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1 GOALS

i BLA 125268 Nplate (romlplostlm)

- RISK EVALUATION AND MITIGATION STRATEGY (REMS)

v -

e To promote 1nformed rlsk-beneﬁt declsrons before 1n1t1at1ng treatment and wh1le patlents
~are on treatment to ensure appropriate use of Nplate (rormplostlm)
"~ @& To estabhsh the long-term safety. and safe use of Nplate (romrplostlm) through perrod1c

“monitoring of all patients who receive Np]ate (romiplostim) for changes in bone marrow - - . ’

reticulin formation and bone marrow fibrosis, worsened thrombocytopenra after cessation -
~of Nplate, thrombotic/thromboembolic comphcatrons hematological malignancies and
-\ - progression of malignancy in patients with a pre-existing hematological mal1gnancy or -
S myelodysplastrc syndrome (MDS) and medlcatron errors assocrated with | serlous S
5 outcomes o . : : : '

UL REMS ELEMENTS
'A Medlcatlon Guide

7 The Medrcatron Gurde wrll be dellvered by the Regronal Medlcal L1a1sons (RMLs) and sales o

- representatives prior to program “enrollment, made available through the Nplate.com website, and’
included in each Nplate vial package. A Medication Guide will be dispensed with each Nplate

dose. Each healthcare provider will provide each patient with the- Nplate Medrcatlon Gulde prlor -

1o each dose Please see the appended Medlcatlon Gulde R , :

A
1

'-B CommumcatlonPlan Sl R S .

o ,‘Amgen w111 1mplement a communlcatlon plan to healthcare prov1ders to support 1mplementat10n
A P TRAQ T i . - : -

K Ul UIU l\LllVIL)

o Educatronal materlals and the Medlcatlon Gu1de wrll be dlstrlbuted to HCPs prror to ordermg
'Nplate Sl , S ,
' Nplate NEXUS Program Websrte S : S . o o
o 3 “The NplateTM NEXUS Program websrte w1ll be 1ncludcd asa lmk on the Nplate com
" website. This site will contain information about the NplateTM NEXUS Program as well

‘ :'as PDF versions of ] program forms and tools. The tabbed components on the Nplate™ -
- NEXUS. Program website will reflect the REMS goals and the primary content of the

" Nplate™ NEXUS Program Brochure Addltlonally, all program forms will be avarlable R

o ,under the resource tab.
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Healthcare Provnder Awareness '_' ‘ : :
e NplateTM NEXUS Program Healthcare Provnder Introductory Letter

The NplateTM NEXUS: Program Healthcare Provrder Introductory Letter will be

B ~ distributed to healthcare providers via the NplateTM NEXUS website at product- launch

along with other Nplate™ NEXUS Program educational materials. The letter will state-
that Nplate is only available through the Nplate™ NEXUS Program HCPs must be

~enrolled in the program to prescribe Nplate and patlents must be enrolled. in- the program 7

to receive Nplate. Additionally, the letter will provide a description of the program.

“created to establish the long-term safety and safe use of Nplate and the prescribers role.

- Finally, the letter will include direction on how to enroll in the Nplate™ NEXUS

Program. Please see appended NplateTM NEXUS Program Healthcare Provxder

- VIntroductory Letter

v C Elements to Assure Safe Use S

1.

N plate wdl only be prescrlbed by healthcare provnders who are speclally certlfied

p Certlﬁcatlon of prescribers into the Nplate™ NEXUS Program requires prescrlbers to ;

enroll in the NplateTM NEXUS Program and attest to the following: -

e I have read the fuIl prescrlblng 1nformat10n for Nplate

e 1 understand that Nplate is only approved for the treatment of thrombocytopenla m

”patrents with chronlc immune (idiopathic) thrombocytopenic purpura (ITP) who have ’
- had an insuffi cient response to cortrcostero1ds, 1mmunoglobu11ns or splenectomy

o1 understand that Nplate should be used only in patients with ITP whose degree of

'thrombocytopenla and cllnlcal cond1t10n increases the rlsk for bleedmg

o1 understand that Nplate should not be used in an attempt to normahze platelet counts.

O understand that Nplate isnot mdlcated for the treatment of thrombocytopenra due to R

MDS or any cause of thrombocytopema other than chromc ITP

"- I understand the followmg rlsks are assomated with Nplate

o Nplate adm1n1strat1on increases the risk for deve]opment or progress1on of
“reticulin fiber deposmon within the bone marrow. Clinical studies have not
“excluded a risk of progress1on to bone marrow fibrosis with- cytopemas If the N

~ patient’ develops new or worsening: morphologlcal abnormalities or
: cytopema(s) 1 should discontinue treatment with Nplate and con51der a bone
© marrow. blopsy, 1nclud1ng staining for fibrosis. ,
- o - Discontinuation of Nplate may result in thrombocytopenra of greater severrty '
than was present prior to Nplate therapy. This worsened thrombocytopenra
resolved within 14-days in the clinical trials.
o' ‘Thrombotic/thromboembolic complications 1 may result from excessive
increases in platelet counts. Excessive doses of Nplate or medlcatron errors
that result in excessrve Nplate doses may increase thrs r1sk . L
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o Nplate may mcrease the rrsk for hematolog1cal mal1gnanc1es and progress1on

of malignancy in pat1ents with a pre-existing hematologrcal mahgnancy or
S myelodysplast1c syndrome (MDS) L :

I understand that each patrent should be momtored as follows to assure safe use of
Nplate ' ‘
o Examme the perlpheral smear closely to estabhsh a baselme level of cellular
S : ;morpholog1c abnormalities.. - :
- o Monitor CBCs, including platelet counts and perrpheral blood smears weekly
- until a stable Nplate dose has been achieved. Thereafter, CBCs, including -
" platelet counts and perrpheral blood smears should be momtored at least
- - “monthly. . : SR
-0 IfNplate is drscontmued 1 w111 obtam weekly CBCs, 1nclud1ng platelet counts R
- for at least 2 weeks and consider alternative treatments for worsenmg ’ '
B thrombocytopema accordmg to treatment gu1delmes

e ] understand how to properly dose and adm1n1ster Nplate in order to prevent
o medlcatron errors L L

| '7- 1 understand that I'must complete th1s NplateTM NEXUS Program Healthcare o
: Prov1der Enrollment Form to enroll myself in the NplateTM NEXUS Program I only
' need to enroll once) ' : : S

L w1ll enroll each patrent by ass1st1ng in the completron of the NplateTM NEXUS
~ Program Patient Enrollment Form and completing the NplateTM NEXUS Program
- Patient Baseline Data Form. I will complete the Nplate™ NEXUS Program Patient
- Baseline Data Form at the time of enrollment or within 30 days of patient enrollment. -
- I understand that baseline data is only to.bé used to assess for risk factors for adverse '
- _'events and to evaluate the long-term safety of Nplate. ' SRR

- e 1 will prov1de each patrent with the NplateTM Medlcatlon Gulde prlor to each dose e e .

——and- counsel each patrent on therlsks and benefitshof NplateIM

1 w1ll complete the NplateTM NEXUS Program Pat1ent Enrollment Form for each :
- ‘patient; (1)-obtain patient srgnature acknowledgmg receipt of NplateTM Medication
- Guide, (2)’ obtam patient’s signature authorizing disclosure of health information -
. related to the NplateTM NEXUS Progtram, and (3) send the completed Nplate™.
- NEXUS Program Patrent Enrollment Form to the NplateTM NEXUS Program for
, jpatlent enrollment. = . :

E , - 1 wrll counsel each patrent to carry a Patrent ID Card and Dosrng Tracker that -
: 1dent1ﬁes the I‘lSkS w1th Nplate and contams the NplateTM NEXUS Program access:
'number o : e R R

L | wrll evaluate the safe-use. and patrent status every 6 months to determme whether S
- the patrent should contmue Nplate and 1f SO, authorrze treatment for another 6 -

. ,"I wrll not1fy the NplateTM NEXUS Program when a pat1ent drscontmues Nplate by o
k ‘completmg the N plateTM NEXUS Program Patient Dlscontmuat1on/Post- -
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Discontinuation Follow-Up Form at the time of Nplate™ discontinuation and 6
months later.

* I will promptly report to the Nplate™ NEXUS Program any adverse events occurring
in the course of the use of the drug as described in the Nplate™ NEXUS Program
Safety Questionnaire.

* T understand that Amgen will be regularly evaluating compliance with the Nplate™
NEXUS Program, and that Amgen reserves the right to restrict my ability to enroll
future patients or take other appropriate measures at any time if  fail to comply with
Nplate™ NEXUS Program requirements.

I further understand that I have sole responsibility for all medical judgments and
treatments, and have sole responsibility to, prior to Nplate administration, counsel each
patient on the risks of Nplate, and provide each patient with all necessary warnings
concerning Nplate.

The Nplate™ NEXUS Program Healthcare Provider Enrollment Form can be completed
and faxed.

Please see the following appended documents:

Nplate™ NEXUS Program Healthcare Provider Enrollment Form
Nplate™ NEXUS Program Brochure

Nplate™ NEXUS Program Training Kit Folder

Nplate™ Dose Calculator

Nplate™ NEXUS Program Website

Nplate™ NEXUS Program Call Center

2. Nplate will only be dispensed by practitioners (physicians’ offices) and healthcare
settings (i.e., hospitals/institutions) that are specially certified:

a. Only certified prescribers (as described above) who are enrolled in the Nplate™

NEXUS Program will be able to dispense and administer Nplate. Nplate will be
distributed to enrolled certified prescribers via a drop-ship program through which
Amgen maintains direct control over who purchases Nplate. The enrolled
certified prescriber may order Nplate through their usual distributor and the
distributor will transmit the order to the Nplate™ NEXUS Program. Please see
appended Procedure for Prescriber Distribution (HCPs/Hospital/Institution).

Only practitioners (physicians’ offices) and healthcare settings (i.e.,
hospitals/institutions) enrolled in the Nplate™ NEXUS Program will be able to
dispense and/or administer Nplate. In addition to the enrollment of a designated
person at a hospital, each healthcare provider who prescribes Nplate™ needs to be
enrolled in the Nplate™ NEXUS Program. Enrollment requires the hospitals
/institutions to:

Page 4 of 11



BL 125268 Nplate™ (romplostim) Amgen Inc.
REMS Submission August 12, 2008

Complete the Nplate™ NEXUS Program Institution Enrollment Form;

Develop a system, order sets, protocols, or other measures to ensure that
Nplate is only dispensed to inpatients and outpatients (e.g., in a clinic) after
verifying that the prescribing healthcare provider and patient are enrolled in
the Nplate™ NEXUS Program;

Train and provide educational materials to appropriate staff responsible for
prescribing, dispensing, and administering Nplate regarding the safe and
appropriate use of Nplate, program monitoring requirements (including
dispensing a Medication Guide with each dose), program adverse event
reporting requirements, and institution documentation requirements;

To develop a system to ensure patients started on Nplate as an inpatient are
transitioned to an outpatient healthcare provider that is enrolled (or will be
enrolled) in the Nplate™ NEXUS Program; and

To develop a process and system to track Nplate™ NEXUS Program
compliance and cooperate with periodic audits to assure that Nplate is used in
accordance with the program requirements.

Product tracking includes the following information:

o Name and unique identification number of the enrolled prescribing
healthcare provider

o Unique identifier (program ID number, name, date of birth, address) of the
enrolled patient receiving Nplate

o Date of each Nplate order (including number of vials ordered and vial
sizes)

o Number of Nplate vials, vial sizes and date of each dose given to each
patient

o Overall inventory for the set period of time including the total number of
vials ordered (including vial sizes), dispensed, and in stock.

Nplate will only be distributed to enrolled hospitals/institutions via a drop-ship
program through which Amgen maintains direct control over who purchases
Nplate. The enrolled institution may order Nplate through their usual distributor;
the distributor will transmit the order to the Nplate™ NEXUS Program. Please
see appended Procedure for Prescriber Distribution (HCPs/Hospital/Institution).

The Nplate™ NEXUS Program Institution Enrollment Form can be completed
and faxed. Please see appended Nplate™ NEXUS Program Institution
Enrollment Form and Procedures for Direct Shipment to Registered Healthcare
Providers and Hospitals/Institutions.
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S3.

- ’i AmgenInc :

Each patlent treated w1th Nplate must be enrolled in the NplateTM NEXUS Program
for documentatlon of safe use condltlons : : S :

- Patient enrollment requlres the pat1ent fo attest to the followmg

: Report any adverse events to- my prescrlber

Read and understand the Medrcat1on Gulde for Nplate that my prescrlber has glven to -

'me.

Ask and dlSCLlSS any questlons or concerns about Nplate or my treatment w1th my health

' care prov1der

= 'Be aware that Nplate is assomated w1th the followmg rrsks

o Long-term use of Nplate may-cause changes inmy bone marrow. These changes .
may lead to abnormal blood cells or my body making less blood cells.

o '_When I stop rece1v1ng Nplate my Tow blood platelet count (thrombocytopema)
~may become. worse than before I started rece1v1ng Nplate '

B 3 ,I have a h1gher chance of gettmg a blood clot if my platelet count is too h1gh EE

during treatment with Nplate

- o Nplate may worsen blood cancers. Nplate is not for use in patlents w1th blood }
cancer-ora precancerous condition called mylodysplastlc syndrome (MDS)

S

3 Understand that I shou]d not d1scont1nue Nplate w1thout talkmg to my health care

prov1der

',Understand that 1f I receive Nplate in the hospltal that upon d1scharge I should
- immediately follow up with a healthcare prov1der to determme ift contmued Nplate o
-_-treatmentlsappropnate TR S S SRR

, V.Understand that I should always carry my Patient ID Card and Dosmg Tracker A
J,Notlfy the NplateTM NEXUS Program if Lswitchto a- dlfferent healthcare provrder for

Nplate treatment by calllng 1- 877-NPLATE1 a- 877 675-2831)

V'Understand that in order to recelve Nplate T w1ll be automatlcally enrolled in the IR =
‘Nplate™ NEXUS Program ‘My healthcare prov1der will monitor how [ am doing on’ R
Nplate and- report to the Nplate™ NEXUS. Program every 6 months about certam serious -

o side effects and to make sure Nplate contmues to be right for me.

. Understand that 1f I do not s1gn  this Patient Acknowledgement Lwill not be enrolled in -
- the NplateTM NEXUS Program and will not be able to recelve Nplate ’

T -'The NplateTM NEXUS Program Patrent Enrollment Form can be completed and faxed to the o
S Nplate’rM NEXUS Program at l 877—NPLATEO (1 877 675 2830) ' S
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Please see the following appended documents:
e Nplate™ NEXUS Program Patient Enrollment Form
e Patient/Caregiver Program Introductory Letter
e What is Nplate™ NEXUS Program? — a brochure for Nplate patients and caregivers
e Patient ID Card and Dosing Tracker

4. Each patient treated with Nplate is subject to certain monitoring.

a. Safety Monitoring - Prescribers must complete a Nplate™ NEXUS Program
Patient Baseline Data Form for each patient within 30 days of enrollment and a
Nplate™ NEXUS Program Safety Questionnaire every six months during
treatment with Nplate. The Nplate™ NEXUS Program Safety Questionnaire also
requires the prescriber to authorize continued treatment with Nplate. The
Nplate™ NEXUS Program Call Center will remind the Nplate prescriber when it
is time to complete the questionnaires for each patient. All reported serious
adverse events will be further investigated and followed by Amgen Global Safety.
These forms and questionnaires can be completed and faxed to Nplate™ NEXUS
Program at 1-877-NPLATEO (1-877-675-2830), or completed over the telephone.
Please see appended Nplate™ NEXUS Patient Safety Registry.

b. Patient Discontinuation - At the time the prescriber determines that a patient
should be discontinued from Nplate, the Nplate™ NEXUS Program
Discontinuation/Post-Discontinuation Follow-up Form must be completed at the
time of discontinuation and 6 months later.

Please see the following appended documents:
e Nplate™ NEXUS Program Patient Baseline Data Form
e Nplate™ NEXUS Program Safety Questionnaire
e Nplate™ NEXUS Program Discontinuation/Post-Discontinuation Follow-up Form
e Risk-Specific Adverse Event Report Forms
o Nplate™ NEXUS Program Thrombotic/Thromboembolic Complications
o Nplate™ NEXUS Program Hematological Malignacy/MDS

o Nplate™ NEXUS Program Medication Errors Associated with Serious
Outcomes.

o Nplate™ NEXUS Program Bone Marrow Reticulin/Bone Marrow Fibrosis

o Nplate™ NEXUS Program Worsened Thrombocytopenia After Cessation of
Nplate
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D, Implementatlon System

| The Implementatlon System mcludes the followmg

“ ,]NplateTM NEXUS Program Call Center will ,mamtaln a database of all: enrolled certlﬁed
' healthcare settings and practitioners that dispense and/or administer the drug, and patients
who have documentatlon of ; safe-use condltlons to monltor and evaluate 1mplementatlon
“of elements o . : ,

- C e NplateTM NEXUS Program Call Center w1ll monitor dlstrlbutlon of Nplate to determme ;

- ‘whether the drug is only drop- shrpped to certlﬁed hospltals and prescrlbers who drspense 7:_ S

the: drug

. NplateTM NEXUS Program Call Center will momtor certlﬂed healthcare settlngs and
. 'practrtloners orderlng to ensure. only enrolled patlents are recervrng Nplate N

. ‘,NplateTM NEXUS Program Call Center w111 monitor healthcare setting and practltroner ;
" compliance with the baseline data collection, the periodic safety monitoring and -
reauthorization, discontinuation procedure, and post-discontinuation follow-up of all
~ patients treated with Nplate, Ifa healthcare setting or practitioner is found to be non-
- compliant with the Npl.ateTM NEXUS Program Amgen may prevent the healthcare
setting or practitioner from enrollmg new patients and require the prescrrber to order
- Nplate directly through the NplateTM NEXUS Program ' :

.« Based on monltormg and evaluation of these elements to assure safe-use Amgen will
_take reasonable steps to work to improve 1mplementat10n of these elements '

_ E. Tlmetable for Submrssron of Assessments

5 ' 'REMS Assessments (see I below for content) wrll be submltted to FDA every 6 months for the B
L _ﬁrst 24 months followmg approval then annually (from REMS approval date) thereaﬂ‘er '

' ’V‘III INFORMATION NEEDED FOR ASSESSMENTS

REMS Assessments wrll 1nclude the followmg 1nformatron

& An assessment of enrollment and dlscontmuatron statrstlcs for patlents prescrlbers and SO0
1nst1tutlons : : : : , :

,'Q E

o cumulatrve)

The number of pat1ents enrolled in the NplateTM NEXUS Program (durlng the D

reportlng perlod and cumulatlve)

- The number of patlent person-years for enrolled patlents m the NplateTM NEXUS e
: ,Program . , , o C

: The number of new patrents enrolled durmg the reportlng perlod

VThe number of patlents who recelved Nplate who were not enrolled (durmg the
: reportmg perlod and cumulatlve) : S

The number of patlents who dlscontmued Nplate (durmg the reportmg perlod and S
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"o The number of patlents who were lost-to-follow up (durmg the reportmg perlod
and. cumulatlve) ' : .

o The number of patlents who dlscontmue Nplate and are re- enrolled for another
~course of Nplate treatment (durmg the reporting; perlod and cumulatlve) '

s -0 The number of healthcare prov1ders enrolled in the NplateTM NEXUS Program -
(during the reportmg perlod and cumulatlve) : :

"o The number of new healthcare prov1ders enrolled in the NplateTM NEXUS
- Program durmg the reportmg period. : . e

o The number of enrolled healthcare providers actlvely prescr1b1ng Nplate durmg

, ;thereportmgperlod ST Tl o

o The number of healthcare provrders who have ordered/prescrlbed Nplate ‘who
were not enrolled (durlng the reportmg period and. cumulatxve)

o The number of institutions enrolled in the NplateTM NEXUS Program (durmg the
; reportmg perlod and cumulative). : '

o The number of mstltutlons who treated a patlent w1th Nplate durmg the reportlng e
' erlod : -

o The number of institutions who ordered/prescrlbed/dlspensed Nplate that werenot -
' enrolled (durmg the reportmg period and cumulatlve) :

- « A narrative summary will be written by ‘Amgen Global ‘Safety with analy51s of patlents -
- who discontinued Nplate treatment including duration of treatment and the reason for
dlscontmuatlon durmg the reportmg perlod : : o =

o The total number of safety stock orders requested ﬁlled and demed for prescrlbers
- during the reportmg petiod. :

- o A summary and analysrs of safety stock orders per prescrlber durmg the reportmg '
perlod : : : : S

Ce The total number of safety stock orders requested ﬁlled and denled for mst1tutlons
‘ -durmg the reportlng perlod : : : :

o A summary and analys1s of safety stock orders per mst1tut1on durmg the reportmg
perlod o R

. 'A narratlve summary w1th analy51s of reports W1th mpatlent to outpatlent (or v1ce versa)
’ transxtlon issues. DR : . 7
“ e An assessment of use data estabhshmg the 01rcumstances of the use of Nplate
o The extent of use- in the 1nd1cated populatlon ' '

0 'V'The extent of use in patlents by various basellne data parameters (e g. platelet
-~ count, spleen status, number of previous theraples duratlon of ITP prev1ous
treatment w1th Nplate, age) S , : »

o The extent of use for treatment of thrombocytopema assomated w1th
. chemotherapy or MDS : :
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: _-'o' ~The extent of use for treatment for other reasons
o 'The extent of 1 use in mpatlents ' , , :
o jThe extent of use in outpatlents afﬁhated w1th a hosp1tal/1nst1tutlon (e-g clm1cs)

o : : The extent of use m outpatlents not afﬁhated w1th a hosprtal/mstltutron (e. g N
e ,'doctor S ofﬁce) : : N

e An assessment of prescr1ber comphance with elements of cert1ﬁcat1on completmg the :
' NplateTM NEXUS Program Patient Baseline Data Form, NplateTM NEXUS Program :
' Safety Questionnaire with reauthorization, and the D1scont1nuat1on/Post-D1scontmuatron
Follow-Up Form for each patlent during the reportlng period and cumulatlve

¢« The number of prescr1bers not. complymg with certlﬁcatlon requlrements who must order' S
- Nplate directly from the Nplate™ NEXUS Program (no longer allowed to order through. . -~
- adistributor) durmg the reportmg perlod and cumulatlve Descrlbe the types of non- EREa
g comphance S : ST -

¢ The number and summary of prescrlbers who y were un- enrolled from the NplateTM
, NEXUS Program durlng the. reportmg period and cumulatlve N : Ny

"« The number of non-comphant institutions. that must order Nplate dlrectly from the
' :'NplateTM NEXUS Program (no: longer allowed to order through a dlstrlbutor) during the .
reportmg perlod and cumulat1ve ‘Describe the types of non- compl1ance '

e A summary of the 1nst1tut1on audlts performed durmg the reporting per1od ThlS may -
“include but not be limited to the number of i 1nst1tut10ns audited, describing the 1nst1tutlon
compliance with prescrrber enrollment, patient enrollment Baseline Data Form o
‘completion, and maintaining Nplate product tracking 1nformat1on This summary should
.- identify any deviations and the corrective actions taken. Please see the appended
Momtormg and Comphance of NplateTM NEXUS Program Elements :

e ;'Amgen Global Safety will write a narratlve summary and analys1s of the followmg

- ‘adverse events reported durmg the reportmg perlod mcludmg
o Bone marrow retlculm formatron ' '
o  Bone marrow ﬁbros1s S

o 'JNewly dlagnosed hematologlcal mahgnanc1es or MDS ,

o -'Progresswn of prevrously dlagnosed hematologlcal mal1gnanc1es or precancerous S

N ‘-'condltrons (e g MDS) 7
- o Worsenmg thrombocytopenla upon cessatlon of Nplate
} o Thrombot1c/T hromboembohc events ' o
. o ' Medlcatlon errors resultmg in a serious outcome S
o;: »Death , ' O

. The total number and percentage of patlents who rece1ved a bone marrow bropsy due to a
change in the patlent’s perrpheral smear (cumulatlve) : : S

s TOSTT
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.

