
" "
RISK EVALUATION AN MITIGATION"STRTEGY"(REMS)
 

. To promote informedrisk-benefit decisions before initiating treatment and while patients 
are ontreattent to 
 ensure appropriate use ofNplate (romiplostim) 

. To establish thelong-terin safety 
 and safe use ofNplate (romiplostiin)through periodic 
monitoring of all patients who receive Nplate (tomiplostim) forchanges in bone marrow 
reticulin formation and bonemarrow fibrosis, worsened thrombocytopenia after cessation 

Nplate, thrombotic/thromboembolic complications, hematological malignancies and 
progression of malignam::y inpatients with a pre-existing hematological 

of 

malignancy or 
myelodysplastic syndrome (MDS), andmedicatìon" errors associated with" serious 
outcomes; 

The MedicationGuide wilLbedelivered by the RegiotialMedicalLiaisons (RMs) and sales 
representatives prior to prograrilenrollment, made available through the N plate.com website, and-

included in eachNplate vial package, A Medication Guide wil be dispensed with each Nplate 
dose. Each healthcare provider wil provide each patient with the Nplate Medication Guide prior 
to each 
 dose. Please seethe appended Me,dicationGuide. 

B.Communication Plan 

EdUcational materials and the Medication Guide wil be distributed to HCHsprior to ordering 
Nplate. -

Nplate NEXUS Program Website 

. TheN"Plate™NEXUSPrógram websitewill be included as a lihkoiithe Nplate.com 
website. This site wil contain information about the Nplate™ NEXUS Progranias well 
as PDF versions" of program forms and tools.The tabbed components on the Nplate™ 

" NEXUSPr()gramwehsitewillreflect the REMSgoals and the primary content of the 
Nplate™ NEXUS Program Brochure. Additionally, 
 all progrl¡ formswill beRvailable 
ünder the resource tab. "
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. Nplate™NEXUS Program HealthcareProvider-IntroductoryLetter
 

TheNplateTMNEXUSPrograinHealthcare Provider Introductory Letter wil be
 
distribütedto healthcare _ providers via - the Nplate™NEXUS website at 
 product launch 
along with other Nplate™ NEXUS Program educational materials. The -letter:- wil- state 
thatNplate is onlyavaiIable through the Nplate™ NEXUS Program. HCPs mustbe 
e1lolled in theprögramto prescribe Nplate and patientsmustbeenrolled in the program 
to receive Nplate. Additionally, theletterwilprovideadescrip__ tionofthe program. _. . - - . . 
created to establish the long-term safety and safe use of Nplate and the prescribers role. 
Finally, the letter wil include direction on how toenrollinthe Nplate™ NEXUS 
Program, Please see appended NplateTMNEXUS Program Healthcare Provider 
Introductory' Letter. 

C.Elementsto Assure Safe Use 

1. Nplate wilonly be prescribed by healtbcare providêrswho are specially 	 certified. 

Certifcation of prescribers into the Nplate TMNEXUSProgram requires prescribers to 
enrolliritheNplate™ NEXUS Program and attest to the following:
 

.
 
I have readthe full prescribing information 
 for Nplate
 

.
 
I understand that Nplate is only 
 approved for the treatinent ofthrombocytopenia In 
patients_with chronic immune (idiopathic) thrombocytopenic 	 purpura (ITP) ,who have 

response to corticosteroids; immunoglobulins, or splenectomy. ' 

. 
had an insufficient 


I understand that Nplateshouldheused only in patients with 	 ITPwhosedegree of 
tbrombocytopeniå and clinical condition increases the risk for bleeding. 

. lunderstan.dtliatNplate shouldnotheused iiian atteinptto nOi:alizeplattlet cOiints. , 

. I understand that Nplate is not indicated 
 for the treatment ofthrombocytöpenia due to 
MDS or any cauSe ofthrombocytopenia other than 	 chronic ITP. 

. 
I understand thefollowingrisks are associated 
 Nplate:with 

o Nplate administration iricreases the fisk for development or progressionøf 
reticulin fiber depositiouwithin the bone marrow. 	 Clinical studies have not 
excluded a risk of progression to bone marrow fibrosis withcytopenias. If the 
patient develOps new or worsening morphological abnormalities, or 
cytopenia(s),I should discontinue treatment with Nplate and consider a bone 
marrow hiopsy,including staining for fibrosis. ' 

o DiscontinuationofNplate may 	 result intbronibocytopenia of greater severity 

than was present prior to Nplate therapy. This worsened thrombocytopenia 

resolvedwithin iLldays irttheclinicaltrials. '
 
ö ,Thrombotic/thromboembolic complÎcationsmay result from excessive 

increases in platelet counts. Excessive doses of Nplate or medication errors 
that restIlt in excessive Nplate doses mayincrease this risk. 
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o. Nplatemay increase the 
 risk forhematologicalmalignancies and progression 
of malignancyirtpatients with a pre-existing 
 hematological malignancy or 
myelödysplasticsyndrQl1e (MDS) 

. I understand that each patient shouldbe monitored as follows to safe use of 
Nplate: 

assure 

o Examine the peripheral smear 
 closely toestahlish a baseline level of cellular
abnormalities. ' ,
morphologic 

o MQnitor.CBCs,.includingplateletcountsand'perípheral.bloodsitears weekly
 

has-been achieved. Thereafter, CBCs, including 
platelet counts and peripheral blood smears, should he monitored at least 
monthly. 

until.astableNplate dose 


o ,IfNplate is discontinued,l.wUl,obti:in.weekly CBCs; includillg platelet . 	 counts 
for at lea:;t 2 weeks and consideraltemative treatients for worsening 
thrombocytopenia, according to treatment 
 guidelines. 

1 understand how to properly dose. and administer Nplate in order to prevent 
medicatiort errOrs; ,
 

1 understaridthat I must complete this Nplate™ NEXUS 
 Program HeaJthcare 
Provider Enrollment Form to enrollmyselfin the 	 Nplate™NEXUS Program (1 only
need töenroll once). . . . . . "
 

. 1 wil enroll eaçhpatient hyassisting in the completionofthe/Nplate™NEXUS 
Program Patient Enrollment Form and completing the Nplate™NEXUS Program 
Patient Baseline Data Fonn.lwilcompletethe NplateTM NEXUS 
 Program Patient 
Baselinel;ataForm at the time 
 of enrollment or within 30 days of patient enrollment. 
I understand that baseline. data. is only .tö,be used to assess.for risk factors for adverse 
events . and to evaluate. the long-term safety,ofNplate. 

. 1 will provide each patient with the NplateTM Medication Guide prior. to eåch dose; 
,. ahd:QøUh.sè-1-0âGh~pati~ht~øh..tn~Fi~k'S"änâ"Ð01Íê-fit~-(if2NfjI-åt' 

I wil complete the NpIate'tM NEXUS PrograinPatient Enrollment Form for each 

patient; (1) obtain patientsignatireaçknowledgiiig receipt ofNplate™ Medication 
Guide, (2) 
 obtain patient's signatueàuthorizingdisclosure ofhealthinformatidn 
relatedtöthe N&late™NEXUS Program, and 	 the completed Nplate TM(3) send 


NEXUS ProgramPatienf Enrollment Form to theNplåte™ NEXUS 
 Program for 
patient.enrollIlent. 

1 wil counseleaçh patient to car a PatienUDCard andDosingTracker that 
identifies the risks with Npiate. and. contains thè Nplate™ NEXUS Program accèss ' 
number. " 
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Discontinuation Follow-Up Form at the time ofNplate™ discontinuation and 6
months later.

Amgen Inc.

· I wil promptly report to theNplate™ NEXUS Program any adverse events occurring
in the course of the useofthe drug as described in the Nplate™ NEXUS Program
Safety Questionnaire.

· I understand that Amgen wil 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 I fail to comply with
Nplate™ NEXUS Program requirements.

I further unèlerstand that I have sole responsibility for all medical judgments and
treatments, and have sole responsibility to, prior to Nplate administration, counsel each
patient on therisks ofNplate, 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 wil-only~be dispensed-by-practitioners (physicians'-offces) and~healthcare
settngs (i.e., hospitals/institutions) that are specially certified:

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

NEXUS Program wil be able to dispense and administer Nplate. Nplate wil 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 wil transmit the order to the Nplate™ NEXUS Program. Please see
appended Procedure for Prescriber Distribution (HCPs/Hospital/lnstitution).

b. Only practitioners (physicians' offices) and healthcare settings (Le.,
hospitals/institutions) enrolled in the Nplate™ NEXUS Program wil 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 ofl i



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

Amgen Inc.

. 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 ofNplate, 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 wil 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
health care provider

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

,

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

o Number ofNplate vials, vial sizes and date of each dose given to each
patient-~ ~-~ ~~~--~~-- ~ ~ ~~ ~ - ~-- ~~ -~~ ---- ---~~

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

Nplate wil 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 wil 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.

Page 5 of 11
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3. Eachpatienttreatedwith Nplateimistbe enroUedin the 
 Nplate™NEXlJS Program
 
for docunieiitationofsafeusecoaditions~
 

Patient enrollment requires the patientto attest to the followirig:
 

. Readánd unnerstandtheMedicationGuideforNplate that my prescriber has 
 given to 
me. 

. Ask and discuss any questions or concernS or niy treatment with
ttbøutNplàte my health 
care provider. ' 

. Be aware that Nplate Is associated with the fol1()wing risks: 

o Lòng-term useofNplate may cause changesinmyborte marrow. These changes 
maY'leåd to abnornal blood cellsor iny body making less blood 
 cells. ' 

o When 1 stop receiving Nplate,iny low bloodplatt:let Count (tnrombocytopenia), 
may become, worse 
 than before I stared receivingNplate. 

o Ihave a.higher chance of getting a blood clot ifmyplatelet count is too high 
during treatment with Nplate. 

o Nplatemayworsenblood Cancers. Nplàteis not for USe in patientswithblood
 

càncelor apI'ecancerous condition called mylodysplastic syndroníe (MDS). 

.. Report any adverse events to my prescriber. 

. Uiiderstandthat i should not discontinue Nplate without talking to my health'care 
provider. 

. Understand 
 that, if lreceiveNplate in thehQspital, that upon discharge, I shøuld 
iminediately foÍlow up with à healthèareprovider todeternine ifcontinued Nplate 
treatmentis appropriate;
 

. Understandthatl sho1.ld always carr inyPatient ID Card and Dosing Tracker . 

.-....Notifythe.NplateI-.NEXpSJ.?rogranrifl-switchto¡i.ØifferenthealthØ'areproviderfor 
Nplatetreatinenthy callng 1-877':NPLATEl(1 -877-675~2831).
 

. Understand that in order to feceive Nplate,l will be automatically enrolled in thë 
Nplate™NEXUSProgram;My heälthcareprovider wil monitor how lam doing on 
Nplateandreportto theNplate™NEXUSPrograInevery 6llonths about certain serious 
side effects, and to make sure Nplate continues to be fight for me., ,


.. Understand thatifI do not sign this Patient 
 Acknowledgement, iwiiinot be enrolled in 
, ,the Nplate™ NEXUS Program 
 and willnotbe abletoreceive Nplate. ' 

The Nphtte™NEXUS ProgramPatientEnrOllinentFotm can he completed and faXed to the 
Nplate'M NBXUSProgràm atl.:877~NPLATEO (i"877-675~2830). 
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Please see the following appended documents:

. Nplate™ NEXUS Program Patient Enrollment Form,

. Patient/Caregiver Program Introductory Letter

. What is Nplate™ NEXUS Program? - a brochure for Nplate patients and caregivers

. Patient ID Card and Dosing Tracker

Amgen Inc.

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 wil remind the Nplate prescriber when it
is time to complete the questionnaires for each patient. All reported serious
adverse events wil 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
DiscontinuationlPost-Discontinuation Follow-up Form must be completed at the
time of discontinuation and 6 months later.

Please see the following appended documents:~ ~~.. .. --.. ~ ~
. Nplate™ NEXUS Program Patient Baseline Data Form

. Nplate™ NEXUS Program Safety Questionnaire

. Nplate™ NEXUS Program Discontinuation/Post-Discontinuation Follow-up Form

. Risk-Specific Adverse Event Report Forms
,

a Nplate™ NEXUS Program Thrombotic/Thromboembolic Complications

a Nplate™ NEXUS Program Hematological Malignacy/MDS

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

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

a Nplate™ NEXUS Program Worsened Thrombocytopenia After Cessation of
Nplate

Page 7of11
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c, 

. D.' Implementntion System
 

The Implementation Systemincludesthefollo,wing: 

.. NplateTMNEXUSProgram Call Center wil)maintaina database.ofallenralledcertified 
healthcare. settings and practitioners that 
 dispense . and/or administer the drug, åndpatients 
who have documentation of 
 safe-use conditions to monitor andevaluate implementation 
of eleinents 

.. Nplate™ NEXUS Program Gall 

whether the drug is 

the drug. 
only d

Center wil monitor 

rop:,shipped to certified 

distribution ofNplate to determine 
hospitals and prescribers who dispense 

. Nplate™ NEXUS Prognim Call Center will monitor certified healthcaresettings and, 
practitioners ordering to ensure 
 only enrolledpatientsarereceiving Nplate. 

. Program practitionerNplate™ NEXUS Call Center wil monitor healthcaresetting and 


compliance With the baseline 
 data collection, the periodic safety monitoring and 
reauthorization, discontinuation procedure, 
 and post;.discontinuation follow~upof all 
patients treated withNplate. . If a healthcare setting or practitioner isfoundtobe non
compliant with the Nplate™ NEXUSPròglam, Amgenmayprevent thehealthcare 
setting or practitioner from enrollng new patients 
 and require the prescribetto order 
Nplatedirectlythrough the Nplate™NEXUSProgram. ' 

to assure safe..use,Amgen wil. Based on monitoring and evaluation of these elements 

improve implementation ofthese elements.,takeleasonable steps to work to 

E. Tini.etablefor.Submission.ofAssessnients
 

REMS,Assessments (seeIII below for content) wil be submitted to FDA every 6 months for the 
first24moriths following approval, then.annuallx(fromREMS.approval date) thereafter. 

REMS AsSessments will include thefollowinginformation: 

.' An assessment of enrollment and discontinuation statistics for patients, prescribers, arid 
institutions' ' 

-- _. ------"--~--"----._------------, ~ -- ----------.-------- -- ---_._~_._._..._._
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o The number ofpi;tients Who werelost-to-fol1()\V-up (during 
 the reporting period 
and cumulative). 

o Thenumher of patients who discontinue 
 Nplate and are re-enrolled for another 
course ofNplate treatment (during the reporting period and cumulative ). ' 

o Tlie numberofhealtlicareproviders enrolled in the Nplate™ NEXUS Program
 
reporting period and cumulative).(during the 


o Thenuinber of 
 new healthcareprovidersenrolledinthe Nplate™NEXUS 
Program during the reporting period. 

o The number of enrolled healthcareproviders actively prescribing Nplate during 
the. reporting period. 

o Theuumbef of health care providers who have ordered/prescrihedNplatewho 
were notenrolled (during the reportingperiöd and 
 cumulative), 

o The number of institutions enrolled in. the 
 Nplate™NEXUS Program (during the 
reporting period and cumulative). 

o Theuumberofinstitutions.who treated a patient with Nplate during the 
 reportingperiod. ' 
o The number of 
 institutions who orderedlprescribed/dispensedNplate that were not 

enrolled reporting period and cumulative). . 

. Anarrative sÙinl1arywil be written by AingenOlöbal Safety with analysis of patients 
who discontinuedNplatetreatmentincludingdurationof treatment . and the reason for 

(during the 


discontinuation during the. reporting,period; 

. The.total numl;er. of safety stock orders requested, . filled,. and 
 denied. for prescribers 
during the reporting 
 period. i'
 

0, .A.summary .and analysis of safety . stock orders per prescriber during .the reporting, neriQd. ,',
 
. The total number of i;afetystock orders requested, filled, 
 and denied fOf institutions 

'during the reporting 
 period; 

o A summary and analysis of safety stock orders per institutionduringthe reporting 

¡period. 

., A narrative summary withanalysisofreportswith inpatientto outpatient 
 versa)(or vice 


transition issues. 

. An aSSessment of use data establishing the circumstances of the use ofNplate 

o The extent of use in the indicated population 

o The extent ofusein patienti;by various baseline data parameters (e.g., platelet 
count, spleen status, number of previous therapies, duration ofITP,previous 
treatment withNplate, age) 

o The extentofuseJor treatment ofthrombocytopeniaassociated with
 

chemotherapyorMDS ' 
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ö The extent of 
 use for treatment for other reasons 

o The extent of 
 use in inpatients 

o The extent of use in outpatients affiliated with a hospital/institution(e.g.,clinics) 

o Theextentofüse in outpatients not 
 affiiated witha hospital/institution(e.g., 
doctor's office) 

. An assessment of prescriber compliance with 
 elements of certification: completingthe 
Nplate™ NEXUS Program Patient Baseline Data Form, Nplate™ NEXUS 
 Program 
Safety.Questionnaire.with reauthorization, . 
 and the DiscontiniiationIost:..Discontinuation
 

Follow'-UpForm for each 
 patient duringthe reporting period and cumulative. 

.. Thenuinherofprescribersnot,complying withçertification. requirements who ordermust . 


Nplatedirectlyfram the NplateTMNEXUSProgram (no longer allowed to order through 
a distributor) during the reporting 
 period and cumulative. .. Describe the types of non-: 
compliance. 

. The number and Summary of prescribers whowereun:'enrolIedfromthe Nplate™ 
NEXUSPrognini during thereporting period and cumulative. ~ 

.. The number of non-compliantinstitutionsthatmust order Nplatedirectly from the
 

Nplate™NEXUSProgram (no longer allowed to Order througnadistributor) during the 
reporting pèriodand cumulative.. Describe the types of non-èompliance. 

.. Asummaryofthe institution audits performed during the reporting period. Thismay 
include but not he limited to the number of institutions audited, descrihingthe institution 
compliance with prescriberenrollment,patient~nrollment, Baseline DataForm 
completion, and maintaining Nplateproducftracking information. Thissumllary should 
identify any deviations and the corrective actions taken. Please seethe appended 
Monitoring and Compliance ofNplate™NEXUS Program Elements. 

. Argen GlobalSafety~iiiwrite a narrative summary and analysis ofthe fOllowing 
. adverse events re120rted duringtheregortin~:"12eriodincluding:.., 

o Boneinarrowreticulinformation
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Amgenlnc. 

. The totàlnumber and percentage of 

(cumulative). 
patients who had a diagnosis of bone marroW fibrosis 

~. 

