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Certification Certification

NATPARA REMS Program Prescriber Certification

Prescriber certification and enrollment are required to prescribe NATPARA. MATERIALS TO DOWNLOAD
This can be completed either online or through a paper-based process.
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For Prescribers
Online Process NATPARA Prescribing Information
Click on the link below to complete the training. certification. and NATPARA REMS Program An Introduction
enroliment in the NATPARA REMS Program online: Training Moduie and Assessment
* You will be required to enter your National Provider [dentifier (NPI) for Prescribers
number and your name as it appears in the NP| Registry Prescriber Enrollment Form
* You will be guided through the training, certification, and enrollment Patient-Prescriber Acknowledagment Form and
process . Patient Brochure

* Upon successful completion, you will become certified and enrolled in NATPARA REMS Program FAQ
the NATPARA REMS Program \t“

BEGIN ONLINE PRESCRIBER

CERTIFICATION AND ENROLLMENT

Paper-based Process

Download and review the following matenals:

« Prescribing Information
« NATPARA REMS Frogram: An Introduction
« NATPARA REMS Program: Tratning Module for Prescribers

Print and complete the following:

+ Knowledge Assessment section from the NATPARA REMS Program: Training Module for Prescribers
« NATPARA REMS Program: Prescriber Enroliment Form

Submit the Knowledge Assessment and the NATPARA REMS Program: Prescriber Enrollment Form via:

+ Faxto 1-844-NAT-REMS (628-7367) or
» Scan and email to NATPARAREMS@shire.com

You may also request hard copies of the materials by calling 1-855-NATPARA (628-7272)

A confirmation of your certification in the NATPARA REMS Program will be sent to you immediately (online) or within two (2)
business days (paper-based), so you can begin to prescribe NATPARA.

Before initiating treatment, prescribers must also counsel patients on the appropriate use and the benefits and risks of
NATPARA To complete the NATPARA REMS Program requirements for prescribing NATPARA

« Download the NATPARA REMS Program: Fatient Brochure and the NATPARA REMS Program: Patient-Prescriber
Acknowledgment Form
+ Complete the NATPARA REMS Program:. FPatient-Prescriber Acknowledgment Form

» Send the patient's prescription and the NATPARA REMS Program: Patieni-Prescriber Acknowledgment Form by

- Fax to 1-844-NAT-REMS (628-7367) or
— Scan and e-mail to NATPARAREMS@shire.com

» Provide patient with a copy of the NATPARA REMS Program: Patient Brochure and the NATPARA REMS Program: Pafient-
Frescriber Acknowledgment Form

If you have any questions, contact the NATPARA REMS Program Coordinating Center at 1-855-NATPARA.

Privacy Policy | Terms of Use | Contact Us

. NATPARA® is a registered trademark of Shire-NPS Pharmaceuticals. Inc.
£h|re © 2017 Shire-NPS Pharmaceuticals, Inc. 01/17



NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #1

Screenshot of log-in page of when an HCP clicks on the button “Begin Online Certification and Enroliment” located on the Prescriber

Certification Landing page.
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #2

Introduction to NATPARA REMS Program Prescriber Training

ml\latpar_a- .

o Introduction  Training Assessment Enrollment  Certificate
NATPARA REMS Program Prescriber Training

Welcome to the NATPARA REMS Program Online Prescriber Training and Certification process

PLEASE READ the important steps below:
1. You will review the NATPARA REMS Program training materials.

2. You will take a Knowledge Assessment consisting of seven (7) multiple choice and true or false questions.
» You must achieve a passing score of 100%.
* You will be allowed up to three (3) attempts to achieve the passing score.
» After three (3) incorrect responses you will be locked out and deemed ineligible to prescribe. You will not be able to return and complete the assessment.

3. Upon successful completion of the Knowledge Assessment, you will
» Complete the NATPARA REMS Program Prescriber Enrollment Form .
* Receive a Certificate of Completion.

Click HERE to begin

Page 2 of 70
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #3

Review of the NATPARA REMS Program: An Introduction; user is able to scroll through the document.

BENatpara
id hormone)
? on “_ Introduction Training Assessment Enroliment  Certificate
NATPARA REMS Program Prescriber Training

Be 0 A

NATPARA REMS Program: An Introduction

What Is the NATPARA REMS (Risk Evaluation and Mitigation Strategy) Program? ‘

A REMS is a strategy to manage known or potential risks associated with a drug, and it is required by the FDA to ensure that the benefits of the
drug outweigh its risks. NATPARA® (parathyroid hormone) for injection is available only under a restricted program called the NATPARA REMS
Program because of the potential risk of osteosarcoma.

NATPARA REMS Program Requirements
* (ertification of prescribers of NATPARA

* Patient counseling on the benefits and risks of NATPARA and completion of a NATPARA REMS Program: Patient-Prescriber
Acknowledgment Form for each patient

* Only certified pharmacies can dispense NATPARA

Prescriber Certification

Pracrrihar rertifiratinn and anrnllmant ran ha ramnlatad diractly anlina at waaaar NATPARARFEMS ram ar thranah a nanar-hacad nrnrace ac falloae: 52

[J | have reviewed the ‘'NATPARA REMS Program: An Introduction'
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #4

User must check “I have reviewed the NATPARA REMS Program: An Introduction” checkbox in order to proceed to the
NATPARA REMS Program Training Module for Prescribers.

¥ Natpara .

{parathyroid hormong)

@

for jecton Introduction Training Assessment Enroliment  Certificate

NTARA REMS Program Prescriber Training

n Implement the necessary staff training and processes to qam
® Receiving the prescription from the NATPARA REMS Progra d
o \Verification that prescriber is certified in the NATPARA REMS Program
o \Verification that a NATPARA REMS Program: Patient-Prescriber Acknowledgment Form is on record for patient and prescriber
» (ontacting the patient to arrange the date to ship NATPARA once the prescription is filled

Visit www.NATPARAREMS.com to access training materials and enrollment forms. Or call 1-855-NATPARA.

If you have any questions, contact the NATPARA REMS Program Coordinating Center.
Phone: 1-855-NATPARA  Fax: 1-844-NAT-REMS (628-7367)  www.NATPARAREMS.com

B Natpara 3
(parathyroid hormone)

1 . .
£h Ire MNATPARA® is a registered trademark of Shire-NPS Pharmaceuticals, Inc for InJectlon
© 2017 Shire-NPS Pharmaceuticals, Inc. 528125 0117

25+ 50 + 75 = 100 meg per dose strength 1

W | have reviewed the ‘NATPARA REMS Program: An Introduction' m

Privacy Policy  Terms of Use

© 2016 All nghts reserved. This site is intended for U.S. residents only. NAT-019-0115 Versien 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #5

Review of the NATPARA REMS Program Training Module for Prescribers:

Users manually advance through the slides at their own pace by clicking on the “Next Slide” arrow located to the right of the slide. Users also
have the ability to go back to the previous slide by clicking on the “Previous Slide” arrow located to the left of the slide. Clicking on the
“Previous Document” button at the bottom right corner lead users to the previous document reviewed (in this case, the NATPARA REMS
Program: An Introduction). Users cannot proceed to the next document until they advanced through all the slides.

¥ Natpara .

hormong)

Introduction Training Assessment Enrollment  Certificate

NATPA REMS Program Prescriber Training

NAT PARA® (parathyroid hormone) for injection

Risk Evaluation and Mitigation Strategy (REMS)
Program

Nesxt
Slide

PRESCRIBER TRAINING MODULE

[ I have reviewed the NATPARA REMS Program Training Module for Prescribers Previous Document
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #6

Slide 2 of NATPARA REMS Program Training Module for Prescribers

P Natpara
id hormong)
I? c mnji Introduction Training Assessment Enrollment  Certificate
REMS Prescriber Training

Contents

Introduction

NATPARA® (parathyroid hormone) for injection

+ Indication
0 - Boxed Warning: Potential Risk of Osteosarcoma 0
Previous - i § Next
Side « Appropriate Patient Selection Sie

NATPARA REMS Program Information

Questions about the NATPARA REMS Program

Knowledge Assessment

BE Natparar

Iparatyroid homane)
Torknjsctin

Previous Document

Privacy Policy ®© 2016 All nights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 3
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #7

Slide 3 of NATPARA REMS Program Training Module for Prescribers

PENatpara
(pa 4

5

o

Previous
Slide

Privacy Policy  Terms of Use

NATPRA REMS Program Prescriber Training

Introduction

o -

Introduction

Training Assessment Enrollment  Certificate

Next
Slide

Previous Document
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #8

Slide 4 of NATPARA REMS Program Training Module for Prescribers

BENatpara A o
(para id hormane)
fo n Introduction Training Assessment Enroliment  Certificate