’The total number and percentage of patrents who had a d1agnos1s of bone marrow ﬁbrosrs,

(cumulatlve)

T he. fotal number and percentage of pat1ents who had a dlagnosrs ofa new hematologlcal '
f mallgnancy (cumulatlve) : S :

The total. number and percentage of patlents who had progress1on ofa prev1ously

: _dlagnosed hematologlcal mal1gnancy (cumulative).

The total number and percentage of patlents who had worsenmg thrombocytopema upon i

o cessatlon of Nplate (cumulathe) : Sl : .

e A report on| perrodreasses mentsof the dlstrlbutlonand dlspensmg of the Med1eatlon

- The total number and percentage of pat1ents who had a thrombotlc/thromboembollc event o
; (cumulatlve) : o o , S

f

:’vThe total number and percentage of patrents who had a serlous outcome asa result of a
',med1cat10n error (cumulatlve) - :

- Where clinical data are 1ncomp1ete concernmg events of mterest (e g bone marrow

fibrosis, hematological malignancy, thrombotlc/thromboembohc complications,
worsened thrombocytopema upon cessation of Nplate, serious complications due to

- medication error, and death) or data points of interest, the report will include a complete

description of Amgen s attempts to obtain the missing data. If necessary to establish the

- cause of death for a patient receiving Nplate, Amgen will obtain information from the
‘National Death Index of the Nat1onal Center for Health Statlstlcs, Centers for Dlsease ,
- Control. S S : :

A summary and analys1s of unmtendcd mterruptrons in treatment (c g 1nterruptlons due
© ‘to shipment delays and other log1stlcal 1ssues) “This summary should descrlbe any
- correctlve actions taken R : : :

A summary of all the changes to the NplateTM NEXUS Program that were 1mp1emented
fdurmg the reportmg per1od ' : ST L :

Guide-in accordance w1th 21 CFR 208 24,

"An assessment of healthcare provider and patlent understandmg regardmg the safe-use of .

Nplate (i.e., the results-of surveys administered to prescribers and patients). ‘The survey-

e instrument and methodology will be developed after the product labeling and the

“educational materials are finalized and will be provided to the FDA for review and -

- comment at least 2 months before it is administered to prescrrbers and patients in the
- ‘field,’ The survey protocol will mclude the sample size and confidence intervals - -

 associated with that sample size; how the sample will be determined (selection criteria);. -

: - the expected number of physicians to be surveyed; how the participants will be recruited; _' :

how and when the surveys will be adm1n1stered and an explanat1on of controls used to L0

: m1n1mlze b1as

‘Based on the 1nformat1on prov1ded an assessment and conclusron of whether the REMS

. »_1s mectmg 1ts goals and whether modlﬁcat1ons to the REMS are needed :
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Welcome, and thank you for your interest in Nplate™ (romiplostim).

Nplate™ is only available through the Npfate™ NEXUS (Network of EXperts Understanding and Supporting Nplate™ and patients)
Program. This program is designed to promote informed risk-benefit decisions before initiating treatment and while patients are on
treatment to ensure appropriate use of Nplate™ for the treatment of thrombocytopenia in patients with chronicimmune (idiopathic)
thrombocytopenic purpura (ITP) who have had an insufficient response to corticosteroids, immunoglobulins, or splenectomy.

The Nplate™ NEXUS Program consists of a patient registry and a requirement for prescribers to complete baseline and periodic safety
information for every patient. As a presariber, you must enroll in the Nplate™ NEXUS Program in order to prescribe Nplate™ by
completing the Nplate™ NEXUS Program Healthcare Provider Enroliment Form.

Nplate™ should be used only in patients with ITP whose degree of thrombocytopenia and clinical condition increases the risk for
bleeding. Nplate™ should not be used in attempt to normalize platelet counts.

The Nplate™ NEXUS Program includes a registry that enrolls all patients treated with Nplate™ in order to establish the

long-term safety and safe use of Nplate™ through periodic monitoring. Specifically, the registry is focused on bone marrow reticufin
formation and risk for bone marrow fibrosis, worsened thrombocytopenia after cessation of Nplate™, thrombotic/thromboembolic
complications,and increased risk of of hematological malignancies and progression of malignancy in patients with a pre-existing
hematological malignancy or myelodysplastic syndrome (MDS).

Before ordering Nplate™, you must enroll in the Nplate™ NEXUS Program. To get started, complete the enclosed Nplate™ NEXUS
Program Healthcare Provider Enroliment Form and fax it to the Nplate™ NEXUS Program at 1-877-NPLATEO (1-877-675-2830).
In this kit, youwill find resources that will help you understand the Nplate™ NEXUS Program, including:

~— Nplate™ NEXUS Program Healthcare Provider Enrollment Form
~ Nplate™ NEXUS Program Institution Enrollment Form

— Nplate™ NEXUS Program Brochure

~ Nplate™ NEXUS Program Patient Enrollment Form

— Nplate™ NEXUS Program Patient Baseline Data Form

— Nplate™ NEXUS Program Safety Questionnaire

— Nplate™ NEXUS Program Patient Discontinuation/Post-discontinuation Follow-up Form
— Nplate™ Prescribing Information and Medication Guide

~ Nplate™ Dose Calculator

~ |TP Reimbursement Assistance Form

— MedWatch Form

Also in this kit is a complete set of materials for patients. You can order additional kits through your Amgen sales
representative or by calling 1-877-NPLATE1 (1-877-675-2831). Each patient information kit includes:

— Nplate™ NEXUS Program Patient Program Enroliment Form

~ Nplate™ NEXUS Program Patient Baseline Data Form

— “What is Nplate™ NEXUS?"—a brochure for Nplate™ patients and caregivers,

including the Medication Guide
Nplate™ (romiplostim)

— Patient ID Card and Dosing Tracker ' N
exXus

I Network of EXperts Understanding W and Supporting Nplate™ {romiplostim) and patients




For any questions about Nplate™ or the Nplate™ NEXUS Program, feel free to call a NEXUS Specialist at 1-877-NPLATE1
(1-877-675-2831) or online at www.nplate.com.You can also find more information at www.nplate.com, or ask your Nplate™
sales representative.

Important Safety Information

Serious adverse reactions associated with Nplate™ in dinical studies were bone marrow reticulin deposition and worsening
thrombocytopenia after Nplate™ discontinuation. Additional risks include Bone Marrow Fibrosis, Thrombotic/Thromboembolic
Complications, Lack or Loss of Response to Nplate™, and Hematolagic Malignancies and Progression of Malignancy in Patients witha
Pre-existing Hematological Malignancy or Myelodysplastic Syndrome (MDS)..

In the placebo-controlled studies, headache was the most commonly reported adverse drug reaction.

We are happy to be of service to you and your patients.
Thanks,
The Nplate™ NEXUS team

Nptate™ (romiplostim)

/ Nexus

Network of EXperts Understanding

and Supporting Nplate™ {romiplostim) and patients
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Nplate“" ( romiplostim) N X US Prag ram Healthca re Provider Enroiiment Form
| understand that Npiate’"‘ iromiplostim) is oniy avallable throu?h the- Npiate‘” NEXUS (Network of EXperts Understandlng and Supporting |

Nplate'M and patients) Program and | agree to comply! with the oliowing program requiroments' o
+ lhave read the fuii Freseribing Information for| Nplate‘M

f\: .

-+ | understand that Npiate"“ is only approved for the treatment of thromboeytopenia in patients with chronie immune (idlopatiric)

thromhoe)‘topenie purpura (ITP) who have had an Insufﬂciont response to corticosteraids, rmmunoglobuiins, of spleneotomy

e understand that Nplate""' should be used only in patients with 11 whose degree of thromboeytopenia and dinieal eondition increases the E

- fiskfor hleeding
e understand that Npiate'M shouid not be used in an attempt to normalize plateiet counts

+ lunderstand that Nplate""' Is not indieated for the treatment of thrombooytopema due to MDS or any eause of thrombocytopenra other
than chronic TR T - , S

« | understand the foliowing risks are assoelated wrth Nplato‘iM

—=Nplate™ administration inr:reases the risk for deveiopment o progressron of retrcuiin ﬂber deposition within the bone marrow,
Clinical studies have notexcluded a risk of progression to bone marrow fibirosis with cytopenias, If the oatient develops new or worsening
- morphilogical ahnormallties or cytopenra(s) I should diseontinue treatment with NplateTM and eonsrder a irone marrow biopsy, inoiuding
- staining for filsrosis. . .

: —-—Diseontinuation of NpiateTM may resuit in thrombotytopenia of greater severrty than was present prior to Npiate’"' therapy. This worsened :
thromboeytonenla resolved withm 14 days in the clinicai triais ‘ R

«-—Jhrombotic/thromboemboiio complleations may rasult frorn exgessive increases in plateiet oounts Exeessive doses of NpIateTM or
medication errors that result in excessive NplateTM doses may increase ‘this risk. _

' ,---—NplateTM may increase the rrsie for hematological malignanoies and progression of malignaney in patients with a pre~existmg
hernatologieal malignancy or myelodysplastic syndrome (MDS). o

o < understand thateaeh patient shouid be monitored as i‘ollows to assure safe use of Nplate'M

--Examine the peripirerai smear eioseiy to estabiish 3 baseline IeVeI of oellular morphoiogic abnorrnaiities.

| .«-Monitor cacs. |noiuding piatelot counts and oeripheral hlood smears, weeldy until a stable Npiate’M dose has been achieved. Thereaftet
CBCs, induding piateiet counts and perrpheral irlood smears, shooid he monitored at least monthiyt L

= a-glf NpiateTM Is discantinued; | will ohtain weeiriyth@s insiudinopiateieteounts, forat Ieast)weekeand eonsider aiternative treatrne 1

~for worsenlng thromhooytopenia, aeeording 1o treatrment guidelines o
=y understand how t0 proymiy dose and administer Nplate'M in order to prevent medioation errors. L

o Lunderstand that | must complete this Nplate"“ NEXUS Program Heaitheare Provider Enrollment Forrn to enroii rnyselfin the NpiateTM Nexus
~ Pragram (| oniy rreed te envoll once).

L Twill envall eaeh patient by assisting inthe eompietion otthe Npiate‘"‘ NEXUS Program Patient Enroliment Form and oompieting the Npiate‘"‘ :

- ;,i’eoe_i,of'a‘\_ R

: NEXUS Program Patlent Baseline Data Form, | will complete the Nplate™ NEXUS Program Patient Baseline Data Form at the time of entollment -

. orwithin 30 days of patient enroliment.| understand that haseiine data isoniy to. be usod to aesess for risk: faetors for adverse events and to
evaluate tire Iongoterrn sainy of Npiate“"‘ S

< Iwill provide eaen patient wnh tire Nplate““ Medieation duide prior to uei’rdooe and coonsei eaeh eatient on the. risiis and beneiits of Npiate"* R

« Iwill eompiete the Nplate™ NEXUS Program Patient Enroliment Form for each patient (1) obtain patient’s signature atknowledginq recolptof

 Nplate™ Medication Gulde; (2)-obtain patient’s signature authorizing disclosure of health information related to the Nplate™ NEXUS Program,
and (3) send the eomuieted Npiate"" NEXUS Program Patieot Enroiirnent Forrn to the NpiateTM N!ittis i'rogram for patient enroiirnent '




R Phone (

NplateTM NEXUS Pregram Heaithcare Prrrvider Enrollment Form

- . Iwrll corrnsel eaeh patient to earry a Patient D Card and Bosing Trasker that idemlﬂes the risks with Nplate‘"' and canrarns the Nplate‘"‘
NEXUS Program access number, - -

' ;' o wil evaluate the safe use and riatient status every 6 months to dmrmine whether the patrenr shouid eomlnue Npiatem and if 0,
. authorize treatment for angther 6 months. :

I will notliy the Nplate"" NEXUS Program whena patient discomiriues Nplate"“ by complerlng the Nplate‘“ NEXUS Program Patiem L
Dlscontinuation/ Pes&iiisconriﬁuarion Foiiow—up Form atthe time of Npiate‘” discontirruation and 6 months Iater :

< lwil prempily reportta the Nplate'M NEXUS Program any adverse events murring in the ¢ourse of the usrr of the: drug as described in. -
the Nplate™ NEXU§ Program Safety Questionnarre

‘1 understand that. Amgen will be regularly evaluatmg complianre with the Npiate‘"‘ NEXUS Program, and that Amgen reserves the rlght to
- restrigt my ability o enroll fmure patiems or take orher appropriate mtasures ar any time ifl farl to compiy with Npiate““ NEXUS Program
raquirements

 Hurther understand thatlhave sole responsibiiity for all medical judgments and rreatments,and have sole responsibility ro,priorto NpiateTM N o

administrat’en, counsel each patient on the risks of Nplate‘M, and provide ea;h patiem wrth all necessary warnings coricermng NplateTM

* Physidan Signature______. RIS TN RO E NN LI Dte_____

| fPrinted-Physreian-Name' Ll

: Physieian Information
Full Name (prinr)

Site Name_______ S

Addresstoreee‘veNplare""shipmem 7 pomsimiiaisios o

srareucenseuumber e Sttt

: ’pmNumbe 2 *“— *” i , ¢ ' _ ’ ’ v rnr *’/7 *

) _'OfﬁceManager(Purehaseri i . Phem( — .. Fax( ), ™
| "lndiearcynurprimarytmmmmiw | '. Sl e B
o E:] Inpatienrinstiiutian/hospnal E] Qutpauent facrlmr aiﬁiiatedwiihan institution/ hespital

| . Outpatienr i‘aeiliw gt afﬁliated with an instirurion/hosprral

o ﬂ Pitase fax this comphted form to the Npiate’” NEXUS Program a i«&ﬂ~NPWEO ( i~377‘6?5-2830)

B A erus sperlaiiar wilk @liow upto obtain informarion for eommunirarian, shipping; and o@eﬂng

E Program Use ﬁnly’ Crisir)mr#

~You wril receive. errroiimrrr renfirmation via fa)rwithln4ahours. :
o For questiarrs regarrmrg ihe Npiaie"“ NEXUS Program, call 1*&7?*NPWET (%87%675*2831)

Metwork of EXperts Understanding
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Nplate™( romlplostlm)

[ Nexus

Network of EXperts § ._ Understanding and Supporting Nplate™ (romiplostim) and patients

The Nplate™ NEXUS Program connects you
with Nplate™ access, support, education,
and safety monitoring.



{umsoditor),,a1edN

“squawrnbal weibold SRYIN widIejdN yum Aidwod o) sjie) saptaod

aredy)[eay e J1 aui Aue Je samnseaws ajeudordde sauyyo ayey Jo siuaned ainnj Jlosus

o1 Auyiqe s opinoxd aredyyeay e 1uIsa: 63 1B ) saAsasat uabury Jey) pue ‘welboig
SAYIN widteidN 243 ynm dueldwod bunenjeas Ajiejnba aq ffim uabiuy ey pueisispun .

“aifeuuonsany) £13fes
wesboid SNYAN w:eIefdN 3Y1 Ut paqudsap se ‘Brup 3y Jo asn ayf3 yo asinod
3y1 uy burnxo s)uan3 assaApe Aue wresfiosd SMYIN werejdN ayp o1 Lodai Apduiold «

“1212| SYIUOLI 9 PUE UOIBNUMUOISIP 1y, 31e]dN JO M) 3ya 18
wio4 dn-mojjo UORENUIILCISI-1S04/UONRNURUSIE JUSTRd twelboid SAYIN wioleldN 3yl
Buajdwion Aq ,,31ejdy s3nuiuodsip Juaned e uaym weibosd SNYXIN weoseldN 3 Aoy -

*SUIUOHE § JILIOUR JO JUSULIBIL] DZUOYINE ‘O I pue ,31ejdN NURUOD pjnoys
juoned 3y} JAYIRYM UIULIIP 0) SYIUOW § AIIAS sniess Juaned pue asn 3jes ) Aenferd -

“3qUInY ssade Weibiold SXIN wereldN U3 suiesuod pue 31y yim
s 3U) sayNuap! 1ey3 Japey) buisog pue pie) gj 3uatied e £1zed o) Jusned yoea jpsuno) -

“Judwfjosud yuaned soj wreiboid SRYIN wS1ejdN 2y 03 tuiog

JUdUL0IuT Judney weiboid §NXIN weldN patajduwiod ai puss (g) pue ‘wetboid SHXIN

wi@1ejdN 3Y3 0} payefas UoewLiojul Yayeay jo amsopstp burzueyine ainyeubis sjuaned

1190 (7) ‘3pinD UofedIPI w31eldN Jo 1dte0a1 bubipapmouyde a1njeubls sustied ureige
(1) 2uaned Ye3 Yuim w04 JuWjoIuF JuaNed weiboid SMAN wialeldN 3us a3jdwo) «

“wilejdN Jo S1auaq pue sysul ) uo Juaized yoed
{95uno) pue asop yea o3 Joird IpING UoHEIPIW w,3ejdN U3 Ym Juatied yded apirold

"yue31e[dN Jo K1ajes wi3-buo) ay) a1enjess 0y

PUR SJUAI SIIAPP 10J S10108} Sl 10J SSISSe 0} PIsn 3q 0} A|UO S| BIep uljaseq JuBM|oIu3

Juaned Jo sAep O UIYUM JO JUSWOIUD Jo I 3y} I8 ULl eleq dutjaseq Juaneq weiboid

SXAN weRtejdN 3y} a13jdwo) wio4 eieq duljaseq Juaned weiboid SAXIN wdteidy pue
w04 Justufjolud Juaned weibord sXAN wiateldN 3us Sunsjdwod Aq uaned yes floiug .