. The totalnumher andperceritage of patients who had aserìousou,tcome as a fesultofa
 

medication error (cuinulative) ; , 

. Where clinical data are incomplete concerning events ofinterest(e.g.,bone marrow 
fibrosis, hematological malignancy, thròmbotic/throinboembolic complications, 
worsenedthrombocytopeniauponcessatiön otNplate, serious 
 complications due to 

report wiU includeaconipletemedication error, and death) or data points of interest, the 

descriptionofAmgen' s attempts to obtain the missing data. If necessary to establish the 
cause of death for a patient receiving Nplate,Amgen wil~obtain inforiation from the 
NRtional Deathlndex of the N ationalCenter for HèalthStàtistics,Centers forDisease 
Control. 

. A summàryândanalysis~ofunintendedinterruptions in treatllent (e.g., 
 interruptions 'due 
toshipment delàys Rnd other logistical issues). 
 This summary should describe any
correctiveactiöns taken.' '
 

changes to the Nplate'lM NEXUSPrografn that were implemented. A summary of alIt he

during the reporting period. '
 
... . ...-A~rêpêrtøitpér-i0die:sSes~tleÍ1tsc0fthè~distlîbiití0n--ncl2dilJPênslng~0Hh(HViëdieåti0n 

Guide in accordance with 21 CFR 208.24., '

understanding regarding the safe-:use of. Anassessmentofhealthcareprovider and patient 


ptescribers åndpatients). The surveyNplate(Le., the results of surveys adminjstered to 

instrument andmëthodologywill be developed after 
 the product labeling àndthe 
educatiol1al måterials are finalized and will be provided to theFDAfottevIewand ' 
comment at. least. 2 months before it is administered .to . prescribers and .patients in the 
field. The survey protocol wil include the sample size and confidence intervals 

associated with that sample . size; . howthe s.ample wil be. determined (selection criteria); 
the expected number of physicians to be surveyed; hoW the participants wil be recrüited; 

how and when the surveys wil beeidministered;and an explanation of controls used to
minimize bias. ' "
 

l Based ontheinformation provided, an assessment and conclusion ofwhethetthe REMS 
is meeting its goals,Rndwhethermodifications to the REMS are needed. 
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HlGllUGHTS OF PRESCIUBING INFORMnON 
ThêSe highlights do not inc1udê all theinfonnatiiln neèedto use Nplate
 
safelyan~ effeetively.Seefullpresrlbhlg information forNplate.
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Fiir subcutaneoiisinjeetion 
Initia"i U.S. Ajiprovah 200S 

---------"---"-"----c---- INOI CAnONS AND USAGE-------"-"----~-----"---
Nplate is a thombopoietímeceptor agonist indicatedfortle treatment of 
thrOinbocyoperiia in patients witlchronic immune (idiopathic) 
thrombocytopenic purpura(IT~) who have hadillnsuffcient response to
 

corticosteroids, iniunoglobuhns, orsplenectomy. 

Nplate should be used only in patients with ITP whose degree of 
thrombocytopenia and clinicaL. Condition lncreasethe risk. forbleeding. Nplate 
shoiild nothe Usedin an atteirptto normaliz plateletcoults.(l)
 

-----..----~--~-"I)OSAGE AND ADMIISTRA nON.-c------"--"--"----'
.. Inìtialdoseoftmcglg once weekly as aSubcutieous injection.(2.J)
 

.. Adjust weekly 4iise by incrementsof1 mCglg to achieve and maintain 
aplateletcount~ 50 x I'Ó9/Las necessary to reduce the risk forblee4ing. 
(2.1) 

.. Doribtexceed the 	 maximum w~ekly dose of 10 mcglg. ,Dotiotdoseif 
piatelet tiiunt ipo 400 X'109/L. (2. i) '. . . . ..' 

.. .. Discontinue Nplate if platelet count40es noi increase after 4 weeks at
 

the maximum dose. (2.1) 
. Do not shake during reèonstitutibri; protect recol)stitued N plate from
 

light; 	 administer reconstituted Nplatewithin 24 hours. (2.2) 
'I The injection volume may be very small. Use a syringe with 

graduations to 0.01 ni. (2.2)
 

.. Discard any unused .portion ofthe single-use viaL (2.2)
 

-~--~~-----------DOSAGE. FORMS ANU.STUNGTHS--------"--------._
.. 250 mcg or 500 mcg of delìverable romiplostii in siiigle-use vials ( 3) 

------------------c-----------CONTRAINDICATIONS ----------c----,--.--------
.. None (4)
 

~-------------".:---W AQINGS AND piucAunoNS--c--------------__--
. . Nplate increases the risk forreticulin depbsition within the bone 

marrow; clinical studies have not ruled out the possibilty that reticulìn 
and other fiber deposition may result in bone marow fibrosis With 
cytopenias. Monitor peripheraL. bl.oodfor sigl1sof marrow fibrosis, (5.1) 

i. INDICATIONS AN USAGE
 
2 DOSÀGE ÀNU ADMINISTRATION 

2.1. Recommended Dosage Regimen 
2.2 . . Preparation and Administration'. . . .
 

2.3. . Use oOTplate WithConcomii,t Me4ical ITP Therapies 
3 DOSAGE FORMSAND STRENGTHS
 
4 CONTRAINICA nONS
 
5 WA8NGSANU PRECAUTIONS
 

5.1 Bone Marrow RetiCulin Foriation äii4 Risk for Bone Marrow 
Fibrosis 

5.2 WorsenedThromhocytopenî¡¡After Cesaation ofNplate
 

5.3 Thromboticrrhromboembolic Còmplications
 

5.4 . Lac1(or Loss Response toNplate .Of 

5.5 . Malignanciesild Progression of Maiignancies 
5.6 Laboratoiy Moiiitoring . . .
 
5:7. Nplatl;DisfÒbutionProgram 

6 ADVERSE REACTioNs . 
6.1 Clinical StndiesExperience
 

6.2lmmunogenicity 
7 DRUG INTERACTIONS
 
8 USE IN SPECIFIC POPULATIONS
 

8.1 Pregnancy
 

&. Nursing Mothers
 
8.4 Pediatric Use
 

8.5 GeriâtdcUse
 

8. Reiial Impainmmt
 
sf Hepatic Impainnent
 

.. Díscontíhuatìon ofNplatemay result in worsened thrombocytopenia 
than wa present priorto Nplate therapy. Monitor complete blood 
counts(CBCs), inc1u4ingplatelet counts,for at least2wetks following 
Nplate disçontinuation. (5.2) 

.. Excessive Npiate doses may íncreaseplatelet cOunts to a level that
 

producesthromboticlthomboembQlic complications. (5.3) 
.. Assess patients for the fonnätion of neutralizing antibodies ¡fplatelet
 

counts importtly decrease following anjnitiaiNplateresponse. (5'4)
 
.. Nplate.may increase the rísk for hematological malignancies, especially
 

hi patients with myelodysplastic syndrome. (5.5) 
.. Monitor CBCs, iicliidíngplatelet counts and peripheral blooo smears, 

weeklyuiÎilastable Nplatedosehas been achieved. . Thereafter, 
monitor ÇBCs,. including platelet counts and peripheral blood smeärs, at. 
least monthly. (5:) .' ..
 

.. Nplate is availahleonly though a restricted distrbution program called
 

the Np1ate NEXUS (Network ofExperts Understanding andSupporting 
Nplateand Patients) Prbgram. Under the NplateNEXUSjProgram, only 
pregcríbers and patients registred with the progrm are ¡¡ble to 
prescribe, administer, and receive product. To enroll intheNplate 
NEXUS Program, call )-S77.Nplatel (1,S77-675-2831). (5.7) 

-~__-------.--:------.-----.ADvtRSE REACTIONS--------------------~----
The mostdommon adversereactions(~ 5% higher patient incidence in Nplate 
versus placebo) are arthralgia, dizzinegs,insQinnia,myalgia; pain in extremity, 
ab¡tominal pain, shoulder pain, dyspepsia, and paresthesia. . Headachewasthe 
most commonly r~ported adverse reaction that ¡ti4 not occur at~ 50/higher 
patient incidence iii Nplate verslls placebo. (6.1) 

ToteportSUSPEC'1'ED ADVERSE REACTIONS, contact Amgen Iac. at 
1¿877-Nplatei(1~877-675~28Jl)iir FDA at 1::800-FDA-1088 or 
ww.fda.gov/medwatch. 

.--~-------.~'-~--.-.---.USE IN SPECIFIC POPULATIONS'-----"--~--.-

.. Pregnancý:Basedon animal data, Nplatemay cause feta harm. Enroll 
pregnant patients in the Nplate pregnancy registiy by callng 1 c877

Nplatel (1-877675-2831). (8.1) . . .. .
 
.. Nursing Mothers: A decision should be ma4e to discoiititue N plate or 

nursing,tiiking intoaccountthe importce of Nplate ta the mother: 
(8.3) 
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17.1 Infonnation for Patients
 
I7.2FDA~ApprØved Medication Guide
 

.Sections orsubsectibns oinilIedfromihe full prescribing infonnation are notlisted, .... '. . .
 



Nplate is indicated forthe treatmentofthrombocytopeniainpatients with chronic immune (idiopathic) 
thrombocytopenic purpura' (ITP) who have had an insufficientresponseto corticosteroids, immunoglobulins or 
splenectomy..' Nplate should be useQ only. inpatients 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... . . 

DOSAGE AND¡' 2 ADMINISTRATION 

2.1 

Monitor complete bloodcQuiits(CBCs),ilicIudingplateletlcounts and peripheral blood smears, prior to initiation of 
Nplate and thtoughoutNpliite therapy. MonitorCBCs, incIudingplatelet cOÙßts,forat least 2 weeks following 
discontinuation of Nplate. (see' Warnings and Precautions (5: 6)). .
 

Use tÌìelowest. dose ofNplate to achieve and maintaina platelet count~ 50 xl 09/Las necessary to reduce the risk 
for bleeding. Administer Nplateas a weekly subcutan,eousinjection with dose adjustments based upon the platelet 
cöuntresponse~ NplateshØuld not be'used in an attemptto normalízepiatelet counts (see Warnings and Precautions
(5.3)). " .

. '. "" - ': - . . . - ._~.- -, ..' ,- .:.' -. - .' . ( - - -' -', :, ,-: ,', '" _.".. . .". ..
The prescribed Nplatedòse mayconsistofávery smallvoluie (eg, 0.15 mL)~ Administer Nplateonly with a 
syringe that contains 0.01 mL graduations. . . .
 

InitialDQse 
Thei6itialdose fotNplate is 1 incglgbasedonacfual body weight 

Dose Adjustín"ts
 

by incrementsofl meg/kg 
~~ll?til .the.mili!ini'!hieYes,a,pJ!lteletcotlllt~5Q'.~.lQ~IL~!!eteßsary,ton,d.ucethe xisk Jorbleening.;.nall()t exceeQ .a 

Use the actual body.weightat initiation.oftherapy, then adjustthe weekly dO,se.ofNplate 

maxinrtmrwekly-~lO-nkgiirlIftcI-stmlles, ffstpadents Who respöndeihn-N.p1ãte:líieved and
 

maintainedplateietcounts~.50 x 109/L with a mediandoseof2mcglg. 

During Nplatetherapy,assess CBCs, incitidingplatelet countand peripheral blood smears,weekly until a stable 
platelet count(~ 50 x 109/L for at least 4 weeks without dose adjustment) has been achieved. Obtain CBCs, 
including platelet còurtsandpelipheral bloodsmears, mQnthlytliereàfter. 

Adjustthe dose as 
 follows: i 
.ifthe plâteletcount is ....50 x 109/L, iiicrease the dose by 1. mCg/g..
 

.. Jfplatelet court is.;: 200x.109/L fot2cönsecutiveweeks, reduce the dose by 1 mcglg.. 

. If platelet cOunt is ;: 400 X 1()9/Ldonot dose: .Condnue toassessthep1atelet count weekly. After the 
platelet count has fallen to .. 200x 109/L; resume Nplateata dose reQucedby lrncglg...-. '. --' -\
 

Discontinuation . 
Discontinue Nplate if the platelet count does not increaSèto a level suffcientto avoidclinicaliy important bleeding 
after4w~eks ofNplate therapy 
 at the inaximumweekly dose oflOmcg/g (see Warriingsand Precautions(5.4)). 
Obtain CBCs, inC1ùding platelet counts; weekly, for at least 2 weeks foIIowiilg discontinuation ofNplate (see
Wariiìngs_an.4Precautións (5,6)). .
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2.2 Preparation and Administration 

Nplate is supplie4 in single-use vials as a sterile, preservative..free, white lyophilze4 powder that must be 
reconstituted ~outlinedin TableLand adinistered using a syringe with 0.01 in graduations. UsingáSeptic 

technique, reconstitue Nplatewith preservative"free Sterile Water for InjectIon, USP as described in Tablei.I)o 
not use bacteriostatic water for i~jection. 

Table i. Re~onstitutiøn of Nplate Single-Use Vials
 

DeÍÎverableProdúêt' 
andVolume 

250 incginÔ.5ip
 

. 5ÔÕÍncg in ImL 

Gently swirl and 
 invert thevial to reconstitue. Avoid excessorvigorous agitation: DO NOT SHAKE. Generally, 
dissolutionofNplatetakes lessthíi 2 minutes. The reconstitued Nplate solution should be clear and colorless, 
Visually inspectthereconstitute4 solution for patticulate matter and/or discoloration. Do not administer Nplatejf 
pariculate matter and/or discoloration is observed. 

ReconstitutedNplate.can bekeptatro,om temperature (2soC/77°P) orrefrigeratedat 2° to 8°C 
 (36°to 46°FH?r up 
to 24Jiours prior to administration, Protect the reconstituted product from light.. .,

To determine theinjection volume to be administered, first identify the patient's total dose' in micrograms (mcg) 
using the. dosing information in Section 2.1.. Forexample, a7S.kgpatient initiating therapy aU mcglg wil begin 
with a dose of 75. mcg. Next, calculate the volume ofNplate solution that is given-to the patient by dividing the 
microgram dose by the concentration of the reconstituted Nplate solution (500 mcg/mL).For this patient example, 

. the 75 meg dose isdivi4ed by 500 mcg/mL, resulting in an injection volume ofO.IS mL. 

As the injectionv9lume maybe very small, use a syringe withgraduattons to 0.01 mL. 

Discard any unused portion. Do not pool unused portions from the vials. Do not 3(ininister more than one dose 
from aviaL. '
 

2".3 Use ofNplate With Concomitant Mediçal ITP Therapies 

Nplãteinay15e used. willi of1iermeclicanTp1ferapies, suclïas corfìcosteroiâs,anazol, azatliioprine, in. avenous 
immun()globulin (IVIG), and anti-D immunoglobulin. Ifthe pi,tient'splatelet count is ;: 50 x 1091L, medicaUTP 
therapies may bereduceclor discontinued 
 (see ClinicalStudfes (141)). 

3 DOSAGE 
 FORMS ANnSTRENGTHS 

Single-usevials.contain250. or 500 mcg of deliverable romiplostimas a sterile, . lyophilzed, solid whitepowder. 

Bone MarrowReticuUn Formation and Risk for: BC)Qe Marrow FibÌ'osis 

N plate administration. inèrea.sesthe risk for development or progression of reticulin fiber deposition within the bone 
marrow. In clinical studies, Nplate was4iscontinued in fourofthe271 p,atients because of bone marrow reticulin 
depositIon. Six additional patients had reticulinobservedupon bónemarowbiopsy. All 10 patientswitlihone 
marow reticulin deposition' had received Nplate doses ~. 5 mcglg and six received doses.~ 10 mcg/g.. Progression 



to marowfibrosis withcytopenias was not reported in the. controlled Clinical studies. . In the extension study, one 
pàtientwith ITPand hemolytic anemia developed marrow fibrosis with. collagen during Nplate therapy. Clinical 
studies have not exCluded ariskofbone marrow fibrosis with cytQpenias. . 

PrIorto initiation ofNplate, examine the peripheral blood smear Closely to establish 3. baseline level of cellular 
morphologic abnormaliies. Following identification of astable Nplatedose,exiuine peripheral bloodsmears and 

CBCs monthly for new or worsening inorphologicalabnormalities (eg,teardrop and nuCleated redblood cells, 
imiature white bloòd cells) or cytopenia(s); Ifthe patient developsnew or worsening morphological abnormalities 
or cytopenia(s),discontinuetreatment with Nplate and consider a bone marow biopsy, inCliidingstaining for 
fibrosis (see A4verse Reactions (6; I)). .
 
5.2 Worsened'(hrornbocytopeniaAfter Cessation of Nplate 

Nplate may result in thrombocytopenia severity was presentprior to Nplateof thanD,iscontinuation of greater 

therapy. ,This worsened ,thrombocytopenia may increase. the patient's 'risk of bleeding,.parici.darly . ifN plate is. 
discontinuedwhile the patient is onanticoagUlllts orantiplatelet agents. In clinical studies of patients with chronic 
ITP who had Nplate discontinued, four of 57 patients developed thrombocytopenia of greaterseverity than was 
presentprior to Nplate therapy. This worsened thrombocytopenia resolvedwithjn 14 days. Following . 

discontiriuatloÍ1 ofNplate,obtainweeklyCBCs, including platelet counts, for atleast2weeksand consider "
alternative treatinents for worsening thrombocytopenia, according to current treatment' guidelines (see AdverseReactions (6.1)). ... . .
 
5.3 ThrombôticlThrOlÌboembolic Complications
 

Thrombotic/thromboembolic complicationsmay result from excessive increasesm piatelet counts. Excessivedoses 
òfNplate or medication errors thatres.ult in excessiveNplate doses may increase platelet counts to a level that 
produces thrombotic/thromboembolic complications. In controlled clinical studies,theinCidtmceof 
thrombotic/thromboembolic complications was similar betWeen Nplate and piacebo.. To minimize the risk for 
thrombotic/thromboembolic complications, do not use Nplate in an attempt to normalize platelet counts. Follòw the 
dose adji.strentguidelinestòachieveand maintain a platelet countofê: 50 x l09/L(see Dosage andAdministration 
(2.1)). 

5.4 

Hyporesponsiveness or failure to maintain a platelet response with Nplate should prompt a searchfor causative 
. ". -~fiictòrs'Ùlcludingniiutralii;ing.antibodiiis'. to Nplate orbonii.l1arro~fibròsis.(see WarningsqndPracautiöns(5. i) . 

,'and Adverse Reactions (6. 2)). . To. detect antibody formation,su niit hloodSllples to Amgen (1-800-772-6436). . 
AmgenwilàSsaythese samples for antibodies to Nplate and thrombopoietin (TPO). Discontinue Nplate ifthe 
platelet count does not increase to a leveL. sufficientto avoid clinically important bleeding after 4 weeks,at t~ehiglestweekiy dose oflOmcglg. . 
5.5 Malignancies and Progression of MaUgnancies 

Nplate stimulation ofthe TPO receptor öìithesurface of hematopoietic cdls may increase th~risk forhemat9Iogic 
malignancies. In controlled clinicalstudies among patients with chronic ITP,Jhe incidence. of hematologic . 
malignancy was low and similar between Nplate and placebo. Ina separate single-arclinical study of 44 patients 
with myelodysplastic syndrome (MDS), 11 patients were reported as havingpo~sibledisease progression, among 
whom fout patients had confirmation af acute myelogenous leukemia(AML )duringfollow-up.Nplate is not 
indicated for thetieatient of thrmnpocytopenia diieto MDS or any cause ofthrombocytopeniaòther than chronicUP. ..' , .
 