NATPARA REMS Program Prescriber Training

Introduction

« NATPARA is available only through a restricted program
called the NATPARA REMS (Risk Evaluation and
Mitigation Strategy) Program

— Prescribers must become certified in the NATPARA REMS
Program to be able to prescribe NATPARA

o — Pharmacies must be certified to dispense NATPARA 0
"EKL”:" — NATPARA must be dispensed only to patients informed gf;;
about the potential risk of osteosarcoma associated with
the use of NATPARA

Natpara

Previous Document

Privacy Policy  Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #9

Slide 5 of NATPARA REMS Program Training Module for Prescribers

@ - - @
Introduction Training Assessment Enroliment  Certificate
NATPARA REMS Program Prescriber Training
NATPARA®
(parathyroid hormone) for injection
Previous Next
Slide Slide
Previous Document
Privacy Policy ~ Terms of Use © 20186 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #10

Slide 6 of NATPARA REMS Program Training Module for Prescribers

P Natpara . °

(parathyroid hormong).

el Introduction Training Assessment Enroliment  Certificate
NATPARA REMS Program Prescriber Training

Indication

NATPARA is a parathyroid hormone indicated as an
adjunct to calcium and vitamin D to control
hypocalcemia in patients with hypoparathyroidism.
+ NATPARA is not a parathyroid hormone replacement
— Limitations of Use:
o « Because of the potential risk of osteosarcoma, NATPARA is o
Plevas recommended only for patients who cannot be well-controlled et
on calcium and active forms of vitamin D alone

+ NATPARA was not studied in patients with hypoparathyroidism
caused by calcium sensing receptor mutations

« NATPARA was not studied in patients with acute post-surgical
hypoparathyroidism

B Natpara'

Previous Document
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Screenshot #11

Slide 7 of NATPARA REMS Program Training Module for Prescribers

NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

BENatpara

(parathyroid hormone)

Privacy Policy ~ Terms of Use

o

Previous
Slide

®

Introduction

Boxed Warning

WARNING: POTENTIAL RISK OF OSTEOSARCOMA
» NATPARA causes an increase in the incidence of
osteosarcoma in rats

* The increase in rats is dependent on NATPARA dose
and treatment duration

Report suspected adverse reactions to Shire at
1-855-NATFARA (1-855-628-7272) or to the FDA at
1-800-FDA-1088 or www.fda.gov/medwatch

P Natparar

o

Training Assessment Enroliment  Certificate

Next
Slide

Previous Document
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #12

Slide 8 of NATPARA REMS Program Training Module for Prescribers

BENatpara

® - @

arathyroid hormone)

oricion mm Introduction Training Assessment Enroliment  Certificate
NATPARA REMS Program Prescriber Training

Appropriate Patient Selection

* Due to the potential risk of osteosarcoma, NATPARA is only
recommended for patients who cannot be well-controlled on
calcium and active forms of vitamin D alone and for whom the
potential benefits are considered to outweigh this potential risk.

+ Avoid use of NATPARA in patients who are at increased risk for
osteosarcoma, such as:

— Patients with Paget's disease of bone or unexplained elevations of
o alkaline phosphatase 0
Pfg;’"j”“ — Pediatric and young adult patients with open epiphyses Moot
ide

Slide
— Patients with hereditary disorders predisposed to ostecsarcoma

— Patients with a prior history of external beam or implant radiation
therapy involving the skeleton

¥ Natpara

Previous Document

© 2016 All rights reserved. This site is intended for U.S. residents only. NAT-013-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #13

Slide 9 of NATPARA REMS Program Training Module for Prescribers

P Natpara . .
{parathyroid hormone)
forinecion. Introduction Training Assessment Enrollment  Certificate
NATPARA REMS Program Prescriber Training
NATPARA REMS Program
Information
Previous Next
Slide Slide
Previous Document
Privacy Policy ~ Terms of Use ®© 2016 All rights reserved. This site is intended for U.S. residents only. NAT-018-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #14

Slide 10 of NATPARA REMS Program Training Module for Prescribers

P Natpara o

(parathyroid hormone) . . . .
forInjection Introduction Training Assessment Enrollment  Certificate

NATPA REMS Program Prescriber Training

NATPARA REMS Program Information

Program Overview
*» Prescriber Certification

— Certification consists of training, including successful
completion of the Knowledge Assessment and enrolling in
the NATPARA REMS Program o

» Patient counseling on benefits and risks of NATPARA i

- Completion of one-time NATPARA REMS Program e
Fatient-Prescriber Acknowledgment Form — required
before NATPARA can be dispensed from pharmacy

= Only certified pharmacies can dispense NATPARA

o

Previous
Slide

BENatpara

Previous Document

®© 2016 All rights reserved. This site is intended for U.S. residents enly. NAT-013-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #15

Slide 11 of NATPARA REMS Program Training Module for Prescribers

PENatpara o

(parathyroid hormone)

i Introduction Training Assessment Enrollment  Certificate

NATA REMS Program Prescriber Training

NATPARA REMS Program

To become certified in the NATPARA REMS program,
prescribers must complete the following steps:

1. Review the following:
- NATPARA Prescribing Information
o - NATPARA REMS Program: An Introduction 0
P“;X‘ﬂl“s - NATPARA REMS Program Training Module for Prescribers g‘f::
2. Successfully complete and submit the Knowledge
Assessment at the end of this training module

3. Complete, sign, and submit the one-time NATPARA REMS
Program Prescriber Enroliment Form

B Natparar

Previous Document
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Screenshot #16

Slide 12 of NATPARA REMS Program Training Module for Prescribers

NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

¥ Natpara
{parathyroid hormone)
for Injection

&

Privacy Policy ~ Terms of Use

NAT REMS Program Prescriber Training

o

Previous
Slide

®-

Introduction

Prescriber Certification and Enroliment Proces

Prescriber certification and enroliment can be completed either online or
through a paper-based process:
1) Online
= Visit www.NATPARAREMS.com and click on the "Prescriber Certification” tab for
online certification and enroliment instructions

2) Paper-based

- Review the NATPARA Prescribing Information, NATPARA REMS Program: An
Introduction, and the NATPARA REMS Program Training Module for Prescribers

— Complete and submit both the Knowledge Assessment section from the NATPARA
REMS Program Training Module for Prescribers and the NATPARA REMS
Program Prescriber Enroliment Form to the NATPARA REMS Program
Coordinating Center via:
+ Fax at 1-B44-NAT-REMS (628-7387) or
+ Scan and email to NATPARAREMS@shire.com

REMS materials may be downloaded from the REMS website at
www.NATPARAREMS com; alternatively you may request hard copies by
calling 1-855-NATPARA (628-7272) BENatpara:

[}

Training Assessment Enroliment  Certificate

©

Next
Slide

Previous Document
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #17

Slide 13 of NATPARA REMS Program Training Module for Prescribers

Natpara o °

(parathyroid harmone)

Introduction Training Assessment Enrollment  Certificate

&

NATP REMS Program Prescriber Training

Patient Counseling on Benefit/Risk Profile

+ Prescriber must counsel patients on the benefit/risk
profile of NATPARA

— The NATPARA REMS Program Patient-Prescriber
Acknowledgment Form contains information on benefit and
risks of NATPARA in patient-friendly language to counsel

o your patients o

Previous Next
Slide Slide

— Provide patients with copies of the NATPARA REMS
Program Patient Brochure and the NATPARA REMS
Program Patient-Prescriber Acknowledgment Form

B Natpara

Previous Document
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #18

Slide 14 of NATPARA REMS Program Training Module for Prescribers

L] - ®

JENatpara

)

Introduction Training Assessment Enrollment  Certificate

2

NATA REMS Program Prescriber Training

Prescription Process

Complete and sign the NATPARA REMS Program Patient-Prescriber
Acknowledgment Form with each patient prior to initiation of therapy

Provide patients with a copy of the signed form and a copy of the
NATPARA REMS Program Patient Brochure

Submit the NATPARA REMS Program Patfent-Prescriber
Acknowledgment Form and prescription for NATPARA to the NATPARA

0 REMS Program Coordinating Center by fax at 1-844-NAT-REMS 0
gt (628-7367) or scan and email to NATPARAREMS@shire.com s
s + The NATPARA REMS Program Coordinating Center will send the S

prescription to a certified pharmacy to fill after verifying that the prescriber
is certified and a NATPARA REMS Program Patient-Prescriber
Acknowledgment Form is on record

Certified pharmacies will not dispense NATPARA if a prescriber is not
certified and/or the NATPARA REMS Program Patient-Prescriber
Acknowledgment Form is not on record

The certified pharmacy will contact the patient to arrange the date

to ship NATPARA once the prescription is filled BN atpar?‘

Previous Document

Privacy Policy  Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-018-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #19