*(32u0 fjoau3 Ajuo) useaboid SAYIN wiS1eldN Y3 Ul joIt3 0} utioy
JUauIfjoIug JapIA0Ld Aledyjeay weibosd SAYIN weAteldN 3u3 a1ajduwod ysnuw nok yeyy puelsiapun -

"S10419 UORIIPAU JUADLM 0} 19PIO Ul y,31e]dN sRsiuIupe pue 3sop iadeid o) moy puesiapug) -
*n930dN Jo SN 3jes ainsse o) paioliuoti 3G pinoys Juaiied 4oL Jeyl pueIsIIPuN «
"wi91RjAN Y3IM P3IeDIOSSE SHYSI DU1 puelsIpuf) «

411 20> ueys 130 ersadofrogutony; jo ashed Aue
10 SQW 03 3np eruadolA0qUI0IY} JO JUIWIEAI) YR 10§ PAEDIPUI J0U St A1RIdN JEY) pUelISiapUf «

“SJuno) 13jased azijewrou oy 1dwiayie ut pasn aq Jou pirouys ,,A1fdN Jey) puelsiapun -
“uonepui paroidde auy puersiapuf .
*w;31e1dN Jo uonreunop Guquosard ||nj a3 peay .

:sjuawannba; weiboxd

Buimofio} aus ym Ajdwod o patinbal alk SIBQUSAIG LG4 JuRoIU] JapIAcld atedipjeay ureiboid
SAYIN wioveidN a3 Bunajdusos Aq ,a1eid aquasaid 0} Japio t weibosd SAXAN wiRteldN aus ul
o1 1snw nok 1aqunsaid e sy 1uaned AaAS Joy uotiewsoput A3ajes apouad pue auyeseq ja)duwiod
o1 saquosad soj wawannbal e pue A13s169) Juaied e Jo sistsuod weabord SNXIN widteld )

d1] oy ueyy say3o euadoedf>oquoIy] Jo SN AUE 10 SO 03 anp

eiuadolX>0quI0Iy} JO JUBUALI3 U} 10§ PAEDIPUI 10U S}, 3teldN "Suno JajReld dzifewriou o) 1dwane
Ul pash 3q Jou pinoys w,31ejdN “Duipas)q Joj Ysu 3y} saseanus uonipuod fedinp pue elusdoloquwiong)
10 33153 350UM 1 yim syuaned w Kjuio pasn aq pinoys ,;31ejdy Awoaualds so ‘sunngofbounttuy
'SpI013]50311103 0} 3suodsal JUININSUY Ue pey ey oym (d1]) eindind suadoak>oquionyy (iyzedopr)
Junwil U0y yum susiied uj eluadol>0quIoay) JO JUAUITEIT) ) S0 y;3)R[dN Jo asn oreudosdde
INSSE 0 JUAWIIL31} U 3e sjuaried fiym pue Juaieal) burieniul dlojaq suolsap Jysug-ysu
patuopus 3jouwsoid o) paubisap st wesboid sy ‘wresboid (sjusned pue ,a1edy buitioddng

pue Buspueysiapup) suady Jo Y1oMIBN) SXAN weateld) 341 ybrolys Jjgejiers Ajuo si ,;a1e(dN

fweiboid SNXIN (wisojdiwol) w,a3edN ays s Jeum



suaned pue {wusojdiior) , a1eqdy Sumoddng pue Buipueisiapup W suadyg impomaN

SNXSN

(wnsojdiwos),,drejdy

“UOIAMP 1Y}
13pun siapiaosd arexyyieat] Jo s13qu3sald pajjoiua ayy Aq paRISIUILIPE BG IS  d1ejd) «
*350pIIPUN PUE ‘ISOPIAAO ‘SI0LIA UONLIPILL J0 YSU SY1 SZIUUIL 0} SUoKdNISUI buisop pue Fapio
uoyeapatl Ay Jo uondinsues) 'y, a1ejd J0 3s0p 3Y1 J0 UOIIRM]E) 3jeInde 0] UoULe [epads
fed pinoys s1apiaosd ateipgeal “siuncd 13131ejd to s dfile] ARY UED ISOP Uf SINBRYP
fews pue ‘S3WnjoA J[RWS Ul PAIIISIUIUPE S1 ,31e|dN 35neIq 120 ABtl SI0LI3 UOIIPIYY «

pa1AISIUIUIPR SIALN{OA [fewuis 03 anP JOLID UOHIENPIW

L1210y ueyy Jaiio elwadoifroquiosy
10 3sne) fue 10 SAW 01 anp eluadorf>0GUIo) J6 JUIWLIL3I BY) 10§ PATRIIPUI 10U St 4y deidy -
suofjejndod 4i{-uoN
d1] woiy> ueys 13ylo eruadoykroquiosy)
J03sne £ue Jo S 01 anp eiuadolH0GUIOI) JO JUDUIIL3IL Y} 10 PAIRJIPUL 10U ST 1 31eydy -
‘dn-mojo} buinp (JWy) erwynaf snouabojaAiu ajrDe Jo UOHeLI0)
pey siuaned 1oy woym buowe ‘uoissaibod aseasip djqissod buiaey se pariodal arm susned § |
“(saw) awoapufs dnsedskpoaiw yum sjusszed ph jo Apms e uue-afbuls eredas e uj «
‘oqade|d pue ,d1e|dN UI3MIaq Jejiulls pue moj sem foueubifew n1bojolewsy Jo P 3y}
411 w01y yum sjuaied Buowe sagpnis (et pajjonuod u) sapueubijew d16ojorewsy 10} ysu
Y3 aseanu] Aew sjj3) Jttodoreway Jo 3deNS AT U0 103U (d] A1 JO UOTIRINUIIS y;31efdN -
(saw) awoapuds sejdskpopakiv Jo HHueubjew jebojoieway
Bunysixa-aid e yum syuanzed ug Hueubifew jo uoissaibord pue sanueubjew jedibojoreway
“1/,01 X 05 < 3unod 19j31e1d e uteutew
pue 3A31ye 0} saulRpIn Jusisnipe asop ay) mojjo4 ‘siunod 13p1ed azijewiou o) idwsne
ue Uty 31e[dN 3sn 30u op ‘suoiiedjdwiod JIoGUIROGUIOIY]/IHOQUICILE JOJ YSH BUY SZIWIU 0] «
‘0gade|d pue \;1eidy usamIaq
IRjiuis Sem suonedHduIo) JIoqUIS0qUIOY]/IT0GUIOIY) JO IUIPDU 3Y3 ‘SAPNIS [eINP PajjolIucd
U} 'suoiediidwio JijoguidoquioiyyHloquiosyy saanpoid Jey 19A3) e 61 Sjunod J3ja1eid aseanu
£Us SISOP 4, 1N AAISSIND U PSS 18U} SI0L1D LONRIIPNH J0 y,31efdN JO SISOP BAISSDK]
*SJUN0 33{31]d Ul SISLIDUN INSSIIND WA N3l el SuoLIedHduIod JIEqUISOGUIOIY/AOqUIOH]] «

suoryexduwod JjoquIa0qwoIy)SNoquiosy]

*SaUIRPING JustIEal) JUBLND
0} buiptone ‘eiuadorfdoquiosy) BUIUISION 10§ STUSUIIESI) SATTRUIIJ[R JOPISUO) PUR SYIaM 7
1583} 16 1o} ‘syunod 13ja1eyd Hurpnpun ‘s)g) APRaM U1RIG0 *y, 1efdN JO UoReNUNUOISH BUIMOROY «

“skep 41 UM Parosal eluado)O0qUIONG) PIUISIOM SIY] «

“Adesay 310N 03 toud juasaid sem ueys K31aas 13jealh Jo euadorfroquiosy) padopAsp
spuaned 76/ ‘Panunuoedsip w,21e[dN pey oym d1j diond yaim siuaiied Jo salpnls feduIp v .

“sjuabe 13pere|dnue

10 syuenbeodnue uo S uaized ay AjIYM panunuodsIp st y,3teidN i Aeimizied Buypaalq

J0y5u sjuaned ay3 aseany] Aew ejuadorfroquioiyy pauasiom siy] Adesdi w31eidy o joud
Juasad sem uey (111335 Ja3eaib o eiuadolfroquiosnyy ul 3insal Aews ,,a1e1dN Jo tonenuRedsiq .

w:93etdN Jo vonessa) Jaye ejradolfdoquoiys pauasiop

*sis01q1y 40} Busuress buipnpus “Asdojq moltet uog e JAPISUED pue ,3jefdN Yim Juaweas
anunuosip ‘(s)eiuadoif) 1o saneuiouge jetbojoydiow Buitasiom 1o mau sdojaasp Juatied auy -

’ *(s)eruador

10 (S[J2) POO|Q AUYM MR} ‘S]12) Poojg pal pateaphu pue dospses) ‘H3) sapfeusiouge

[edibojoydiout Husuasiom 1o mau oy AjyIuot syg) pue sieauss poojq jessyduad suruwexs

‘asop ,y,918]dN 3jqess e Jo voniedynuap! buimogod “sanijeusiouge Jibojotdrots sefrad Jo [BAS]
3utfaseq e ysHqe1ss o} Ajasop Jeatus poojq terpydisad ay) auiiexd y,;jejdy Jo uofieniul o} Jold -
*seiuado}A) YliM SISOIGH MOLIBWI BUOG J0 YSH © PIPRIXS J0U JARY SIAPNIS [edI) «

“Adesaw y,31e}dN Bupnp uabejjod

UM sisosqy moliew padojaadp efwaue J1Ajottdy pue g1 ysim uatied auo ‘Kpnis uojsualxa ay u)
“SAIPN}s [edIUIP pafjonuod 3y} Ul papiodar Jou sem seiuadol Yim sisoiqly moitens o} tolssaiboid .

*By/bws g = sasop

AN XS pue ‘By/Bowi ¢ Z 53sop ,a3e[dN partaIal pey uoisodap UINdNAI MOLIRWI U0 YHM

stuaned ot [y Asdoig mozrew uog todn pansasqo wmonal pey sjusized feuoippe XIs uonisodap
U131 MOLIRUS 3U0Q J0 3SnedIG Sjusned | /7 /i Ul PINUIBUOISIP SBM y;1ejdN ‘S3tpnis feuIp uf

"MOLIBW 2104 3Y) UIYHM uonisodap
13y UxONa4 Jo uoissaiboid Jo JuawdojaAIP J0j ¥sii A} SBSeANU] UOHeNSIURUPE yaeqdy «

SISOJQL MolIvt 304 Joj YsH PUR UONEULIO) UINJNGE MOJIRW BUOg

iwe1boid SAXIN wiB1eldN 3yl ybnoay paloyuowl ie sysi JeyMm



“ @]} UD anu13u0> pinays juaned e (L€8T-S£9-£8-1) LI1VTdN-LL8-L
1213y Ajuan pue ‘uonewLioju Kajes 1ajed 191501 Jusned

Ppa{[03uD 3t} AJi1aA 03 N0A RIUOD [IM Isifenads SAXTN B 18K e M) «
dn-maojjo4 pue poddng

SNXSN

(wnsojdiwos) e1dN

'SINOY 8% UM paAtadal 3q Ajjensn jim siuswdiyg
D140 IN0K 01 318N J0 Juawidiys ssbuelie Isyenads SNYIN ¥

‘siuaned pajjosua bunean ase pue weibord sy ui pa)|oius 318 NoK 18 UL IsieNadS SNXIN AL *

‘syuaned pafjoiua [enpIApU! JO SPIBU SJRIPALILL 314} 133t 0 ,,, 31ejdN yBroua 13pIo Ajuo pnoys s1apiAoid YIRS «
‘wiesbold SAXIN weAe1dN 343 yBrioay Aaiip 10 J01nquISIp [ewiiou Inok YBNOoI: PasapI0 3q ted y tejdN «
Juawjfying

“(LE8Z-S£9-L/8-1) LVIAN-LL8-1 12 WDUISINGLLIAI 4§ pue
w21egdN Inoge suonsanb Jamsue ued sisienads SHXIN

"PaLISIP 1 'O} IUB]SISSE JUBIISINGUIRI 41} Ue 3a{dwo quatuosua uody «
(1euoi3do) adue)sissy JuawRsSINGUIBY 4

"UHO04 RJRQ SUi3seq 1uaned webold SAXIN wa1eidN B4 Huigns pue aj3jdiwo)

‘Juized ay3 03 £dod e anib pue ‘suorpnsIs wesbold SAXIN wiRleidN 63 buiprone fdod e puas

“teutbiio auy dasy ‘U104 JuRL|joIuF uaed weibosd SMXAN wideldN 243 vo ainyeubis sjuaned ay) ulelqo

pue ‘suoisanb || 19Msue ‘tLio4 Jualj(oiu] Jusned weiboid SXIN wi1eidN Y3 Nugns pue ‘533)dusod ‘MaIARY «
“d1eldN Bupapisud uaym suonsanb yse o) JEaned 3g3 sbeinodud

pue ‘3t peal 0} JUSNEd 34T PNUISU) ‘BpINY UoLIRIPaLY 34y SaAIdRI Juaned 3yt leys ains ayew yeidN

YA JuBLNeat) JO S)UBQ pue sysit U} uo Juaiied 3u3 83enpa ‘', 31eidy 20§ Juatied ayeyuderdde ue Kyuap) «
Jusiltjjoiu] Jusied

“(1£8¢-519-££8-1) 131Y1dN-£8-1 buye>
Aq Ajuo pasaplo aq ued Y0y K1ajes sity) Kjuo Aruabiaws
10} YD0)s £324es jeuls © 13p10 osje few nok ‘palisap Jf «

"0 A{uo pa3a{duIod stIUIW||0IUA JAPIADI “WIDS JUIHOIUT 1PIACI]
atedpeay wesboid SNYAN wMe|dN 3y wuIgns pue ‘a1aiduio3 ‘MalAY o
“Wieafo1g SYAN nP1RIAN 341 Jo SjuBwsaNNbal 3y

pue pasut abeyded , diejdN 3y pueysi3pun pue peay «

JUBWIoIuY J3PIADI] AleI}jeal

wesboid SAXIN we2ejdN 3y Jo sdais any 3y
:Adesay) (wnsojdiwon) ,,31e1dN Yaim buidauuo)

WY Isisse im

1stienads SYAN © pue (L £87-6/9-L18-1) LIVIdN-LL8-L 1o ureiBoid SYAN wiRteldN 3yt oo ue fayy
‘SRS Loddns 1310 10 UBWRSINGWIRI J]] ‘SisU ‘95h Befdy 1noge uonsanb e sey jusned 1o apircsd
areyyyjeay e awnAuy “weibord SN w1ejdN 341 Jo sdays 3y 1no sket abed 1xau ayy uo weiberp syp

suiLio} 341 peojumop o} wo>'ajetdummm Je aujuo of Jo ‘ny Sutues wreiboid SN wi2MeldN
anof uj papinosd suiioj auy Butsn (0€82-69-££8-1) 031V TdN-L/8-1 01 sioj pasaduiod xey

“uHo4 eJR(Q u____w.mmm 1u3ned weiboid SMYIN widleldN Y3 Hwgns pue 339jdio) g
“Juaned 3ys 0} Ador &
anb pue ‘suonpnaisuy welBoid SNXIN wed2e)dy 01 Buipione £do e puas ‘jeutbue ayy dasy ‘urio]
JuaujoIug wated weibord SNYIN wiBleidN 3u3 uo ameubis syuatied ay) urelqo pue ‘suensanb
fe Jamsue ‘urio] JuawoiU] Juatied weibold SNYIN wio1ejdN Su3 utgns pue ‘jajdwod ‘Mainsy
“ws93R]dN Buuapisuo) uaym suoiissnb yse o) TESNE 34) abeinedua pue
11 peas o} JUSITE 943 1NIISUT ‘SpIng UonedIPIRY 33 AR Jualied aup Jeus ans et atefdy yim
JUSUIIRRI) O SIIUSG PUe SYsH U uo Yuaned at) A1eINPa ‘y;31ejdN Joj Juaited sreudoidde ue Anuspy ¢
*33u0 Ajue payajduiod st JUSUOIR 19PIAOIY
"ULI0J JUBLUIHj0IUT J3PIACL A1edURal Wweibold SMYAN wioIeldN 3t ugns pue ‘1ajdiuod ‘Mairsy T
“wesbord SNXIN wdIRIdN 33 Jo spuausinbas auy pue asut abexed y azeidy a3 puelsispun pue pesy °f
:9fduns sp uawjoruz

iWe1boid SAYIN wi21e[dN U1 Ul [j01U3 | op MOY




suaned pue {wrsodiwos) , Aejdy Buiioddng pue buipueisiapun W Sued)d Joxyomaay

SNXaN

(wnsojdiwos) w1e1dN

"([L£82-5£9-L£8-1] 121¥1dN-LL8-L) 3uoyd 3y} sono uoizewssojul ayy butmb o ‘([0€8Z-529-££8-1]
031V1dN-££8-1) Xe} Aq w0} ypiepmpa oY1 bumiwiqns Aq uofieusiogur pjie1ap Aowl aptaosd
ue) Noj ‘oneueju) 0w 10) dn mojjo} jjim uabuuy ‘yuard asiaape snouss e Jo Lodal ue Jog -

“wdl]dN U0 anuiuo) pinoys Jusned yoea 1eyy AjaA M nox"([L€87-5£9-L/8-L] 13IV1dN-£(8-1)
auoyd 10°([0£87-5£9-L£8-L] 031¥1dN-2£8-1) Xe} £q uanied yoea ioj anreuuoisand Aajes
* wieaboig SAXIN w3121 Ue Hgns pue ajajdwio uay 11501 1uanted Jnok jian teak e M| «

"8801-Y04-008-1 3¢ weiboid IeMPa SYQd 10 1€97-5/9-£/8-1 1 weibolq
SMYAN we2TRIdN 93U 01 ;310[dN JO 35N 3Y) UM PATeDOSSe SJUAI 3sIaAPe Aue Jodal Aidwold «

“uonaful y,a1e1dN Yoea o3 soud Iping uoneIPIW Ay} Y3im Juaned yIes apircld «

"syudiyed PajjoLua [ENPIAIPUL JO SPIAU AjeIpatLII
3} 193t 0} , 33ejdy ybnoua Japie Ajuo pnoys siapiacid Atedyledy (1 £87-SL9-LL8-1)
L31VT1dN-££8-L fie> Jo 13jesajoym Areusysd ok ybnoiy syuaned 1nok Joj a1ejdN J9piQ «

{lugiijean}
wi91e|dN buunp weboid SNXIN wi21eldN 3y3 Joj op | op 1eypm

‘10 1nof 03 Jaureruod Huiddiys-pjod pareirsul ue b sinoy gy unpIm sdrys Affensn y,apejdy -

(L€87-529-L48-1) LIIVIdN-£L8-L Buigred Aq Ajuo pasapio
aq ue> Yo1s A1aJes siy) Ajuo Fuabiawa 10§ 2ois A1ayes jjews & J3pIo osje Aew nof ‘pasisap )] -

“Juawdyys abuete 63 1o mok

11e i 1senads SnxIN © sy ‘wiesbold SAXIN vdIeldN SU3 01 papiemio) aq [jiM 13pIo Jnoj »
‘syuated pafjoius

Burgeas ale pue ureibord 3y} uf pajjoiua ate nok jeyf) suutyuod 1sienads SAXIN L -
“10JngL)SIp Jewiiou Inok ybnoiyy :3pio nok ajelde)

I 3stenads SAYAN © pue ‘(1€87-5/9-£(8-L) LI1VTdN-L8-L {fed 0 to3nqusip pauiajesd
1o yym Japio e axejd ‘wiesbiold SXIN weateldN U3 w pajjosus aze juaiied inok pue nok 3uQ «

Nshwum_qz 19pJo | Op MOH



suaned pue (wisoydiwor)  15dN Bunoddng pue buipueisiapun

SNXSN

{wnsojdiwor),B1ejdN

‘Juatljjo1u3 jeuonnysu] pue [eydsoy loj sabed Suimoljoy ay) 93

(90 ‘%9) elsatisased pue

(%60 ‘%) e1sdadskq ‘(960 '98) Uted J9pINOYS ‘(%60 ‘%LL) urted [eulwopgy.’ (%S ‘%EL) AIwRN

Ul U1 (9 ‘%) eIBJRAW ‘(96L '%9L) eluttosu} (940 ‘L) SSRUIZZIA ‘(%07 '%97) eiblesyuy
1M (0gadejd snsIaA ,d1e[dN Ul DdUIPRUI JudNed 1YY 046 Z) SU01IILAI ISIIADR UOWILIOD JSOW

“ANIDASS 31RI3POUI 1O P JO AjjENSN J13M SPRPEIY

‘oqadejd buiaas syuanied o 9pzs pue ,,1erdy Buiaadas sjuaned Jo 955€ w buiLndo ‘volpess
Bnp assaape pariodal Ajuowrue) 150t 3Yf) SeM 3LdePeaY ‘sApN3s pafjoliuc-ogadeyd ayj by «

suofRal Bnip asioApe Uowwo)

“By/Bow o1 jo 3sop AppRam 1s3ybiy 3y3 1e syasm ¢ 13y3e Huipaajq ueniodun
AfE21U1 PIOAR 0] JUADDLYNS 3A3] 0} 3SBAIDUI JOU S0P Jun0d J833ed ays 1 watejdy anuizuodsig «

*(0d1) unsrodoquiosyy pue ,,31ejdy 0) saIpoqriue 1oj sajdules 3say Aesse
M uabury “9b9-7/7-008-1 1@ Usbuuy oy s3jdures poojq Jwgns ‘uoiteuLio) Apoqnue 13JIP of -

*SIS0IqY MOLIBW UG JO ,;d3e|d 01 saIpoqnue Surzijesnau Suipnpus ‘s1010e) 3A1LSNE) 10§ DIEAS
e 1dwoxd pjnotys y,3yedN Yyim asuodsal 1ajaie|d © ulejurew o ainjie} Jo ssausnsuodsatodiy «

wBIedN 0} asuodsai Jo ssof 10 yoe]

dwi9TRdN YU pajeIosse e sysil J3yl0 JeyMm

sjeadde pue ‘sjeiuap ‘swuiep ‘suof1ezuouyINe 1o1d YIM SIURISISSY .
suopdo Suipuny aanewfe Yum Bumsissy «
abe1ano) ayuemsuy butjiap -

IPNPUI SIS JUBBSINGUIRI 41}

*s1apiaoid areayjeay
pue'sjuaized o) axue)sisse JuawasInguial 4 jeuondo apiAord fim weibord SNYIN wedleld Y}

i3|qepieae si uoddns JuswasINGIB! J1f IPYM

“swinia1 pnposd Jnoge axnbui 03 (£€82-/9-£/8-1) LAV IAN-£L8-L IIED -

"([L€8T-5£9-£8-1] LI1VIdN-££8-1) 3uoyd 10 '({0£87-5/9-££8-1] 03IVTdN-LL8-1) Xe}
£q paniwugns aq ue> w0} 3y 'J9YR] SO 9 PUE HORERURUOISIP J6 AN} 18 utie4 dn-mofjo4
UOMeAUIIUOISIC-1S04/UOHENUIUGCISI] JUBNRS Weibold SYIN wiRIR|dN 3yl uigns pue 313)duio) -

juawyeal) ,31ejdN senunuodsip Juaiied e ji op | op 1eYM



(wnsofdiuon) ,3rejdy 4
¥201s ui pue
ﬁwmcm%_u ‘paJapio S[eIA Jo Jaquinu {810) 3y} buipaput aws Jjo vozmﬂ_ 135 941 J0) K10JUIAUL [RIDAQ +

1uaned yoea oy udAID 3s0p Y283 JO AJep puR ‘SAZIS feIA 'S|RIA y,21e1dN JO IIGUINY .
(a2Is [e1A pue pasapIo S[RIA J0 Jaquuny butpnpur) 13pIo  31ejdN Yea Jo jeq -

wia1e]dN butads
1uaized pajjosua 3yt Jo (Ssaappe ‘yuig Jo a1ep ‘aweu 1aquiny ) wesbosd) sayuapt anbup .

sapinoid areayyjeay Guiqudsad pajjosua ay} Jo JAGUINU UonedIUSp! anbiun pue Jurey .