5.6 

Monitor CBCs,includingplatetet coi.ntsand peripheral blood sinears,priorto initiation, througloi.t, andfollowing 
discontinuation ofNplate therapy. Priortotheinitiation ofNplate; examinetheperipheralblööddifferential to 

establish the baseline extent of re.dand white blo.od cell abnormalities. Obtain CBCs, including platelet counts and-, " . , -' , - - - - - -' - - - \
 



peripheràl .blood smears, .weekly' duriri~' the dose adjustment phase. of N plate therapy ànd then monthly following 
establishrientof à stable Nplaie dose. Obtain CBCs, including'plateletcounts, weekly for at least 2 weeks following 
discontinuationofNplate(seè Dosage andAdmihistratîon (2. 1) and Warnings andPrecautions (5J, 5.2)). 

Nplateis available only through a restricted distribution program called Nplate NEXUS (NetworkofExperts 
. Understanding and Supporting Nplateand Patients) Program. Under the NplateNEXUS Program, only prescribers 
and patients registered with the program are able toprescribe, adinister, and receive Nplate. Thisprogram 
provides eClucational materials ànd amechanism for the proper use ofNplate. To enroll in the Nplate NEXUS 
Program; callb877-Nplatel (1~877-675-28~ 1). Prescribers and patients are required to understand the risks of 
. Nplate therapy; PrescriberS àrerequired to understánd theinforiation. in the prescribing information and be. able to: 

Educate patients on the benefits and risks oftreätient with Nplate, ensure that the patient receives the 
Medication Guide, instruct themto read it, ask questions whenconsidering Nplate;and encpurage them to 

Patients maybe educated by the enrolled prescriber or ahealthcare provider under that prescriber'sdirection. . 
. Reviewthe Nplate NEXUSPrograniHealthcare ProviderEnrolIrtent Fonn, sign the form, and return the 

.
form according to Nplate NEXUS Program instructions. 

'" Review the NplateNEXUS 'ProgranPatient Enrollment Form,' answer all questions, obtain the. patient's' 
signature on theNplateNEXUS. Program Patient Enrollment Form, place the original signed form in the 
patient's medical record, send acopy according to NplateNEXUS Program instructions,and give a copy topatient. rthe 

'. Reportanyseriousadverse eyentsassociated withthe use of 
 Nplateto theNplateNEXUS program Call 
Center atlc877-Nplatel (1-877-675-2831) or to the FDA'sMedWatchProgram at 1-800-FDA-1088. 

Report serious adverse events observed inpatients receiving Nplate,jncluding~ventsactiveiysoHcited at 
6-monthintervals. . . '.
 

6.1 Clinical Studies Experience
 

.... .Seriousadve.ri;e.reactiöns associat~d with. Nplate in clinicalstudies were bonen:aiüw reticulindepositiòn.and 
worsening thrombocytopeniaafteflate discontinuation (see Warnings anâ Precautions r5::Ç5:1)). 

'1_.: -: - -. _'.
 
The datadescriped below reflectNplateexposureto 271 patients with chtonic lIP, aged 18 to 88, ofwhort 62% 
were female~ Nplate was studied in tworandomized,placebo-controlled,double-blindstudiesthat were identicalin 

design, with the exception thatStudyl evaluated nonsplenectomized patients with ITP and Study 2 evaluated 
splenectomized patients withITP. Data are also reported froman open-label, single-armstudy in which patients 
received Nplate over an extended periodoftiine. Overall, Nplate was administered to 114 patieiits for at least 
52weeksand 53 patients fÓr at least 96 weeks. 

Because. clini.cid. studies are conducted. under widély varing conditions,adversereaçtion rates observed in the .' 
clinical trials of ad rug cannot be directly conipared to rates in the clinical trialsQf anotÌßr drug and m¡iy not reflect 

the rates observed in practice, . . . . . . . '. .
 

Intheplacebo~contr()lledstudies, headache was. theniost commonly reported adverse . drug reaction, occutrfng iii 
~5% of patients receiving Nplateand 32% of patients receiving pl¡icebo.. Headaches were usually of mild or 
moderate severity. Table2prestintsadverse drugreactíons from Studies land2witha?:5% higher p¡itient 
incidence inNplate versus placebo. Themajodty ofthese aClversedrgreactions were mild to moderate in severity. 



Table 2. Adverse Drug Reactions Identifed in
 
Two Placebo-Controlled Studies
 

Preferred'ferm Nplaté Placebo 
... (n=84) . '.. (n= 41) 

.' . ArthriiÍgià .26% 20% 
DiZziness 17% ..' .' 

. 0% 
Insomnia 16% 7% 

.. 1\yâlgia
. .... r__ .-.. ..-c. . 

14% 
. 

2% 
. Pain in Ex:Iremlty 13% 5% 

ÁbdominalPain i \% 0% .. . 

'Shoûlder lâiii 8% 0% 
i 

. ¡)yspepsia 
paresthesia . 

7% 
6%. 

. 

. 

0% 

0%. ..' 
.. 

. 

Among .142 patients Withdhronic UP. who received Nplatein. thesingle-ar extension. study, the incidence rates of 
the adverse reactions occurred in a pattern similar to those reported in the placebo-COiitrolledclinical studies. 

6.2 Iinînunogenicity.
 

As with all therapeutic proteins, patients may develop antibodies to thétherapeutic protein. Patiènts were screened 

. for immunogenicity toromiplostim usingaBIAcore-basedhiosensoriinunoassay. This assay is capable. of 
detecting both high-and low-affnitybinding antibodiesthat bind to romiplostim àndcross-'reactwithTPO. The 
saiples from patients thattestedpositiveforhinding antibodieswerefuher evaluated for neutralizing capacity 
using a cell-based bioassay;
 

In clinÌCalstudies,theincidence of preexisting antibodies toromiplostim was and of8% (17/225) the incidence 


binding antibody developI1ent durtlg Nplate treätment was' 10%(23/225). The incidence ofpreexistingantibódies 
to endogenousTPO was 5% (12/225) and the incidence ofbindingantibodydevelopmenttoendogenousTPO 
durIng Nplatetreatment was 5% (12/225). Ofthepatiei;ts with positiveaìtibodies toromiplostim or to TPO,one 

none hadneutraIizing activity to TPO.Nocorrelation(0.4%) patient hadneutraIizing activitytoromiplostim and 


was observed between antibody activity and clinical effectiveness Or safety.
 

.__Lininun~~~ni9iI) a.ss¡iyre~tiltsareh!gh,lX4~pecnc.ent Qnt.hesen,sittvity¡ind,spe.cificity ofthe.as.say.u~ecl In.clet~.cttmi 
. . '.and-l1aY~be""nfluenced;bpeveralfactors,.incluì:inKsRlple~handling.concòmitantmedications~and""nderlying. . 

disease. F orthese reasons, comparis()U ofincidence of antibodies to romiplostim with the incidence of antibodies to
 

other products may be misleading. .. .
 

Pregnancy.Category C) 
There are no adequate and well-controlled studies of Nplate usèin pregnant women. Inanimalreproductionaìd 
developmental tnrdciiystudies,romiplostim crossedtheplacenta, and adverse fetal effects included thrombocytosis, 
postiniplantation loss,aiid an. increase in pup mOitality! Nplateshouldbe used duringpregnaIcy only if the 
potential benefitto the motherjustifiès the potential risk to the fetus; .'
 



Pregnancy Registry: A pregnancy registry has been established to collect infonnRtion about the effects ofNplate 
use during pregnancy. Physicians are encouraged to register pregniit patients, ot pregnant women may enroll 
themselves in the Nplate pregnancy registr by callng 1-871-Nplatel(I-877-675-2831).
 

In rat and rabbit developmental toxicity studies no evidence of fetal harm was observed at romiplostim doses up to 
11 times (rats) and 82 times (rabbit) the maximum human dose (MHD) based On systemic exposure. In mice at 
doses 5 times the MOO, reductions in maternal body weight and increased postimplantation loss occurred. 

In a prenatal and postnatal development study in rats, at doses 11 times the MHD, there was an increase in perinatal 
pup mortlíty. Romiplostim crossed the placental barer in rats and increased fetal pl~telet counts at clinicaIly 
equivalent and higher doses. 

8.3 Nursing Mothers
 

It is not known whether Nplate is excreted in human milk; however, hUlan IgG is excreted in human milk.
 
Publíshed data suggest that breast milk antibodies do not enter the neonatal and infant circulation in substantial
 
amounts. Because many drugs are excreted in human milkand becàuse of the potential forserious adverse reactions
 
in nursing infants from Nplate, a decision should be made whether to discontintie nursing or to discontinue Nplate,
 
taking into accountthe importance of Nplate to the mother and the known benefis of nursing.
 

8.4 Pediatric Use
 

The safety and effectiveness in pediatricpatients (.: 18 years) have not been èstablished.
 

8;5 Geriatric Use
 

Ofthe 271 patients who received Nplate in ITP clinical studies, 55 (20%) were age 65 and over, and 27 (10%) were 
75 and over. No overiill differences in safety or effcacy have been observed between older and younger patients in 
the placebo-controlled studies, but greater sensitivity of some older individuals cannot be ruled out. In general, dose
 

adjustmentfor an elderly patient should be cautious, reflecting the greater frequencY of decreased hepatic, renal, or 
cardiac function, and of conêomitantdisease or other drug therapy.

i 

8.6 Renal Impairment
 

No clínìCal studies were conducted in patients with renal impairment. Use Nplate with caution in this population. 

8.7 . Hepatic Impairment
 

No clinical studies were conducted in patients with hepatic impairent. Use Nplate with caution inthis population. 

10 OVERDOSAGE
 

In the event of overdose, pliiteletcounts may increase excessively and result in thrombotic/thromboembolic 
complicatiOlls. In this case, discontinue Npliite and monitorplatelet counts. Reinitiate treatment with Nplatein 
accordance with dosing and administration recommendations (see Dosage and Administration (2.2)). 

11 ~ESCRIP'fioN
 

Romiplostim, a member oftheTPO mimetic class, is an Fc-peptide fusion protein (peptibody) that.activates 
intracellular transcdptional pathways leading to increased platelet production via the TPO receptorl(also known as 
cMpl). The peptibodý molecule Contains two identical single-chain subûnits, each consisting of human 
immunoglobulin IgGl Fc domain, covalently linked at the C-terminus to a peptidecontainiÍÍg two thrombopoietin 
receptor-binding domains. Romiplostim has no amino acid sequence homology to endogenous TPO. Romiplostim 
is produced by recombinant DNA technology in Escherichia coli (Eco/i). 
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Nplate is supplied as a sterile, preservative-free, lyophilzed, solid white powder for subcutaneous injection. Two
 
vial presentations are available, which contain a suffcient amount of active ingredient to provide either 250 mcgor
 
500 mcgof iJeliverable romiplostim, respectively. Each single-use 250 mcg vial ofNplate contains the following:
 
375 meg romiplostim, 30 mg mannitol, 15 mg sucrose, 1.2 mg L~histiiJine,0.03 mg polysorbate 20, and sufficient
 
HCI to adjust the pH to atarget of 5.0. Each single-use 500mcg vial ofNplate contains the following: 625 mcg 
romiplostim, 50 mg mannitol, 25 mg sucrose, 1.9 mg L-histidine, 0.05mg polysorbate 20, and suffcient HCI to 
adjust the pH to a taget of 5.0 (see Dosage and Administration (2.2)). 

12 CLINICAL PHARACOLOGY
 

12.1 Mechanism of Action 

Nplate increasespi¡itelet production through binrjing and acivationofthe TPO receptor, a mechanism analogous to 
endogenous TPO. 

12.2 Pharmacodynamics
 

In clinical studies, treatment with Nplate resulted in dose-dependent increases in platelet counts. After a single 
subcutaneous dose of 1 to 10 mcg/g Nplate in patients with chronic ITP, the peak platelet count was 1.3 to 14.9
 
times greater than the bàseline platelet count over a 2- t03-week period. The platelet counts were above 50x 109/L
 
for seven out ~f eight patients with chronic ITP who received six weekly doses of 
 Nplateat 1 mcg/g. 

ii.3 Pharmacokinetics
 

In the long-term extension study in patients with ITP receiving weekly treatment ofNplate subcutaneously, the
 
pharmacokinetics ofromiplostim over'the dose rangeof3 to 15 mcg/g indicated that peak serUm concentrations of
 
romiplostim were observeclabout 7 to 50 hours post dose 1 to(median: 14 hours) with half-life ',values ranging from 


34 days (median: 3.5day~). The serum concentrations varied among patients and did not correlate with the dose
 
administered, Tlie elimination of seru romiplostim is in par dependent on the TPO receptor on platelets; As a
 
result, for a given dose, patients with high platelet coutits are assoCIi.lted with low. serum concentrations and vice
 
versa. In another ITPclinIcal study, no accumulation in serum concentrations was observed (n = 4) after six weekly 
doses ofNplate (3 mcg/g). The accumulation at higher doses ofromiplostim is unknown.
 

13 NONCLINICAL TOXICOLOGY
 

...13.1 ftiircinøgenesis;Mutagene$i$, Impairment of Fertili
" 

The carcinogenic potential of romiplostim has not been evaluated. The mutagenic potential of romiplostim has not 
been evaluated. Romiplostim had no effect on the fertilty of rats at doses up to 37 times the MH bàsed on
 
systemic exposure.
 

13.2 Animal Toxicology and/or Pharmacològy
 

In a 4-week repeat-dose toxicity study in which rats were dosed s\,bcutaeously three times per week, romiplostim 
caused extramedullary hematopoiesis, bone hyperostosis and marow fibrosis at clinically equivalent and higher 
doses. In this study, these findings were ,not observed in animals after a 4-week post treatment recovery period. 
Studies of long-term treatment witli romiplostim in rats have not been conducted; therefore, it is not khown if the
 
fibrosis of the bone marrow is reversible in rats after long-term treatment.
 

14 CLINICAL STUDIES
 

14.1' Chronic ITP 

!The safety and effcacy ofNplatewere assessed in two double~blil1d, placebo-controlled clinical studies and in an 
open-label extension study. 
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StlLdiesland 2 
InStudies land 2, patients with chronicITP who had completed at least onepriortreatment and had a platelet count 
of 530 x 109 /Lprior to study entry were randomized (2: 1) to 24 weeksòfNplate(l mcglg suhcl,taneous (SC)) or 
placebo. Prior ITP treatments .in. both study groups includedc:orticosteroids, immimoglobulins, rituimab,. cytotoxic 
therapies, danazol,' and azathioprine. 'Patients already receivingITPmedicaltherapiesat a coIistantdosing schedule 
were allowed to continue receiving these medical treatments throughout the studies. Rescl,etherapies ..
 

(ie, corticosteroids, IVIG, platelet transfu.sions, andaiti-Q iÍnrtUnoglobulin) Were permitted fòr hleeding,wet 
purpura, orif the patient was at iinediaterisk for hemorrhage. Patients received single weekly SC injections of 
Npl~te, with individual dòse adju~tments to mairttain platelet counts (50 xl09/L to 200 x lQ9/L).

) 
Study 1 evaluatéd patients whohadnòtundergoneasplenectomy. The patients had been diagnosed with ITPfor 
approximately2yeiisandhad received a medifU ofthreepriór ITP treatments. Overall, the median plateletcòimt 
was 19x 109/L at study erttr, During the study, the median weekly Nplate/dose was 2 mcglg (25th'-15th 
percentile: 1"'3mcglg). 

Study 2 evaluated patients who had undergone a splenectomy; The patients had been diagnosed with ITP for 

approximately 8yeårs and had received a median ofsix.priorITP treatments; Overall, the median platelet count was 
14".1 Ö9/L atstudy entr, During the study, the median weekly NpIatedose was. 3mcglg (25th-75th percentile: 
2-7mcglg). 

Study 1 and 20l,tcomes are shown in Table 3. A durable platelet response was the achievement ofa weekly platelet 
count;; 50 x 109/Lforany 6 ofthelast g weeks ofthe24~weektreatment period in the absence of rescue medication 
at any time. Atransient platelet response was theachievementofanyweekly plateletcòunts;;50x 109ILfor any' 

4weeksduiing thetteatment périod with~ut a durable platelet response. ..' An. overall platelet response was the 
achievement of either a durable or a transientplatelettesportseó Platelet responses were excludedfor 8 weeks. after 
receivirtg rescue medications. . .. .


j 

In Studies land2,nine patients reported aseriousblee~inK event (five ( 6%)Nplate, Jour (10%) placebo); Bleedîrg 
'events that were grade 2 severity or higher occurred in 15% of patients tteated with Nplate iind34% of patients 
treated with placebo. . . . .
 



Extension Study 
Patients who had particîpatedin either Study lor Study 2 were withdrawn from study mediçations. Ifplatelet 
counts subsequently decreased to :s 50 x 109/L,the patients were allowed to receive Nplate in an open-label . 
extension stidy withweeklydosing ba.ed on platelet counts. FoUowin~ Nplatediscontinuationin Stidies 1 and 2, 
seven patients maintained platelet counts of;! 50 x i09/L. Among 100 patients who subsequently entered the 
extension study , platelet counts were increased and sustained regardless . of whether they had received Np1ate or 

placebo inthepriot ¡'ilacebo'"controlled studies. Theniajority ofpatientsreachedamedianplateletcount of 
50x109/L after receiving one to three doses of Nplate, and these platelet counts were maintained throughout the 
remainder of the. studywitliamedian duration ofNplate treatment of 60 weeks and a maxil1umduration of 
96 weeks. 

HOW SUPPLIED/STORAGE AND HANDLING 

Nplate is supplied in single"use via.ls containing250 mcg (NC 55513.221~Oi) and 500 mcg (NDC 55513;.222.01)
delìvel'able rOmiplostim. ". .' ..
 

17 PATIENT COUNSELING INFORMÀTIÔN 

SeeFDA.ApprovedMedicatidn Guide. 

11.1 Information fQr Patients 

Prior to treatient,patients should fully understand the risks and benefits of Nplate. Inform patients that the risks 

associated with long-term administration ofNplate are unknown and that they must enroll in the Nplate NEXUS 
Program, which provides for the proper use ofNplatein ITPpatients. 