Slide 15 of NATPARA REMS Program Training Module for Prescribers

1 Introduction Training Assessment Enroliment  Certificate

3& Natpar. o °

ATA REMS Program Prescriber Training

Questions about the NATPARA
REMS Program

<

Pravious
Slide

Next
Slide

[1 I have reviewed the NATPARA REMS Program Training Module for Prescribers Previous Document

Privacy Policy  Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents onfy. NAT-018-0115 Version 1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #20

Slide 16 of NATPARA REMS Program Training Module for Prescribers
Users must check the box “I have reviewed the NATPARA REMS Program Training Module for Prescribers” in order to advance to the next
step

¥ Natpara o C

ath
o Introduction Training Assessment Enroliment  Certificate

NATP REMS Program Prescriber Training

Questions about the NATPARA REMS
Program

* Visit www.NATPARAREMS.com
+ Call 1-855-NATPARA (628-7272)

o

Previous
Slide

3 Natpara

| have reviewed the NATPARA REMS Program Training Module for Prescribers Previous Document m

Privacy Policy ~ Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #21

Review of the NATPARA Prescribing Information

Users cannot proceed to the next step until they have opened and acknowledged their review of the NATPARA Prescribing Information

3€Natpara

® ®

! Introduction Training Assessment Enrollment  Certificaty
NATPARA REMS Program Prescriber Training

Click the button below to open the NATPARA Prescribing Information.

Open NATPARA Prescribing Information

2016 All rights reserved. This site is intended for U.S. residents onlfy. NAT-018-0115 Wersion 1|
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #22

The NATPARA Prescribing Information document opens when clicking on the button “Open NAPTARA Prescribing Information”.

P Natpara

1 | have reviewed the NATPARA Prescribing In

& http://pi.shirecontent.com/Pl/PDFs/Natpara_USA_ENG.pdf - Internet Explorer =] & Certificatd

- = roliment

HIGHLIGHTS OF FRESCRIBING INFORMATION

These highlizht: do not include all the information needed to nse
NATPARA safely and effectively. See full prescribing information for
NATPARA

NATPARA® (parathyroid hormone) for injection, for subcutanecns wse
Tnitial US. Approval: [0L23/2015]

vitemin D to onmolhmocalomna m wm.hh alzi!mmd.lm (1)

‘WARNING: POTENTIAL RISK OF OSTEQOSARCOMA
Eee full preseribing Informarion for complete bored warning

In male and female rats, parathyroid hormone caused an increase in
the incidence of osteosarcoma (a maliznant bone tumor) that was
dependent on dose and treatment duration. A risk to humans could
not be excluded (5.1, 13.1)

Becanze of the potential risk of osteosarcoma, prescribe NATPARA
only to patents who cannot be well-controlled on calcinm and active
form: of vitamin D and for whom the potential benefits are
comsidered to outweizh the potential risk (1, 5.1)

Avoid wse of NATPARA in patients who are at increased baselime
rizk for osteosarcoma ﬁxhdmg those with Paget's dizeaze of bone
ar of allzaline pediatric and
wnig adult pmnls with open epiphyzes, patients with hereditary
or patient: with a history of
prior mgnul beam or m]ant radiation therapy involving the
skeleton) (5.1)

NATPARA is available cnly thro
NATPARA REMS Program (5.

Page 1 of 21
——DOSAGE FORMS AND STRENGTHS———————
MATPARA is supplied as a tmitiple dose, dualchamber glass carmidze
contining a sterile hyophilized powder and a sterile dilnent for reconstimton
in four dosage strengths.

For injection: 25 mecg, 50meg, 75 meg, or 100 mez.

—————— WARNINGS AND PRECAUTIONS——————

«  Posential Risk of Osteosarcoma; Prescribe NATPARA only to patients
who cznnot be well-conrolled on calcium and active vitamin D Avoid
we of NATPARA in patients who are at incressed sk for
ostecsarcama. (3.1)

»  Sovee Hypercalcemig: Monitor serum calcium when starting ar
adjusting MNATPARA dose and when msking dnnges to co-
admmﬂ!e\idi’ugknmnsomsesmmca]cm("-{ 3, 6.1)

»  Severe By i - Can ecour with & or discontimation of
I\ATPAR_-\. treatment Monitor serum calcim and replace calcinm and
vitamin D (24, 5.4,6.1)

«  Digoxin Toxicity: Hypercalcentia increases the risk of dizpxin toxicity.
In patients using NATPAR A concomitantly with digoxin, monitor senmm
calcium more frequently and incresse monitoring when initiating or
adjusting NATPAR A dose. (5.5)

——————————ADVERSE REACTIONS—MM—————
*  The most common adverse reactions assoc with NATPARA and
i B — gl idnals wese: parssthesia,

nausea, posesthesia,
Jand pain in exmemity (5.1)

/CTIONS, contact NFPS
Fharmacenticals at (1-855-NATPARA) or FDA at 1-800-FDA-1088 or

www, fida.

Privacy Poicy  Terms of Use

Downloading (75593 KB of 756.65 KB) : http://pi.shirecontent.com/PL/PDFs/Natpara_USA_ENG.pdf IB
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #23

Review of the NATPARA Prescribing Information:
Users are able to scroll through the document at their own pace.

P Natpara o °

OFMGNe) | [
(& http://pi.shirecontent.com/Pl/PDFs/Natpara_USA_ENG.pdf - Internet Explarer - =B 2 Jhrollment  Certificate

o

NATPARA REMS Program PreSCl'ibel @ http://pi.shirecontent.com/PL/PDFs/Matpara_USA_ENG.pdf
NMean (5D) Lass ey @ - 0.00D) 7
Click the button below to open the NATPARA Prd Oral Active VitaminD | Reduction > 50% - (%) a0 e
ACSC maintained hetween > 7.5 mg/dL to < ULN -1 (%) 35 (87) 73 (86.9)

-y = |
Open NATPARA Prescribi ng Infq ACSC = albumin-comectd fotal serum calcium; EOT = end of reatment, N = fotal mumber of subjects; n = number of subjects meefing
I the specified endpeint; SD} = standard deviztion; ULN = upper linut of normal

? A * Based on Analysis of Covarance (ANCOWVA) model with percent change as the dependent vanzble and the treatment as
[ I have reviewed the NATPARA Prescribing Infi the factor and baseline caleium dose as the covariate.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

NATPARA (parathyroid hormone) for injection for subcutaneous use is supplied as a medication
cartridge. which is comprised of a multiple dose, dual-chamber glass cartridge containing a sterile
lyophilized powder and a sterile diluent, within a plastic cartridge holder. The medication cartridge is
available in 4 dosage strengths (25, 50, 75, and 100 mcg/dose). The 25 mcg/dose cartridge contains 0.40
mg parathyroid hormone; the 50 mcg/dose cartridge contains (.80 mg parathyroid hormone; the 75
meg/dose cartridge contains 1.21 mg parathyroid hormone: the 100 meg/dose cartridge contains 1.61 mg —
parathyroid hormone.

NATPARA is supplied in the following packages:

2 cartridges of 25 meg/dose strength (NDC 68875-0202-2)
2 cartridges of 50 meg/dose strength (NDC 68875-0203-2)
2 cartridges of 75 meg/dose strength (NDC 68875-0204-2)
2 cartridges of 100 mcg/dose strength (NDC 68875-0205-2)

— 3
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Screenshot #24

Review of the Prescribing Information:

Upon completion of review, users must check the box “I have reviewed the NATPARA Prescribing Information” in order to proceed to the
next step.

® ®

P Natpar:

TN

Introduction Training Assessment Enroliment  Certificate

ATP REMS Program Prescriber Training

Click the button below to open the NATPARA Prescribing Information.

Open NATPARA Prescribing Information

| have reviewed the NATPARA Prescribing Information

© 2016 All rights reserved. This site is intended for LS. residents only. MAT-018-0115 \ersion 1.
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #25

Users are able to download the materials reviewed.

P Natpara

athyroid harmone)

e @

i o Introduction Training Assessment Enrollment  Certificate
NATPARA REMS Program Prescriber Training
Click the links below to open and save the following training materials

Download NATPARA REMS Program: An Introduction
Download NATPARA REMS Program Training Module for Prescribers
Download NATPARA Prescribing Information

Privacy Policy ~ Terms of Use ®© 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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Screenshot #26

NATPARA REMS Program Prescriber Knowledge Assessment introduction

¥ Natpara .- ' '
2 id hormong)
frlnjction ‘ Introduction Training Assessment  Enroliment Certificate

NATPA REMS Program Prescriber Knowledge Assessment

You are about to begin the Knowledge Assessment. PLEASE READ
important information:

You will take a Knowledge Assessment consisting of seven (7) multiple
choice and true or false questions.