:uoiteuLIojul HUIMO}[0} Y1 ‘WNWIUIY Je ‘Ipnpul Aew
SIY | “spI0DI UOIRUEIRS Pue Aljigerunode Snip ujesurew o} pannbai aq jjim suounysu; pajjoiuz

buidaay-prodey

“Judned mau Aue o) pajajdiuod G ISNU WLI04 JUBWIjoIUT Justled ureibord SHYIN widleldN uy
‘wiesBoud ay) ut pafjoIua Asnotaaxd sem Juaired aiyl Jewd KA o) wesboid SMAN wioteldN
UL LM DAY [lim Jaquisw jjeys [edsoy pajeudisap e ‘yuaned sjeudoidde te o} A1eidN

saquasaid pue sayjudpi wesboid SNYIN wed3efdN 343 U1 pajjoIud ;apircid aediyljeay] e uaym

woleidN buiginsaig

"(1€87-5£9-£48-L) LIIVIdN-L£8- Bunied Aq Ajuo
pasapIo 3q U Ypoys A1)es siy] *Ajuo £ruabiata Joj yooys A1ajes [ews e Japio osje At nof ‘pansap 3|

"uorniIsul 3yy 03 Apdasp wawdiys abuene im 1sienads snIN v s|es3joym Kiewud ok
ybnoiyy ny20 jum ,31e}d) 1o} bulflig pue buuapiqaduo fjuo paleiduiod 3q 1shu JuBW|joiua SIY]
*UOTRWLILL0) JUBLIIUS U A1333 ||IM UOHIMISUI UB ‘Pajjoiua aJe (s)iusijed pue uolInisul ue )

wde[dN Buuapig

19w e saAafqo weibosd yet

aInsse o) saInsea ajeudordde sayjo aye) J6 ‘suausasnbal weiboid yum duerdwoduou suonnsul
3y} uodn paseq au Aue Je JUAUNIOIUD UOINIISU] UR IYRUILD) 0} 1YDL 3y} sanIasal usbuty

“Jaw ale saaalgo webexd 1eyy ansua o) dueljdwiod weibord unenjeas Azenbiat aq fm uabuy

“wu3e1dN qisaid o} sapio ) wesbord SAYAN wedlejdN ay) ut

pajjesu 3q 1snw siapiacid AIeY1E3Y [eNPIAIPUE [ JUSWOIUS |RUGIIRINISUI 0] UOHIPPE U ;930U 35eald
“Buluien pue Juswjosua 313 i S1apiad a1eIY{E3Y 1SISSE P SUONNYISUL 0] SAINOSIA Se S|qRieAe 3q
JIIm saaneiuasatdal uabusy pue siSiRDIAS SAXIN SPIND UONEDIPIY w 21eidN 3Ly Jo satdod yim Buoje
buyuten asnoy-uy soj syy Buutel) weibosd SNYIN wieieldN aul SAII jim 1oejuod pareubisap ayg

¥201s U1 pue ‘pasuadsip
‘pasapio sjeiA Jo Jaquinu fe30} 3u3 Burpnpul 3uin Jo pouad 195 ay) foj AIOJUAAUI [lerA) —

Juatied yoea 0] UIALD 3S0p Y3 JO 31eP pue ‘SAZIS [RIA ‘S[eIA watejdN jo Jaquiny —

(S3ZIS [etA pue pasapIo SjeiA Jo 2aquinu bupnpus) Japio ,a1ejdy es joaleq —
wetejdN Buiaia
1uatred pajjosua 3Y1 Jo (Ssalppe ‘g jo lep ‘Suseu ‘dquwnu qf weibosd) ssynuspanbiun —
1apinoid arexyyeay Buiguosard pajjorud 3t Jo J5quINy UoReIYRUIP! anbiun pue Awey —
“uoijewioul bumoyjoy ays sapnpui buppen 1npoly
“spuauNrbal weibord atf) yum dULPI0IE Uf PasN St ,d1ejd Jey) Ansse o} sypne dpotiad
M jesadood pue axueldie) weibold SXIN w.ateldy yoen o) waisAs pue sspoid e dopsasq «

pue ‘wetbord SXIN ve31EIdN 341 Ul (Paji0sLa 3 [ 10) PafforuR S1 Jeyy sapiaold aredeay
Judnedne te of pauonisuely e swuaiedul se ,1edy o pautels sjusned amsus o walsAs e dojaaag «
‘syuauwiannbai uoreluawINIOp UoRRISYY pue syuawrainbai buniodas a3 3siaape
weibord ‘(asop yoea yum aping uoedipay e Buisuadsip buipnpur) ssuausaiinbal buuojuot
wesboud ‘,,21e)dN Jo asn sreudordde pue ajes ay) buipiebas reidN buusisiuiuipe pue
‘Bussuadsip ‘Buiginsaid Joj jqisuodsas jyers yeuderdde o} sfeLalew [euonednpa apiacsd pue ures) .

“weibold SNXIN w:AIejdN 341 Ut pafjoiua are Juaned pue Japiaoid
ateipeay buigusald ayy Jeys buikpian 1y (i e v 'ba) spusizedino pue spusnedul o)
pasuadsip AJUo s1 ,21ejdN 12y} AINSUD 0} SANSLALS JAI0 10 ‘S|or0j0ld ‘5135 Japio ‘wiaishs e dopraq «

:buimojjoy ay1 o3 buizaibe wio4 Juaujorn]
uonnnsu| weibold SHAN waRldN ue a1aduwiod jjim uossad pajeubisap sy} ‘wusustosus bupng
*sanIae wesboid SNXIN weoieldN )euipiood Ajjeussiu
0} ajeudosdde swiaap uonninsy) ay Jaquiaw yeys Aue 1o ‘jspewseyd ediup Sopaitp AHeuneyd
‘ojensiuspe [exdsoy e aq Aew uossad pajeubisap ay] uonRMISH! 3 Joj 1EIL0) J0 Jttod weibod
SNXIN weRteidN ue a3eubisap AUl UoIINIHISU} UB ‘JUSUH0IUR Uodf) ‘W04 JUSW|oIug Uonnusy|
wesbord SAXIN weote]dy ue humugns Ag fjoua Aot suonRINSU tedL{eaY 1Ko pue sjeldsol

JUBWIfJoIUD [euonNINSYL Jo ANIgNaY Y1 siago wesbord SXIN woIeldN YL

JU3WJjoiug [euoIINNSU| pue jeldsoy

esd [enpialpul Joj Jou

)

£uo Juaw|jo4ud jeUOINNISUI JO4



suned pue (wasogdiuos) ey burpoddng pue m:_u:m:_%c:... spady Joi0MgeN

ShnxXa

{wnsojdiwor),.21e[dN

N

“S[eL3IRW JGEpROUMOp

pue uoietwioju) 1o} wod-ajejdu‘smmm o3 o osje Aew noj ‘sjendiew [euoippe Joj o suolisanb

Kue 1amsue o} (| £87-

SL9

L£18-1) L3IV 1IN-L28-

1

10 weibold SNYAN w22eldN 34D fjed 3seaid

3007 ‘uebuy ) ‘syeq puesnoy] fuonewsojn Buignsaid] ared 'L :aauatagey

"UofJeLLIojut JRUCIHPPR UIelqo 0)
anejuasaldal Jo sapinoid Burodas ayy bundeiuo Aq dn mojjoj fiim K9jes feqojn uabuy to welbosg
SIXAN wR1RiAN 2443 Woly ucauros ‘pajiodal 5) 1UIA3 ISIIAPR SNOLIBS © JaABUBYM dseqeiep Ansibas

© GJUI U010} UOHBNUIUOISIP PUe SJUIA3 3s1anpe Aue Boj [jtm isienads snXIN 2uL s1aya

apis puayadxa sey juaned ayy Jaylaym pue Kdesayy ,a1edN uo suieusas Juatied 3y JBYIAYM

syse aneuuonsanb sjyj -auoyd 1o xe e1a Juaned ydea 1o} aieuonsanb A1ajes e Ajsjdue) o payse

3 M (UOIIANP 53Y/SH) JIPUR RIS 10) Japiacid dredipfERY U] “UoneIIOJI A33jes 13|j0) pue Jisol
Jua1zed pajjona Jau/siy AJuan o3 Japiactd aredyjeay Sy3 DEJU [IM Istjenads SNYIN © ‘Teak e adim]

"eyep aited utpaseq sjqeyer sapnpul osje L11sibas sy Gutiopuow
S1pouad ybnoiys ,,33eidy Jo asn ajes pue AJages uLRl-6uof atf) ysiqelsa ol sl uot3|jed elep siil
Jo asodind 3y Adesays ,a1ejdN uibaq siuaned se eyep Juaned sutfaseq Hutgns siapiAod aleXIfEaY

“w.01ejdN Jo 3jtjord 1yRUAG-ysi 3y} Burpnpul 3pING LOIEIPIRN Y3 JO JUBIU B L0 PIJLINP3 3 |[IM
Juoned mau K143 ‘abenbiue] Ajpuavy-Jusiyed ut ,,A1eidN JO SYst A3 to uorjeuniojul sjussald aping
uolEIPaW 3W1 ‘Buelsul 104 Kafes Juaned Jojuow 0} SIseqelep pue ‘sopinb ‘siaputtiial Jo usks

@ SIpNPUI PUB SUOISIAP JaUIG-Ys pausiojul jouord o) paubisap st ueibiord SAXIN widteldN a1

weiboid SNXIN wedlejdN Y3 yim K1ajes Jusned buiojiuop



Nplate™(romiplostim)

[ Nexus

Network of EXperts W& Understanding and Supporting Nplate™ (romiplostim) and patients

The Nplate™ NEXUS Program connects you with Nplate™ access,
support, education, and safety monitoring.

- Amgen is committed to quality patient care. The Nplate™ NEXUS Program is designed to
promote informed risk-benefit decisions before initiating treatment and while patients are on
treatment to assure appropriate use of Nplate™ and to monitor safety in order to provide
quality patient care.

What the Nplate™ NEXUS Program means to you:
« Healthcare provider and patient enrollment

« Education for healthcare providers who intend to prescribe Nplate™, healthcare providers under
their direction, and patients

« Monitoring program to manage patient safety

Nplate™ is indicated for the treatment of thrombocytopenia in patients with chronicimmune
(idiopathic) thrombocytopenic purpura (ITP) who have had an insufficient response to
corticosteroids, immunoglobulins, or splenectomy. Nplate™ should be used only in patients with
ITP whose degree of thrombocytopenia and clinical condition increases the risk for bleeding.
Nplate™ should not be used in an attempt to normalize platelet counts.

© 2008 Amgen. All rights reserved, 08/08 P44022
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Abaout Nplate'™ NEXUS Enrollment QOrdering Nplate™ Support & Follow-Up Risk Monitoring Resources

Welcome to
Nplate™ (romiplostim) NEXUS

The Nplate™ NEXUS Program Connects You With Nplate™
Access, Support, Education, and Safety Monitoring.

Amgen is committed to encouraging quality patient care. The Nplate™ NEXUS program is
designed to facilitate provider education and monitor safety to assure quality patient care.

Nplate™ is indicated for the treatment of thrombocytopenia in patients with chronic immune
{idiopathic) thrombocytopenic purpura (ITP} who have had an insufficient response to
corticosteroids, immunoglobuling or splenectomy.

Nplate™ should be used only in patients with I TP whose degree of thrombocytopenia and clinical
condition increases the risk for bleeding. Nplate ™ should not be used in an attempt to normalize
platelet counts.

IMPORTANT SAFETY INFORMATION

Serious adverse reactions associated with Nplate™ in clinical studies were bone marrow reticulin
deposition and worsening thrombocytopenia after Nplate™ discontinuation. Additional risks
include Bone Marrow Fibrosis, Thrombotic/Thromboembolic Complications, Lack or Loss of
Response to Nplate™, and Hematological Malignancies and Progression of Malignancy in
Patients with a Pre-existing Hematological Malignancy or Myelodysplastic Syndrome (MDS).

Nplate ™ is not indicated for the treatment of thrombocytopsania due to MDS or any cause of
thrombocytopenia other than chronic ITP.

Nplate ™ is available only through a restricted distribution program called the Nplate ™ NEXUS
(Network of Experts Understanding and Supporting Nplate and Patients) Program.

In the placebo-controfled studies, headache was the most commonly reported adverse
drug reaction.

Home | AboutNplate™ NEXUS | Enrollment | Ordering Nplate™
Support & Follow-Up | Risk Monitoring | Resources

®2008 Amgen inc. Al Rights Reserved  Nplate™ is a trademark of Amgen, Inc.
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About Nplate™ NEXUS

What Is the Nplate™ (romiplostim) NEXUS Program?

Nplate™ is only avaitable through the Nplate™ NEXUS (Network of Experis Understanding
and Supporting Nplate™ and patients) Program. This program is designed to promote
infermed risk-benefit decisions befora initiating treatment and while patients are on treatment
to assure appropriate use of Npla!e"‘ in patients with chronic | TP who have had an
insufficient resp to cortico! ins, of sp y. Npiate™

shoutd be used only in patients with ITP whose degree of lhrombocylopema and clinical
condition increase the risk for bleeding. It shoutd not be used in an attempt to normalize
platelet counts. Nplate™ is not indicated for the treatment of thrombocytopenia due to
myelodysplastic syndrome (MDS) or any cause of thrombocytopenia other than chronic ITP.

The Nplate'“ NEXUS Program cansists of a patient registry and a requirement for
to baseline and periodic safety inft ion for every patient. As a
prescnber you must enrofl in the Nplate " NEXUS Program in order to prescribe Nplate™
by completing the Nplate™ NEXUS Program Healthcate Provider Enroliment Form.
Prascribers are required to corfiply with the ing program requi ts:

Read the full prescribing information for Npiate™.
Und. d the approved indi
Understand that Nplate™ shouid not be used in an attempt to normalize platelet counts.

+ Understand that Nplate™ is not indicated for the treatment of thrombocytopenia due to
MDS or any cause of thrombocytopenia other than chronic ITP.

Understand the risks associated with Nplate™.
Understand that each patient should be monitored to assure safe use of Nplate™.

L how to properly dose and inister Nplate™ in order to prevent
medication errors,

+ Understand that you must complete this Nplate™ NEXUS Program Healthcare Provider
Enroliment Form to enroll in the Nplate ™ NEXUS Program (only entoll once).

« Enroll each patient by compieting the Nplate™ NEXUS Program Patient Enroliment
Form and Nplate™ NEXUS Program Patient Baseline Data Form. Complete the Nplate™
NEXUS Program Patient Baseline Data Form at the time of enrcliment or within 30
days of patient enroliment. Baseline data {s only to be used to assess for risk factors for
adverse events and to evaluate the long-term safety of Nplate™,

Provide each patient with the Nplate™ Medication Guide prior to each dose and counsel
each patient on the risks and benefits of Nplate™.

(1) Complete the Nplate™ NEXUS Program Patient Enroliment Form for each patient,
{2) obtain patient's sig 3 of health ion refated to the
Nplate™ NEXUS Program, and (3} send the completed Nplate™ NEXUS Program
Patient Enroliment Form to tha Nptate™ NEXUS Program for patient enroliment.

Counsei each patient to carry a Patient ID Card and Dosing Tracker that identifies the
rigks with Nplate™ and contains the Nplate ™ NEXUS Program access number.

Evaluate the safe use and patient status every 6 months to determine whether the patient
should continue Nplate™ and if so, authorize treatment for another 6 months.

Notify the Nptate™ NEXUS Program when a patlent di i Nplate™ by
the Nplate ™ NEXUS Program Patient Discontinuation Form/Post-Discontinuation
Follow-up Form at the time of Nplate™ discontinuation and 8 months later.
Promplly report to the Nplate™ NEXUS Program any adverse events occurring in
the course of the use of the drug as described in the Nplate™ NEXUS Program
Satety Questionnaire.

Understand that Amgen will be regularly evaluating compliance with the Nplate™ NEXUS
Program, and that Amgen reserves the right to restrict your ability to enroll future patlents
or take other appropriate measures at any time if you fail to comply with Nplate™ NEXUS
Progfam requirernents

Nplate ™ is indi for the in patients with chronic immune
{idiopathic) thrombocytopenic pmpura (ITP) who have s had an insufficient rasponsa to

Nplala'“ should be used only in patients with VTP whose degrea of thrombocytopenia and clinical
the risk for Nplate™ should not be used in an attempt to normatize

platelet counts.

IMPORTANT SAFETY INFORMATION

Serious adverse reacnans associated with Npla!e“‘ in clinical studies were bons marrow reticulin
and after Nplate™ disconnnuauon Additional risks

include Bone Marrow Flbrcsls i/ T , Lack or Loss of

Responss to Nplate™, and } ical Ma) i and i o! Q!

Patients with a P isting & of ic Sy (MDS)

Nplate ™ is not indi for the of ia due to MDS or any cause of
thrombocytopenia other than chronlc iTP.

Nplata™ is availabte only lhrough a restricted distribution program called the Nplate™ NEXUS
{Network of Experis U and Npiate and ients) Program,

in the placeb studios, was the most commonly reported adverse
drug reaction.

Homea | AboutNpfate™ NEXUS | Enveliment | Ordering Nplate™
Support & Follow-Up | Risk Monitoring | Resources

2008 Amgen tnc. Al Rights Reserved  Nplate'™ ts a trademark of Amgon, tnc.
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Enroliment

How Do | Enrali in the Nplate™ NEXUS Program?!

Simple:

1
NEXUS Program.

2. Review. comgete, Npiate™ NEXUS Prog
Enroliment Form. Providar enraiment is compieted oy 0acs.

3. ldentty an appropsists patient for Npiata™, educate tha patient on the asks and benefts
o treatment with Nplate ™, make suwe that (ha patienl raceives the Medication Guide.
Instruct the patnt 16 10ad it, and encourage the patient to ask Guastions when
considering Nplate™

4. Revdew, comglete, ar it the Npjats™ NEXUS Frogr
answer all questions, and obtein the pascats signature on the Nptate™ NEXUS
Pationt Program Envoliment Form. Keep she osginal, send a copy according to Nptate™
NEXUS Program instructions, ard give a copy ta the pavent.