Inform patients ofthe following risksandconsiderationsforNplate: 

. Nplatecan only beadministe.red bya healthèare provider whois enrolled inthe Nplate NEXUS Program or 
ahealthcare provider under their dire.ction: .
 

is administered to achieve and maintain a platelet count ~ 50 x ip9ILas necessar to reduce.. iNplate therapy 


the risk for bleedinK; Nplat~ is notusedtonornalile platelet counts.
 

'.F'õií~~iiig (fi$6Òntinu~tiÒn of~l~te,ff~rtl5~~;t()periia anCrfiŠR' of6ieeing iiay.ôeve1opl1iswÒrsemit 
that experienced prior to the Nplate therapy. .
 
Nplatetherapyincreases theriskofreticulìnfiberformation within the bone marrow, and fuher fiber
 

formation may progress to mitrro\¥ fibrosis. Detection of peripheral blood cell abnormalities may 
necessitate å bone marowexaiination. 



Thisproduct,itsproduction, ànd/or its use may be covered by one ormort~ U.S. Patents, including U.S. PatentNos. 
6,835,809 and 7,189,827, as well as other patents or patents pending. 

~2008 Amgen Inc. Allrightsreserved. 
www.Nplate.com . . 
i-877-Nplatef (I-877-675-2IBl) 
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kIow about Nplate?What is the most important inforniation I should 

Nplate can cause uncommon b1Jtserious side effects: 

Bone marrowchimges(increasedretìculin and. possible bone .marrowfibrosis). . Long-tenn Use ofN plate 
may cause changes in your bonemauow. These changes may Jead to abnormal blood cells or your body 
making Jessbloodcells. The.mild fonn ofthese bone marrow changes is called "increase4ieticulin." It is not . 

knownifthis mayprogress tOll more severe formcalled "fibrosis.". The mild fonnmaycause no problems 
while the severeformmaycause life-threatening bloodpro~lems. Signsofbonemarrowchangesmay showup 
as abnontalities in your bloOd tests. Yourhealthcare provider wil decide ifabnonnài blood tests mean that .

you should stopfRkingNplate. .
:you should have bone marrow tests or if 


platelet count.(thrombocytopenia) and risk of bleeding shnrtlyafter stopping 
N plate. When you stop receiving Nplate,yourlow blood platelet count (thrombocytppenia)may becomeworSe 

. Worsening low blood 


than before YOu started reèeiving Nplate.Theseeffectsare most likely to happen shortly after stopping Nplate 
lower counts your riskand may last about 2 weeks. . The platelet during this time period may increase of 

bleecling, especially if you are taking a blood thinner or other mj;dicinethat affe.ctsplatelets. Yourhealthcare 
provider wiIcheckyour blood platelet counts for at leasttwoweèksafteryou stop taking Nplate.. Callyour' 
healthcaraproviderright away to report any bruising or;bleeding. .
 

of gettngablood.clodf. mghnlatelet counts and higber cbance for blood clots. You have a higher chance 

your platelet collnt is. too. high during treatment with Nplate. . You may have severecompliçations or die from 
some fonns of blood clots, such as clots tha,t spread to the lungs. or thatcause hear attacks or strokes; Your 
he¡ilthcare provider wilcheckyourbloodplatelet counts and change yoUr dose or stop "Nplate if your platelet 
CQunts get too high. '. .
 

. W oi-sening of blood cancers. Nplate is not for usein patients. with blood . cancer or a precancerous candition 
called myelödyspla¡tIc syndrome (MDS). If you have one of these conditions, Nplatemay worsen your cancer 
or condition aM may cause youto diesooner; . 

WhenyouarebeingtreatedwithNplate, your healthcareproviderwil closely monitor yourNplate dose and blOOd
 

tests, illcludingplateletcounts; . .
 

" Nplateisavai1ableonly afteryou andyour bealthcare provider agreetojoil1ap~ogram that isintendedtoh~lp
 

in the safe use of Nplate.. This program is called the "Nplate NEXUS Program. " 

. Only' a heiilthcare provider can injectadòseÖfNplate. Injection of too much Nplate may cause a dangerous 
increaseinyour blood platelet counland serioussideeffests. 

During Nplate therapy; your healthcareprovider may change yourNplate dose, depending upori thechatge in 
your blood platelet count You must have blood platelet counts done before yousta Nplate, during Nplate.is stopped. .therapy,ándaferNplate theraPY 


" 



Nplate is a man"made protein medicine used Ici 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 toreinove the spleen hiinot worked wellenough. . 
Nplate is only: 

. Prescribed by healthcare providers who are enrolled in the Nplàte NEXUS Program.
 

.. Given to patients who are enrolled in the Nplate NEXUS Program. '
 

. Given by the enrolled healthcare provider or a provider undertheirdirection. You may not giveNplate
 
injections to yourself. .
 

It is not kno-wifNplate works órif itis safe in people under the age of18. 

Nplate is for treatment of certin people with low bloodplateibt ,counts caused by chronic ITP, not low platelet
 

counts caused by. other conditions or' diseases. ' 

What should. I tell my doctor. before taking N plate? 

Tellyour doctorabøut aU your mediçal.çonditións, iòdudiiig ¡fyou: 

. Have hadsurgery to remove ýourspleen(splenectomy).
 

. Have 
 a bone marrowproblem; including abloodcarcer or MDS. 

.-Have or had a blood clot. 

.- Havebleedirig problems.
 

known ifNplate wil hanan unborr. An:ipregnant, think yòumay. be. pregnant, orplan.to get pregnant. It is not 

;baby.' 

PregnancyRegistry:Thereisa registryJor wom.en who become pregnant during treatment with Nplate. If you 
become pregnant, consider this registry... The purpose of the registry is to collect safety iiifortation. about the 
health of you and your baby. Cont~ct the registr as sooll as you become aware, of the pregnancy, or ask your 
lie.althciiePJoyid.er.l0.çQntactJliJl._registrxfQr YQU, .. .¥.Qu olYQurh~altlca.re.provider. cail.'getinfQrmatiQiland 
emollin tñe regisrt õycal1iig i-;877~'Nplãteic-(t~877~67S-2831)~ . .'. .' .' .... . .... . . '. '. .. .'
 

. Arebreast-feedirig orplantobreast"feed.ltis not knownifNplatepašses into your breast milk. You andýour 
healthcare provider should decide whether you will take Nplateor breast-feed; You should not do both. 

TrU. yourheiIlthcare. proyider. about aU tbemcidicines youhike, incli.ldingprescriptionandnønprescription 
inedicines, vitamins, andherbal products. Knowthe medicines you take. Keep a list of them and slìow itto your 
healthcare próvider andpharaeist when you get a new medicine. 

Toteceive Nplate, you mustfirst talkwithyourhealthcareprovider and understand the benefits and risks ofNPlate. 
You must agree to and follow aU ofthe iùStrctions in the NpJate NEXUS Program. . .
 

Befo~e.you can beginto receive N-pJate, yourheålthcàre provider will: 

ExplaintheNplateNEXUS Program to you.
 
Answêr all of your questionsaboutNplateand the NpHite NEXUS Program.
 
Make sure )'QU read tÌie NplateMedicationGuide.
 
Have you sign the 
 Nplate NEXUSPatientEIioiiment Form. 



skin onetime
Nplate is given by your healthcare provider as a subcutaneous (SC) injection under the each week. 

Your healthcare provider wìlLcheckyour platelet count every week and change yourd9se ofNplateasneeded. This 

wil continueimtiyour.healthcareprovider decides that your dose ofNplate can stay the same. After that, you wil 

need to have blood tests eveiy month. Whenyou stop receiving Nplate, you wil need blood tests foratleast 
2 weeks to chec:k if your platelet count drops too low. 

Tell your healthcareproviderabout anybr6ising or bleeding that occurs while you are receiving Nplate. 

your healthcare providertoararigeforyoiírnextdoseas soon as 
possible. 
If you miss a scheduled dose ofNplate, call 

Wbatshoiild I avoid wbile receivingNplate? 

Avoid situations that may increase your riskofblèeding, such as missing a . schedúleddose ofN plate. . You should . 

arange foryollr next dose as soon as possible. Call your doctor or theNplate NEXUS Prograinat 1-877-Nplatel(l-877~675-2831). . 
Nplatemay cause seriou$side effects. See "Wbat istbe most important information I sbouldknowabont 
Nplate?" 

. Headache' . Pain in annsand legs 

. Jointpain . Abdominal pain 

. Oizzine$s . Shoulder pain 

... Trouble sleeping . Indigestion 

.. Musclê tenderness or weakness . /Tingling or numbness in hands and feet 

These are. not all thepossible side effects ofNplate, Tellyourhealthcare provider if you have any side effectthat 
bothers YOu or that does not go away; For more iifonnatÌon,ask yourhealthcare-provider or pharmac:st.

- -.---.:c--... -~..,._-:--.__.__..- .-i-:'--'~. '-'-.----,., ---, -~'-', '--0- -.: _.. . ._-"'.----;----__- ---.-.'- ---.---.._--.--.. ...-;-. ..--..-_~-~- .-- -- . c-------'. ',-'.:- '-':;- ,.,.:.._- -~--_. _,.:",_,___c",."."., ----- '.'.- -_:_~ -_-=_.:~_..:---- '--'--. _.- .'c...._-.-.. -"-..' '--~_--- -~_._..'-.-

Callyourdoct()rformedrcäladviceaboutside effects.. You.mayreport side effects to the Nplate NEXUS Program 
an~877-NpiateI (1-877-675-2831) or FDA at 1-800~FDA-ìo88. 

GeneraUnforinationabout tbe~satè and effective use of Nplate. 

This Medication Guide. summarizes the most important infonnationabout Nplatè. If you would like more
 

infOrmation, talk with yourhealthcare pr()vider. You can ask your healthcareprovider or pharac:ist for inforiation
 

about Nplate that ¡swritten for health professioiials. 



This product, its production, and/orits use maybe covered by one or moreU.S.Patents, including U.S. Patent Nos; 
6j835,809and 7,189,827, 
 as well as other patentsorpatents pending. ( 

..~ 2008Amgenlnc. All fights reserved. 
ww.Nplakcom 
1-877-Nplatel (1-877-675-2831) 
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This Medication Guide has been apptovedby theU.S. Food and Drug Administratioii. 
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elcome, and thank you for your interest in Nplate™ (roniiplostim).
r

Nplate™ is only available through the Nplate™ 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 chronic immune (idiopathic)

thrombocytopenic purpura (ITP) who have had an insuffcient 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 prescriber, you must enroll in the Nplate™ NEXUS Program in order to prescibe Nplate™ by

completing the Nplate™ NEXUS Program Healthcare Provider Enrollment 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 reticulin

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 Enrollment Form and fax it to the Nplate™ NEXUS Program at 1-877-NPLATEO (1-877-675-2830).

In this kit, youwil 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

-ITP 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 callng 1-877-NPLATE1 (1-877-675-2831). Each patient information kit includes:

- Nplate™ NEXUS Program Patient Program Enrollment Form

- Nplate™ NEXUS Program Patient Baseline Data Form

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

including the Medication Guide

- Patient ID Card and Dosing Tracker
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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 Npl~teTM in clinical studies were bone marrow reticulin deposition and worsening

thrombocytopenia after Nplate ™ discontinuation. Additional risks include Bone Marrow Fibrosis, ThromboticlThromboembolic

Complications, lack or loss of Response to Nplate™, and Hematologic Malignancies and Progression of Malignancy in Patients with a

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

Nplate™ (romiplostim)

Nexus
and Suppoing Nplate' '(romiplostim) and patients
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Nplate™..(romlplostlm) NEX~S..Prog,am..Healthclre..ProvlderlnrøllmentForm
 
lunderstand thatNpllte™ (romlplostlin) Isonlyavanabhlth,o~ghth.NplatlTM NEXUS (Network oUXpem undemanding andSuppol'lng 

Nplate™and patl"nt.) PrQll'rt and I agree to (omplywiththe tøltowlng p;øgram requirements:. ~
.. Ihavefead thi fun Prlscrlblnglnførmatlon for Nplate™. . 
.lunderstandthalNplate™lsonly approved for tn. treatment ohhrømb04YtoPelila in patientt with chrottlèlmrlun,Odlopathlci) 

an Insufll.nt respol\to(O,t!costeroid-s,imrnnoglob\ll)iør splenectomy. .thrombo(Ytôpenlcøurpw'a (ITP) who have had
. '.'. '_. . ". - /- - - - - - . : - . -' '. 
· .Iund."tand that, Nplate™should be used only inpatients with ILL' whose degree of thrombocytop."I. andetlnkalcondltlon Increa$lsthir1skforbleedlng. . .. . . . .
 
· I unde"t¡nid that: Npliltl™ shoidd not.be. used in .an altlmptto nOl11t platelet counts.. -" . - - ," -. 
.1. understand that Nplate TMlsnot lridi(atedforthetr~atmellt of throm~øcYtop.nia duito MOS 0' any cause of thrombocyiopeniaother~~. . ... .
 
.1 understand theföllølng rlsksar, associated with Nplate™: 

-Nplat,TM admlnlstratlonintr.ases the risk for development,orprogteisjonof reticulin fiber depOlltlon wlthln the bone. marrow. 

Clinicaistudif-s.havenot-excludeda. rlsk.of progrtss1ò.nto bone marrowflbrosiswlthcytopenlas,lf thepatlentdevelops.new.or.worsenl"t. 
,.morpholo.glealab"órmalllles or (ytope~ia(s), I should-discontinue treatment with. Nplate™and cons1de',abofìe màtrw blopsYì Inêludhig 

staining. fo; fi.rosis.
 

-Dis(ontinu-atlon ófNplate™l1ay result)nthrombocYfopeni. ofgreateneveritythan w~s present prior to Nplate™ therapy. Thlsworsened . 

thromboCÝt9penlå resolved within 14 days In theeiini'!ll trkls. . .
 

-ThrombotWthromboéllboUtcompll(atlons may '.sme ffom excessive Increases in platelet counts. iXCtulV. dOSlS ofNplate™o; 

medlclItion.rrors thatresult líieXClSsIVi!NpllJtè™ dolts may IMreastthlHisk. .. . .
 

-Nplate™maylnCfeas.th,e riskforhernatologlcalmiillgnal\,I.. and progression of malignancy inpattents with aprC!~eid5ting
 

hematolo.gl(ilmâllgnan,y ormyeloôysplastl, syndl'me(MÐS). 

· .lunde"tandthaUa(h patlênUhould b~monitoredalfol/owstoa$SlJresafëU$e 'ofNplate™:
 

-examine the peripheral sinear dosi!lytolstablIsh abasellrle leVel ohellular morphologic abnormalllis, 

-MonltorC8C$¡lnclwdlnt ,Iat.i.t(øun~ andperlpheralblOodil'lllrsì weeklyuntil.a. stable Nplatø™dose has been .achleved.Thereaftlk 

. (Besi Includlrlg plateleHount$ and peripheral bloodsm.ars,should be monitored at lea.stmonlhly. . 

.....-.. ~.ltNplatrTMluj_n"nuøj-lwil'-obtaIÎtw...k~leJi,lîlciudllrø'PIlllllUøunts;for~àt..I.a$tlwl.krand~(ClnsldefJ!ltematllllJrlat1. 
. forworsenlng-thrombC)(ytopinia¡ according to t",aüfeÁiguldellnes. 

· i understånd how to prof.-' d05l and administer Nplat.1M In .,dert' prevent medlcatlonerrfS. 

· lunderstánd th.'J mUll (omplete this Nplate TMN~uSPro,.mHt.ltla,. Provide, Enrollment 'o.m tèl enroll myselfin the NplateJM NexUS
 

Program (I only n.èdturiroll.of'c,). . 
· IwUI Ilnrolleach patient b~iSSl't1"g In the ciornpletion ølth.~t.TM NexU5Pro.gramPatlent Enrollment Form anf comPletll1gtheNPlait™ 

. NlXUS Program. 'atlef1tbseüne Data .Farln.i willcomple.. thfNplatf™NIXUS Prg,am Patt.". &JSfIlJY Olttll Format the time ofenrollmênt 

orwlthlFl 30 dlJ$of Pil.l't 'flrol,,*nt;lul'de,.tandth.l~11l .... orilyto beused tOi1sess for,IS.kfåctorsfo,adveFse ev.nts and to 

evalua1êth,lonl+te'nl Slfl of NPtate1M. . . . . .
 

-i wllprovldlla.h ..nlwltbthl Npllt,TMMlölcølonGiid,rlO,tQllCl do and cøùfl5.el ndt_nton tli.r1saan.d benefi'ofNplaieTM;.). . . - .' .

- .1 WI"CQnl.lt.the"plai.lMN~Ul.Pl9fam. Patient llrölblítFÐforllCbpailent:(l) obtaln pll,"i'S slgn"fll(~nowledglrl'c.lpiof
 

NplatllM.. Medcatl,," QulØí(il o_.ln. pltlents.slfJtur'''llll1dbClo$llre.olllealth. infoflatillrtlltld to the.Nplate™. NexUS .Pframì
 

and (3)øndtli CémplltflNp.lM NexUS Program Patilnt I"tollment förnrtotht Nplate™NIXUUrogtamforpatlent ¡n,.IIment.
i, 



" I wil (ouns.leach pailent to (arrya Patient 10 (areland. OotlhgTraktr thaticlentlfsthe r1~kl with NplatttM'al\çontains' the Nplate™ 

NexUS PrØ9'a"'a((.s~nfJmb.r. . .
 
.1 wllevahiatt .thé sat. ustandpaìlentstatus lvéry 6 months todlrmlne whether thepèlIÌentshotild CòJtlnutNplattm anellhoi 

authoriie trlatment fonnothet 6 months.
 

. lwllinotify the Nøl..elM NnUf pmgram when a patlentdl.continuft Nplatl™ by (ompledng thlNplateTMNlXUSProgråm Patiern
 
DlscontlnuatloflIPøt"PI$(ontlnuatlon Follow;.upForm alth. tlmeol NpkttelM discontinuation arid 6 months later; 

" I wil promptWr.Pa'ttoth. NplatflMNIXUS Program anyadvers.evenw o((urrlnginthe (OUfSlUf theuø ofthtdrug lšdes(rlbedin
 

. thlNplatllMN~ij$Progr.in$ltetY Questionnaire. . '..
. . . . . .J 
the right to.lunderstandthaMrnglll win bf,.UlarlY evaluating çompna~.w'thth. NplatllM NIXU$Prog,am1aridthalAmgln 'eserves 


restrict tny abiliy to ènrollfUul' patients or takeother appropnatl mtlsures_auny time It Ifal to (ompW wlth.NplatelMNEXU$Progrømr.q~iJem.nt-5. .' .' ." .
 
to Nplate™
 

admlnlstrlltløn, co~nsflj eachpatlenton the risks of Nplail1MrandproYlde each patient with all necessa;y warnings (Onèerning .Nplate TM.
 