You will need to set aside at least 10 minutes to complete the
assessment.

The session expires after 30 minutes of inactivity; however, you may
log back and continue where you left off.

You must achieve a passing score of 100%.

You will be allowed up to three (3) attempts to achieve the passing
score.

After three (3) incorrect responses you will be locked out and deemed
ineligible to prescribe.You will not be able to return and complete the
assessment.
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Screenshot #27

*—

Question 1 of the Knowledge Assessment
® ®
Assessment  Enrolilment  Certificate

P Natpara
{parathyroid hormong)
Py Introduction Training
Question 1

NATPARA is only available through the NATPARA REMS Program

O True

O False

1© 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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Screenshot #28

Question 1 of the Knowledge Assessment
Users must select an answer and hit “Submit”.

Enrollment

Certificate

NATPARA is only available through the NATPARA REMS Program

® True

O False

Assessment

© 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)
Screenshot #29

Question 1 of the Knowledge Assessment answered correctly

BENatpara

) )
(parathyroid hormone)

*—

Introduction Training Assessment Enroliment Certificate

NATPARA is only available through the NATPARA REMS Program
® True

O False

Your answer is correct.

NATPARA is available only through a restricted program called the
NATPARA REMS Program. Prescribers must become certified in the
NATPARA REMS Program to be able to prescribe NATPARA. Pharmacies
must be certified to dispense NATPARA. NATPARA must be dispensed
only to patients informed about the potential risk of ostecsarcoma
associated with the use of NATPARA.

Privacy Policy ~ Terms of Use
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Screenshot #30

Question 2 of the Knowledge Assessment

PENatpara o o
(parathyroid hormone) - - o
rinjection Introduction Training Assessment Enrollment Certificate

50

What is the approved indication statement for NATPARA?

O NATPARA is a parathyroid hormone replacement therapy indicated
for the treatment of hypoparathyroidism

O NATPARA is a parathyroid hormone indicated as an adjunct to
calcium and vitamin D to control hypocalcemia in patients with
hypoparathyroidism

O NATPARA is indicated as monotherapy for hypoparathyroidism

O NATPARA is indicated as monotherapy for hypocalcemia

Privacy Policy  Terms of Use 1© 2016 All rights reserved. This site is intended for U_S. residents only. NAT-019-0115 Version 1.1
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Screenshot #31

Question 2 of the Knowledge Assessment answered incorrectly; the number of remaining attempts is displayed; users must click “Review
Training” prior to being able to answer the question again.

P Natpara

Introduction Training Assessment Enrollment Certificate

What is the approved indication statement for NATPARA?
O NATPARA is a parathyroid hormone replacement therapy indicated
for the treatment of hypoparathyroidism

O NATPARA is a parathyroid hormone indicated as an adjunct to
calcium and vitamin D to control hypocalcemia in patients with
hypoparathyroidism

0
o

NATPARA is indicated as monotherapy for hypoparathyroidism

® NATPARA is indicated as monotherapy for hypocalcemia

Your answer is incorrect.

This is your first incorrect answer. You have two attempts remaining. Click
on "Review Training" to review the corresponding training material prior to
answering the question again.

Privacy Policy  Terms of Use
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Screenshot #32

Upon clicking “Review Training” the user is led to the slide(s) corresponding to the incorrectly answered question; the user must click the box
“l have reviewed the slide(s) in order to return to the question.

® - @ -

Introduction Training Assessment Enroliment  Certificate

NATPA REMS Program Prescriber Training

Indication

NATPARA is a parathyroid hormone indicated as an

adjunct to calcium and vitamin D to control

hypocalcemia in patients with hypoparathyroidism.

» NATPARA is not a parathyroid hormone replacement
— Limitations of Use:

« Because of the potential risk of osteosarcoma, NATPARA is
recommended only for patients who cannot be well-controlled
on calcium and active forms of vitamin D alone

« NATPARA was not studied in patients with hypoparathyroidism
caused by calcium sensing receptor mutations

« NATPARA was not studied in patients with acute post-surgical
hypoparathyroidism

para

BENat

| have reviewed the slide(s)
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Screenshot #33

Second attempt at answering Question 2 of the Knowledge Assessment

o - - o - ® -

Introduction Training Assessment  Enrolilment  Certificate

What is the approved indication statement for NATPARA?

O NATPARA is a parathyroid hormone replacement therapy indicated
for the treatment of hypoparathyroidism

® NATPARA is a parathyroid hormone indicated as an adjunct to
calcium and vitamin D to control hypocalcemia in patients with
hypoparathyroidism

@]

NATPARA is indicated as monotherapy for hypoparathyroidism

O NATPARA is indicated as monotherapy for hypocalcemia
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Screenshot #34

Question 2 of the Knowledge Assessment answered correctly

JENatpara

® - ® - - ® -
(parathyroid hormone)

Introduction Training Assessment Enrollment Certificate

What is the approved indication statement for NATPARA?

O NATPARA is a parathyroid hormone replacement therapy indicated
for the treatment of hypoparathyroidism

® NATPARA is a parathyroid hormone indicated as an adjunct to
calcium and vitamin D to control hypocalcemia in patients with
hypoparathyroidism

0O

O NATPARA is indicated as monotherapy for hypoparathyroidism
O NATPARA is indicated as monotherapy for hypocalcemia
Your answer is correct.

NATPARA is a parathyroid hormone indicated as an adjunct to calcium and
vitamin D to control hypocalcemia in patients with hypoparathyroidism.

Privacy Policy ~ Terms of Use
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Screenshot #35

Question 3 of the Knowledge Assessment

® ® ®

Training Assessment  Enrollment  Certificate

i L Introduction
Question 3

NATPARA causes an increase in the incidence of osteosarcoma in

rats
O True

O False

1© 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #36

Question 3 of the Knowledge Assessment answered correctly

BENatpara 0 0 O
(parathyroid hormone)
foryeeton Introduction Training Assessment  Enrollment  Certificate

NATPARA causes an increase in the incidence of osteosarcoma in
rats

® True
O False

Your answer is correct.

NATPARA causes an increase in the incidence of osteosarcoma in
rats. The increase in rats is dependent on NATPARA dose and treatment

duration.
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Screenshot #37

Question 4 of the Knowledge Assessment

0O
O

o

6]

BENatpara

(parathyroid hormone)

Patients with Paget's disease of bone or unexplained elevations in
alkaline phosphatase

Pediatric and young adult patients with open epiphyses
Patients with hereditary disorders predisposed to osteosarcoma

Patients with a prior history or external beam or implant radiation
therapy involving the skeleton

All of the above

Privacy Policy  Terms of Use

°-

Introduction

Avoid use of NATPARA in patients who are at increased risk of
osteosarcoma, such as:

- @ - - ® -

Training Assessment  Enroliment Certificate
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Screenshot #38

Question 4 of the Knowledge Assessment answered correctly

BENatpara o o .

(parathyroid hormone)
for Injecti

b Introduction Training Assessment  Enrollment  Certificate
Question 4

Avoid use of NATPARA in patients who are at increased risk of
osteosarcoma, such as:

O Patients with Paget's disease of bone or unexplained elevations in
alkaline phosphatase

O Pediatric and young adult patients with open epiphyses

O]

Patients with hereditary disorders predisposed to osteosarcoma

Patients with a prior history or external beam or implant radiation
therapy involving the skeleton

@]

® All of the above

Your answer is correct.

Avoid use of NATPARA in patients who are at increased risk of
osteosarcoma, such as: patients with Paget’s disease of bone or
unexplained elevations of alkaline phosphatase, pediatric and young adult

patients with open epiphyses, patients with hereditary disorders
predisposed to osteosarcoma, patients with a prior history of external beam

or implant radiation therapy involving the skeleton.
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Screenshot #39

Question 5 of the Knowledge Assessment

PENatpara o . .
(pa 1 il

id hormone)
Introduction Training Assessment Enroliment Certificate

How often should the NATPARA REMS Program Patient-Prescriber
Acknowledgment Form be completed?

O With each new prescription

O With every refill

®]

Once a year

®]

One-time for each new patient
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Screenshot #40

Question 5 of the Knowledge Assessment answered correctly

P Natpara ° o o

{parathyroid hormone)

Introduction Training Assessment Enroliment  Certificate
Question 5

How often should the NATPARA REMS Program Patient-Prescriber
Acknowledgment Form be completed?

O With each new prescription

O With every refill

O Once a year

@ One-time for each new patient
Your answer is correct.