6. Completa and subm the Npleta™ NEXUS Program Patiant Basetins Data Form.

Fax completed forms 0 1-877-NPLATED (1-677-675-2830) using the forms provided
in you Nptate™ rogram Teaining K, of go onks
downioad tha forms.

Hospitat practices)

The Nptate’™ NEXUS Prog:

Hospitals and other i i P NEXUS
Form: Uy insti may designats an

contact foc
be a bospital admiiststor pharmacy direcior, clirical pharmacist. of any Staff member the.
activbes.

4 i rogr
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Enroliment Ordering Nplate™ Support & Follow-Up Risk Monitoring Rasources

Ordering Nplate™
Answering Your Questions About the Nplate
NEXUS Program

How Do | Order Nplate™?
Once you and your patient are enrolled in the Nplate™ NEXUS Program, place an order
with your preferred distributor, or call 1-877-NPLATE1 (1-877-675-2831), and a NEXUS
Specialist will facifitate your order through your normal distributor.
The NEXUS Specialist confirms that you are enrolled in the program and are treating
enrolied patients.
Your order will be forwarded to the Nplate™ NEXUS Program, where a NEXUS
Specialist will call your office to arrange shipment.
If desired, you may also order a small safety stock for emergency only. This safety stock
can be ordered only by calling 1-877-NPLATE1 (1-877-675-2831).
Nplate™ usually ships within 48 hours in an insulated cold-shipping container to
your office.

™

(romiplostim)

Hospital and Institutional Ordering Nplate™

Once an institution and patient(s) are enrolled, an institution wilj receive an enroliment
confirmation. This enroliment must be completed only once. Ordering and billing for
Nplate™ will occur through your primary wholesater, A NEXUS Specialist will arrange
shipmaent directly to the instidution.

If desired, you may also order a small safety stock for emergency only. This safety stock
can be ordered only by calling 1-877-NPLATE1 (1-877-675-2831).

Prescribing Nplate™

When a heaithcare provider enrolled in the Npiate™ NEXUS Program identifies and
prescribes Nplate™ to°an appropriate patient, a designated hospital staff member will
check with the Nplate™ NEXUS program to verify that the patient was previously enrolled
in the program. An Nplate™ NEXUS Program Patient Enrollment Form must be completed
for any new patient.

Racord Keeping

Enrolied institutions will be required to maintain drug accountability and reconciliation

racords. This may include, at minimum, the following information:

= Name and unique identification number of enrolled prescribing healthcare provider
Unique identifier {program 1D number, name, date of birth, address) of the enrolled
patient receiving Nplate ™™
Date of each Npiate™ order (including number of vials ordered and vial size)
Number of Npiate™ vials, vial sizes, and date of each dose given to each patient
Overall inventory for the set period of time including the total number of vials ordered,
dispensed, and in stock

Nplate™ is indi for the 1t of i t in pat with chronic immune
idi ic) thromb peni purpura (ITP)whohave had andnsufﬁuenlmspons& o

corticosteroids, i
Nplate™ should be used only in patients with ITP whose degree of thrombocytopenia and clinical

condition increases the risk for bleeding. Nplate™ should niot be used in an attempt to normalize
platelet counts.

IMPORTANT SAFETY INFORMATION

Serious advarse reactions associated with Nplate™ in clinical studies were bone marrow raticulin
deposition and worsaning lhrombocytopanla after Nplate’“ dxscanhnuauon Additional risks
include Bone Marrow Fibrosis, Thrombotic/Th i Lack or Loss of
Responsa lo Nplate™, and F ical Malig i and Prog ion of

Patients with a P xisting ical Mali 1cy or Myetodysp: ! (MDS)

Nplate™ is not indi for the treatment of ytopenia due to MDS or any cause of
thrombocytopenia other than chronic §TP.

Nplata™ |s ilable only gh a i distribution prog| called the Npfate™ NEXUS
{Network of Experts Ui ing and Supporting Nplate and Patients) Program.

inthe studies, headache was the most commonly reportad adverse
drug reaction.

Home { AboutNplate™ NEXUS | Enroliment | Ordering Nplate™
Support & Follow-Up | Risk Monitoring | Resources

©2008 Amgen Inc. Alf Rights Reserved  Nptate™ is a trademark of Amgen, iac.
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Support & Follow-Up
What Do | Do for the Nplate™ NEXUS Program During
Nplate™ Treatment?

» Prescribing Information Order Nplate™ for your patients through your primary wholesaler or call 1-877-NPLATE1
» Medication Guide (1 -877-675-2831). Healthcare providers should only order enough Nplate™ to meet the
diate needs of individual enrolied pati

Provide each patient with the Medication Guide prior to each Nplate™ injection.
Promptly report any adverse events associated with the use of Nplate™ to the Nplate™
NEXUS Program at 1-877-675-2831 or FDA's MedWatch Program at 1-800-FDA-1088.
Twice a year, verify your patient roster, then complete and submit an Nplate™ NEXUS
Program Safely Questionnaire for each patient by fax (1-877-NPLATEO {1-877-675-
2830]) or phone {1-877-NPLATE1 {1-877-675-2831)). You will verify that each patient
should continue on Nplate ™,
For any repori of an adverse event, Amgen wili follow up for more information, You can
provide more detailed Information by submitting the MedWatch form by fax (1-877-
NPLATEO [1-877-675-2830)) or giving the information aver the phane (1-877-NPLATE1
{1-877-675-2831]).

1 » Nplata™ NEXUS Program Safety Questionnaire
B

FDA Safeiy Information and Advarse Event

What Do | Do If a Patient Discontinues Nplate™ Treatment?

« Complete and submit the Nplate™ NEXUS Program Discontinuation/Post-
. Discontinuation Foliow-up Form. The form can be submitted by fax {1-877-NPLATEQ
[1-877-675-2830]) or phone (1-877-NPLATEY [1-877-675-2831}).
+ Call 1-877-NPLATE1 (1-877-675-2831) to inquire about product returns.

[ 50 ot NeXus program DiscontiuatonPest Disconinuetan Folwo Fom

What ITP Reimbursement Support is Available?

The Nplate™ NEXUS Program will provide optional ITP reimbursement assistance (o
patients and healthcare providers.

TP reimbursement services include:

— Verifying insurance coverage

- Assisting with altemative funding options

~ Assistance with prior authorizations, claims, denials, and appeals

» Go to the Nplate™ Reimbursement Connection page

Nplate™ is d tor tha ia in patients with chronic immune
{idiopathic) lhmmhocympemc purpura (ITP) who nava had an insufficient responsa to

cor or sp Y

Nplate™ should be used only in patients with ITP whose degree of thrombocytopenia and clinical
condition increases the risk for bleeding. Nplate™ should not be used in an attempt to normalize
platelet counts

IMPORTANT SAFETY INFORMATION

Seﬂous ] with Np} in clinicat studies wers bone matrow reticulin
and ing th penia after Nplate™ dnsconhnuaucn Additional risks
include Bona Marow Fibrosis, Ti /T g Lack or Loss of
Response to Nplate™, and Hamalnlo.mal Mahgnanmas and Progressuon of Malignancy in
Patients with a P igting F or My y {MDS).

Nplate ™ {s not indi d for the of ia due to MDS or any cause of
thrambocytopenia other than chronic ITP.

Nplate ™ is available only through a restricted distribution program called the Npiate ™ NEXUS
{Network of Experis Understanding and Supporting Npiate and Patients) Program.

In the placeb studies, was tha most commonly reported adverse
drug reaction.

Homs | About Npiate™ NEXUS | Encoliment | Ordenng Nplate™
Support & Follow-Up | Risk Monitoring | Resources

22008 Amgen inc. All Rights Reserved  Nplato™ s a trademark of Amgen, Inc.
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Risk Monitoring

Monitoring Patient Safely With the Nplate™ NEXUS Program
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Enrollment Ordering Nplate™ Support & Fallow-Up Risk Monitoring Rasources

Resources

For your convenience, all our forms can he found below. Take a moment and bookmark
this page for future visits. . . .

Heaithcare Professional

B Nplate™ NEXUS Program Healthcare Provider Enroliment Form

B » Mplate™ NEXUS Program Institution Enroliment Form

s The Fpa Safety Information and Adverse Event Reporting Program - MedWatch Form

1 » Nplate™ NEXUS Program Healihcare Professional Brochure

B, Nplate™ NEXUS Progrém Discontinuation/Post-Discontinuation Follow-up Form

B, Nplate™ NEXUS Program: Bone Marrow Reticulin/Bone Marrow Fibrosis Form

) » Nplate™ NEXS Program; Hematological Malignancy/MDS Form

1 » Nplate™ NEXUS Program: Medication Erors Associations and Serious Outcomes Form

> Nplate™ NEXUS Program: Wersened Thromuocylopenia after Cessation of Treatment with Noiata™ Form
B » Nplate™ NEXUS Program: Thrombotic/Thromboembolic Comglications Form

Patient

5 » Npiale™ NEXUS Program Patiert Enrollment Form

) » Nplate™ NEXUS Program Patient Brochure

5 » Njpate™ NEXUS Program Patient Baseline Data Form

Nplate™ is indi d for the tr 1t of thrombocytopenia in patients with chronic immune
{idiopathic) thrormbocytopenic purpura (IT}) who have had an insufficient response to
conticostaroids, immunoglobulins or splenactomy.

Nplate™ shouid be used only in patients with ITP whose degres of thrombocytopenia and clinical
condition increases the risk for bleeding. Nplate™ should not be used in an attempt to normalize
platelet counts.

IMPORTANT SAFETY INFORMATION

Sericus adverse reactions associated with Npjate™ in clinical studies were bone marrow reticulin
deposition and worsening thrombocytopenia after Nplate™ discontinuation. Additional frisks
include Bone Marrow Flbrosis, Thrombotic/Thromboembolic Complications, Lack or Loss of
Response to Nplate™, and Hematolagical Malignancies and Progression of Malignancy in
Patients with a Pre-existing Hematological Malignancy or Myelodysplastic Syndrome (MDS).

Nplate™ is not indicated for the treatment of thrombocytopenia due tc MDS or any cause of
thrombocytopenia other than chronic ITP.

Nplate ™ is avallable only through a restricted distribution program called the Nplate™ NEXUS
{Natwork of Experts Understanding and Supporting Nplate and Patients) Program.

In the placebo-confrolled studies, headache was the most commonly reported adverse
drug reaction.

Home | AboutNplate™ NEXUS { Enroliment | Ordering Nplate™
Support & Follow-Up | Risk Monitoring | Resources

©2008 Amgen fnc, All Rights Reserved  Nplate'™ is a trademark of Amgen, Inc.
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Nplate™ (i'omiplostim)
, REMS ‘
Nplate™ NEXUS PROGRAM CALL CENTER

- The Nplate™ NEXUSV.Progr’am includes a call center component. The call center will be staffed
by NEXUS Specialists from a third party organization that ére agents of Amgen. The NEXUS
Sbecialists will be sp;aciﬁcally trained on Nplate™ NEXUS Program enrollment, fulfillment and
safety data collection. The NEXUS Specialists will be résponsible for processing of patient,
HCP, and Hospital[Institutiohal enrollments as well as facilitating ordering and distribution of
Nplate™. The NEXUS Specialists are also responsible for coordinating the intake and |
completion of the Nplate™ NEXUS Program Patient Baseline Data Form, Nplate™ NEXUS
Program Safety Questionnaire, the risk-specific adverse event report forms and the Nplate™
NEXUS Program Discontinuation/Post-Discontinuation Follow-Up Form, as well as intake of

initial spontaneous adverse reporting.

The Nplate™ NEXUS Program IVR system will include an emergency prompt that will be
staffed 24 hours a day, 7 days a week to manage urgent requests for Nplate™ for patients already

enrolled to the program.
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- Nplate™ (romlplostlm)

: 'PROCEDURE FOR PRESCRIBER DISTRIBUTION (HCPs/I-IOSPITAL/]NSTITUTION) X

: Objectlve . IR L o '

"To describe the procedure ut111zed to restrict dlstnbutlon of NplateTM (romlplostlm) to HCPs or
Institutions that are enrolled to the Nplate™ NEXUS Program in accordance. w1th the procedure
set. forth by the NplateTM NEXUS Program — s

" The followmg sectxons outlme the detalled procedures for '
l

B qf Enrollment 1n the NplateTM NEXUS Program for HCP Hospltal/Instltutlon and patlent
. Ordermg NplateTM o S :
. VNplateTM fulﬁllment _
- :Hospltal/lnstrtutlon dlspensmg
= Treatment continuation .
© - Treatment dlscontlnuatlon

- = Safety stocl< and emergency s,:hipments' ,

'_‘1,‘. S Enrollment in the. Nplate“" NEXUS Program o

R KE S Healthcare Provider Enrollment B

~HCPs (1nclus1ve of phys1crans and other HCPs granted prescrlbmg pr1v1leges) who w1sh to o

o : "prescrlbe NplateTM in an 1npat1ent or outpatrent settmg w1ll enroll in the NplateTM NEXUS

: Program by completmg an NplateTM NEXUS Program Healthcare Provrder Enrollment Form I

B whlch 1s 1ncluded in the NplateTM NEXUS Program Trammg K1t By 51gn1ng the form HCPs
: ) agree to comply w1th the program requlrements as stated in the NplateTM NEXUS Program ‘

s Healthcare Prov1der Enrollment F orm.

; HCPs w1ll e1ther fax the completed NplateTM NEXUS Healthcare Prov1der Program Enrollment

e ~Form to the NplateTM NEXUS Program or, once avallable complete an onlme form to enroll

. i HCPs w1ll recelve an enrollment conﬁrmatlon via fax ore- mall 48 hours or. sooner after

enrolllng in the program

o Once avallable HCPs w1ll have an optlon to enroll onlme and enter patlent data onlme on the .
- 7 NplateTM NEXUS Program websrte All data entered 1nto th1s system wrll be password protected-' .

N 'and tested for securrty

N2
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12 ~ Hospital/Institutional Enrollment 7

In addition to individual HCP enrollment, a hospital/institution that will order Nplate™ through
a central pharmacy for inpatient or outpatient use will need to enroll in the Nplate” NEXUS
Program in order to receive Nplate™. Institutiohs will be able to enroll online, once available, or
by fax. Each enrolling institution may designéte a person to be the point of contact for the
institution. The designated person may be a hospital administrator, pharmacy director, clinical
pharmacist, or any staff member the institution deems appropriate to internally coordinate the

logistics of the program.

In order to enroll, the designated person will complete an Nplate™ NEXUS Prdgram Institution
Enrollment Form attesting to program requirements. In addition to the enrollment of a désignated
person at a hospital, each healthcare provider who prescribes Nplate™ needs to be enrolled in the

Nplate™ NEXUS Program.

Prior to-enrollment of the institution, the designated contact will receive the Nplate™ NEXUS
" Program Training Kits for in-house training along with copies of the Nplate™ Medication
Guide. Amgen RMLs and sales representatives will be available as resources to institutions and

assist in the enrollment and training process.

1.3° Patient Enrollment |
The enrolled HCP will introduce a patient to the NplateTM'WXUS Program and review with the
patient the Nplate™ Medication Guide and the risk-benefit information for Nplate™. The

“enrolled HCP will assist f_he patient in the completion of Nplate™ NEXUS Program Patient ~
.-Enrolvl\{ment Form as stated in the Nplate™ NEXUS Program Healthcare Provider Enrollment
‘Form-and 'tﬁé Nplate™ NEXUS Program Brochure. Patients will sign an Nplate™ NEXUS

" Program Patient Enrollment Form acknowledging their review of the Nplate™ Medication Guide

and agreeing to enroll into the program and comply with program requirements.

The completed form is sent to the Nplate™ NEXUS Program fbr enrpllmeﬁt. The Nplate™ |
NEXUS Program will screén the patient identifying information for previous enrollment in the
Nplate™ NEXUS Program. A new patient enrollee will receive a ﬁniqﬁe Nplate™ NEXUS
' Program ID number; while a ﬁreviously enrolled patient is linked to and will receive the N

Nplate™ NEXUS Program ID humber previously assigned to them.
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| The NplateTM NEXUS Program will review the form for completeness and check that the - S '

treating HCP is enrolled in the program Non-enrolled HCPs w1ll be requrred to enroll by
‘completlng an NplateTM NEXUS Program Healthcare Prov1der Enrollment Form '

. 1 4 ' Ordermg

- »-Once the enrollment process is complete an HCP or Instltutlon can order NplateTM through 1ts |
: preferred wholesaler followmg the standard orderlng procedure for an 1n_]ectable NplateTM w1ll

| '.not be stocked w1th wholesalers Wholesalers w111 be mstructed to forward the order to the |
o NplateTM NEXUS Program An HCP or Instltutron can' also order NplateTM by contactmg the g
' '._’inlateTM NEXUS Program d1rectly ' '

Inan enrolled Inst1tut10n a de51gnated hospltal staff member in the central pharmacy w1ll check
N against a secure onllne database (or v1a telephone) whether the patlent and the physwran are ’

: enrolled in program before placmg the order

‘The number of patlents enrolled by a specrﬁc HCP and the number of vials being shlpped to the o
o ofﬁce w1ll be mamtamed in the NplateTM NEXUS Program database for aud1t1ng purposes

15 Fulfilment o S |
- NplateTM will only be d1str1buted by one speclalty dlstrlbutor that is part of the NplateTM NEXUS '

E : Program Inventory of the speclalty dlstrrbutor w1ll be replenlshed d1rectly by Amgen

o .On recelpt of the NplateTM order forwardcd by a wholesaler the spemalty dlstrlbutor w1ll check '

=

' ¢ That the requestmg HCP or lnstrtutlon is enrolled in the program

. That there are actrvely enrolled patlents treated by the HCP or Instltutlon ,
o VOn conﬁrmatlon the specralty dlstrrbutor w1ll ship NplateTM to the HCP of 1nst1tut10n Ifone or :

-more of the condltlons isnot met, the speclalty dlstrrbutor w111 contact the HCP and wholesaler :

e ‘to 1nvest1gate and resolve the order

: ,VHCPs and 1nstrtutlons wrll be allowed to return unused v1als of NplateTM Unused drug will be

, retumed followmg Amgen s exrstmg polrcy and procedures for drug réturns. - When a patlent

o : | dlscontlnues use.of NplateTM the product w1ll be accepted for retum from the physrclan\for full

e credlt
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) HCP contacts NplateTM NEXUS Program wrth 1dent1ﬁcatron for the patlent that drscontlnued

- This contact will also initiate the patient discontinuation process and completion of the

s Nplate™ NEXUS Program Dlscontmuatlon/Post-D1scont1nuat10n F ollow-Up Form by the

‘Nplate™ NEXUS Program

e The NplateTM NEXUS Program processes a return materlal authorrzatron (RMA) and
arranges for product plck-up ' S . , ,

K

e The NplateTM NEXUS Program recerves verrﬁes and processes retum
& The NplateTM NEXUS Program 1ssues cred1t

- 7 The NplateTM NEXUS Program will conduct audlts of shlpments to assure program complrance

B The HCPS or Institutions not compllant w1ll be dls-enrolled

P

1. 6 | Hospltal/ Instltutlon Dlspensmg and Recordkeepmg - . S, 7, ,

' For an Instltutlon a des1gnated staff member w111 check agalnst a secure onhne database (once
' avallable) or via telephone that both the prescrrblng HCP and the patlent are enrolled in the
: NplateTM NEXUS Program prlor to d1spens1ng NplateTM for 1npat1ent or outpatrent use.

~ - Enrolled 1nst1tut10ns will be requlred to mamtam drug accountablhty and reconcrhat1on records -

U () conﬁrm that every prescrlptlon of NplateTM recelved is from an enrolled HCP and for an

L enrolled patient, and to ensure detectlon of noncompllance Product tracklng 1ncludes the

' follow1ng 1nformat10n

. Name and unrque 1dent1ﬁcatron number of the enrolled prescrlblng healthcare prov1der

K 'Unlque identifier (program u) number name aate of b1rth address) of the enrolled patrent

- receiving Nplate. .

e _ Date of each Nplate order (1nclud1ng number of v1als ordered and vial s1zes)

(] Number of Nplate vials, vial sizes, -and date of each dose glven to each patlent

S . « - Overall inventory for the set perrod of time mcludmg the total number of V1als ordered

-' (1nclud1ng v1al 51zes) drspensed and m stock.

' To assrst 1nst1tut10ns w1th recordkeeprng, Amgen w1ll make avarlable a record template (hard
- copy and electronlc) 1nst1tut10ns may choose to use the1r own drug accountablhty and 7
: reconclllatlon records as long as all the requlred elements are captured Amgen w1ll conduct

: perlodlc audlts to assure program compllance and w1ll d1s enroll 1nst11utrons for noncomphance.‘ N
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1.7 " Treatment Continuation

The HCP and Institution reordering process is the same ordering process described above.