I fUrther und.rs"ndth¡iHftavesoleI'5pønsibllliyfårall medical j"dgmentundtieatmenu, andhiivUolere&POllslblltyto, prior 


Addresuo recliVlNpllItelM shipment . E. . '1 S'i-, J. ., :"r 
,,,State J j ; ;Zi' ~. a $ '. 

, . State Issued, Ii :'-:L'.___H
 

\( ë."' . --_--ì~._~--..,-¡--- ~-$-.~5\~;:-~.--__lP:
 

"Phone( 

Qffce Manager (Purøhaser),. ¡ ,'. ..,t ,.i . 
plh'f..."ll""",.lnC"'0'" 

Olnpatlen.¡n.~tl1."ll"/l\Pltl . 0 £Mpatient facilty afflitédwllftanlnstltutlønl hospital
 

o Outpatlenlfålbt rwl.ll~td witftaninsiltutlon/hospitl' 

Plìs. faiethll CGm,lllêd.fQ.fl tothlNJlateJM NEXU!Pmg~man~8""tlPlìllØ(l+877~1S~28iO).
 

Á.Ul$P~i.MlWI..~ØöWUtHOob"lli Infomiatlonh)rcommunltaùøni 5hippli\ancloßledng.
 
C Yeti wil recel..rQll.n'.4onllJfllønvlJfal within 4l hoUfS
 

FotqGestlöM .,..'.,theNPMtllM .NIXUS.Pt(lgraJiicall.1...""NPUlll(1"811"675..~8i1). 
'., 

.protaní1lš.Qíly ~.tò'flL .j
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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 TM is indicated for the treatment of thrombocytopenia in patients with chronic immune

(idiopathic) thrombocytopenic purpura (ITP) who have had an insuffcient 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.

'-

a B II

(Ç 2008 Amgen. All rights reserved. 08/08 P4422liiII ..II



~x
us

-

H
ea

lth
ca

re
 p

ro
vi

de
r 

(H
C

P)
 m

at
er

i~
 w

ill
 b

e

co
nt

ai
ne

d 
in

 a
n 

en
ve

lo
pe

 th
t w

iØ
 th

en
 g

o 
in

to

th
e 

H
C

P 
si

de
 o

f 
th

e 
fo

ld
er

.

T
ab

be
d 

di
vi

de
rs

 w
il 

se
pa

ra
te

 th
e 

pi
em

.

T
ab

be
d 

se
co

ns
 w

il 
be

 la
be

le
d:

'P
ro

gr
am

 I
nf

or
m

tio
n

-P
re

sb
in

gl
nf

or
ra

tio
n

"D
os

in
g 

&
 A

dm
in

is
tr

at
io

n

'E
nr

ol
lm

en
t F

or
m

s

'S
af

et
y 

&
 M

on
ito

ri
ng

 F
or

m
s

. M
at

er
ia

ls
 in

 th
e 

H
ea

lth
cr

e 
Pr

ov
id

er
 I

nf
or

m
at

io
n 

fo
ld

er
 in

du
de

:

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 H

ea
lth

ca
re

 P
ro

vi
de

r 
In

tr
od

uc
to

ry
 L

et
te

r

. U
SB

 d
ri

ve
 w

ith
 e

le
ct

on
ic

 v
er

si
on

s 
of

 a
ll 

fo
rm

s

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 B

ro
ch

ur
e

. N
pl

at
el

M
 P

re
sc

ri
bi

ng
 I

nf
or

m
at

in
 a

nd
 M

ed
ic

at
io

n 
G

ui
d

. N
pi

at
e'

" 
D

os
e 

C
ak

ul
at

or

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 H

ea
lth

ca
re

 P
ro

vi
de

r 
E

nr
ol

lm
en

t F
or

m

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 P

at
ie

nt
 E

nr
ol

lm
en

t F
or

m

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 I

ns
tit

ui
on

 E
nr

ol
lm

en
t F

or
m

-I
T

P 
R

ei
m

bu
rs

em
er

tA
ss

is
ta

nc
e 

Fo
rm

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 P

at
ie

nt
 B

as
el

in
e 

D
at

a 
Fo

rm

. N
pl

at
e1

M
 N

E
X

U
S 

Pr
or

am
 S

af
et

y 
Q

ue
st

io
nn

ai
re

. N
pl

at
eT

i. 
N

E
X

U
S 

Pr
og

ra
m

 D
is

co
nt

in
ua

tio
n/

Po
st

-D
is

co
nt

in
ua

tio
n 

Fo
llo

w
-U

p 
Fo

rm

. M
ed

W
at

di
 f

or
m

N
E

X
U

S 
M

A
T

E
R

IA
L

 H
O

L
D

E
R

T
w

o-
si

de
d 

"b
oo

k"
 f

ol
de

r

T
he

 fo
ld

er
 is

 1
1.

5"
 

hi
gh

 x
 9

" 
w

id
e 

an
d 

1.
5"

 t
o 

2"
de

ep
,

an
d 

is
 d

es
ig

ne
d 

to
 s

it 
up

rig
ht

 o
n 

a 
sh

el
f, 

lik
e 

a 
bo

ok
.

T
he

 m
at

er
ia

ls
 f

it 
in

 d
im

en
si

on
al

 p
oc

ke
ts

.

Le
ft 

si
de

 fo
r 

he
al

th
ca

re
 p

ro
vi

de
r 

m
at

er
ia

ls
 (

l s
et

),

an
d 

ri
gh

t s
id

e 
fo

r 
pa

tie
nt

 m
at

er
ia

ls
 (

5 
se

ts
).

Fi
ve

 P
at

ie
nt

 E
nr

ol
lm

en
t K

its
 g

o 
in

to
 th

e 
pa

tie
nt

 s
id

e.

E
ac

h 
Pa

tie
nt

 E
nr

ol
lm

en
t K

~ 
in

cl
ud

es
:

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 P

at
ie

nt
/C

ar
eg

iv
er

 I
nt

ro
du

ct
or

y 
le

tte
r

."
W

ha
t i

s 
N

pl
at

e™
 N

E
X

U
Sr

 -
a 

br
oc

hu
re

 f
or

 N
pl

at
e'

l p
at

ie
nt

S 
an

d 
ca

re
gi

ve
rs

in
cl

ud
in

g 
th

e 
M

ed
ic

at
io

n 
G

ui
de

 '
. N

pl
at

e™
 P

re
sc

ib
in

g 
In

fo
rm

at
io

n 
an

d 
M

ed
ic

at
io

n 
G

ui
de

4 
Pa

tie
nt

 I
D

 C
ar

d 
an

d 
D

os
in

g 
T

ra
ck

er

. N
pl

at
e'

" 
N

E
X

U
S 

Pr
og

ra
m

 P
at

ie
nt

 E
nr

ol
lm

en
t F

or
m

. N
pl

at
e™

 N
E

X
U

S 
Pr

og
ra

m
 P

at
ie

nt
 B

as
el

in
e 

D
at

a 
Fo

rm

ii 
li.

.

N
pl

at
el

M
 N

E
X

U
S

 P
ro

gr
am

 T
ra

in
in

g 
K

it
1

A
 "

ju
m

p 
dr

iv
e"

 w
il 

be
 in

co
rp

or
at

ed
 in

to
 th

e 
de

si
gn

 to

st
or

e 
el

ec
tr

on
ic

 fi
le

s 
of

 th
e 

fo
rm

s.

II

'l~
.

-.
,.~

. "ï



i i i I I I I I I I I I I I I I

i
:
~
 
C
a
l
a
t
e
 
i
i
i
t
 
d
o
s
e
:

I 
1.

ln
lia

 d
o 

fo
r 

N
pl

te
'"

 is
 1

 m
eg

/k
g 

ba
 o

n 
ad

ua
! 

bo
dy

 w
ei

gh
t.

: 2
. D

et
er

 p
at

in
r,

 w
ei

gh
t i

n 
ki

am

I 
3.

 R
ef

ut
o 

w
in

dw
 a

be
 to

 a
ch

ie
ve

 to
ta

 in
je

cn
 v

ou
m

 r
eq

c
i
-
 
S
u
b
s
e
q
u
e
n
t
 
d
o
s
e
s
:

i 1
. D

et
en

e 
pa

tie
nt

's
 p

tte
&

t c
on

t a
n 

pr
ei

ou
s 

w
ee

's
 d

os
e.

I
 
2
.
 

Id
nt

ify
 w

ei
gh

t i
n 

ki
lra

m
 a

t i
ni

tia
on

 o
r 

N
pl

te
'" 

tla
py

.

: 3
. R

eI
er

 to
 d

o 
ad

ju
st

m
ic

ha
n 

be
ow

 to
 d

et
er

m
in

e 
ho

w
 to

 a
dj

us
 d

o 
in

 m
eg

lk
g.

: 4
. R

ef
er

 to
 w

in
do

w
 a

bo
ve

 to
 a

ci
ev

e 
to

ta
l i

nj
ec

tio
n 

vo
lu

m
 r

eu
ire

I 5
. A

ss
sc

om
le

te
 b

lo
 c

ou
nt

s 
((

B
C

),
 in

cl
in

g 
pl

te
le

t c
ou

nt
 a

nd
 p

er
ip

he
ra

l b
lo

o
i ,

m
e"

" 
w

ee
kl

 u
nt

i a
 s

tle
 p

lte
lt 

co
un

l (
~5

0 
x 

10
'Il

 lo
r 

at
 ~

as
t 4

 w
ee

ks
 w

ith
ou

t

i d
o 

ad
ju

nt
) 

ha
s 

be
 a

ch
ev

ed
 O

bt
ai

n 
(B

es
 in

cu
dn

g 
pl

te
lt 

co
un

ts
 a

nd
i
 
p
e
r
i
p
h
e
r
a
l
 
b
l
o
d
 
,
m
e
~
,
m
o
n
t
h
 
t
h
a
f
t
e
r
.

I
 
.

I I

hl
r,

 lD
ta

do
 in

 m
e 

=
 p

at
' i

nt
i w

et
 in

 k
g 

i d
os

e 
in

 ~
kg

.
li.

.in
m

l=
,.t

ilD
ta

do
50

0~
io

Pl
.te

le
H

ou
nl

 (
~ 

iif
/i)

 A
dJ

u~
t t

lie
 d

Q
~e

 d
lf

uJ
lu

l'

~5
0 

ii 
ii 

II
~

20
0f

o2
co

ns
ew

"' 
U

~
~
 
i
 
1
1

ti"
,tt

im
by

tm
cg

g.
R

e 
th

e 
d~

e 
by

 1
 m

cg

D
o n

ot
di

se
.A

sp
lte

ta
it

w
et

l.A
ft

 
lh

ep
lte

i 
co

un
t ha

tit
o.

(l
O

xl
O

'/l
re

uI
lN

pt
e1

i:
.~

ta
do

re
by

l m
cg

.

D
o 

no
t e

iæ
e 

a 
w

ee
kl

y 
m

ax
um

 d
os

e 
of

10
 m

cg
g.

N
pi

at
eN

 s
hu

ld
 c

on
nu

to
 b

ea
dm

in
is

te
re

d 
w

e 
un

 a
 p

la
te

le
t c

ou
nt

 o
f

;. 
40

0 
x 

10
'1

l i
s 

ac
he

ve
.

Pl
as

 s
e 

lm
¡o

rS
al

et
y 

In
lo

nn
tio

n 
in

d.
fI

p.

. U
se

 th
e 

lo
w

es
 d

os
e 

of
 N

pl
at

e™
 to

 a
ch

ie
ve

 a
nd

 m
an

ta
n 

a 
pJ

at
el

et
 c

ou
nt

 o
f

~
S

O
 x

 1
0'

ll 
as

 n
ec

sa
 to

 r
e 

ih
e 

riS
! f

o 
bl

ei
ng

.

. A
dm

in
is

er
 N

pl
at

eT
hI

 a
s 

a 
w

ee
kl

 s
ub

cu
te

ou
s 

in
je

on
 w

it 
do

se
 a

dj
us

nt
s

ba
 o

n 
pl

at
el

et
 c

ou
nt

 r
ep

on
s.

. N
pl

at
e 

'"
 s

ho
ul

d 
be

 u
se

 o
nl

y 
in

 p
at

ie
nt

s 
w

ith
 I

T
P 

w
ho

se
 d

er
ee

 0
1 

th
ro

m
bt

op
en

ia
an

 d
in

ic
al

 c
on

di
ti 

in
c 

th
 r

is
 f

or
 b

le
ng

 N
pl

at
el

M
 s

ho
ul

d 
no

t b
e 

us
 in

 a
n

at
tm

pt
 to

 n
or

m
iz

 p
la

te
le

t c
ou

ts

-ln
je

tiO
ß

 v
ol

 m
a 

be
 v

er
 s

m
a 

U
s 

a 
sy

rin
 w

ith
 g

ra
du

tio
ns

 to
 0

.0
1 

m
L

- 
O

nl
 p

re
sc

be
rs

 e
nr

lJ
 in

 th
 N

pi
te

™
 N

E
X

U
S

 P
rr

am
 m

a 
pr

es
cb

e 
N

pL
ite

lM
.

"p
la

te
 1

M
 m

u 
be

 a
dm

in
is

te
re

 b
y 

th
 e

nr
ol

l p
re

sc
be

rs
 0

( 
he

aJ
ca

 p
ro

id
er

s
un

d 
th

ir 
di

rt
io

o.

D
is

cn
tn

u 
N

pl
ae

1J
 if

th
e 

pl
at

e 
co

un
t d

oe
 n

ot
 in

ae
as

 to
 a

 le
ve

 s
ud

en
tto

av
oi

d 
di

ca
y 

im
po

rt
t b

le
eg

 a
ft

er
 4

 w
ek

s 
01

 N
pl

at
e'

" 
tlp

y 
at

 tt
m

am
u 

w
ee

kl
y 

do
s 

01
 1

0 
m

cg
/ O

bt
an

 (
B

C
s,

 in
Q

di
ng

 p
la

te
le

t c
ou

n
w

ee
y 

fo
r 

at
 le

 i 
w

e 
fo

U
ow

in
g 

di
so

nt
iti

on
 o

f N
pl

at
el

M
.

N
pl

at
e™

 is
 in

di
ct

e 
fo

r 
th

e 
tr

at
m

t o
f t

hy
tp

en
ia

 in
 p

at
ie

nt
s 

w
ith

 c
hr

on
ic

im
un

e 
(i

di
op

at
hi

c)
 th

pe
ic

 p
ur

ur
 (

IT
P)

 w
ho

 h
ae

 h
ad

 a
n 

in
sf

fc
in

t
r
e
s
e
 
t
o
 
c
o
r
t
o
s
t
e
r
d
s
,
 

im
m

uo
go

bu
ns

, 
or

 s
pl

en
em

y.
 N

pl
at

e™
 s

hu
l b

e 
us

oo
 in

 p
ai

et
s 

w
ith

 IT
P

 w
ho

 d
e 

ol
th

m
bo

yt
op

en
ia

 a
nd

 d
ic

al
 c

on
di

tio
n

in
cr

ea
s 

th
 r

ik
 f

or
 b

le
ed

in
g 

N
pl

at
el

M
 s

ho
d 

no
t b

e 
us

 in
 a

n 
at

tm
pt

 to
 n

or
m

e

p1
at

~t
co

nt
s.

Im
po

rt
an

t S
af

et
y 

In
fo

rm
at

io
n

Se
ri

ou
s 

ad
er

 r
ea

ct
io

ns
 a

sc
ia

te
d 

w
ith

 N
pi

te
lM

 in
 d

in
ic

al
 s

tu
di

es
 w

er
e 

bo
ne

 m
an

ow
re

tic
ul

in
 d

ep
sí

to
n 

an
d 

w
or

si
ng

 th
ro

m
bc

yo
pe

ni
a 

af
te

r 
N

pl
at

eN
 d

is
cn

tin
ua

ti.

B
on

e 
M

ar
ro

w
 R

et
iw

lin
 F

or
at

io
n 

an
d 

R
is

 f
or

 B
on

e 
M

ao
w

 F
ib

ro
si

s

. N
pl

at
e™

 a
dn

is
tr

at
io

n 
in

cr
ea

ss
 th

e 
ri

k 
fu

r 
de

vl
op

m
en

t o
r 

pr
or

es
on

 o
f 

re
tic

ul
in

 f
ib

er
de

po
si

tin
 w

ith
in

 th
e 

bo
ne

 m
ar

ro
w

.

'in
 c

ln
ic

a 
st

ud
ie

s,
 N

pl
at

el
M

 w
as

 d
is

co
nt

in
ue

 in
 f

ou
r 

of
 th

e 
27

1 
pa

tie
nt

s 
be

c 
of

 b
on

e
m

ar
r 

re
tic

un
 d

ep
os

íto
n.

 S
ix

 a
dd

tio
na

 p
at

ie
nt

s 
ha

d 
re

tic
lin

 o
bs

e 
up

on
 b

on
e

m
aw

 b
io

ps
y.

A
J1

0 
pa

tie
nt

s 
w

ith
 b

oe
 m

ar
ow

 r
et

in
 d

ep
os

iti
on

 h
ad

 r
ec

ei
ve

d 
N

pl
at

e1
M

do
se

 ~
5 

m
ck

g,
an

d 
6 

re
iv

e 
do

se
 ~

 1
0 m

eg
/k

g.

. P
ro

gr
es

sn
 to

 m
an

ow
 f

ib
ro

is
 w

ith
 c

yo
pe

ia
 w

as
 n

ot
 r

ep
on

ed
 in

 th
e 

co
nt

rl
ed

 d
in

ic
al

st
ud

ie
In

 th
e 

ex
te

ns
n 

st
ud

, o
ne

 p
at

ie
nt

 w
i I

T
P 

an
d 

he
m

ol
yc

 a
ne

m
ia

 d
ee

lo
pe

m
a 

fi
si

 w
ith

 c
ol

ge
n 

du
ng

 N
pl

at
e 

'"
 th

er
ap

y.
. a

in
ic

al
 s

tu
de

s 
ha

e 
no

t e
xc

ud
e 

a 
ri

sk
 o

f 
bo

ne
 m

ar
ro

w
 f

ib
ro

si
s 

w
ith

 c
yt

op
en

ia

. P
ri

or
 to

 in
iti

at
io

n 
of

 N
pi

at
e™

, e
xa

m
in

e 
th

e 
pe

ri
pl

ir
al

 b
lo

od
 s

m
 d

os
el

y 
to

 e
st

ab
U

sh
 a

ba
in

e 
le

 o
f c

eu
lr 

m
or

ph
oo

gi
c 

ab
no

rm
iti

es
. f

ol
lo

w
in

g 
id

en
tif

ic
at

io
n 

of
 a

 s
ta

bl
e

N
pt

e 
1M

 d
o,

 e
xa

m
in

e 
pe

ri
ph

er
al

 b
lo

od
 s

m
ar

s 
an

 C
B

C
s 

m
on

th
ly

 f
o 

ne
w

 o
r 

w
or

si
ng

m
oh

ol
og

ca
l a

bn
om

iti
es

 (
eg

 te
ar

dp
 an

d 
nu

ea
te

d 
re

 b
lo

od
 c

e,
 im

m
tu

r 
w

hi
te

bl
oc

eU
) 

or
cy

pe
ni

(,
).