The NATPARA REMS Program Patient-Prescriber Acknowledgment Form
should be completed one-time for each new patient and is required before

NATPARA can be dispensed from pharmacy.
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Screenshot #41

Question 6 of the Knowledge Assessment

Assessment  Enrollment  Certificate

PENatpara
hormong)
: Introduction Training
Question 6

Patients who are controlled on a regimen of calcium and vitamin D
should be switched to NATPARA

O True

O False
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Screenshot #42

Question 6 of the Knowledge Assessment answered correctly

P Natpara . ° °
(parathyroid hormone)
bohecio Introduction Training Assessment Enrolilment Certificate

Patients who are controlled on a regimen of calcium and vitamin D
should be switched to NATPARA

O True
® False

Your answer is correct.

NATPARA is a parathyroid hormone indicated as an adjunct to calcium and
vitamin D to control hypocalcemia in patients with

hypoparathyroidism. NATPARA is not a parathyroid hormone

replacement. Limitations of Use:

Because of the potential risk of osteosarcoma, NATPARA is
recommended only for patients who cannot be well-controlled on
calcium and active forms of vitamin D alone

NATPARA was not studied in patients with hypoparathyroidism caused
by calcium sensing receptor mutations

NATPARA was not studied in patients with acute post-surgical

hypoparathyroidism
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Screenshot #43

Question 7 of the Knowledge Assessment

] Natpara

Prescribers must counsel patients on the risk/benefit profile for
NATPARA

O True

O False

Privacy Policy ~ Terms of Use

Introduction

hormone)
Question 7

Training Assessment Enrolilment Certificate
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Screenshot #44

Question 7 of the Knowledge Assessment answered correctly

BENatpara o o °

(parathyroid hormone) ; L
Introduction Training Assessment

Prescribers must counsel patients on the risk/benefit profile for
NATPARA

@ True

O False

Your answer is correct.

Prescribers must counsel patients on the benefit/risk profile of

NATPARA. The NATPARA REMS Program Patient-Prescriber
Acknowledgment Form contains information on benefit and risks of
NATPARA in patient-friendly language to counsel your patients. Prescribers

should provide patients with copies of the NATPARA REMS Program
Patient Brochure and the NATPARA REMS Program Patient-Prescriber

Acknowledgment.

Privacy Policy ~ Terms of Use
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Screenshot #45

Conclusion of the Knowledge Assessment

P Natpara o o o
(parathyroid hormone)
for Injection Introduction Training Assessment Enrollment  Certificate

5+ 50+ 75 » W0 mg por cose strergh

Conclusion

Thank you for completing the NATPARA REMS Program Prescriber
Knowledge Assessment.

To become certified to prescribe NATPARA, you will need to complete and
sign the NATPARA REMS Program Prescriber Enrollment Form.
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Screenshot #46

NATPARA REMS Program Prescriber Enrollment Form; name and NPI number are pre-populated; users must fill out the remaining fields.

JENatpara . . . .

ormone)

tior Introduction Training Assessment Enrollment Certific3

MName (first, middle last) * ! ok i34 Credentiagls* O MD O DO O NP O PA  Other

Name of Institution/Practice Name

Practice Setting * Hospital-Based Practice Practice/Group Practice Prescriber Specialty (Board Certification) ~
Practice Address * D Endocrinology D Internal Medicine
City * State * Zip Code * Family Medicine

Other [please specify]
Preferred Method of Contact O Mail 0 E-Mail E-mail Address
Office Phone Number IMobile Phone Number Office Fax Number

Primary State License Number/State of Issue

National Provider Identification (NPI) Number * -
Prescriber Attestati

By signing this form | attest that:

® | understand that 1) NATPARA is a parathyroid hormone indicated as an adjunct to calcium and vitamin D to control hypocalcemia in patients with hypoparathyroidism 2) NATPARA s not a parathyroid
hormone replacement and 3) Because of the potential risk of osteosarcoma NATPARA is recommended only for patients who cannot be well-controlled on calcium and active forms of vitamin D alone

® |understand there is a potential risk of osteosarcoma associated with NATPARA. NATPARA causes an increase in the incidence of osteosarcoma in rats. The increase in osteosarcoma in rats is
dependent on NATPARA dose and treatment duration

e | understand that NATPARA is only available through the NATPARA REMS Program and that | must comply with the program requirements in order to prescribe NATPARA

e | have reviewed the Prescribing Information, the NATPARA REMS Program: An Introduction and NATPARA REMS Program Training Module for Prescribers and answered all questions included in the
Knowledge Assessment

® | understand that | must counsel my patients on the benefits and risks of NATPARA treatment, sign and submit the NATPARA REMS Program Patient-Prescriber Acknowledgment Form, and provide a
copy of the NATPARA REMS Program Patfient Brochure and NATPARA REMS Program Patient-Prescriber Acknowledgement Form to my patients prior to initiation of therapy

« | agree that Shire, its agents, and contractors, such as the pharmacy, may contact me via phone, mail, or e-mail to survey me on the effectiveness of the program requirements for the NATPARA REMS
Program
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Screenshot #47

Signature box pops-up when clicking on the prescriber signature line that says “Click here to sign”; pop-up box instructs users to “Please use
your mouse or fingertip to sign here.

Privacy Policy  Terms of Use 22018 Al iights reserved. This sie is inended for LS. residents onfy, NAT-018-01 15 Mersion 1.1

Natpara o . o o

[parattyrold harmong| 2 L 5

Toe jaction Introduction Training Assessment Enroliment Certificate
B i

PI’BT&I'I";G M’;{‘FIDCI of Contact 0 Mail o E-Mail E-mall ACOress

Office Phone Number Mobile Phone Mumber Office Fax Number

Primary State License Number/State of lssue

National Provider |dentification (MPI) Number * 1891725533

Prescriber Signature

By signing this form | attest that:

= | understand that 1) NATPARA is a parathyroid hormene indicated as an adjunct to calkium a nyroidism 2) MATPARA is not a parathyroid
hermene replacement and 3) Because of the potential risk of csteosarcoma NATPARA is rec glcium and active forms of vitamin D alone
- | dthereisa ial risk of ost iated with NATPARA. NATRARA g increase in osteosarcoma in rats is

| understand that checking this box constitutes a
legal signature confirming that | acknowledge

dependent on NATPARA dose and treatment duration

« | understand that NATPARA is only available through the NATPARA REMS Program and that and agree to the Prescriber Attestation. ribe NATPARA
» | have reviewed the Prescribing Information, the NATPARA REMS Program: An Introduction m m k and answered all questions included in the
Knowledge Assessment

= | understand that | must counssl my patients on the benefits and risks of NATPARA treatment, sign and submit the NATPARA REMS Frogram Patient-Prescriber Acknowledgment Form, and provide a
copy of the NATPARA REMS Frogram Patient Brochure and NATPARA REMS Program FPatient-Prescriber Acknowledgement Form to my patients prior to initiation of therapy

= | agree that Shire, its agents, and contractors, such as the pharmacy, may contact me via phene, mail, or e-mail to survey me on the effectiveness of the program reguirements for the NATPARA REMS
Program

Prescriber Signature * Date O7/O071E

Print Name *

Reference ID: 4620464
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Screenshot #48

Handwritten signature is applied in the signature box using a mouse (computer) or fingertip (tablet); users have the ability to redo their
signature by hitting the “clear” button; users must check the box “I understand that checking this box constitutes a legal signature confirming
that I acknowledge and agree to the Prescriber Attestation” in order to save and proceed with the enroliment.

B Natpara . B . .
(paratiyroid hormons) i Ao -
Ity Injocion Introduction Training Assessment Enrollment Certificate
PFETBI'I'.I;;‘ M"ETEDU ot Contact 0 Mail U E-Mail E-mall A00ress
Office Phone Number Mobile Phone Number Cffice: Fax Mumber

Primary State License Number/State of Issue

National Provider |dentification (MPI) Number * 1881725833

Prescriber Attestation

Signature
By signing this form | aftest that:

= | understand that 1) NATPARA is a parathyroid hormone indicated as an adjunct to calcium af nyroidism 2} NATPARA is not a parathyroid
hormene replacement and 3) Because of the potential risk of osteosarcoma NATPARA is rec glcivm and active forms of vitamin D alone

= | understand there is a potential risk of ostecsarcoma associated with NATPARA. NATPARA B Funderstind Satchetani this box constitatles @ E increase in ostecsarcoma in rats is
dependent on NATPARA dose and treatment duration I:,r:l::-,,rir:;r;?o;ﬁ;n: 'IF’“.;; ik;zr'l :..:S 2

egal signature ¢ 1at | acknowledge

« | understand that MATPARA is only available through the NATPARA REMS Program and that and agree to the Prescriber Attestation. ribe NATPARA

= | have reviewed the Prescribing Information, the NATPARA REMS Program: An Introduction m m k and answered all questions included in the
Knowledge Assessment

= | understand that | must counsel my patients on the benefits and risks of NATPARA treatment, sign and submit the NATPARA REMS Frogram Patient-Prescriber Acknowledgmsnt Form, and provide a
copy of the NATPARA REMS Program Patient Brochure and NATPARA REMS Program Patisni-Prescriber Acknowledgement Form to my patients prior to initiation of therapy

= | agree that Shire, its agents, and contractors, such as the pharmacy, may contact me via phene, mail, or e-mail to survey me on the effectiveness of the program reguirements for the NATPARA REMS
Program

Prescriber Signature * Date O7/0TME

Print Name *

Privacy Folicy TermsofUse 22018 All rights reserved. This st is inended for LS. residents onfy. NAT-018-01 15 Mersion 1.1
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Screenshot #49

The handwritten signature is applied and embedded in the PDF document.

