,121g/dL a hemoglobin response Decreased overall survival
Cancer Study 3 131g/dL ~ . Decreased 3 yr. relapse-free
Early breast cancer (n=733) 125-13 g/dlL. 12.5,13.7 g/dL Relapse-free and overall survival and overall survival
Cancer Study 4 12-14 g/dL 127 g/dL Progression-free and overall survival ~ Decreased 3 yr. progression-free and overall
Cervical cancer (n=114) & 120,133 g/dL and locoregional control survival and locoregional control
Radiotherapy Alone
Cancer Study 5 215 g/dL (M) ) Locoregional progression-free Decreasgd 5 yr. locoregional progression-
Head and neck cancer (n=351) =14 g/dL (F) Not available survival free survival
=48 Decreased overall survival
Cancer Study 6 i . . ) o
Head and neck cancer [n=522) 14-15.5 g/dL Not available Locoregional disease control ' Decreased locoregional disease control
No Chemotherapy or Radiotherapy
Cancer Study 7 . : . .
Non-small cell lung cancer {n=70) 12-14 g/dL Not available Quality of life Decreased overall survival
Cancer Study 8 10.6 g/dL ; i
Non-myeloid malignancy (n=989) 12-13 g/dL 94,18 g/dL RBC transfusions Decreased overall survival

Aranesp® and Epogen® are registered tradernarks 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.
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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 137, 95% CI: 1.07,175; 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. B
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SECTION (2; -
APPROPRIATE USE OF ESAs T
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.

« 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.
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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 Professional (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
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signed ESA APPRISE Oncology Program Patient and Healthcare 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

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. ,
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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

o 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.
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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.

Hospitals and prescribers in private practice clinics thatare
enrolled in the ESA APPRISE Oncology program may modify
the Ack 1 Form and p: the modified form to
patlents in either paper or electronic form, provided that the
Acknowledgment Form conforms with the following criteria:
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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., unique enrollment 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.

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
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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 enrollment 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

o 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.

Aranesp® and Epogen®/Procrit® are different drugs with distinct schedules.
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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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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)].

1 Select a Hospital Designee

& This individual is designated by hospital management to assume authority and responsibility to internally coordinate and oversee
N the ESA APPRISE Oncology Program in the hospital (e.g., pharmacy director, Head of Hematology/Oncology Department).

2 Complete Training

The Hospital Designee must complete the ESA APPRISE Oncology Program ;O train ang enroll, ccgmtahct your lc}:cal
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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The hospital or private practice must 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.
Private practices must provide the completed forms to the ESA APPRISE Oncology Program Call Center.-
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