. I
f th

 p
at

ie
nt

 d
ev

 n
ew

 o
r 

w
or

sn
in

g 
m

or
ph

oo
gi

ca
 a

bn
or

m
iti

es
 o

rc
yt

op
ei

a(
s)

,
di

sc
nt

in
ue

 tr
tm

t w
ith

 N
pl

at
e™

 a
nd

 c
on

si
de

 a
 b

oe
m

ar
rw

 b
io

p,
 in

du
di

n 
st

ai
ni

ng
fo

fi
ro

si
W

or
sn

ed
 T

ho
m

bo
cy

to
pe

 A
fe

r 
C

et
io

n 
of

 N
pl

at
e™

. D
is

co
nt

in
ua

tio
n 

of
 N

pi
at

eN
 m

ay
 r

es
u 

in
 th

ro
pe

ni
a 

of
 g

re
at

er
 s

ee
ri

t t
ha

n 
w

as
p
r
e
t
 
p
r
i
o
r
 

to
 N

pt
el

' t
hr

ap
y.

 T
hi

s 
w

or
sn

ed
 th

ro
m

bc
yt

op
en

ia
 m

a 
in

cr
e 

th
e

pa
tie

nt
s 

ris
k 

of
 b

le
in

pa
rt

iu
l i

f N
pi

te
N

 is
di

sc
on

tin
ue

 w
hi

l t
he

 p
at

ie
nt

 is
 o

n
an

tic
oa

gu
lts

 O
f 

an
tip

lte
le

t a
ge

nt
s.

.in
 d

in
ic

aJ
 s

tu
es

 o
f 

pa
tie

nt
s 

w
ith

 c
hr

on
ic

 I
T

P 
w

ho
 h

a 
N

pl
at

e™
 d

is
on

tin
ue

d.
 f

ou
r 

of
 

57

pa
tie

nt
s 

de
ve

lp
e 

th
m

bo
pe

ia
 o

f g
re

at
er

 s
ev

er
ty

 th
an

 w
a 

pr
et

 p
rio

r 
to

 N
pl

at
e 

T
N

th
er

py
.

. T
hi

s 
w

o"
,n

ed
 th

ro
bo

yt
pe

ni
a 

re
lv

 w
ith

n 
14

 d
ay

s

- 
Fo

llw
in

g 
di

sc
on

tin
ua

tio
n 

of
 N

pl
at

eN
,o

bt
ai

n 
w

ek
l C

B
C

,in
cu

di
ng

 p
la

te
lt 

co
un

ts
, f

or
 a

t
le

t t
w

 w
ee

ks
 a

nd
 c

oi
de

 a
lte

rn
at

ie
 tr

tm
ts

 f
or

 w
or

sn
in

g 
th

m
by

tp
en

ia
,

ac
co

rd
in

g 
to

 e
un

t t
re

at
m

nt
 g

ui
de

in
es

.

1
l
m
b
o
t
i
c
/
o
m
b
o
e
b
o
t
i
c
 
C
o
m
p
t
i
c
a
t
i
o
n
s

. T
hr

om
bt

ic
/th

ro
m

bo
em

bl
ic

 c
om

pl
ic

at
in

s 
m

ay
 r

es
ul

t f
rm

 e
xc

eS
Se

 in
ca

ss
 in

 p
la

te
et

co
un

ts
. E

xi
ve

 d
os

s 
of

N
pl

at
eT

h 
or

 m
ed

ic
at

io
n 

er
r 

th
at

 r
et

 in
 e

xe
se

 N
pl

at
e"

'1
do

 m
ay

 in
ca

s 
pl

at
el

et
 c

ou
nt

s 
to

 a
 le

ve
l t

ha
t p

ro
du

ce
s 

th
ro

m
bo

tic
/th

em
bo

lic
co

m
pl

ic
at

io
ns

. In
 c

on
tr

lle
 c

ln
ic

a 
st

ud
ie

s,
 th

e 
in

cd
en

ce
 o

f 
th

om
bo

tic
/th

ro
m

bo
bo

ic
co

m
pl

ic
at

in
s 

w
as

 s
im

il 
be

tw
 N

pl
at

el
l~

 a
nd

 p
lc

eb
.

. T
o 

nù
ni

m
ie

 th
e 

ri
k 

fo
r 

th
ro

m
bt

ic
th

ro
m

bo
em

bl
ic

 c
om

pl
ic

at
io

ns
, d

o 
no

t u
s 

N
pl

at
e 

1M
 in

an
 a

tte
m

t t
o 

no
ia

lz
e 

pl
te

le
t c

ou
nt

s.
 F

ol
lo

w
 th

 d
o 

ad
ju

st
m

nt
 

gu
id

el
in

es
 to

 a
ci

ev
e

an
d 

m
an

ta
in

 a
 p

lte
lt 

co
un

t o
f 

~ 
SO

 x
 1

0l
/L

L
ac

k 
or

 lo
ss

 o
f 

R
es

on
s 

to
 N

pl
at

e™

. H
yr

ep
os

in
e 

or
 f

aa
ur

e 
to

 m
an

ia
n 

a 
pl

te
t r

ep
on

s 
w

i N
¡"

" 
sh

 p
ro

t a
s
e
i
c
f
o
c
a
t
i
f
a
i
n
i
n
g
n
e
n
g
 
a
n
n
1
i
 
t
o
 
N
p
t
e
"
'
o
r
b
o
 
m
a
w
 

fi
. T

o 
de

te
t a

nt
ib

od
yf

om
iti

on
,s

ub
m

it 
bl

o 
sa

m
p~

, t
o 

A
re

n 
(l

-l
O

-7
7-

63
6)

.A
m

n
w

iU
 a

ss
a 

th
 s

am
pl

es
 fo

r 
an

tii
e 

to
 N

pl
at

e'
" 

an
d 

th
ro

m
lp

oe
tin

 lT
P

O
).

. D
is

tin
ue

 N
pi

te
T

h 
if

th
e 

pl
at

et
 c

ou
nt

 d
o 

no
t i

nc
re

as
 to

 a
 le

el
su

åe
nt

 tó
 a

vi
d

di
ni

ca
t¡

 im
po

rt
nt

 b
le

in
g 

af
te

r 
4 

w
e 

at
 th

e 
hi

gh
e 

w
e 

do
s 

01
 1

0 
m

cg
lg

.

H
em

at
ol

og
ic

a 
M

ai
gn

aå
es

 a
nd

 P
ro

gr
eo

n 
of

 M
ai

gn
cy

 in
 P

at
ie

nt
s 

w
ith

 a
Pr

H
is

tig
 H

em
at

ol
og

ic
a 

M
al

ig
na

cy
 o

r 
M

ye
lo

dy
sp

ia
ic

 S
yn

dr
om

e 
(M

D
5)

. N
pi

te
™

 s
tim

ut
in

 o
f 

th
e 

T
PO

 r
ec

ep
to

r 
00

 th
e 

su
r 

of
 h

em
at

op
oi

et
ic

 c
e 

m
ay

 in
ca

s
tt 

rik
 fo

r 
he

to
oq

ic
 m

al
in

an
ci

e.
 

in
 c

on
tr

le
d 

di
ni

cl
 s

tie
s 

am
on

g 
pa

tin
ts

 w
id

ch
ro

ni
c 

lT
p,

th
 in

ci
nc

e 
of

he
m

at
ol

og
ic

 m
ai

gn
an

c 
w

as
 lo

w
 a

nd
 s

im
i b

et
w

ee
 N

pi
at

eT
l

an
dp

la
bo

.
'In

 a
 s

er
at

e 
,in

gl
.. 

cl
ni

cl
 s

t 0
1 

44
 p

at
ie

nt
s 

w
ith

 m
ye

lo
dp

lc
 s

yn
dr

om
e

(M
D

S)
, 1

1 
pa

tie
nt

s 
w

er
 r

ep
on

ed
 a

s 
ha

vi
ng

 p
ob

~ 
di

se
 p

ro
gr

es
so

n,
 am

ng
 w

ho
4

pa
tie

nt
s 

ha
d 

co
nf

im
iti

on
 0

1 
ac

ut
e 

m
ye

lo
en

us
 le

ke
m

ia
 (

A
M

U
 d

ur
in

g 
fo

U
ow

-u

. N
pi

at
e™

 is
 n

ot
 in

di
ca

te
 f

ut
le

tie
at

m
nt

 o
f 

th
ro

m
bp

en
i d

ue
 to

 M
D

S 
or

 a
ny

 c
a 

of
th

rm
bc

yp
en

ia
 o

th
r 

th
an

 c
hr

on
ic

 IT
P

la
bo

ra
to

ry
 M

on
to

rg

. M
on

ito
 (

8C
s,

 in
du

di
ng

 p
la

te
le

t c
ou

nt
s 

an
d 

pe
ri

ph
ra

l b
l s

m
ar

s 
pr

i 
to

 in
iia

tio
,

th
ru

gh
ou

t,a
nd

 f
uU

ow
ir

i d
is

cn
tin

ua
tio

n 
of

 N
pl

te
™

 th
py

.

. P
ri

or
 to

 th
e 

in
iti

at
io

n 
of

 N
pl

at
e™

, e
xa

m
i t

h 
pe

ri
ph

ra
l b

lo
 d

if
ft

ia
l t

o 
es

bl
i t

h
ba

sl
in

e 
ex

te
nt

 o
f 

re
d 

an
 w

hi
 b

lo
od

 c
el

 a
bn

or
m

lit
ie

s.

. O
bt

in
 (

B
C

s,
 in

cl
in

g 
pl

te
et

 c
ou

nt
s 

an
d 

pe
ri

ph
ra

 b
lo

od
 s

m
rs

 w
ek

l d
un

g 
th

 d
o

ad
ju

m
en

t p
ha

 0
1 

N
pl

te
 '"

 th
ra

py
 a

nd
 th

n 
m

on
th

t¡
 f

oU
ow

in
g 

es
ta

bl
m

en
t o

f 
a

st
ab

~ 
N

pl
te

'"
 d

os
e.

O
bt

~n
 (

B
C

s,
 in

cl
in

g 
pl

te
l c

ou
nt

s,
 w

ee
kl

 f
o 

at
 ~

as
 2

 w
e

fo
w

in
g 

di
sc

on
tin

ua
tio

 o
f 

N
pl

æ
™

,

N
pl

at
et

M
 D

is
tr

ib
ut

io
n 

Pr
og

ra
m

. N
pl

at
e'

" 
is

 a
va

ila
bl

e 
on

ly
 th

ro
gh

 a
 r

e,
tr

ct
d 

di
'tr

ib
ut

~n
 P

""
ra

m
ca

lle
 N

pl
at

e'
" 

N
E

X
U

S
(N

et
rk

 0
1 

E
X

pe
rt

 U
nd

e~
ta

nd
in

g 
an

d 
Su

pp
or

tn
g 

N
pl

at
e'

" 
an

d 
Pa

tie
n)

 P
ra

m
.U

nd
r

th
e 

N
pl

at
e'

" 
N

E
X

U
S 

P"
"r

am
, o

nt
¡ 

pr
es

ab
e~

 a
nd

 p
at

ie
nt

s 
re

gi
sr

e 
w

ith
 tt

 p
ro

 a
re

ab
le

 to
 p

re
ri

be
, a

dm
in

is
tr

, a
nd

 r
ee

iv
e 

N
pl

te
 T

M
 . 

T
hi

s 
pr

og
ra

m
 p

ro
 e

du
ca

tin
al

m
at

er
ia

l a
nd

a 
m

en
is

m
 f

or
 th

e 
pr

op
e 

us
 o

fN
pl

at
e™

. T
o 

en
rl

 in
 th

e 
N

pi
te

N
 N

E
X

U
S

P"
"r

am
,c

aU
 1

-8
77

-N
PL

A
T

E
I 

(1
-8

77
-6

75
-2

83
1)

.

G
er

al
Sa

le
ty

'in
 th

e 
pl

aæ
bl

H
on

tr
ol

le
d 

st
ud

ie
s,

 h
ea

dc
he

 w
as

 th
e 

m
ot

 c
ol

tn
t¡

 r
ep

on
ed

 a
dv

e"
, d

r
re

ac
to

n,
 o

cc
ur

ri
ng

 in
 3

5%
 o

f 
pa

tie
nt

s 
re

ei
vi

ng
 N

pl
at

e™
 a

nd
 3

2%
 o

f 
pa

tie
nt

s 
re

iv
in

g
pl

ac
eb

o.
 H

ea
da

ch
 w

er
 u

su
al

ly
 o

f 
m

ild
 ~

r 
m

oe
ra

 s
ee

ri
ty

.

. M
os

t c
ol

tn
 a

d 
re

ct
ns

 (
~

5%
 h

ig
he

r 
pa

tie
nt

 in
dd

eæ
 in

 N
pl

at
e'

" 
ve

r 
pl

ac
eb

o)
w

er
e 

A
ra

lg
ia

 (
26

%
,2

0%
),

 D
iz

ne
 (

17
%

,0
%

),
 I

ns
oi

a 
(1

6%
,7

%
),

 M
yi

a 
(1

4%
,2

%
),

Pa
in

 in
 E

xt
rm

ity
 (

13
%

.5
%

) 
,A

bm
in

a 
Pa

in
 (

11
%

.0
%

),
Sh

ou
ir

 P
ai

n 
(8

%
,0

%
),

D
yp

ep
si

a 
(7

%
, O

%
).

an
d 

Pa
re

es
ia

 (
6%

,0
%

).
. A

s 
w

ith
 a

ii 
t1

er
ap

eu
tic

 p
ro

te
i, 

pa
tie

nt
s 

m
ay

 d
ee

lp
 a

nt
ib

oe
s 

to
 th

e 
th

er
pe

ut
ic

 p
ro

te
in

.

P
la

s 
se

 a
cc

om
pa

ny
in

g 
P

re
si

bi
n 

In
fo

nn
at

io
n 

an
d 

M
ed

ca
tio

n 
G

ui
de

.



. N
pl

te
'"

 c
an

 o
n 

be
 r

en
sn

iw
ith

 p
ra

tie
-f

r 
St

er
i W

at
!"

 1
nj

e~
n,

U
Sp

.
D

o 
no

 u
s 

ba
st

ti 
w

at
e 

fo
r 

in
je

n.

. N
pl

at
e'

" 
is

av
~l

ab
le

 in
 2

50
 o

r 
50

0 
m

eg
 in

 s
in

gl
 v

ia
is

. R
ef

rg
er

at
e 

~o
ph

ili
ze

N
pl

at
e 

'" 
an

 p
ro

te
 fr

m
 li

t D
o 

no
t f

rz
e.

. E
ac

h 
vi

a 
of

 N
pa

te
lM

 is
 f

or
 s

in
ge

 u
s 

on
ly

 a
nd

 c
on

ta
in

s 
no

 p
re

se
rv

at
iv

es
.

-A
dn

is
te

r 
re

ns
tit

ut
e 

pr
od

u 
w

ith
n 

24
 h

ou
r 

(a
t r

oo
m

 te
m

pe
at

W
' o

r
2'

 to
 8

' 1
36

' t
o 

46
'F

lJ
.

. R
en

st
tu

te
 N

pl
at

el
M

 m
us

 a
l b

e 
pr

ot
ec

t f
ro

m
 li

gt

. D
ird

 A
N

Y
 w

iu
s 

po
io

.
-
0
0
 
0
0
'
 
p
o
 
w
i
u
s
 
p
o
n
s
 
f
r
m
 

vi
al

.
-D

o 
no

t u
s 

th
vi

al
 m

o 
th

an
 o

ne
 ti

m
e.

. N
pI

'" 
is

 a
 p

ro
te

in
-Ð

O
 N

O
T

 S
H

A
du

ng
 r

ec
tu

to
n. ,R '" 
i!

~. .. ,.
 
I

i: 
l J

P
la

s 
se

 Im
pr

tn
t S

af
et

y 
In

fo
rm

tin
 in

si
de

 fl
p.

I I ¡:
 U

se
 a

pp
ro

pr
ia

te
 a

se
pt

ic
 te

ch
ni

qu
e 

w
he

n 
pe

rf
nn

in
g 

th
e 

fo
llo

w
in

g 
st

ep
s:

1.
 R

em
o 

pl
as

 c
ap

s 
fr

om
 s

te
ri

e 
w

at
e 

fo
r 

in
je

on
 a

nd
 th

e 
ly

op
hi

liz
e 

po
w

de
r 

vi
aL

.
U

s 
a 

ne
w

 a
lc

oh
o 

sw
ab

 to
 d

ea
n 

ea
ch

 v
ia

ls
io

pp
er

.

2.
 U

sn
g 

a 
st

e 
sy

ng
e,

 d
ra

w
 u

p 
1.

2 
m

lo
fS

te
r~

 W
at

er
 f

or
 in

je
io

n,
 U

SP
 to

re
co

ns
tit

ut
e 

a 
St

I1
 v

ia
l o

rO
.7

2 
m

l t
o 

re
co

ns
tit

ut
e 

a 
25

11
 v

ia
l. 

B
e 

su
re

 to
. r

em
oe

 a
D

 a
ir

 b
ub

le
s.

3.
 ~

 a
nd

 g
et

l e
xp

 th
e 

S
te

r~
 W

at
er

 fo
r 

In
ie

ai
on

, U
S

P
 in

to
 th

e 
vi

al
 c

on
ta

in
in

g
N

pl
at

e"
".

l1
 d

~u
et

 s
ho

ul
d 

be
 d

ir
ec

ed
 o

nt
o 

th
el

yp
hi

üz
e 

ca
k.

4.
 G

et
l s

w
ii1

 th
e 

vi
al

 to
 e

ve
nl

y 
w

et
tl 

po
w

de
r 

an
 r

ec
on

tit
ut

 N
pl

at
el

M
.

A
vo

id
 e

xc
es

 o
r vi

gr
o 

ag
ita

tio
n,

 a
s 

th
s 

is
 a

 p
ro

te
in

. D
O

 N
O

T
 S

H
A

K
E

.
T

he
 s

oi
on

 s
J 

be
 d

ea
r,

 c
ol

rt
""

 a
nr

t e
ss

en
tiU

y 
fr

 o
f v

is
ib

~
 p

ai
c

be
fo

re
 it

 is
 r

ea
d 

fo
r 

in
je

tio
n.

 lf
th

re
 is

 p
ac

ul
te

 m
an

er
 a

nd
or

di
so

lo
ra

to
n,

do
 n

ot
 a

ds
te

r 
H

pl
te

™
. .