€ Natpara - ~ - -

harmong)

Introduction Training Assessment Enroliment Certificate
ethod ot Contact Tail UoE-Mail E-mall AQaress

Office Phone Number Mobile Phone Mumber Cffice Fax Number

Primary State License Mumber/State of Issue

Mational Provider |dentification (MPI) Number * 18317,

Prescriber Attestati

By signing this form | attest that:

Prescriber Signature * M mf'_' Date

| understand that 1) NATPARA is a parathyroid hormene indicated as an adjunct to calcium and vitamin D to control hypocalcemia in patients with hypoparathyreidism 2) NATPARA is not a parathyroid
hormene replacement and 3) Because of the potential risk of osteosarcoma NATPARA is recommended only for patients whe cannot be well-controlled on calcium and active forms of vitamin D alone

| understand there is a p risk of coma iated with NATPARA. NATPARA causes an increase in the incidence of ostecsarcoma in rats. The increase in ostecsarcoma in rats is
dependent on NATPARA dose and treatment duration

| understand that NATPARA is only available through the NATPARA REMS Program and that | must comply with the program reguirements in order to prescribe NATPARA

| have reviewed the Prescribing Information, the NATPARA REMS Program: An Introduction and NATPARA REMS Program Training Moduwis for Prescribers and answered all gquestions included in the
Knowledge Assessment

| understand that | must counsel my patients on the benefits and risks of NATPARA treatment, sign and submit the NATPARA REMS Program Patient-Prescriber Acknowledgment Form, and provide a
copy of the NATPARA REMS Program Patient Brochure and NATPARA REMS Program Patient-Prescriber Acknowiedgement Form to my patients prior to initiation of therapy

| agree that Shire, its agents, and contractors, such as the pharmacy, may contact me via phone, mail, or e-mail to survey me on the effectiveness of the program reguirements for the NATPARA REMS
Program

3
(=]
=

kil

=]

Print Name *
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Screenshot #50

NATPARA REMS Program Certificate of Completion Thank you page is displayed; users have the ability to download the REMS Enrollment
Form and view the NATPARA REMS Program Certificate.

FeNatpara - . . -
'_ Introduc tion Training Assessment Enrcliment Certificate

NATPARA REMS PROGRAM CERTIFICATE OF COMPLETION

Diear Prescriber,
Thank you for enrclling in the NATPARA REMS Program.
This letter and accompanying c ertific ate ¢ onfirm that you have fulfiled all REMS regquirements and are now autherized to prescribe MATPARA for injection. This confirms that you have:
= Reviewed the NATPARA Prescribing Information
= Reviewed the NATPARA REMS Frogram: An Introduction information sheet
= Reviewed the NATPARA REMS Program Training Moduwie for Prescribers including the Knowledge Assessment
«  Successfully completed and submitted the Knowledge Assessment

« Completed, signed, and submitted one-time NATPARA REMS Frogram Prescriber Enroliment Form

Remember, before initiating treatment, prescribers must also counsel patients on the appropriate use and the benefit and risks of NATPARA. To complete the NATPARA REMS Program requirements for presc ribing NATPARA:
« Download the NATPARA REMS Program Patient Brochure and NATPARA REMS Program Patient-Prescriber Acknowiedgment Form
« Complete the NATPARA REMS Program Patient-Prescriber Acknowledgment Form

« Send the patient's prescription and the NATPARA REMS Program Fatient-Prescriber Acknowledgment Form by
— Fax to 1-844-MNAT-REMS (828-T387) or
— Scan and e-mail to NATPARAREMS@shire.com

= Provide patient with a copy of the NATPARA REMS Program Patient Brochure and NATPARA REMS Program Patient-Prescriber Acknowledgment Form

If you have any questions, contact the NATPARA REMS Program Coordinating Center at 1-855-NATPARA.

Download REMS Enroliment Form
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Screenshot #51

NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Users hit “View Certificate” to view and/or download the Certificate of Completion; the session ends when user hit the “Close” button.

Y Natpara

ahiyroid harmong)

Privacy Policy TermsofUse

L] L]

Introduction Training

CERTIFICATE OF COMPLETION
This Certifies that

First and Last Name

NPT Number

has successfully completed the
NATPARA REMS Program Prescriber Certification

Certificate Completion Mumber

0707116

Date m r?!atp 'ta,

¢Shire

Thank you for completing the NATPARA REMS Program Prescriber Training. Click ‘Download’ to
download a copy of your certificate. Click ‘Close’ to exit the NATPARA REMS Program Prescriber

Training.
Download | Ciose |

22018 All rights reserved. This sie is intended for U.S. residents ondy. MAT-018-0115 Version 1.1

L] L] ®

Assessment Enrollment Certificate
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Additional screenshots

Screenshot #52

Question 1 answered incorrectly (in this example it is a user’s first incorrect attempt).

P Natpara
{parathyroid hormone)
2 Introduction  Training Assessment  Enrollment  Certificate
Question 1

NATPARA is only available through the NATPARA REMS Program

O True

® False

Your answer is incorrect.

This is your first incorrect answer. You have two attempts remaining. Click

on "Review Training" to review the corresponding training material prior to
answering the question again.

Privacy Policy  Terms of Use

®© 2016 Al rights reserved. This site is intended for U_S. residents only. NAT-019-0115 Version 1.1
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Screenshot #53

Corresponding slide a user must review when Question 1 is answered incorrectly, prior to answering the question again.

PENatpara . ‘o
(parathyroid hormone)
I Introduction Training Assessment Enroliment  Certificate
NATPARA REMS Program Prescriber Training
Introduction

+ NATPARA is available only through a restricted program
called the NATPARA REMS (Risk Evaluation and
Mitigation Strategy) Program
— Prescribers must become certified in the NATPARA REMS

Program to be able to prescribe NATPARA
— Pharmacies must be certified to dispense NATPARA

— NATPARA must be dispensed only to patients informed
about the potential risk of osteosarcoma associated with
the use of NATPARA

B Natpara

| have reviewed the slide(s)

Privacy Policy  Terms of Use @ 2016 All rights reserved. This site is intended for U.S. residents only. NAT-018-0115 Versicn 1.1
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Screenshot #54

Question 3 answered incorrectly (in this example it is a user’s first incorrect attempt).

P Natpara 0’ o}

(parathyroid hormone) - A S
Introduction Training Assessment Enrolilment Certificate

NATPARA causes an increase in the incidence of osteosarcoma in
rats

O True
® False

Your answer is incorrect.

This is your second incorrect answer. You have one attempt remaining.
Click on "Review Training" to review the corresponding training material

prior to answering the question again.
Review Training

Privacy Policy  Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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Screenshot #55

Corresponding slide (1 of 2) a user must review when Question 3 is answered incorrectly, prior to answering the question again.

P Natpara o iy

(parathyroid hormone)

Introduction Training Assessment Enroliment  Certificate

NATP REMS Program Prescriber Training

Boxed Warning

WARNING: POTENTIAL RISK OF OSTEOSARCOMA
* NATPARA causes an increase in the incidence of
osteosarcoma in rats

* The increase in rats is dependent on NATPARA dose
and treatment duration 0

Next
Slide

Report suspected adverse reactions to Shire at
1-855-NATPARA (1-855-628-7272) or to the FDA at
1-800-FDA-1088 or www.fda.gov/medwaich

€ Natparar

Privacy Policy ~ Terms of Use ® 2016 All rights reserved. This site is intended for U.S. residents only. NAT-01%-0115 Version 1.1
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Screenshot #56

Corresponding slide (2 of 2) a user must review when Question 3 is answered incorrectly, prior to answering the question again.

Privacy Policy

(parathy

JENatpara

yroid hormone}

o

Previous
Slide

| have reviewed the slide(s)

Terms of Use

Introduction Training Assessment Enroliment  Certificate

Appropriate Patient Selection

* Due to the potential risk of osteosarcoma, NATPARA is only
recommended for patients who cannot be well-controlled on
calcium and active forms of vitamin D alone and for whom the
potential benefits are considered to outweigh this potential risk.