The Nplate™ NEXUS Program will assist in the transition of an enrolled patient from inpatient
to outpatient care. Inpatients that are enrolled in the Nplate™ NEXUS Program will be tracked
through the Nplate™ NEXUS Program Patient Baseline Data Form. As part of the form, the
inpatient HCP will fill in the name of the patient’s outpatient HCP. The Nplate™ NEXUS
Program will contact the outpatient HCP to fill in any missing data on the Nplate™ NEXUS
Program Patient Baseline Data Form and co‘ntinue‘ to monitor the safety of the patient according
to the Nplate™ NEXUS Program with the outpatient physician after the patient is discharged
from the hospital. If the outpatient HCP is not currently enrolled in the Nplate™ NEXUS
Program, assistance will be available for program enrollment. In addition, the Institution will
develop a system to ensure patients started on Nplate™ as an inpatient are transitioned to an
outpatient healthcare provider that is enrolled (or will be enrolled) in the Nplate™ NEXUS -~
Program. Patients enrolling into the Nplate™ NEXUS Program attest by signing the Nplate™
NEXUS Program Patient Enfollment Form that “If T receive Nplate™ in the hospital,,I

- understand that, upon discharge, I should immediately follow up with a healthcare provider to
_ determine if continued Nplate™ treatment is appropriate.” This guidance is also provided to

‘patients in the Patient ID Card and Dosing Tracker and Nplate™ NEXUS Program Brochure.

Patients and HCPs will be encouraged to contact the Nplate™ NEXUS Prograni if a change in

————HCP occurs for an-enrolled patient.-As part of the safety monitoring, the Nplate™ NEXUS

Program will also check patient rosters for each HCP and investigate any changes, On change of

~ HCP, the Nplate™ NEXUS Program will check the enrollment status of the new HCP and assist -

with program enrollment if the new HCP is not enrolled.
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1.8 Treatment Discontinuation

Treatment discontinuation can be initiated by the prescriber and/or the patient. Prescribers are
required. to notify the Nplate™ NEXUS Program if there is a discontinuatidn of therapy. In
addition, the Nplate™ NEXUS Program call center will become aware of a patient
discontinuation through monitoring of monthly orders, and/or contact with the prescriber when
300mpleting the Nplate‘TM NEXUS Program Safety Questionnaire. When notified of a |
discontinuation of therapy, the Nplaté:TM NEXUS Program will request the reason for therapy
discontinuation and follow-up with additional safety questions as appropriate. Follow-up will
include inquiry on specific solicited risks associated with Nplate™. The HCP will be prompted
to complete the Nplate™ NEXUS Program DiscOntinuation/PostjDiscontinuation Follow-Up
Form upon patient diséontinuation, and no later than 6 months after discontinuation. Amgen
Global Safety will coordinate additional investigation based on Amgen standard procedures on

" discontinuations due to adverse events or loss of efficacy.

~ The Nplate™ NEXUS Program will attempt 3 contacts (two fax and one telephone contact)
within a 6-month period if the healthcare professional does not complete the Nplate™ NEXUS
Program Discontinuation/Post-Discontinuation Follow-Up Form within the ascribed 6-month
period. If the Nplate™ NEXUS Program is not able to obtain the necessary response, the patient
will be sent one certified letter requesting information regarding the discontinuing of NplateTM.

If the HCP fails to comply with program requirements, dis-entollment procedures will be

initiated A A S

Following discontinuation of treatment, an HCP may decide to resfart a patielit on Nplate™,
Upon restarting treatment, patients will “re-enroll” by signing an Nplate™ NEXUS Program
Patient Enrollment Form following the same process for new patients. To ensure continuity of

records, the re-enrolling patient will be reassigned their original Nplate™ NEXUS ID nu_fnber.
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19 SafetyStock , . : R -
Enrolled HCPs w1ll have the optron to carry a safety stock of 2 v1als of NplateTM Enrolled
| 'hospltals will have the optlon to carry a safety stock of 10 v1als The safety stock 1s a small
' ,quantlty of NplateTM and can only be used for enrolled patrents therefore Amgen does not

ant1c1pate mapproprlate use and/or addrtronal safety concerns. A summary of the procedure for

IR ordermg and replemshmg a safety stock of NplateTM is as follows

- e ;The enrolled HCP (or de51gnated hospltal person) wrll order safety stock dlrectly from the
- NplateTM NEXUS Program .

,shrpped beyond the 11m1t of 2 vials (for an HCP) or 10 vials (for a hospital).

& The HCP will enroll a patrent followmg the regular procedure Because the patlent will

~receive doses from the safety. stock; the HCP will also spe01fy the number of vrals (T or 2)
that-will be admmlstered to the patlent

S g e The NplateTM NEXUS Program wrll ﬂag the request SO- that no addltronal safety stock can be o B

EE The NplateTM NEXUS Program will process the request for NplateTM sunrlarly to the regular :
. process; the NplateTM NEXUS Program will also authorlze a shipment to replenlsh the safety

stock ,

‘V In case of emergency an HCP may contact the NplateTM NEXUS Program drrectly and request an
‘emergency shrpment NplateTM w1ll be shlpped w1th1n 24 hours whereby the HCP and patrent

- will then be enrolled to the NplateTM NEXUS Program The NplateTM NEXUS: Program w1ll

, ,follow up w1th the HCP to. enroll to. the program and request the HCP to enroll the patrent into |

the Program




Nplatam (romiplostlm) NEXUS Program lnstitutlon Enrollment Form

| understand that Nplate™ (romiplostim) Is only available through the NplataTM NEXUS ngrarn (the ”Program”) Ahealtheare professlonal must
~ be enrolledin the Nplate™ NEXUS Program to prescribe Nplate™. Patients must be envolled in the Nplate™ NEXUS Program to tecerve Nplate™,
_ - Nplate™will be distributed to envolled hospitals/nstitutions via a drop ship program througli whigh Amgen retains direct control over these
- Nplate™ putchases. Enrolled hospitals/institutions may order Npfate™ through their usual distributor or throuigh the Nplate™ NEXUS Program
~ - directly, whichever they prefer. f ordered through the distributor, the distributor will wansmit the order to the NplatrtTM NEXUS Program fordrop
~ shipment. | agree to comply wrth the following Prr)gram requrrements on behalf of my institutlon- :

’ Develop asystem, order sets, protocols, of: other measures to ensure that Nplnttr”4 is only dispensed to inpatrents and outpatlents (eg, -
2 clinn:) after venlyrng that the prescrlbing healtheare provlder and patient areenrolled i in 'the Nplate™ NEXUS Prdgram, ' -

«Trainand provrde edudatlonal materials to approprlate staff responslble for presrnbmg, dlspenslng, and admrnisterlng NplateTM regardlng
“the safe and appropriate use of Nplatg™, program monitoring requiremients (including dlspensmg a Medicatlon Gurde wrth eadr dose),
program adverse evetlt reportlng requlramems, and lnstltutlon documentarlon requlrements, R v

K To develop a'system to énsure patients started on Nplate™ as mpatlenta are transltloned o an outpatlent healthcare provldor who is
onrolled (or wlll be enrollecl) rn the Nplatem NEXUS Program, and t ,

T develop a process and system 10 tratk NplatttTM NEXUS Program compllam:e and cooperate wlth perlodlc audrts to assure that Nplate'M
is used in accordanice with the program requirernents, Produict tracking includes the foIIoWrng information; - S .

. Name and unique lderrtlﬁratlon number of the envolled prescnblng healthcare provider - :

- +Unique identifier (P"°9ram 1D number, name, dete of blrtlr address) of the enrolled patlent recelvrng NplntoTM :

-« Date of each Nplate™ order (rnoludlng numbet of vials ordered and vial sizes). :
’ Number of Nplate™ vials, vial sizes, and date of each dose given to each patlent .
¢ Overall inventory for tlte set perlod of time lncludlng the total number of vials ordered (rnrludlng vial slxes), dlsperrsed, and in stoek

- NEXUS Specialists and Amgen represontatlves are avallable as resources to healthcare provrdori toassist in NplatnTM NEXUS Program anrollment
‘and Nplate™ training. An Nplate™ NEXUS Brogram Training Kit Is available to inform prescrlbers of Nplate““ and the NplateTMI N!XUS Programr .
- If you nieed additlonal ldts, please speclly the number needed below. . - ,

. ' .'Please send an addltional Nplatew NEXUS Program Trainlng Krts

.Amgen will be regularly evaluatlng prograrn cornpllanee 10 ensure that program objectlves aré met Amgen reserves the rlglrt to termlnate an
-~ Institution’s enrollmient at any time based upon the nstitution's noncomplrance wrtlr program requrrements ortake other approprlate
measures to assure that program objaetlves are met v

',Aumonzedlnmmnonsignarun P j e

, ' ,Autlrorized Instltutlon Name (print)

lmtnttlonlmllmanolnﬁmnon o

o .,InstitutlonName et

" Prmary Ship-to Address ___ i

.'crry;sta:ozrrcoae o i e

N - RSy DEANumbor e

,"(lmtitutiquolntolContact) e i :; Phone( l SN 1 35 JNES

- ,PleasefaxthiaeompletedfonntetlleNplate"M NEXllsProgramatl-s??-é?S«zﬁo s

- K NXUS Specialist will follow up ta obtain information for rommunlration, slnpplng and ordmno

" You will eceive errollment confirmation via fax within 48 hours. :
“ For questions regardlng the lllplateTM NEXUS Progranr rall lﬂa77-NPtAT§1 (1-877 6T§~283t)

rageroft

Metwork of (Xperts lJmlerstarnﬁnq andd inq ! im) and patients

L T e T T T oo Agen, Nlighseeved 408 PHOYT
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Nplate™ (romiplostim)
REMS

PROCEDURES FOR DIRECT SHIPMENT TO REGISTERED HEALTHCARE

PROVIDERS AND HOSPITALS/INSTITUTIONS

Ob Jectlve

To describe the procedure utilized to restrict distribution of Nplate™ (romiplostim) to
healthcare prov1ders and hosp1tals/1nst1tut1ons that are enrolled in the Nplate™ NEXUS
Program.

Action

o The Nplate™ NEXUS Program maintains and updates a list of enrolled healthcare
providers and hospitals/institutions to receive and dispense Nplate™.,

o Amgen ships Nplate only to the central distribution center which is part of the
Nplate™ NEXUS Program.

o ‘Through the Nplate™ NEXUS Program, the central dlstrxbutlon center will only ship
Nplate to enrolled healthcare providers and hosp1ta1/1nst1tut1ons treatlng enrolled

- patients.

o Healthcare providers and hosp1tals/ institutions place orders for Nplate through their
normal procurement channels (i.e., wholesalers) or directly through the Nplate™
NEXUS Program.

o Wholesalers transmit orders made by healthcare promders and hosp1tal/1nst1tut1on
orders to the Nplate™ NEXUS Program either electronically or manually.

o Wholesalers, except the Nplate™ NEXUS Program central distribution center, are not
eligible to carry inventory of or distribute Nplate. '

o The Nplate™ NEXUS Program central distribution center receives the order either
from the wholesaler, healthcare provider, or hospital/institution directly and verifies -
that the healthcare provider or hospltal/lnstrtutlon is treating enrolled patients.

o Once enrollment is verified, Nplate is shipped d1rectly to the healthcare

R —provider’s-office or hospital/institution ———

o Ifenrollment cannot be verified, the customer is contacted by the NplateTM

NEXUS Program specialist to assist with enrollment
o Orders are shipped from the Nplate™ NEXUS Program as follows:

o The number of vials ordered are packed in an appropriate cold shipping
container, addressed to.enrolled healthcare provider’s or
hospital’s/institution’s name and address

o' The shipping container is sealed and staged to the outbound staging area
for pick up by an authorlzed dehvery service for dehvery per customer
request

o V1a the invoice, the Nplate™ NEXUS Program notifies the customer’s des1gnated

wholesaler through which the order was placed, that the shipment to the enrolled
healthcare provider or hospital/institution has been made,




2l Pathnl; Information
| Patient Name___ RN
| Gender: Female o Male O llate ofBirth (MM/DD/YY)
ol "MallingAddress it bt
',f_'cny State, 2IP_ —,-f S lene( Dot
N E~mall (optldnal)_ it »Is Nplate’"‘ belng lnltlated ln the inpatient setting? l:lYesD Nn
S _‘,"llealtlldare Providerlnfnrmatlom» R N B |
| Treating Healthcare Prdvider NEXUSlD (epnon‘an
'.".'_,Address R R,

pmm() () E*mﬂ

Npla’ce"""I (rdmiplnsllm) NEXUS Prograzm Patient Enrollment Form

| <1 have zead and understand the Medicatlon Guide lar Nplate"“ that rny presenber has glven to me
| I have asked and dlseussed any questidns or ¢oncems about NplateTM or my treatment with my healthcare provlden

Patient Acknowledgment _

e

* Iam aware that NplateTM is assnclated with the lnllnwlng risks: - SRR :
- Long~term use of Nplate™ may cause dllanges in my bone marrdw These changes may Iead to ahndrmal
_blood cells or my body making less blogd cells. - :

[ - When I stop receiving Nplate"“ my low blood platelet count (thmmboeytopenla) may beenme worse than

| - Npldte‘"' may worsen bload cancers: Npldte““ is hot for Use. in patlents wnh blaod cancer ora preeanderdus

3 . I wvll repnrt any adverse evanes t0. my presedber -

e lflrmwe Nplate'” in the lldspltal Iundemand lhae, upon dlschalge,lshnuld immediately follow un wlena " |

[ <t undﬂstand that I should always earry my Patlent lD Card and llnslng Traelcer

 bafore | started receiving Nplate™. - | |
| nave 3 higher chance dl gettlng a hlndd dot lf my platelet count lstoa high during :reatment with Nplale‘“‘

~ condition called myelddysplasdd syndrome (MDS) T IR :

 healtheare provider to determine if continued Nplate™ treatment s appropnald

o mgetay

lostim) and patients




- Pationt Acknowledgment (cont’d)

| . I musi notify the Nplate““ NEXUS Program if swrtch toa different healtiieare provlder for NpIate‘M troatment'
by oalling 1-877-NPLATEY (1-877-675-2831). |

y undersrand that in order 10 receive NplatoTM I wiII be automaiieally onroliod in the NplatoTM NEXUS Program. _
- My healthcare provider will monitor how | am doing on Nplate™ and report to the Nplate™ NEXUS Program '
- every 6 manths about certain serious side offocts, and to make sure Npiato‘"' Is right forme. - :

« | understand that if | do not sign this Patront Acknowlodgmene, ] will not bo enrolied in the Npiate“" NEXUS
Program and wili not be abloto rocervo N|:ilato.TM R _
PatiqntSignamre ' : j : '7 Bate (MM/DB/YY)

Pationt Authorrzanon for Drsclosure and Use of Hoalth Informatron

S I horeby authorize oach of my physicians, harmacists, and other hoaithoaro oroviders (rogorher my
, V”Providers”) and each of my health insurers (togother, my”lnsurers”) to disclose my personally rdentiﬁable
health information, including information related to my medical diagnosis, condition; and treatment .

' (Inoluding lab and prescription informairon), my health insurance, and my name, address, and telephone -
. number (together, my“Health Information”) to Amgen Inc, its agents and representatives, including third
S parties authorized by Amgon Inc. to administer the Nplate‘"‘ NEXU$ Prograrn (togethor "Amgcn”) for the

~ purposes described below. -

Speeiﬁoaily, I auihorizo Amgon to rooeive use, and diseioso rny Hoalth Informarion in order to o S
s i) enroll me in the NplateTM NEXUS Program and administer my particioation (including contacting me) in the o

— Nplate™ NEXUS Program; s
(1l) Interact with my: Provrdors regarding shrpmont and receipt of Nplato‘“‘ and regarding drrect drog shipment ' ‘
- tothe aporopriate site; : |
S (] ovaiuate the safory of NplateTM and the effeotiveness of the Nolato‘M NEXUS Program S
o w provioe me with educational kits and other rnformation wiih respeei to iiio Nplate’” NEXUS Prograrn
. and/army medical condition, _ RN - ,
'(VP) contact my Provldors to coilect, entor aod rnolntain my Heaith inforoiation io a databaso, S o

i (vi) make Snomissrons to governmam agendies a and other authoriiies, irroioding, but not limited to, the PDA
B reoarding matters such a adverse events and Nolatem NEXUS Prograrn eﬂoetiveness, o |

e




(vii) as relating to a diagnosis of ITP verifv my insurance coverage, view rermbursemem issues enrol) me iuro
appropriate assistance programs, i and assist wirh the edjudrcadon of claims, which aetrvities may inelude
" interaction wieh my Insurgrs; -
(vill) fiuther use and disclose my Health lnformation 3s required or permitted by appiicable Iaw and
- (ix) derrdentiiy my Health lnformatien for use o disclosure as permitted by applieable law. .
o understand thet once my Health lnfermatlon has been disclosed to Amgen, federal privacy Iaws mayno-
longer protect the information and that my Health Information r may be subject to re-disclosure. However,
' Amgen agrees to protect my information by using and drsclosmg it only for the purposes deserrbed _
- lunderstand that | am not required to sign this Aurhorization. However, if| do not sign, | will not be able to -

- enrollin the Nplate“" NEXUS Program to receive Nplete‘"‘ and may not receive the other servires described
above, Otherwise, however, my treatment, payment for treatment, insurance enrollment, or eligibility for. .
insurance beneﬁrs,wrll not be directly affected by my deeision not tosign this Authorization. -

o urrdersrend that | may revoke (withdraw) this Authorization at any time by faxinga signed, written request
~ to: The Nplate™ NEXUS Prograrn, at 1-877-NPLATEO (1-877-675-2830). Amgen shall notify my Providers and
- Insurers of my revocation,wha may no longer disclose my Health Information to.Amgen once they have
‘reeeived and processed that notice. However, revokrng this Auehonzatron will not affect Amgen's ability to use
and disclose my Health Information that it has already received to the extent permrtted under appiicebie faw,
If1 revoke this Aurhorizatron,l will ne lenger be able to participate in the Nplate™ NEXUS Program to reeeive
Nplate™ and may not receive the other services described above. o

. This Authorization expires ten (10) years from the date thar I sign it.

- understand and agree with the terms and conditions of this three-epage Aurhorizetion | aiso undersrand Jrat
I have a right 10 reeeive a eopy ofthis Authorizetion upon requesi _

Y

Signaruro of Petient or Persorral Repreeerrraiive : Date (MM/BD/W)

.";'Printed Name oiPaiient or Persoual Representelm o

1 upeneenrpieuen, please faxatopy © rnr Nnrerem erus Prugram et1~877eNPLATEO (1«377e75«eeae) R

hagedofs

Network of EXperts Understanding § and Supporting Npfate ™ {romiplostim) and patients
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Welcome to the Nplate™ (romiplostim) NEXUS Program.

Nplate™ is only available through the Nplate™ NEXUS (Network of EXperts Understanding and Supporting Nplate™ and patients)
Program. This program is designed to inform you about the risks and benefits of using Nplate™. You and your healthcare provider
will be able to discuss these risks and what this means for you. You will receive a Medication Guide as part of the program brochure
which will describe the risks and benefits of using Nplate™.

The Nplate™ NEXUS Program includes a registry that requires all patients treated with Nplate™ to be enrolled. Part of the registry
requires that your healthcare provider monitor how you are doing on Nplate™, to report to the Nplate™ NEXUS Program every
6 months about certain serious side effects, and to make sure Nplate™ is right for you.

Your healthcare provider will explain the content of the Nplate™ NEXUS Program Patient Enroliment Form which you must sign
before receiving the medicine. After you are enrolled, you can start Nplate™ treatment. Only a healthcare provider can give you
Nplate™ by an injection under your skin.

The Nplate™ NEXUS Program also provides additional educational material including:

+ “What is Nplate™ NEXUS?”"—a brochure for Nplate™ patients and caregivers, including the Medication Guide
+ Patient ID-Card and Dosing Tracker

What is Nplate™?

Nplate™ is a man-made protein medicine used to treat low blood platelet counts in adults with chronic immune (idiopathic)
thrombocytopenic purpura (ITP), when other medicine to treat your ITP is not the best choice for you or surgery to remove the
spleen has not worked well enough.

What is the most important information | should know about Nplate™?
Nplate™ can cause uncommon but serious side effects:

« Bone marrow changes (increased reticulin and possible bone marrow fibrosis). Long-term use of Nplate™ may
cause changes in your bone marrow. These changes may lead to abnormal blood cells or your body making less blood
cells. The mild form of these bone marrow changes s called “increased reticulin.” It is not known if this may progress
to a more severe form called “fibrosis.” The mild form may cause no problems while the severe form may cause
life-threatening blood problems. Signs of bone marrow changes may show up as abnormalities in your blood tests.
Your healthcare provider will decide if abnormal blood tests mean that you should have bone marrow tests or if you
should stop taking Nplate™.