5.
 U

sn
g 

a 
ne

w
 sy

ri
ng

e 
w

ith
 0

,0
1 

m
l g

ra
du

ai
on

s,
 in

sr
t t

he
 n

ee
 tt

ou
gh

 th
e 

ru
bb

er
st

op
pe

r 
of

 th
e 

vi
 o

ot
ai

ni
ng

 r
ec

on
st

ut
ed

 p
r 

an
d 

th
en

 in
ve

rt
 th

e 
vi

al
 P

os
iti

on
th

e 
ne

ed
 ti

p 
in

 th
 s

ou
tio

n 
an

d 
w

ith
dr

w
 th

e 
co

rr
 v

ol
um

 o
f 

N
pi

at
el

M
 r

eq
ui

re
fo

r 
th

 p
at

ie
nt

's
 d

o 
in

to
 th

 s
yr

in
ge

 E
n 

th
er

 a
r 

no
 a

ir
 b

ob
bi

 in
 th

e 
sy

ng
e.

6.
 U

sn
g 

a 
ne

w
 n

ee
 w

it 
th

e 
ap

pr
pn

at
e 

9O
"'

 (
25

,2
7,

 2
9,

31
),

a 
su

bu
tn

eu
s

N
pt

e™
 in

je
 m

ay
 n

ow
 b

e 
gi

ve
n.

U
s
e
 
p
r
a
t
i
v
e
 
S
t
e
r
~
e
 
W
a
t
e
 

fo
r 

In
je

on
, U

S
P

.
D

o 
no

t u
s 

ba
ct

er
io

st
ti 

w
ae

r 
fo

r 
in

je
on

.

T
hs

 to
l p

ro
vi

d 
as

si
ta

nc
e 

bu
 d

oe
s 

no
t r

ep
le

 y
ou

r 
di

ni
ca

l j
ud

gm
en

t i
n 

de
te

rm
in

in
g

ap
pp

rt
e 

do
 b

y 
th

e 
pr

ef
or

 h
is

 o
rh

er
 p

at
ie

nt

P
le

as
e 

s"
lm

rt
t S

af
et

y 
In

fo
rm

tin
 in

si
d 

flp
.

ci
 2

0 
A

m
. A

I 
ri

l' 
re

 M
C

4m
gB

 0
&

08
 P

44
2

ID



40

45

50

55

60

65

70

75

80

85

90

95

100

105

110

11

120

12

130

13

140

145

150

0.08 0.16 0.24 0.32 0.4 0.48 0.56 0.64 0.72 0.8

0.09 0.18 0.27 0.36 0.45 0.54 0.63 0.72 0.81 0.9

0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9

0.11 0.22 0.33 0.44 0.55 0.66 0.77 0.88 0.99 1.

0.12 0.24 0.36 0.48 0.6 0.72 0.84 0.96 1.08 1.

0.13 0.26 0.39 0.52 0.65 0.78 0.91 1.04 1.7 1.

0.14 0.28 0.42 0.56 0.7 0.84 0.98 1.12 1.6 1.4

0.15 0.3 0.45 0.6 0.75 0.9 1.05 1.2 1.5 1.

0.16 0.32 0.48 0.64 0.8 0.96 1.12 1.8 1.44 1.6

0.17 0.34 0.51 0.68 0.85 1.02 1.19 1.6 1.53 1.

0.18 0.36 0.54 0.72 0.9 1.08 1.26 1.44 1.62 1.8

0.19 0.38 0.57 0.76 0.95 1.4 1.3 1.2 1.1 1.9

0.2 0.4 0.6 0.8 1.2 1.4 1.6 1.8

0.21 0.42 0.63 0.84 1.05 1.6 1.47 1.68 1.89 2.1

0.22 0.44 0.66 0.88 1.1 1.2 1.4 1.6 1.98 2.2

0.23 0.46 0.69 0.92 1.15 1.8 1.61 1.84 2.07 2.3

0.24 0.48 0.72 0.96 1. 1.44 1.68 1.92 2.16 2.4

0.25 0.5 0.75 1.5 1.5 1.5 2.25 2.5

0.26 0.52 0.78 1.04 1. 1.6 1.82 2.08 2.34 2.6

0.27 0.54 0.81 1.08 1.5 1.62 1.89 2.16 2.43 2.7

0.28 0.56 0.84 1.2 1.4 1.68 1.96 2.24 2.52 2.8

0.29 0.58 0.87 1.16 1.45 1.74 2.03 2.32 2.61 2.9

0.3 0.6 0.9 1. 1.5 1.8 2.1 2.4 2.7



(Nxus
-..

v ;l

1 877 IIPIAlEl (1 87/ 675 18J11 .." ..

"

;if"

l'

~
~

,

r



1871I¡PIAIfIi181767Si.H

~;r

//',

.. !l _

..

About Nplate1M NEXUS
What Is the Nplate'" (romiploslim) NEXUS Program?

. Presbina Infortion Nplate1'l is only avaílablethrough the NplateTIi NEXUS (Netwrk of Experts Understanding

.. Medicaion Guide and Supporting Npiate rIA and patients) Program. This program is desìgned to promote
informed iisk.benefi decisions before ¡ni,liating treatment and while patients are on treatment
to assure appropriate use of Nplate tU in patients with chronIc ITP who have had an
¡nsuffaent response to coicosteroids, Immunoglobulins, or splenecomy.-NplateTV
should be used only in patients with ITP whose degree of thromboopenia and dinical
condition increase the risk for bleeding. It should not be use In an attempt to normalize

platelet conts. Nplate n.. Is not indicated for the treatment of thromboopenia due to
myelodysplaslíc syndrome (MDS) or any cause of thrombovtopeni~ other than chronic ITP.

,
,.

l

The Nplate lU NEXUS Proram consists of a patieni registry and a requirement for
prescrìbers to complete baseline and periodic safety information for every patient. As a
prescriber, you must enroll in the Nplate'" NEXUS Program in order to prescribe Npiate™
by completing the Nplate T'. NEXUS Program Healthcare Provider Enrollment Form.
Prescribers are required to comply with the following program requirements:

Read the full prescrbing informtion for Npla1e TN.

Understand the approved lndication.

Understand that NplateTlr should not be used In an attempt to normalize platelet counts.

Understand that Nplaten.i is not indicated for the trealment of thromboopenia due to
MDS or any cause of thromboytopenia other than chronic ITP.

Understand the risks assocated with NplateTu.

Understand that eac patient should be monitored to as~ure safe use of Npiatef'l.

Understand how to properly dose and administer NpialeH1 in order to prevent
medicalion errors.

Understand that you must complete this NplateT\I NEXUS Proram Healthcre Provider
Enrollment Form to enroll in the Nplate ni NEXUS Program (only enroll once).

Enroll each patient by completing the Nptatef1 NEXUS Program Palient Enrollment
Form and NpiateTl1 NEXUS Program Patient Baseline Data Form. Complete the NpiateT"
NEXUS Program Patient Baselíne Data Form at the time of enrollment or within 30
days of patlent enrollment. Baseline data is only to be used to assess for risk facors for
adverse events and to evaluate the long.term safety of Nplate11i.

Provide each patient with the Nplate TN Medication Guide prior to eac dose and consel
each pa1ient on the risks and benefits of NplateTl'.

(1) Complele the Nplate'. NEXUS Program Palient Enrollment Form for each patient.
(2) obtain patient's signature authorizing disdosure of health information related to the
Nplateni NEXUS Program, and (3) send the completed Nplatem NEXUS Program
Patient Enrollment Form to the NplateT~l NEXUS Proram for patient enrollment.

Counsel eac patient to carry a Patient 10 card and Dosing Tracker that identifies the
risks with Nplate 1". and contains the Nplate 1'1 NEXUS Program acess number.

Evaluate the safe use and patient status every 6 months to detennine whether the patient
should continue NplateT'" and if so, authoiize treatment for another 6 months.

Notify the NplateTt. NEXUS Program when a patient discontinues Nplaten. by completing
the Nplate nt NEXUS Program Patient Discntinuation Form!ost.Discntinuation
Fotiow-up Form at the time of Nplatenl discotinuation and 6 moths Jater.

Promptly report to the Nplate'\i NEXUS Program any adverse events ocrring in
the course of the use of the drug as describe in the NplateTll NEXUS Program
Safety Questionnaire.

Understand that Amgen will be regularly evaluating compliance with the Nplate TI NEXUS
Program, and that Amgen reserves the right to restrict your ability 10 enroll future pallents
or take Olher appropriate measures at any time if you fail to comply wíth Npiate™ NEXUS
Program requirements.

Nplate 1\1 is indicated for the treatment of thromboctopenia În patients with chronic immune
(idiopathic) thrombocopenic purpura (ITP) who have had an insufenl respnse to
cortcosteroids, Immunoglobulins or splenectomy.

Nplate"" should be used only in patients with ITP whose degrGe of thrombocopenia and ciinical
condition increases the risk fo bleeding. Nplate'" should nol be used in an attempt to noralize
platolet counts.

IMPORTAN SAFETY INFORMATION

Serious adverse reactions assOCated with Npiaieru In dinical studies were bone marrow reticulin
depositfon and worsening thrombocoponia after Nploto'U discontinuation. Additonal risks
include Bone Marrow Fibrosis. Thrombotic1romboembolic Complications, Lack or loss of
Response to Np/alell. and Hematologîcal Malignancies and Progression or Malinancy in
Patients with a Pre-existing Hematological Malignancy or Myetodysplsstic Syndroe (MDS).

Nplate 1\1 is not indicated for the treatment of thrombocyopenia duo to MDS or any cause of
thromboopenia other than chronic 11p.

Nplate11, is available only throgh a restrded distribution program catled the NplateN NEXUS
(Network of Experts Underitanding and Supportng Npliiie and Patients) Program.

In the placebo-cotroiied itudìes. hoadache was the most commonly reported adverse
drug reacton.

Hom I Abo Nplate1\l NEXUS I Ervmen I Ordering Nplate""

Supp & FoIUp I Risk Monr' I RØ$cel
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Enrollment
H9W Do I Enroll in the Npfale'" NEXUS Program?'

EnrolmtlISlmpi.:
l.fl~a.unefllMdI~Npløt""~irltrt""lhrequi/llofIhNpe'"

NEXUSPfOlOO
2. R~, co". an~lhe Npie"' NEXUS Prram Heaihre PfØ

EnrolForPrO'relloIfTrtÍ$oompadon,ci
3.1d..apopll.patlforNr.e..,~"tt~10fIhnv..iibe

dl'.~ilwilhNp8l."'.mll'.Ule.halhepaenliloe~llho~liÇi.
inwi.~IO'Mdil,anenøglllp.01loækaisiV.1I
eosiNpliIe".,

4. R".~. corre. en ailM NpI"'" NEUS Proam Palni Ervolll For
ll~ ai qulli,.a obain in pO', i.giiuron th Npl8l"'" NEXUS
Pii Progrim ElloI FOfrl Ke&lhiiOOnll, se a co ao6nQ to Nple'"
NExUS p,ogram iri.lIl, ar gl. co tolhe Pllh&ol

&. Cone'e ao IJbrrlh "''pal'''' !'US Proam Pali&ri ~ Dile FOim
FAi Øf(' fon 10 1.811NPLTEO ¡I-a1167~28J l.sirith fo. piQV
in ycu Npate'" NEXUS PrOlil Tf~ Ki. or go(r~ ii_opeco 10
~~lhifor""

HoiplW,ndlnslllulXenrolimenllnofolnlwldlprOKtll
The Npii.'. NEXUS Prof,,m off.t$ thelfiiibillt oflmll&l .nrkn.m
Hoiptai an othe heti" in'trtut. më1 eroIl b) wt. an Npate'V NEXUS
Pr09.n lNlduliOl En~ Form Upoonrolmorl. an iMlti. Il dolilt ai
Nplallt"" NEUS Piog_ ponl cl c:lo ii inSl The deed pé90 rr
beal'admil'$!f1!!0t.ph8lmidifec,cløh~.or8l$lalrnlti
inSlut dem. apeiolieiNll' t;e Np8tIt'" NEUS Proam iii't.

Outi lIoIlll. lhlt detot ptSO ~"'l colllt an NplatO'~ nEXUS Piogaf
In$41ubEnn;monlform3greengioitlo
. ~a.y,lem.orHls. proc.. orolefrnoslOen5UreI1lNp&'"

lioril'PSbto~llMdOipi""tl(eg.in..eloi)aIel~lhalhe
pielQbing llalllO Pf an pM""I.. .l1oh in til Np/.i.'" NEXUSp..

. Traonanpreducalrniiterlliioapopri.stresposi.rOfpres
ihprsi, and ad5~iri Np/al'" fl'3rding lt sa. and apop ow 01
NpllI....,proor.ml\orUlf~l(lrdi.di~l1ngltme
g.w. eac dosl. prfem ode OV$ fllpo leqfeOlI. aiiMj,M.Ofldoatioieq~t;

. O&''lllemloeMepilentsSfMtedorNpai...sÍlpa;.sarelfllsi
loanoup;flh.aIepr~ttilercledlordblei)ÌltIN¡Il.'"
NEXUSPJoçam:ai

. De¡¡pocslan~llmlotrNpl"'NEXUSF'am(Xan
coope..te~;¡l'P'riaudlt081IUetIlNplate"'iSllseln~noeWlh
Ihcprlll"lii..nl.Prodiiti~lnosthek:ow"9h'ifM
. Ntianl,roueid.etonubeollloled prelC'~lIllpr
- UrUlidbr.er (program 10 ni.. na. dile 01 bi ades) cllh llr\fOlIe

p¡reieMngNplaUI'"
_ O;JeoleadNple"'orde(irnumbeol'ooreiedlWvi$Uei
. Numr:Nplm.".,.II....ii.iie.. Mddaeolll iigivelOe3Cpller
- o-llj'1'en\CJlolhwlpeothminudi/IOlii"umcl..'~ed.

dÎlpsi,aoin slock

Th.~edeot;.,.lec..tIlNplate..NeUSProglllmTrai.."9KdSIo
io.llsitrairongalOfwtlheo.oitIlNpatl"'MeGi.NEUSSpeSl
anAm fcprnenl...i be .v¡,il. as 1$..08 loinsiut an &Mst
lliltlleprO\deiinl!olmeiiltl1f'

PIu..No.:ln..'~loin$MéNrit.alitaJhoN.()11
~ ttin I/lNplalo'" NEXUS Prl:1l Íforlo~$C1l tI'r...

Am..1H reat/lValMQlJamco.v 1' ll fh pr ob'
_me Amre'eleilfii/o~reen¡n",Ii~N¥l'lbme
basllthe/is~I~'inoriplWlIhPfam~fKlal.O/
appril"flmNto8SI1/Iiitprr.ob~V$$_me

L~.Nr"kE)(USl'tlPrE~r9!
ll'Np"NESP_~F"'
t!'H9"NEYS!nEtiiF!j
.~~

TI,ol di~amlai ot til slep dill Npl.'" NEUS PrO''''. Any li/
hciihc.prde.orpil.tuaqutiabNp...UM.,.'.1T
le¡rrlT~. or Clhl SIpp leM, thy CM ~ ti NEUS Pio.-
1l1.81H'lPlATEt (l~n67$-28JI), ma NEXUS SJ"SI'Ift pI~ imlSllI

Connecting With Nplate'" (romiplostim) Therapy:
The 5 Sleps of the Nptate'" NEXUS Program

'~2~~~~~ --+-."'-_..'_...-....-.~,._~_..

"~~~~~~~~~~i

...
Npll...iiin.."".."".iDl~"'p.~I__ie..tidnlicl~P'.(JPI_i.n..an..~"'_..1ocitt~.~'Of~
Npll..ihi.Il'odiil1p..tits..ITP_"'Dl~_olo:~ßU.....llri""ki~do.Np..ohci_M\t_ii..~tr""....pI_i-.

s.._..,..o",, ..-..,.... N¡I.'" In d.-.i,_,. bo mlrt,,_dlpcMi__"".._y1PI....Np...."'~-...i.,
in ll M..to f b'i. rllomhrooii CorØQ'. la 01 Lou 01RG_..ION¡......_~..~ri._Pr",....oI~~nP...nh..aP...~Ii..~~OI~oI~tIdSl
Np.....l\,Iti.""it..""n""of""~_IoMOSOla-c....Dllt~._tlc;l'p
t/ll"''''v_''IIOIa,._cil..pt;Sc.aNNpWt''IoOS(N._olExpinU",~_$uNø_P_.)Pr
in_plCOrolod_'.li..__,llin.~..po.._..dr"l''-

!:1~IEtl~"~1~1!l
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Risk Monitoring
Monitoring Patient Safeiy With the Np1ale" NEXUS Program

'f'!t r'"NP~'''NEUSP/(am..~to¡:om.irQfr.lt.~ll-.'.liGu lliilIl,~",cl,~~..!I..deø'''do~.Io(lOl~~
FOlinJlIn. \t"'I~ioa.~Í/"'''COltrsitd'~II'''''
~ril~.Evenepa""IN~edonl""c:""dll"'i.iOi¡nc~thnl~~"i:ofNp.'"
HMhc'.~I..~~epi_~'.p-""II""NpI"'lh"lThpipod~diil~;"lo~~hii"","~rd~iMcI
ll¡a'~""IlOlhpe"".\Tli'''tl''50II'....a1_.
padl'
T_.r.ar,lI/'EJ(IJSpiiW'-.~ir,._.~io_~ri..""
Ilroleó~trI'M/IW:ea&le!iron.in'~'l'tOl"ii
wil't."(i6fOli..ilbe_NIo~oi..~q\J~f(¡.adiiÒlni
"'.'..oiph,oT".que.aslOetlt~",'an,,on'¡i:...'"
l'ra"""wtirflhl*efhe..per's:~Thilt.USSpe,lI"'11otJad~I"""6~u.onir""~ito.~,dIlb.
~\,_...;""_..._I.,.""ted__~om,ht~"'M'J(USP'''""oi""ciUelw.f(tupi;(.lillltrepprw''",
."f_.i""..Io.."'n.Hio.iõr"'..
l"leal..N¡:.....M:XUSPrraml1l-77.N"IE111.871~T~2UIJlollr..""QI:ioilo~""riI_YOlm"'dsalllo~
foW::~.-da..:ob'.II.ael~

What Risks Are Monitored Through the Npla!e"
NEXUS Program?