» Avoid use of NATPARA in patients who are at increased risk for
osteosarcoma, such as:

— Patients with Pa%el‘s disease of bone or unexplained elevations of
alkaline phosphatase

— Pediatric and young adult patients with open epiphyses
— Patients with hereditary disorders predisposed to osteosarcoma

— Patients with a prior history of external beam or implant radiation
therapy involving the skeleton

BENatparar

® - - @

© 2016 All rights reserved. This site is intended for LS. residents only. NAT-019-0115 Version 1.1
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Screenshot #57

Question 4 answered incorrectly (in this example it is a user’s second incorrect attempt).

® @ ®

Introduction Training Assessment  Enrollment Certificate

Avoid use of NATPARA in patients who are at increased risk of
osteosarcoma, such as:

O Patients with Paget's disease of bone or unexplained elevations in
alkaline phosphatase

O Pediatric and young adult patients with open epiphyses
O Patients with hereditary disorders predisposed to osteosarcoma

@ Patients with a prior history or external beam or implant radiation
therapy involving the skeleton

O All of the above

Your answer is incorrect.

This is your first incorrect answer. You have two attempts remaining. Click
on "Review Training" to review the corresponding training material prior to

answering the question again.
Review Training

Privacy Policy ~ Terms of Use 1@ 2016 All rights reserved. This site is intended for U_S. residents only. NAT-019-0115 Version 1.1
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Screenshot #58

Corresponding slide a user must review when Question 4 is answered incorrectly, prior to answering the question again.

BENatpara o
{parathyroid hormone) R .. .
forbection Introduction Training Assessment Enroliment  Certificate

NATPA REMS Program Prescriber Training

Appropriate Patient Selection

» Due to the potential risk of osteosarcoma, NATPARA is only
recommended for patients who cannot be well-controlled on
calcium and active forms of vitamin D alone and for whom the
potential benefits are considered to outweigh this potential risk.

+ Avoid use of NATPARA in patients who are at increased risk for
osteosarcoma, such as:

— Patients with Pa%et's disease of bone or unexplained elevations of
alkaline phosphatase

— Pediatric and young adult patients with open epiphyses
— Patients with hereditary disorders predisposed to osteosarcoma

— Patients with a prior history of external beam or implant radiation
therapy involving the skeleton

BENatparar

| have reviewed the slide(s)

Privacy Policy  Terms of Use
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Screenshot #59

Question 5 answered incorrectly (in this example it is a user’s first incorrect attempt).

BENatpara o . o
(parathyroid hormone) . L. B
for Injection Introduction Training Assessment  Enrollment  Certificate

How often should the NATPARA REMS Program Patient-Prescriber
Acknowledgment Form be completed?

O With each new prescription
O With every refill
® Once ayear

O One-time for each new patient

Your answer is incorrect.

This is your first incorrect answer. You have two attempts remaining. Click
on "Review Training" to review the corresponding training material prior to

answering the question again.
Review Training

Privacy Policy ~ Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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Screenshot #60

Corresponding slide (1 of 2) a user must review when Question 5 is answered incorrectly, prior to answering the question again.

BENatpara o °

Introduction Training Assessment Enroliment  Certificate

NATPARA REMS Program Prescriber Training

NATPARA REMS Program Information

Program Overview
+ Prescriber Certification

— Certification consists of training, including successful
completion of the Knowledge Assessment and enrolling in
the NATPARA REMS Program o

+ Patient counseling on benefits and risks of NATPARA ot

- Completion of one-time NATPARA REMS Program B
Patient-Prescriber Acknowledgment Form — required
before NATPARA can be dispensed from pharmacy

* Only certified pharmacies can dispense NATPARA

3 Natparar

© 2016 All rights reserved. This site is intended for U.S. residents enly. NAT-019-0115 Version 1.1
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Screenshot #61

Corresponding slide (2 of 2) a user must review when Question 5 is answered incorrectly, prior to answering the question again.

PENatpara

thyroid hormone)

L]

-

n Introduction

Training

Assessment

Enroliment

Certificate

NATPA REMS Program Prescriber Training

NATPARA REMS Program

To become certified in the NATPARA REMS program,
prescribers must complete the following steps:

1. Review the following:

o

Previous
Slide

NATPARA Prescribing Information
NATPARA REMS Program: An Introduction
NATPARA REMS Program Training Module for Prescribers

2. Successfully complete and submit the Knowledge
Assessment at the end of this training module

3. Complete, sign, and submit the one-time NATPARA REMS
Program Prescriber Enrollment Form

B Natpara

| have reviewed the slide(s)

Privacy Policy  Temms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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Screenshot #62

Question 6 answered incorrectly (in this example it is a user’s second incorrect attempt).

BENatpara o- °

hyroid harmone)
Introduction Training Assessment  Enroliment  Certificate

Patients who are controlled on a regimen of calcium and vitamin D
should be switched to NATPARA

@ True

O False

Your answer is incorrect.

This is your second incorrect answer. You have one attempt remaining.
Click on "Review Training" to review the corresponding training material

prior to answering the question again.
Review Training

Privacy Policy ~ Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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Screenshot #63

Corresponding slide (1 of 2) a user must review when Question 6 is answered incorrectly, prior answering the question again.

® - Sy =

Introduction Training Assessment Enroliment  Certificate

Indication

NATPARA is a parathyroid hormone indicated as an
adjunct to calcium and vitamin D to control
hypocalcemia in patients with hypoparathyroidism.
+ NATPARA is not a parathyroid hormone replacement
— Limitations of Use: 0

+ Because of the potential risk of osteosarcoma, NATPARA is
recommended only for patients who cannot be well-controlled
on calcium and active forms of vitamin D alone

Next
Slide

« NATPARA was not studied in patients with hypoparathyroidism
caused by calcium sensing receptor mutations

- NATPARA was not studied in patients with acute post-surgical
hypoparathyroidism

Privacy Policy — Terms of Use @ 2016 All rights reserved. This site is intended for U S residents enly. NAT-019-0115 Version 1.1
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Screenshot #64

Corresponding slide (2 of 2) a user must review when Question 6 is answered incorrectly, prior to answering the question again.

PENatpara

(parathyroid hormone) 2 =
. Introduction Training Assessment Enrollment  Certificate
NATPARA REMS Program Prescriber Training

Appropriate Patient Selection

* Due to the potential risk of osteosarcoma, NATPARA is only
recommended for patients who cannot be well-controlled on
calcium and active forms of vitamin D alone and for whom the
potential benefits are considered to outweigh this potential risk.

+ Avoid use of NATPARA in patients who are at increased risk for
osteosarcoma, such as:

— Patients with Pag{el’s disease of bone or unexplained elevations of
o alkaline phosphatase

Previgus

i — Pediatric and young adult patients with open epiphyses
Slide

— Patients with hereditary disorders predisposed to osteosarcoma

— Patients with a prior history of external beam or implant radiation
therapy involving the skeleton

3 Natparar

| have reviewed the slide(s)
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #65

Question 7 answered incorrectly (in this example it is a user’s second incorrect attempt).

P Natpara . O- o
2 J horm

Introduction Training Assessment  Enroliment Certificate

Prescribers must counsel patients on the risk/benefit profile for
NATPARA

O True

® False

Your answer is incorrect.

This is your first incorrect answer. You have two attempts remaining. Click
on "Review Training" to review the corresponding training material prior to

answering the question again.
Review Training

Privacy Policy  Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Version 1.1
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Screenshot #66

Corresponding slide a user must review when Question 7 is answered incorrectly, prior to answering the question again

¥ Natpara

{parathyroid hormone)

® @

Introduction Training Assessment Enroliment  Certificate

NATP REMS Program Prescriber Training

Patient Counseling on Benefit/Risk Profile

« Prescriber must counsel patients on the benefit/risk
profile of NATPARA

— The NATPARA REMS Program Patient-Prescriber
Acknowledgment Form contains information on benefit and
risks of NATPARA in patient-friendly language to counsel
your patients

— Provide patients with copies of the NATPARA REMS
Program Patient Brochure and the NATPARA REMS
Program Patient-Prescriber Acknowledgment Form

3 Natpara

| have reviewed the slide(s)

Privacy Peolicy  Terms of Use
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #67
Pop-up message to an HCP who already completed the certification and enrollment process:

The NPI you have entered is already registered indicating that you have already completed the NATPARA REMS Program certification and
enrollment process. For any questions, please contact the NATPARA REMS Program Coordinating Center at 1-855-NATPARA.