Nplate™ (remiplostim}

‘Nexus

! Network of EXperts Understanding W and Supporting Nplate™ (romiplostim) and patients



« Worsening low blood platelet count (thrombocytopenia) and risk of bleeding shortly after stopping Nplate™,
When you stop receiving Nplate™, your low blood platelet count (thrombocytopenia) may become worse than before
you started receiving Nplate™. These effects are most likely to happen shortly after stopping Nplate™ and may last about
2 weeks.The lower platelet counts during this time period may increase your risk of bleeding, especially if you are taking
a blood thinner or other medicine that affects platelets. Your healthcare provider will check your blood platelet counts
for at least two weeks after you stop taking Nplate™. Call your healthcare provider right away to report any bruising
or bleeding.

» High platelet counts and higher chance for blood clots. You have a higher chance of getting a blood clot if your
platelet count is too high during treatment with Nplate™. You may have severe complications or die from some forms
of blood clots, such as clots that spread to the lungs or that cause heart attacks or strokes. Your healthcare provider will
check your blood platelet counts and change your dose or stop Nplate™ if your platelet counts get too high.

« Worsening of blood cancers. Nplate™ is not for use in patients with blood cancer or a precancerous condition called
myelodysplastic syndrome (MDS). If you have one of these conditions, Nplate™ may worsen your cancer or condition and
may cause you to die sooner.

What are the possible side effects of Nplate™?
Nplate™ may cause serious side effects. See “What is the most important information | should know about Nplate™?”

The most common side effects of Nplate™ are:

* Headache + Pain in arms and legs
* Joint pain + Abdominal pain

* Dizziness « Shoulder pain

* Trouble sleeping * Indigestion

* Muscle tenderness or weakness  « Tingling or numbness in hands and feet

These are not all the possible side effects of Nplate™. Tell your healthcare provider if you have any side effect that bothers you or
that does not go away. For more information, ask your healthcare provider or pharmacist.

If you have any questions about this information, be sure to discuss them with your doctor. You are encouraged to report negative
side effects of prescription drugs to the FDA. Visit www.fda.gov/medwatch, or call 1-800-FDA-1088.You may also report side
effects to the Nplate™ NEXUS Program at 1-877-NPLATE1 (1-877-675-2831).

Please visit www.nplate.com for more information.
At Amgen, our mission is to serve patients.We are honored to be of service to you.

Thank you,
The Nplate™ NEXUS team / Nplate™ (ramiplostim)

Nexus

i . Network of EXperts Understanding W, and Supporting Nplate™ (romiplostim) and patients




Nplate™(romiplostim)

/ Nexus

Network of EXperts W Understanding and Supporting Nplate™ (romiplostim) and patients

What is Nplate™ NEXUS?

A brochure for Nplate™ patients and caregivers,
induding the Medication Guide
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Please filf in this information as you begin Nplate™ (romiplostim) therapy.

Patient name

Weight in kg at start of therapy
Platelet cotnt at start of therapy
Physician name

Physician phone number

Give this card to your healthcare provider every time you
receive Nplate™ or get your platelet count checked.

DOSE

DATE
(meg/kg)
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Nplate™ is a man-made protein medicine used to treat low blood

platelet counts in adults with chronic immune (idiopathic)
thrombocytopenic purpura (ITP), when other medicine to treat your
ITP is not the best chaice for you or surgery to remove the spleen
has not worked well enough.

© 2008 Amgen. All rights reserved. [code] 7/08

Nplate™ can cause uncommon but serious side effects:
bone marrow changes, worsening low blood platelet count
and risk of bleeding shortly after stopping Nplate™, high
platelet counts and higher chance for blood clots, and
worsening of blood cancers.

If you receive Nplate™ in the hospital, upen discharge, you
should immediately follow up with a healthcare provider to
determine if continued Nplate™ treatment is appropriate.

For more information about Nplate™, please see the
accompanying prescribing information and medication
guide or visit www.nplate.com.

You can call the Nplate™ NEXUS Program at 1-877-NPLATE1
(1-877-675-2831) for more information about Nplate™
therapy.



Patient ID Card and Dosing Tracker

Keep track of important Nplate™ information by giving this
card to your healthcare provider every time you receive
Nplate™ or get your platelet count checked.

Nplate

romiplostim

Nplate

romiplostim

For more information about Nplate™, please see the accompanying Presribing
Information and Medication Guide, or visit www.nplate.com.

© 2008 Amgen. All rights reserved. [code] 7/08
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NplateTM (romlplostlm)
NplateTM NEXUS PATIENT SAFETY REGISTRY

All patlents treated with NplateTM w1ll be enrolled in the NplateTM NEXUS Patlent Safety
o Reglstry (PSR) to collect 1nformatlon regardlng thelr demographlcs baselme status, treatment

E and adverse events

B events (SAEs) assoc1ated w1th the use of NplateTM : f .

E ,rrapart ﬂom the sollc1ted SAEs

. In addltron the reglstry wrll encourage the usual spontaneous adverse event reportlng for events

‘\..

: ,'Pri_ ; y obfe?1v .

-« To calculate the 1nc1dence of predeﬁned serious adverse events (SAEs) associated w1th
risks of Nplate™ that resulted ina serious outcome in patients rece1v1ng NplateTM .

> Se_r_n lary ob'ect" es:

e To calculate the. 1nc1dence of all other SAEs and non—serrous AEs among all patlents who
receive NplateTM therapy ' : co : _

¢ To calculate the 1n01dence of NplateTM d1scontmuatlon due to occurrence of an AE _
S e To determme whether NplateTM treatment should be contmued for another 6 months R A B
' Key elements of the Nplate™ NEXUS Patlent Safety Regrstry 1nclude R L

A L All patrents enrolled in. the Nplate?&NEXUS,Program are mcluded in the Pat1ent Safetv
o Regrstry T .

e All available patlent baselrne demographlc and d1sease characterrstlcs w1ll be captured
and entered into the reglstry for all enrolled patlents L : :

e  HCPs will be encouraged atall’ contacts to report adverse events in real tlme by
contacting the Nplate™ NEXUS Program call center. All reported SAEs: will be '
o followed _up.by Amgen Global Safety (AGS) for completeness and outcome

S At6 month 1ntervals the. NEXUS Spccrallsts will ask the HCP if any predeﬁned SAE
-~ associated with NplateTM risks was observed in their patient(s) rece1v1ng ‘Nplate™
- therapy and whether Nplate™ treatment should be reauthorized ‘using the Nplate™ ) :
- NEXUS Safety Questionnaire. The predefined risk of worsened: thrombocytopema aﬂer R
cessation of treatment will be captured in the Patient Discontinuation/Post - - o
-~ Discontinuation Follow-Up Form and in the ‘Worsened Thrombocytopema after .
-7 Cessation of Treatmerit with NplateTM Form. Ifa predeﬁned SAE was observed, the
- /NEXUS Speclallst will ask if it has been reported to the Nplate™ NEXUS call center. If
- ithas not, the NEXUS Specrallst will faclhtate the 1ntake of the event us1ng specrﬁc pre- B
3 deﬁned form for each risk. Lol o

o The NEXUS Speclahst w111 also ask the HCP if ¢ any other not predeﬁned SAE
SO0 was observed and if'i it was prev1ously reported by the HCP to the NplateTM




'BL 125268 NplateTM (romplostlm) ,' o - Amgen Inc.
_REMS SubmrssmnAugust 12, 2008 EERE S SR

NEXUS call center If it was not, the NEXUS Spe01alrst wrll facﬂltate the 1ntake

-of the SAE..

" e - Patient dlscontmuatron due to an AE will be captured in the reglstry If dlscontrnuatron is
“attributed to a predeﬁned SAE AGS will conduct standard follow-up 1ncludrng capturrng
: relevant detalls in Amgen’s safety database. ‘ .

.~ The aggregate data collected in the PSR will be revrewed at least semi- annually

'_Patlent Safety Reglstry Desngn

" 'The PSR isa srngle arm reglstry of all patrents recervmg NplateTM therapy in the US NplateTM '

L treated patrents wrll be enrolled and followed—up in the PSR through thelr prescrrbmg HCPs

. Collectlon of Baselme Patlent Demographrc Informatlon

, "All patlents rece1v1ng NplateTM will be enrolled in the NplateTM NEXUS Program At that trme =

: _patrents will be entered 1nto the PSR by the submrssron of basrc demographlc 1nformatron (name

; » ‘date -of- b1rth and gender) to the NplateTM NEXUS Program call center usmg the NplateTM ‘

~ - NEXUS Patient Program Enrollment Form, The HCP wrll be requested to provrde all addltlonal

avarlable basellne data at the time of enrollment or w1th1n 30 days of the patrent enrollment us1ng

7 the NplateTM NEXUS Patlent Baselrne Data Form.

The HCP or HCP representatrve wrll be prompted three tlmes w1th1n the ﬁrst 30 days of patlent

C enrollment to provrde any addltronal avarlable patlent baselme data Thrs data can be provrded

- drrectly to the NEXUS Spec1allst viaa telephone 1nterv1ew or by completmg the NplateTM
- NEXUS Patrent Baselrne Data Collect1on Form onhne ~This data w1ll be collected for each-

e patrent to the extent ‘the 1nformat10n is avarlable If the basehne data recerved is not complete .
“the NplateTM NEXUS Program has standard operatrng procedures for collectmg mlssmg '

' 1nformatron as listed below . '
- t}:' An emarl or a fax (based on site’s preference) is sent to the srte at Day 5
e 7'lf the basellne data is still not completed by Day 15 a telephone call is made to the srte/

]it“ If the basellne data is. stlll not completed by Day 30 an emall or fax (based on s1te S

,:' preference) 1s sent to the 51te on Day 30

3 - Contact attempts w1ll be logged wrth each attempt on Days 5 15 and 30

: !. It the basellne data is st111 not completed aﬂer Day 30, then Amgen contacts the site, and the .

’drs enrollment process is consrdered ‘ :' .

- "Certrﬁed letter is sent to the HCP mformmg on a pendlng drs enrollment and remedlatron B

, _procedures S




- Nplate™ NEXUS Program, nor w1ll 1t be used for the evaluatron of’ patlent d1agnos1s or

~BL 125268 Nplate™ (romplostim) - AmgenInc,
-VREMS Subm1ss1on August 12, 2008 SR R ' :

« If no response after 14 days of the recerpt of the certlﬁed letter, dlS enrollment procedures

: begm o

Consent to pr0V1de thls mformatlon to the sponsor is glven in both the Nplate™ NEXUS
Healthcare Prov1der Enrollment Form and in the NplateTM NEXUS Patient. Program Enrollment
Form. Prov1s1on of the data w1ll not be used as criteria for 1nclus1on or exclus1on mto the -

/
treatment ‘The data w1ll serve as a bas1s for comprehensrve assessment of the predeﬁned SAEs

as well as for statlstrcal analys1s These data w1ll be ut1llzed as aggregate data in NplateTM safety '

:"'analyses T R S

Table 1 Descrlptlon of Baselme Characterlstlcs for All Patlents Usmg NplateTM 3

Data obtained at mltlal patlent R Addltlonal data obtamed w1thm 30-
- | enrollment in NplateTM NEXUS -~ . | days of patlent enrollment in the
' _Proggam et i NplateTM NEXUS Program '
Patient name S o R Race (optronal)
“|Gender . . i Duratron of ITP or dlsease for wh1ch
o T ' Nplate™ is prescribed ' :
/| Birth-date - o e - | Pre-treatment platelet count (prror to
. ' : ' rom1plost1m) -

B Prevrous therapres (for ITP or for :
disease for. wh1ch NplateTM is
 prescribed) - -

———— ,Splenectomy stamq ,' B

“ Results of any prevrous bone marrow |
- | biopsy, rf available' ’

Previous history of bone marrow -
abnormalities - . ,
| Concomitant med1cat10n use for ITP
or for disease for wh1ch NplateTM is

| prescribed

o Preexisting comorbld condltrons at
baselme (1e TE events neoplasms)
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Collectlon of Adverse Events

Enrolled HCPs will be educated on the purpose and ob_|ect1ves of the PSR. They will also be
educated on the romiplostim r1sks and instructed to report adverse eventsto the Nplate™
NEXUS Program call center. Healthcare providers will be encouraged to report all adverse
events in real time. All reported predefined and not predefined SAEs will be followed up by
Amgen for completeness and outcome. All predefined SAEs and suspected unexpected serious
-adverse reactions (SUSARs) will be deemed related to Nplate™ treatment by default. and

reported to the agency in an expedited manner as 15 day reports.

In addition, the treating HCP will be prompted and reminded every 6 months to complete the
Nplate™ NEXUS Safety Questionnaire for each patient receiving Nplate™. The 6-month review
cycle will be HCP-based and'determined at the time of HCPLenrollment—;\ all newly enrolled
patients will be entered into their respective HCP’s 6-month review cycle. The purpose of these
communications are to 1) remind the HéP of the importanee of reporting adverse events
observed in patients receiving Nplate™, 2) ask if the HCP observed and reported any SAEsin .
their patient receiving Nplate™, 3) facilitate the intake of any non-reported SAE, and 4) ask the

HCP if Nplate™ treatment. should be eontinued/reauthorized for the next 6 months.

Reported cases of SAEs w1ll be followed by Amgen using the processes established for intake of
spontaneous serious adverse event reporting as noted in Amgen Standard Operating Procedure.

The Amgen safety database will be the repos1tory of all AE reports received.

SAE reports w1ll be sent to Regulatory Ageno1es in an exped1ted manner per Tocal regulatory .

requ1rements

Pat1ents enrolled into the Nplate™ NEXUS Program who experience an AE will be able to
report the AE directly to the Nplate™ NEXUS Program call center. The AE reported by the
patient will be triaged in the Nplate™ NEXUS Program call center and entered into the Amgen

safety database as a spontaneous consumer report.

All serious, medically confirmed AEs will be reported in the Periodic Safety Update Report
.(PSUR) to FDA. All reported adverse events included in the PSR will be searchable in the
: Amgen safety database for analy51s as needed, by event or by patient. These data will be

analyzed, tabulated, and distributed 1ntemally every 6 months and whenever needed.

Re-assessment of risks will be based on drug exposure which is dependent upon frequency of

events and patient enrollment into the program
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An independent External (non-Amgen) Advisory Panel will be established to provide an
objective assessment of the predefined SAE data; the Panel will be scheduled to meet semi-

o~

+ annually.

Patient Lost to Follow-up

If during the 6-month Nplate™ NEXUS Safety Questionnaire call, a patient is reported by the
HCP as ‘lost to follow-up’, the NEXUS Spécialist will attempt to contact the patient via one
certified letter. If the patient is reached and has switched to a diffefént HCP, the NEXUS
Specialist will check against the HCP database and verify if the current HCP is enrolled in the
program. If the patient indicates that treatment has been discontinued, the NEXUS Specialist
will inactivate the patient from the database and close the file. If applicable, Amgen will induire
whether the patient discontinued Nplate™ due to an adverse event and will collect the safety

information according to the procedures highlighted in the Nplate™ NEXUS Patient Safety
Registry. - '




AMGEN® Nplate™ (romip im) NEXUS Program Patient Baseline Data Form

1. Patient Information

" Race Upon initiation of Nplate™
Initials: 0 Male O Female DAL th':,.apy’ is this paﬁzm:

O inpatient [ Qutpatient

! ! ] a ] [} If inpatient, referring
ICD-9 Code: —m mm  m Diagnosis: Caucasian  Asian Hispanic | physician:
NplateTM NEXUS Date of Birth: m} . CCther: Telephone‘Number:
i P / / African
Patient ID#: |l

American

MM/DD/YYYY
2. Patient ITP Information

Previous Treatment with Nplate™ prior to enroliment: 0 Yes O No
Nplate™ Start Date in Lo/
NEXUS: (MM/DD/YY) If Yes, From: —/—F —— To: —/—/__
AMM/DD/YY) (MM/DD/YY]
Baseline Platelet Count Prior to Initiation of Nplate Therapy : (x 10%/L)
Splenectomy O Yes 8 No If known, when: Ll o)
(MM/DD/YY)
Previous ITP Therapies
Start Date Stop Date
(MM/DD/YY) {(MM/DD/YY)
Corticosteroids: OYes [OINo N I
Date ITP Was First IVig: OYes 0ONo / / / /
Diagnosed Danazol: OYes ONo e LY
Rituximab: OYes DONo Y b/ Rty
AR Interferon alpha: OYes ONo e = 1
(MM//DD/YY)
Azathioprine: OYes [OINo e/ I
O Unknown Cyclophosphamide: OYes [ONo 1 1
Other: 1 A )
Other: ——f——I ==
Unknown: 0O
Current ITP therapies O No [ Yes, select one or more of the following: | previous Bone Marrow O Yes
0 Corticosteroids 0 1vig O Danazol Biopsy Results O Yes, not available
[ Rituximab O Interferon alpha 0O Azathioprine O No
0 Cyclophosphamide ~ Other: (Attach report) 3 Unknown
Previous Hi of B row Abnormaliti [ None O Yes, select one or more of the following:
OAML DIALL OCML 0 Hodgkin’s Disease [ Multiple Myeloma O Aplastic Anemia
COOMDS DO PNH ONHL [ Myeloproliferative Disorders 1 Amyloidosis O Chronic ldiopathic Myelofibrosis

1 Other, specify

3. Reporter Information
NEXUS Program ID # Date of report:

Reporter Name/Title (Print) (found on enroliment A
confirmation fax) ~RIBBIY)

[0 NEXUS Specialist

) Healthcare Provider

O Institution Signature

Please fax the completed form to the Nplate™ NEXUS Program 1-877-675-2830
if you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831




AMGEN" N

1. Patient Information

late™ (romip gram Safety Questionnaire

Initidls NEXUS Program ID: [ Male ICD-9 Code: Date of Birth: ___/___/
O Female Snitld
Diagnosis:
Is the patient still under your care? O Yes O No
If NO, please provide contact information for the new physician, if available:
Do you authorize the continuation of Nplate™ treatment for the next 6 months? O Yes 0O No
2. Nplate™ Treatment /Discontinuation Information
Is the patient currently [l Yes | If “No”, Stop Date: If “No”, Last Dose If “No”, Platelet Count Upon
receiving Nplate™? . Administered: Discontinuation:
If yes, go to section 3 [0 No ~ (MM/DDIYY) ug/kg (x10°%/L)

O Loss of response [ Adverse event {specify):

If “No, Reason for O Lack of response O Death: Cause of Death:
Discontinuation

Date Deceased: / / (MM/DD/YY)

O Lost to follow-up O Other (specify):

3. Safety Information
In the past 6 months, has the patient experienced any of the following Serious Adverse Events’ not aiready reported to
AMGEN?

Thrombosis or O Yes OUnder
thromboembolism O No Investigation

Hematological malignancy [ Yes OUnder
i O No Investigation

MDS 0 Yes OUnder
1 No Investigation

Meadication error associated with [ Yes OUnder
serious outcome O No Investigation

Bone marrow reticulin O Yes OUnder
O No Investigation

Bone marrow fibrosis O Yes CUnder
O No Investigation

4. Additional Serious Adverse Events?

Has the patient experienced any additional serious adverse events in the past 6 months? OYes O No

If Yes, specify:
Was the incident reported to AMGEN? OYes [No

5. Reporter Information

wapotrNamerTt ) | NEXUSrOgem 0 ourdon | gae o rpor
[0 NEXUS Specialist _—(l\fl-l\ﬁD//YY)
O Healthcare Provider
O Institution Signature

Please fax the completed form to the Nplate™ NEXUS Program 1-877-675-2830
If you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831

1 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death — 2) Life threatening — 3) Hospitalization - initial or prolonged - 4) Significant disability/incapacity
5) Congenital anomaly/birth defect - 6) Other (important medical events)



Nplate™ (romiplostim) NEXUS Program: Patient
Discontinuation/Post-Discontinuation Follow-Up

1. Patient Information

: Date of Birth: /
Initials: NEXUS Program ID: 1§ Mmale ICD-9 Code: 25 oFBt _(_MI\/AWDIVV)_

O Female

Diagnosis:

Is the patient still under your care? O Yes OO No
If NO, please provide contact information for the new physician, if available:
Name: Telephone #:

2. Nplate™ Treatment Information

StartDate: /- /___ (MM/DD/YY) Last Dose Received: Hg/kg

Stop Date: [ 1 (MM/DD/YY) Platelet Count Upon Discontinuation: (x 10%L)

[ Loss of response [ Adverse event (specify):

Ol Lack of response O Death: Cause of Death:

Reason for Discontinuation:
Date Deceased: (MM/DD/YY)

1 Lost to follow-up C1 Other (specify):

3. Safety Information

Was the discontinuation of Nplate™ observed with any of the following adverse events?

oYes o No  aoUnder Investigation

Date of onset: (MM/DD/YY)
oYes oNo  oUnder Investigation

Date of onset: (MM/DD/YY) |
o Yes oNo  oUnder Investigation

Worsening of thrombocytopenia after stopping Nplate ™

Thrombosis or thromboembolism

If Yes, then, describe:

Hematological malignancy o Progression of Previously diagnosed disease
o New onset

Date of diagnosis: (MM/DD/YY)
oYes oNo oUnder Investigation

If Yes, then,

o Progression of Previously diagnosed disease

a New onset
Date of diagnosis: (MM/DD/YY)
o Yes oNo  oUnder Investigation '
Date of onset: (MM/DD/YY)
o Yes oNo  oUnder Investigation
Date of onset: (MM/DD/YY) |

Nplate™ medication errors associated with serious outcomes

Bone marrow reticulin formation

Page 1 of 2




' "‘Bq'r\,éib'marvrg\;vfﬁ'bir’OSi‘S' ST T ‘bmva’e_s - m'Nd< nUnder Investlgatlon _
’ e | Dateofonset -~ (MM/DDIYY)

4. Post-discontinuation Follow-up
K Slnce thereport of dlscontlnuatlon has the condltlon o stab|llzed ‘a |mproved Dongomg mworsened ‘uresolved"
K stablllzedllmproved_/;esqlved. R Date _/_ (MM/DD/YY) BRI

5. Reporter Information
' D UL SR NEXUSProgramID#' IR
~ °| Reporter Name/Title (Print) ~ -~ . (found on enrollment— ' Date of report:

It m NEXUS Spe0|a||st LU E '(MM/DPIYY)

|| . Healthcare Prowder |

N E!Instltutlon

’!m e dX s:h(\ (ompk‘tadform to the Npldte”“ NEXUS Prtam 1.877
_If you have questions, please contact the Nplate w NEXUS Program at 1-877.675.2

- Pagezotz .