BENatpara

(parathyroid hormone)

for Injection

203007 HoRGaBA S

Prescriber Training - Identification
The NPI you have entered is already registered indicating
that you have already completed the NATPARA REMS
Program certification and enroliment process. For any
questions, please contact the NATPARA REMS Program
Coordinaiing Center ai 1-855-NATPARA
Privacy Policy  Terms of Use © 2016 All rights reserved. This site is intended for U.S. residents only. NAT-019-0115 Versien 1.1
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #68
Pop-up message to an HCP entering incorrect NPI/name:

The information you entered does not match the NPI Registry. Please ensure you are entering the correct NPl and your name as it appears in
the NPI Registry. If you are still unable to log in, please contact the NATPARA REMS Program Coordinating Center at 1-855-NATPARA for
further assistance.

¥ Natpara
{parathyroid hormone)
forInjection

51 0-75 0 mogpor o s

Prescriber Training - Identification

The information you entered does not match the NPI
Registry. Please enstire you are entering the correct NP!
and your name as it appears in the NPI Registry. If you
are sfill unable fo log in, please contact the NATPARA
REMS Program Coordinating Center at 1-855-NATPARA
for further assistance

L .
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)
Screenshot #69
Pop-up message to an HCP who exceeded the number of incorrect attempts:

Your session has ended as you have exceeded the number of incorrect attempts. Please contact the NATPARA REMS Program Coordinating
Center at 1-855-NATPARA to discuss the reasons for the incorrect attempts and the steps to take in order to complete the certification.

PENatpara o . .
{parathyroid hormone) < e -
Torlnjection Introduction Training Assessment  Enrolilment Certificate
e

NATPARA causes an increase in the incidence of osteosarcoma in
rats

O True
@ False

Exceeded Attempts

Your session has ended as you have exceeded the
number of incorrect attempts. Please contact the
NATPARA REMS Program Coordinating Center at
1-855-NATPARA to discuss the reasons for the
incorrect attempts and the steps to take in order to
complete the certification

Privacy Policy  Terms of Use
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NATPARA REMS Program — Online Prescriber Certification Screen Captures (ALL)

Screenshot #70

Pop-up message to an HCP who is ineligible to enroll (i.e., has failed the Knowledge Assessment either online or paper-based):

You are unable to log in because you have previously exceeded the number of attempts to answer the questions from the Knowledge
Assessment. Please contact the NATPARA REMS Program Coordinating Center at 1-855-NATPARA to discuss the reasons for the incorrect
attempts and the steps to take in order to complete the certification.

P Natpara

{parathyroid hormong)
for Injection
PP —

Prescriber Training - Identification

You are unable to log in because you have previously
exceeded the number of aftempts fo answer the
questions from the Knowledge Assessment. Please
contact the NATPARA REMS Program Coordinating
Center at 1-855-NATPARA {o discuss the reasons for the
incorrect attempts and the steps to take in order to

complete the certification
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Certification Certification

NATPARA REMS Program Pharmacy Certification

To become certified, pharmacies must designate an authorized Pharmacy MATERIALS TO DOWNLOAD
Representative to coordinate the setting’s activities and assure compliance. The
designated Pharmacy Representative must complete the following steps for certification: For Pharmacies

O Review the Prescribing Information and the NATPARA REMS

Qiﬁ. i Program: An Introduction information sheet.

NATPARA Prescribing Information
NATPARA REMS Program: An Introduction

Review the NATPARA REMS Program: Training NModule for Pharmacy

. Training Module and Assessment
Representatives and successfully complete the Knowledge '

for Pharmacies

Assessment.
Pharmacy Enrollment Form
e . |
vy o Complete and sign the NATPARA REMS Program: Pharmacy . NATPARA REMS Proagram FAQ
Y— Enrollmemnt Form. "

=
o Submit the Knowledge Assessment and the NATPARA REMS
Program: Pharmacy Enrollment Form.

» Faxto 1-844-NAT-REMS (628-7367) or

+ Scan and e-mail to NATPARAREMS@shire.com

A confirmation of your certification in the NATPARA REMS Program will be sent to the pharmacy so you can begin to
distribute NATPARA.

Ensure all relevant staff involved in dispensing NATPARA are trained on the NATPARA REMS Program reguirements as
described in the NATPARA REMS Program: Training Module for Pharmacy Representatives.

L&

Put pracesses and procedures in place to ensure the following verifications and safe use conditions are met prior to
dispensing NATPARA:

¢

= Verifying that the prescriber is certified in the NATPARA REMS Program by reviewing the prescriber’s information against a
list of REMS-certified prescribers sent from the NATPARA REMS Program Coordinating Center

+ Verifying that a NATPARA REMS Program: Fatient-Prescriber Acknowledgment Form has been completed and submitted
for the corresponding patient and prescriber by reviewing the patient and prescriber against a list of REMS-approved
patients and prescribers available through the NATPARA REMS Program Coordinating Center

o Make available to Shire and/or a designated third-party of the FDA, documentation to verify understanding of, and adherence
to, the requirements of the NATPARA REMS Program.

e Recertify in the NATPARA REMS Program if the pharmacy designates someone else as the authorized Pharmacy
Representative.

If you have any questions, contact the NATPARA REMS Program Coordinating Center at 1-855-NATPARA.

Privacy Policy | Terms of Use | Contact Us

= NATPARAZ is a registered trademark of Shire-NPS3 Pharmaceuticals, Inc.
Reference ID: 4620464 £h|re & 2017 Shire-NPS Pharmaceuticals, Inc. 01417



IMPORTANT SAFETY INFORMATION | MEDICATION GUIDE | FULL PRESCRIBING INFORMATION

3 Natpara

(parathyroid hormone)

for Injection S :
2%+50 -jvs + 100 meg pat dose strangh Prescriber Pharmacy

Certification Certification

NATPARA REMS Program
(Risk Evaluation and Mitigation Strategy)

MATERIALS TO DOWNLOAD

What is the NATPARA REMS Program?

A REMS Program is a strategy to manage known or potential serious risks associated
with a drug product, and it is required by the FDA to ensure the benefits of a drug
outweigh its risks. The NATPARA REMS Program informs prescribers, pharmacists, and

For Prescribers

NATPARA Prescribing Information

patients about the potential risk of NATPARA REMS Program An Introduction
Osteosarcoma Training Module and Assessment
* NATPARA causes an increase in the incidence of osteosarcoma in rats e oE O
+ The increase in osteosarcoma in rats is dependent on NATPARA dose and treatment Prescriber Enroliment Form
duration Patient-Prescriber Acknowledgment Form and

Patient Brochure
NATPARA REMS Program FAQ

Indication

MNATPARA is a parathyroid hormone indicated as an adjunct to calcium and vitamin D to For Pharmacies
control hypocalcemia in patients with hypoparathyroidism. ' :

Because of the potential risk of osteosarcoma. NATPARA is only recommended for NATPARA Prescribing Information
patients who cannot be well-controlled on calcium and active forms of vitamin D alone NATPARA REMS Program: An Introduction
and for whom the potential benefits are considered to outweigh this potential risk.

Training Module and Assessment

NATPARA is not a parathyroid hormone replacement. for Pharmacies

Pharmacy Enrollment Form
Program Requirements NATPARA REMS Program FAQ
MNATPARA is only available through the NATPARA REMS Program. N,_

T -

e

The requirements include:
For Prescribers

« Certification by completing training, including the Knowledge Assessment, and enrollment in the NATPARA REMS Program directly online or
through a paper-based process by completing and submitting the completed Knowledge Assessment and the NATPARA REMS Program:
Prescriber Enrollment Form via fax to 1-844-NAT-REMS (628-7367) or scan and email to NATPARAREMS@shire.com. Click Here fo access
the Prescriber Certification page for online instructions.

+ Patient counseling on benefits and risks of NATPARA
+ Completion of the NATPARA REMS Program: Patient-Prescriber Acknowledgment Form for each patient prior to initiation of treatment

+ Provide patient with a copy of the completed NATPARA REMS FProgram: FPatieni-Prescriber Acknowledgment Form and the NATFARA
REMS Program: Patient Brochure

For Pharmacies

Pharmacies must designate an authorized Pharmacy Representative who will complete the certification process on behalf of the pharmacy:

+ Certification by completing training, including the Knowledge Assessment, and enrolling in the NATPARA REMS Program

« Implementing the necessary staff training and processes to comply with the NATPARA REMS Program requirements including:
— Verifying that the prescriber is certified in the NATPARA REMS Program
- Verifying that a NATPARA REMS Program: Patient-Prescriber Acknowledgment Form is on record for patient and prescriber

If you have any questions, contact the NATPARA REMS Program Coordinating Center at 1-855-NATPARA.

O Prescriber Training , Pharmacist Training

m and Enrollment W and Enroliment

Privacy Policy | Terms of Use | Contact Us
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