AMGEN" Nplate™ (romiplostim) NEXUS Program:
Thrombotic/thromboembolic Complications

1. Patient Information

Date of Birth: ___/___/

NEXUS Program ID: 0 Male O Female (MM/DD/YY)

Initials:

2. Nplate'" Administration Information

Nplate™ Stop Date: g:é?g x(rif:;r:cfn of Nplate™
Nplate/"" St/art Rete Latest/tast Dose Received: %e _:_a"% of Event: % 109/L)
_—(MDIYY) —({VIWD//YY) O A" e After Event: SR
(x 10°/L)
Event:
Serious Event’: [ Yes [INo : Dateof Event: __/___/___ (MM/DD/YY)
If serious, please document the reason for seriousness: 0 Death O Life-threatening
[1 Hospitalization - initial or prolonged 0 Congenital anomaly/birth defect
[ Persistent or significant disability/incapacity [0 Other (important medicai events)

Outcome of Event: [0 Resolved [ Resolving/recovering O Resolved with sequelae 0] Not resolved

Action Taken:

Concomitant
Medications:
[J None

Medical History:

Radiographic
Findings:

(Please send fuli

report)
4. Reporter Information

NEXUS Program ID #
Prescriber Name/Title (Print) (found on enroliment Date of report:
confirmation fax) /
T (MMDDIYY)
1 NEXUS Specialist
0 Healthcare Provider
Signature

0 Institution
Please fax the completed form to the Nplate™ NEXUS Program 1-877-675-2830

If you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831

1MNJA : Not Applicable2 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death - 2) Life threatening ~ 3) Hospitalization — initial or prolonged - 4) Significant
disability/incapacity 5) Congenital anomaly/birth defect - 6) Other (important medical events)



@
AHN Nplate™ (romiplostim) NEXUS Program: Hematological Malignancy/MDS

1. Patient Information / Nplate'" Administration Information

Dateof Birth: __/___[___
(MM/DD/YY)

If YES, what is the current dose? ___ ug/kg

[0 Male [ Female

Initials: NEXUS Program (D:

™ o
BEEES e Is Nplate™ still being

administered?
O Yes ONo

If NO, enter date and dose of last administration

D/ R3]
(MM/DD/YY)

Hg/kg

2. Safety Information

New: O Yes [1No

Event:

Serious Event’: O Yes O No

If serious, please document the reason for seriousness: 0] Death 0 Life-threatening
0O Hospitalization - initial or prolonged O Congenital anomaly/birth defect
O Persistent or significant disability/incapacity O Other (important medical events)

Outcome of Event: [ Resolved [ Resolving/recovering  [J Resolved with sequelae ] Not resolved

Date of Diagnosis: . [0
(MM/DD/YY)
Please indicate appropriate diagnosis or [J Under Investigation
Peripheral Blood Smear Abnormal O Yes ONo
O Myeloproliferative Disease (MPD)
0O AML (FAB subtype): _____ O Lymphoma (specify):

(Specify 1 cML O PV OIMF O ET

O MDS (IPSS score): [0 Other (specify):

D anemia O thrombocytopenia [ granulocytopenia [ pallor O fatigue

What clinical features were O increased bruising/bleeding [ lymphadenopathy O fever/night sweats
present at the time of O recurrent infection/poor wound healing O abdominal pain and/or loss of appetite

diagnosis?
(check all that apply) 0 bone pain [ hepatosplenomegaly [ loss of efficacy to Amgen product
0 Other (specify): '

1 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death — 2) Life threatening — 3) Hospitalization ~ initial or prolonged — 4) Significant disability/incapacity 5)
Congenital anomaly/birth defect - 6) Oher (important medical events)




®
AMGEN Nplate™ (romiplostim) NEXUS Program: Hematological Malignancy/MDS

3. Medical History

Bone Marrow Studies:

O Yes
: ! ] . 1 " .
Bone marrow aspirate &G MDD Silver stain: [ Positive O Negative [OINot done
_ O Yes 7o | |

Bone marrow biopsy & R ~MIMIDDIVY) Trichrome stain: O Positive [} Negative [CINot done

O Yes . .
Immunophenotype '_MI\/AE/IYY_ Abnormalities: If YES, specify.

O No ( ) OYes O No

0 Yes L = .
Cytogenetics _MA/ATSE//YY_ Abnormalities: If YES, specify:

0O No ( ) OYes O No
Concomitant Medications:
] Corticosteroids O Ivig O Danazol 0 Rituximab O Interferon alpha 0 Azathioprine:
0 Cyclophosphamide [ Other (specify): [ None
If the malignant diagnosis documented in section 2 (previous page) is progression or R/ e )
transformation of a pre-existing disease, when was the disease first diagnosed? (MM/DD/YY)

4. Reporter Information

NEXUS Program ID #
Prescriber Name/Title (Print) (found on enroliment Date of report:
confirmation fax) )

00 NEXUS Specialist ~(MM/DD/YY)

[ Healthcare Provider

Signature
0 Institution

Please fax the completed form to The Nplate™ NEXUS Program 1-877-675-2830

If you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831



AMGEN" Nplate™ (romiplostim) NEXUS Program: Medication Errors
Associated with Serious Outcomes

1. Patient Information

NEXUS Program ID: O Male O Female

2. Nplate'" Administration Information

Date of Birth: ___ /  /
(MM/DD/YY)

Initials:

Nplate™ Start Date: Latest/last Dose Received: ug/kg
e A :
ey Intended dose: Ha/kg
Nplate™ Stop Date:
Ly or ON/A Platelet Count at Time of Event: (x 10°/L)
(MM/DD/YY)

3. Safety Information

Event: Dateof Event: __ /[ (MM/DD/YY)

.Outcome of Event: [0 Resolved [ Resolving/recovering  [J Resolved with sequelae O Not resolved

Action Taken:

-Concomitant
Medications:
0 None

Medical History:

Description of
Event:

4. Reporter Information

NEXUS Program ID #
Prescriber Name/Title (Print) (found on enrollment Date of report:
confirmation fax) na

(MM/DDYY)

1 NEXUS Specialist

[ Healthcare Provider

Signature
[J Institution

Please fax the completed form to the Nplate™ NEXUS Program 1-877-675-2830
If you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831




. _
AHN Nplate™ (romiplostim) NEXUS Program: Bone Marrow Reticulin /
Bone Marrow Fibrosis

1. Patient Information

NEXUS Program ID: O Male OO Female

2. Nplate'" Administration Information

Date of Birth: __/__/
(MM/DD/YY)

Initials:

If YES, what is the current dose? ___ pg/kg

Nplate™ Start Date:

Is Nplate™ still being
administered?
0O Yes [INo

If NO, enter date and dose of last administration

ca b /S

(MM/DD/YY) I ug/kg

3. Safety Information

Event: 00 Bone marrow reticulin 0 Bone marrow fibrosis
Serious Event': O Yes [JNo ' Dateof Event:: __/___/_____ (MM/DD/YY)
If serious, please document the reason for seriousness: O Death O Life-threatening
£ Hospitalization - initial or prolonged O Congenital anomaly/birth defect
0O Persistent or significant disability/incapacity [0 Other (important medical events)

Outcome of Event: [ Resolved [ Resolving/recovering 1 Resolved with sequelae O Not resolved

Peripheral Blood Smear Abnormal 0 Yes ONo

Bone Marrow Studies (Please note below, and attach reports)

Y
S:Si?artréarrow g N:';s | -(_Mr\/AE//YT Silver stain: [ Positive [ Negative [ Not done
i O Yes LSS Trichrome stain: [J Positive [1 Negative [ Not done
Bone marrow biopsy 5\ - MIDOIYY) g
O Yes T ey Abnormalities: If YES, specify:
Immunophenotype 4\ (MM/DDIYY) O Yes [INo
: O Yes ! Abnormalities: If YES, specify:
CYIQURISHS B No —MMIDDITY) O Yes O No
1 Anemia OThrombocytopenia OGranulocytopenia
Vit irica estres were | 3 Hopatomegaly
2 diagnosis? [0 Increased nucleated red blood cells (nRBCs) [lincreased peripheral blast cells
(check all that apply) . | O Increased bruising/bleeding CLoss of efficacy to Nplate™
O Other (specify):
o0 No reticulin fibers demonstrable
. 11 | Occasional fine individual fibers and foci of a fine fiber network
Please quantify the
degree of bone marrow | 21 | Fine fiber network throughout most of the section; no coarse fibers
reticulin/collagen using Diffuse fiber network with scattered thick coarse fibers but no mature collage

the Bauermeister scale | 30 (negative trichrome stain)
(check only one):

4 [0 | Diffuse, often coarse fiber network with areas of collagenization (positive trichrome stain)

[0 Other (please describe):

1 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death — 2) Life threatening — 3) Hospitalization — initial or prolonged — 4) Significant disability/incapacity 5)
Congenital anomaly/birth defect - 6) Oher (important medical events)

10f2



®
AMGEN Nplate™ (romiplostim) NEXUS Program: Bone Marrow Reticulin /
Bone Marrow Fibrosis

3. Medical History

Were any of the following procedures performed prior to the onset of treatment with Nplate™?

(e.g., is there baseline documentation of any of the following assessments?)

O Yes
Bone marrow aspirate B ko Wl\}m—D//YT Silver stain: 0 Positive [ Negative [OONot done
O Yes /o
Bone marrow biopsy Ll _(VME/Y_T Trichrome stain: 0O Positive [0 Negative [ONot done
OYes s Abnormalities: If YES, specify:
Immunophenotype T v d 3 '
O No ( ) OYes O No
B'es I Abnormalities: If YES, specify:
Cytogenetics — ; ' '
O No Lo o) OYes O No
Concomitant Medications:
0 Corticosteroids 0 vig 0 Danazol O Rituximab O Interferon alpha [ Azathioprine
[J Cyclophosphamide 1 Other (specify): 0 None

4. Reporter Information

NEXUS Program ID #
Prescriber Name/Title (Print) (found on enroliment .
confirmation fax) Dat:z of :eport.
1 NEXUS Specialist " (MM/DDIYY)
O Healthcare Provider
Signature
O Institution

Please fax the completed form to the Nplate™ NEXUS Program 1-877-675-2830

If you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831

20f2



AMGEN" Nplate™ (romiplostim) NEXUS Program: Worsened
Thrombocytopenia after Cessation of Treatment with
Nplate™

1. Patient Information

NEXUS Program ID: O Male O Female

2. Nplate' Administration Information

Date of Birth: __/_ [
(MM/DD/YY)

Initials:

™ J
Nplate ™ Start Date: Platelet Count prior to
] initiation of Nplate™ therapy : (x 10%/L)
(MM/DD/YY)
Nplate™ Stop Date: Platelet Count at Time of Event: (x 10°1L)
]
T (MM/DD/YY) Latest/last Dose Received: uag/kg

3. Safety Information

Serious Event': O Yes DO No DateofEvent. ___ / /__ (MM/DD/YY)
If serious, please document the reason for seriousness: 1 Death 1 Life-threatening
[0 Hospitalization - initial or prolonged O Congenital anomaly/birth defect
O Persistent or significant disability/incapacity [ Other (important medical events)

Outcome of Event: [0 Resolved [ Resolving/recovering [ Resolved with sequelae [ Not resolved

Action Taken:

Concomitant
Medications:
[0 None

Medical History:

Description of
Event:

4. Reporter Information

NEXUS Program ID
# (found on

Prescriber Name/Title (Print) e ant Date of report:
confirmation fax) 1
~(MMIDD/YY)
OO NEXUS Specialist
O Healthcare Provider
Signature

0 Institution
Please fax the completed form to the Nplate™ NEXUS Program 1-877-675-2830
If you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831

1 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death — 2) Life threatening — 3) Hospitalization — initial or prolonged — 4) Significant disability/incapacity 5)
Congenital anomaly/birth defect - 6) Other (important medical events)
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o . REMS. R
MONITORING AND COMPLIANCE OF NplateTM NEXUS PROGRAM ELEMENTS

' ‘VMetrlcs
Every month the NplateTM NEXUS Program w1ll generate the followmg metrics:

. Number of new and ongomg patlents and HCPs enrolled 1nto the NplateTM NEXUS Program
. ‘Number of patlents enrolled in each ICD-9 code and dlagnosrs prov1ded upon patlent enrollment -

o e The expected number of completed NplateTM NEXUS Program Safety Questronnarres and the
B - actual number of questlonnalres completed

. The number of patrents dlscontlnued from the program and the percentage who have a completed
B NplateTM NEXUS Program Patient Dlscontlnuatron/Post-D1scont1nuat10n Follow-Up Form on ﬁle

. :\Cumulatlve and monthly number of adverse events based on risks assoclated w1th NplateTM ,
+ therapy ’ ,

= These metrics w1ll be rev1ewed and reconcrled to assure that NplateTM is dlstrlbuted only in

o accordance w1th the NplateTM NEXUS Program

‘ ’Momtormg Enrollment of Nplate™ Prescrlbers and Patlents

""As part of enrollment process; the HCP attests to enrollmg all NplateTM patlents 1nto the
; NplateTM NEXUS Program prlor to therapy In order to momtor enrollment and ver1fy that all

: patlents are enrolled in the NplateTM NEXUS Program the followmg aud1ts wrll be conducted

‘o Order momtormg The NplateTM NEXUS Program ver1f1es that the ordermg HCP is -
enrolled in the program and is treatlng active patrents pl'lOI' to shlppmg NplateTM R

o Vlals shlpped momtorlng An audlt system will be in place to compare NplateTM
';'shlpments to-active patients enrolled in the program. For each. HCP or Institution,
* shipment volumes will be compared to expected volumes based on historical ,
' purchase patterns and volume expectations based on the number of enrolled patlents
- Shipment volumes that are outside of expected parameters will be investigated and
* resolved by contactmg the HCP or Instltutron and reconc111ng the shlpment to patrents
,treated - .

, T he 1n1t1a1 proposed audit cr1ter1a is that every four weeks, the number of v1als
- shipped to an HCP or institution is compared to the number of enrolled patients. If
“more than 2 vials per enrolled patlent week are shipped, the HCP or Institution is
- flagged for follow up. If an HCP or Institution is ﬂagged for any 8 week period, then '
- the NplateTM NEXUS Program will contact the HCP or Institution and reconcile the -
- last 4 weeks of shlpments Audlt criteria wrll be assessed on an ongomg ba51s and
N amended as approprrate - : - N
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In addition; in the analysrs of the number of vials sh1pped per enrolled patlent week
- purchase pattern outhers will be rev1ewed manually. Con51stent outlrers will be
) mvestlgated S :

"o Patient roster. momtormg As part of the 6-month safety momtorlng, the NplateTM B
- NEXUS Program will confirm the roster of actively treated patients. HCP willbe -
'presented with the roster of active’ patlents accordlng to NplateTM NEXUS Program ;
-' »records and requested to conﬁrm their status. -

' Hospltal/Instltutlon Program Compllance

o Amgen w1ll 1mplement a rev1ew process to detect potentral 1nst1tut10n noncomphance w1th the :

- program and/or suspected drug d1versron

o On a semrannual basis, Amgen w1ll perform a rev1ew of a select sample of 1nst1tut10ns to assess
‘therr degree of comphance w1th the program The sample size w1ll be of at least 5% of the total ._
‘number of enrolled 1nst1tutrons and cons1st of randomly selected 1nst1tut10ns and/or 1nst1tutrons

_ ._'for whlch, the number of vials shipped over a set period of tlme does not appear to be.con81stent -
with the expected usage b‘ased"on"thenumber of patients treated at the institution (e.g_.,fmorethan '
| 8 VlalS per enrolled hospltallzed patlents over 4 weeks) ' | 'b |

The revxewed mstrtutlons w1ll be contacted and asked to prov1de coples of the1r drug

R ' reconc111atlon and accountablhty records for the set t1me perlod The 1nformat10n requested from

o the drug reconcﬂlatlon and accountablllty records w1ll 1nclude

| "~ & Name of enrolled prescrlblng HCP

: . {'Patrent name and bnthday ’

' ‘. e —Date of prescrlptlon 7 - - '":',"’f';:' e j'f"bf o e e e

, ‘o’» V'Number of v1als dlspensed to the patlent S

e VOverall 1nventory for set perlod of t1me 1nclud1ng total number of vrals ordered dlspensed and
: in 1nventory : o S :

' Based on the records provrded Amgen w1ll conﬁrm that all prescrlblng HCP and patrents |

ks “rece1v1ng NplateTM are. enrolled in the program Ifthe dlscrepancy can be resolved through the

B ' provrded records ‘the 1nst1tut10n will be “Un- ﬂagged” and no further actrons w1ll be requrred If

o the drscrepancy cannot be resolved through the prov1ded records Amgen w1ll schedule a.

, personal ass1stance on-srte v1s1t to assist the- 1nst1tutlon w1th the process and the program

;requlrements Instltutrons that are repeatedly noncompllant w1th the program w1ll be subj ect to
_ R SN :
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7 correctrve measures addrtlonal reviews, and ultlmately requlred to match each drug order with-

speclﬁc patlents

Healthcare Provnder or Instltutlon Noncomplrance and Dls-enrollment ,
CIf dur1ng the program Amgen finds that a HCP or 1nst1tut10n is not complrant with the program

Call reasonable efforts will be taken to contact the HCP and discuss Amgen s relevant concerns

o Should the noncompllant HCP or Inst1tut10n contlnue to be noncomplrant with the program
'requrrements 'stich a HCP will not be allowed to enroll new patlents into the Nplate™:

- NEXUS Program. Any HCP or Institution can be drs-enrolled from the Nplate™ NEXUS

_ Program if they do not adhere to the requirements set forth in the Nplate™ NEXUS Program

' “HealthCare Provider Enrollment Form or the Nplate™. NEXUS Program Instrtutlon S

" Enrollment Form and this will be communicated by the NplateTM NEXUS Program.

~ .~ Howevet, in recognition of potential medical consequences resultmg from sudden drug
- discontinuation for those patients currently enrolled in the program and who continue to meet
enrollment criteria Amgen will continue to fulfill orders for Nplate™: (romrplostrm) " The dis-

- “enrolled HCP:or Institution will continue to be able to order Nplate™ for existing enrolled
patients; however, will not be able.to enroll new patients into the Nplate™ NEXUS Program. -
Nevertheless, ‘Amgen will continue on a case- by case basis to. engage with the HCP and
encourage resolutlon of the outstandlng concerns.. : :

o The number of HCPs who were noted to be non-c omplrant and have dlS enrollment
' procedures initiated will be ‘monitored..

,Assessmg and Mmlmlzmg Umntended Consequences of the REMS _ ,
It wrll be 1mportant to mrnrmlze unlntcnded consequences and burden on. the healthcare system -
' by contrnuous reevaluatlon of the NplateTM beneﬁt-rrsk profile as the program is 1mplemented

: Based on the ﬁndrngs of the updated beneﬁt—rlsk assessment the REMS should be redesrgned

i _'w1th the minimum- 1nterventrons necessary to adequately m1n1mlze the documentechlsks,,,;;, i e e

‘Amgen w111 conduct market research w1th HCPs and patlents to assess the followrng to 1nform

. 1mprov1ng the efﬁcacy of th1s REMS

' further revisions to the Program

. 'HCP awareness, knowledge and attltude toward the benefit-rrsk 1nformat10n for NplateTM

‘¢ Patient comprehens1on of the benefit-rrsk 1nformatron drscussed in the NplateTM Medlcatron
L Gulde ' S )

R l HCP and patlent evaluatlon of the program convemencc and ease of use 7 :
o Through these analyses Amgen w111 also\gather fcedback from HCPs on the ut111ty in cllnrcal
B vpractrce of the tools and matcrrals contamed in'the NplateTM NEXUS Program Trarmng Krt and

. the NplateTM NEXUS Program The feedback recelved will be utlhzed in assessmg and