'N¡.'~ad"",lI;nc""ltinø.I""~OIp"og,...d,~
',tidep~''' ..1i1t..bo....Wo

, Indo~,lv.Np''''~.."''KO,It-'llloudll21'pJl~.beçedbo..
I'fH'Øle.",de.iSitlt"""P'io.I\(~nob:v\.bo
ma""lÄps._110pàri._bon'rea.oeJ)Il.i~
"-'p"'doi5¡rtIiMdsi.reove00_ii0JT_1I

. Pr..,_ioma,JOIr~''',lIC)'I.._'odr~,",..,a.JWøn..lU.. L't/..doolf,oMp;.."""IH'.-~~-""~
..""(obO..'''lIC(DQ6¥nøNp..ltrep

. C'''on'....,...dl.ri.tdbn..U..'''oMC)~
'PrõlOl,"l'-IdNp'II."'.".em,.\IlpH.iti""..dolo~vil
bi~""o/(o+..~rplcabm," FoI_llOi.iCldall.
Np'" dØ,.... poøl_ ~..1I ci:. in~IOI\Olowr~morpçnDD'rr..til~.k!~ll(i~iNb'i:a.
itewllot.c-)cweylopNè.1

. Ilillpa....d~"."'.."'~""~lIJMle"'~.'.
dlC''".L'Nl..ilIlNpli.noonai.deabefN~.ioll''
S1~ni111Qti.

WOfII! Ti.bortma AIt CKUl~ olHpllte'"
. Qi..iti:tløll.N~r""h~ri.dgrMletw.l'1l'"''..ltnloNp.."..II"P Tl'~,"..I"'_~"Øn~nu_~",

po...f.r;..ofLl""to.p.'_ló''ifNi.......''sc:n..~ih~''''ar~'Of~;i_.-_.
. Indori~llu."dpa..'..~ÚYIc¡tP.."OIl~"'~.4157

p.H~d"'''!Oltvop",a o/i'e. _~, ilwM iX.lOptOJ\O~"'IIi,~
.ni'MO..th,..~.....~h-n'4dJ
. l'oNchoo..tflionclNp:i....ot.1..-lyCec. Itlln¡p1;i,i.c_.klalleaà2..'._"""N.""n.r~:i".lllg""~l~""ioc...".ir__¡pnn
'froboCI",robøCopliull
. T"rom..,~~_srr.ll.Nl"".~oei.in_;n

",.._ai. e......i.dNPMt'" Of miuo.... 1'* ,oein._...
Np.,døsrr./....pl"'~COsloa..'..t1"'~MltwQrdIti~c~li(Ofiu.,~r.ud..lI.i'lciIhr,ltionliti"'~_.,_.si bH..Nii.. llp:

.torr~.innlkfQt/'Otøl"'OIbo.bo~;o..OO/tUHNp:i..in/l~pI~n("",¡.pI.~oo_F_.._...~~tø
;i_lnlfO.inapllelOØlI!IUr,t.

IiIO,U~Il.ndPrOlK.iol..8"".,yinP.itlw;.
P...~Un~UolnancyOf~plIIçSyncl¡MM'
. N¡ai...I~dl""IN~ltPöf~ont/"lU_cf
fl~o:til.rr~o(_I/."'kIO(Mm~ i.--
tll:l'_......"flri'wlhdv.cIlP.I..il'__olllii~
""*""cy,"ukr..lI.rrlYbe~Nfl"'..~

. In"'MpiI~rro;.icl~l'.....lln'rto~sy_
\UDS!.llpi..,"",.,.~f'""""f'pØKi.o-....pr;:r...oO.~..,OU'pa..lhaeoll:lN.oolae...~ou:e.."..I'O)""Ii~

. Np.....ilroo..tkl\hIr_lotthbofo.Mb'¥SOIl"caHlol~"p(ÙOlIi\tMeillP
NoTP"-III..~
.N¡."",,,riit...t'OIttlr.~dirbolopaeilQl,OS,,ri

eadl/ør~~(i'OOMrltMi;'v"P
Moe.ionE,_oi toSmaaVol""n Adminbie
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What OUier Risks Are Associated With Npf3ie"'?

Lm Of LO'i oIl'HJl to Npb...
. Itpo.tpo..I""'".to,nIt*f..¡:eitepoIWJiNpI...i...lpocw._1OfC(~I:\'.~~on_..estl~'~Øt
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Nplate™ (romiplostim) 
REMS 

Nplate™ NEXUS PROGRA CALL CENTER 

The Nplate™ NEXUS Program includes a call center component. The call center wil be staffed 

by NEXUS Specialists from a third part organization that are agents of Amgen. The NEXUS
/ 

Specialists wil be specifically t~ained on Nplate™ NEXUS Program~nrollment, fulfillment and 

patient,safety data collection. The NEXUS Specialists wil be responsible for processing of 

Rep, ¿nd Hospitaltnstitutional enrollments as well as facilitating ordering and distribution of 

Nplate™. The NEXUS SpeCialists are also responsible for coordinating the intake and 

completion ofthe Nplate™ NEXUS Program Piitient Baseline Data Form, Nplate™ NEXUS 

Program Safety Questionnaire, the risk-specifc adverse event report forms and the Nplate™ 

NEXUS Program DiscontinuationIost-Discontinuation Follow-Up Form, as well as intake of 

adverse reporting.inítial spontaneous 

The NplateH.. NEXUS Program IVR system wil include an emergency prompt that wil be 

staffed 24 hours a day, 7 days a week to manage urgent requests for Nplate™ for patients already 

enrolled to the program. 

'L.---,~-----.--,-,------------'~.---.--r-----.---,_------__-____~-___~---_,--~_-,__--_.___L__------_____ 
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Nplate'IM (ròmiplostini)
. . REMS
 
DISTRIBUTION (HCPsIlOSPIT ALIISTITUTION) .PROCEDUR FOR PRESCRIBER 

. Enrollment lnthe Nplate™ NEXUS. Program for Hep, HospitallInstitution, .and.patient 

. Ordering Nplate™
 

. Nplate™ fulfillment 

- llospital/Institutiondispensing
 

Treatment continuation 

Treatment. discontinuation
 

Safety stock and emergency shipments 

Enrollmentin the NplateTl; NEXUS 
 Program 

HealthcareProviderEl1rollment 

HCPs(inclusive otphysicians and other HCPs grantedprescribingprivileges)who wish to 

. .. prescribé NplatetMj!lan inpatient or. outpatient settin~Lwill. enroll in the NplateTM~)ÇUS_~~_ 

----~~-~.~p;~gra~býcompl~ti~g~h~NpiåteiMNEXUŠ.Pr~gramH¿aiilcar~pröv.td~r'Em~i1mentFotm~ ... 

which is included in the Nplate™ NEXUS Program Training Kit. By signing 
 the form,HCPs 

stated intliêNplate™ NEXtJSProgramagreeto comply with the program requirements as 

Healthcare Provider 
 EnrollmentForm. 

HCPs. wil either fax the completed Nplate™ NEXUS Healthcare Provider Program Enrollrtent 

Forinto the Nplate™NEXUS Program or, once. available, complete an onUneformto enrolL 

. iiCPswilreceive.anemollment confirmatiönvia faxore';maiI48hoursor.soonerafter 

enroUingin the program. 

Once available, HCPswilhaveanoptionto enrollonlineand enter patient data online on the 
.1 

Nplate™NEXUSProgram website. 'All data entered into this system wil be password protected 

security .and tested for 
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1.2 Hospitallnstitutional Enrollment
 

In addition to individual Hep enrollment, a hospital/institution that wil order Nplate™ through 

a central pharmacy for inpatient or outpatient use wil need to enroll in the Nplate ™ NEXUS 

Program in order to receive Nplate™. Institutions wil be ableto enroll online, once available, or 

person to be the point of contact for the 

institution. The designated person may be a hospital administrator, pharmacy director, clinical 

by fax. Each enrolling institution may designate a 


pharmacist, or any staff member the institution deems appropriate to internally coordinate the 

logistics. of the program. 

In order to 
 enroll, the designated person wil complete an Nplate™ NEXUS Program Institution 

Enrollment Form attesting to program requirements. 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. 

Prior to enrollment of the institution, the designated contact wil receive the Nplate™NEXUS 

Program Training Kits for in'-house training along with copies ofthe Nplate™ Medication 

Guide. Amgen RMs and sales representatives wil be available. as resources toinstitutions and 

assist in the enrollment and training process. 

1.3 Patient Enrollment
 

The enrolled HCP wil introduce a patient to tl:)e Nplate™ NEXUS Program and review with the 

patient the Nplate™ Medication Guide and the risk-benefit information for Nplate™. The
_', ___, ...__ ..._ ',. '..: ',:_'.:" ______ _. .... . __,'.. .........._....___... _, . ,_ " _ T---~r_
 

--.--.~------ enrõlled HCP~ wiIl-'åssisftlie-patienf iiftlecomplètiõn ofNplateTMNEXUS~PfogranfPalieijf-. .. .. - - - --

Program Healthcare Provider EnrollmentEnrollmentForm as stated in the Nplate™NEXUS 


Form and the Nplate™ NEXUS Program Brochure. Patients wil sign an Nplate™ NEXUS 

the Nplate™ Medication GuideProgram Patient Énrollinent Form acknowledging their review of 


and Rgreeing to enroll into the program and comply with prograll requirements. 

The completed form is sent to the Nplate™ NEXUS Program for enrollment. The Nplate™ 

NEXUS Program wil screen the patient identifying information for previous enrollment in the 

receive a unique Nplate™ NEXUS 

Program ID number; while a previously enrolled patient is linked to and wil receive the 

Nplate™ NEXUS Program ID number previously assigned to them, 

Nplate™ NEXUS Program. A new patient enrollee wil 
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The Nplate™NEXUS Program wilrevie~ the form for completeness and checkthatthe 

treating HCP is enrolled in the program. Non-enrolled. HCPswilberequired to. byenroll 

Provider Enrollnient F orm.completing an. Nplate™NEXUSProgram Healthcare 


Ordering 
through itsOnce the enrollment processiscomplete,.anHCP or Institution '.can. order Nplate™ . 

for an injectahle. Nplate™ wilpreferred whôlesaler followingthe stanaard ordering procedure 

instructed töforwardthe order to thenot be stocked with wholesalers. Wholesalers willbe 

HCPorTnstitution can also order Nplate™by contacting the 

Nplate™NEXUSProgramdirectly. 

Nplate™NEXUSProgram. An 


hospital staffmemberin the central pharmacy wil checkIn an enrolled Institution, a designated 


patient andthéphysician are 

enrolled in program before placing the order. 

against a secure online database ( or via telephone) whether the 


shipped to theThe number of patients enrolled hya specific HCPand themimber ofvials being 

database for auditingputposes. 

Fulfillment 

office wil be mRintained in the Nplate™NEXUSProgram 

part ofthe Nplate™ NEXUSNplate™ wil onlybe distributed by one specialty distributor that is 


Program. Inventory ofthe specialty distributor wil be replenished directly by Amgen.
 

On receipt ofthe Nplate™nrder forwarded by a wholesaler, the specialty distributor WiUcheck:
 
. .. - . '. .. . ... - - -.' .
..~L.. ..--c'Thãltlie .reCfiiestingHCP~orlnslifitionls-eifrollëirinlliepfogtâm: 

.. That there 
 are activeIyenrolled patientstreated by theHCPor Institution. 

OIiconfirmation,the specialty distributor wil ship Nplate™ to the HCPorinstitution....If one or 

more óftheconditions is not met, the specialty distributor wil contact theHCP and wholesaler 

to investigate and resolve the order, 
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Steps for returning product:"
 

. HCPcontâctsNplate™ NEXUS 
 Program with identificationforthe patient that discontinued. 
This contact wil also initiatetlie patient discontinuation .process and completion of the 
Nplate™ NEXUSProgràm .DiscontiriuatiönIöst-Discontinuation.Follow~UpFQrm by the 
Nplate!M NEXUS Program. 

. The Nplate™ NEXUS Program processes a return material authorization (RM)and 
product pick-up.atranges for 


. The NplatetM NEXUS 
 Program receives, verifies arid proceSses return. 

. The NplateTl\ NEXUS Program issues crediL
 

The Nplate™NEXUSProgram Will c.onduct audits of shipments to assure program compliance. . 

compliant will be dis-enrolled;The Heps orInstitutions not 


keeping1.6 HospitaVlnstitutionDispensing and Record 


For an Institution, a 
 designated staffmemher wIll check .againsta s~cure onlinedatabase (once 

available) or via telephone that boththeprescrihing HCP and the patient are enrolled in the 

Nplate™ NEXUS Program prior to dispensing Nplate™ fOrinpatient or outpatientuse. 

Enrolled institutions wil befequired to 
 maintain drugaccouritabilty and reconcilation fe.cords 

every prescriptionofNplate™ received is from an enrolled HCPRudforanto confirm that 

noncompliance. Product tracking inclu~esthe 

following.info.rmation: . 

" Name Rndunique identification number oftheenrolledprescribing healthcareprovider 

enrolled patient, and to ensure detectio.n of 

. ~--~-~CctIîfi(rlÏeideîftìfief(priygfain lI')filltfber-;näïni;dat-eofIJittli;ãdôtessiö'ftlie-e-ifröllêdpatìêfit
 

receiving Npla.te
 

. Date of each Nplat~order (includingnumber of vials ordered and vial sizes)
 

. NumberofNplate vials, vial sizes, and date of each dose given to each 
 patient. 

. Overall inventory for the set periodoftimeincluding the total number ofviälsordered 
in stock.and(including vial sizes), dispensed, 


\ 

To assist institutions with recordkeepingtAmgen wil make available a record template 
 (hard 

copyánd electronic); institutions may choose to usetheirowndrugaccountabiltyand 

required eÎeinentsare captured. Aingenwillconductreconcilation recordsafilong as aU the 

wil dis-enroll institutions fornonèompliance.periodic audits to-assure programcompliance and 




-- ----------

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

1.7 Treatment Continuation
 

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

The Nplate™ NEXUS Program wil assist in the transition of an enrolled patient from 
 inpatient 

to outpatient care. Inpatients that are enrolled in the Nplate™ NEXUS Program wil be tracked 
( 

through the NplatetM NEXUS Program Patient Baseline Data Form. As part ofthe form, the 

inpatient HCP wil flll in the name of 
 the patient's outpatient HCP. The Nplate™ NEXUS 

Program wil contact the òutpatient HCP to fill in any missing data on the Nplate™ NEXUS 

the patient accordingProgram Patient Baseline Data Fórmand continue to monitor the safety of 


to the Nplate™ NEXUS Program with the outpatient physician after the patient is discharged 

from the hospitaL. Ifthe outpatient RCP is not currently enrolled in the Nplate!M NEXUS 

assistance wil be available for program enrollment. In addition, the Institution wilProgram, 

develop a syst~m to ensure patients started on Nplatel'M as an inpatient are transitioned to an 

outpatient heaIthcare provider that is enrolled (or wil be enrolled) in the Nplate™ NEXUS '

Program. Patients enrollng into the Nplate™ NEXUS Program attestby signing the Nplate™ 

INEXUS Program Patient Enrollment Form that "If! receive Nplate™ in the hospital, 


understand that, upon discharge, I should immediately follow up with a heaIthcare provider to 

determine if continued Nplate™ treatment is appropriate." This guidance is also provided to 

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


Patients and Heps wil be encouraged to contact the Nplate™ NEXUS Program if a change in 

--~--JICp..occurstoran.enroHed-patieI1t. A.s.partotthesafetymonitoring; the-N plate™NEXU8 . 

Program wil also check patient rosters for each Rep and investigate any changes. On change of 

HCP, the Nplate™ NEXUS Program wil check the enrollment status ofthe new HCP and assist 

with program enrollment ifthe new HCP is not enrolled. 

~ 
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1.8 Treatment Discontinuation
 

Treatment discontinuation can beinitiated by the prescriber and/or the patient. Prescribers are 

to notify the Nplate™ NEXUS Program ifthere is a discontinuation oftherapy. In 

addition, the Nplàte™ NEXUS Program call center wil become aware of a patient 

discontinuation through monitoring of monthly orders, and/or contact with the prescriber when 

completing the Nplate™ NEXUS Program Safety Questionnaire. When notified of a 

required 

therapy, the Nplate™ NEXUS Program wil request the reason for therapydiscontinuation of 


appropriate. Follow-up wildiscontinuatiónand follow-up with additional safety questions as 


Nplate™. The HCP will be prompted 

to complete the Nplat~TM NEXUS Program Discontinuation/ost-Discontinuation Follow-Up 

include inqúity on specific solicited risks associated with 


Form upon patient 
 discontinuation, and no later than 6 months after discontinuation. Amgen 

Global Safety wil coordinate additional investigation based on Amgen standard.procedures on 

discontinuations due to adverse events or loss of effcacy. 

. The Nplate™ NEXUS Program wil atteinpt 3 contacts (two fax and one telephone contact) 

the healthcare professional does not complete the Nplate™ NEXUS 

Program Discontinuation/ost-DiscC!ntinuation Follow-Up Form within the ascribed 6-month 

within a 6-mC!nth period if 


the Nplate™ NEXUS Program is not able to obtain the necessary response, the patient 

wil be sent one certified letter requesting information regarding the discontinuing ofNplate™. 

Ifthe HCP fails to comply with program requirements, dis-enrollment procedures wil be 

period. If 


___"__initiated. ..... .. 
Following discontinuation oftreatoient, an HCP may decide to restart a patient on Nplate™. 

ProgramUpon restarting treatment, patients wil .ore-enroll" by signing an Nplate™ NEXUS 


Patient Enrollment Form following the same 
 process for new patients. To ensure continuity of 

records, the re-enrollng patient wil be reassigned their original Nplate™ NEXUS ID number. 
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1.9 SatetyStock
 

Enrolled HCPswilhave the option to carr a safetystock of2 vials of Nplate™. Enrolled 

hospitals wil havetheoptiön to carr a safety stock 000 vials. Thesafety stocki$ a small 

used forenrolledpatients;thèrefore~ Amgendoes not 

anticipate inappropriate use.andloraddidonal safety. concerns. Asummaiyofthe procedure . for 

quaritityofNplate™ and can only be 


ordering and replenisbingasåfety stockofNplate™ is as follows: 

. The enrolled RCP (orqesignated hospital person) will order safety stock directly from the 
Nplate™NEXUS Program. 

. The Nplate™ NEXUS PrograÌnwill flagtherequesf sothatho additional safety stock caube 
or 10vials(forahospital).shipped beyond thelinirt of2 vials (for an HCP) 

the patientwil.. TheHCP wil enroll apatienf following the regular procedure. Because 

receive doses from the safetystock,theHCPwilalso specify the number of vials (1 or 2) 

that wil be administered to the patient. 

regular. The Nplatè™ NEXUS Program wil process the request for Nplafe™ snnilarlyto the 

process; the Np1ate™NEXUS Program will alsoauthodze a shipment to replenish the safety 

stock. 

Incase of emergency an RCPmay contactthe Nplate™ NEXUS Program directly and reqúestan 

the HCP and patientemergency shipment. Nplate™ wil be shipped within24 hours whereby 

Nplate™NEXUSProgram will.will theube enrolled totheNplateTMNÉ:KUSProgram~ The
. . 
follow up with the HCP to enroll to the program and request\theHCPtoenrolHhepatientinto 

Program.the 

- --_\_--



N,latl1M .('0,. ipløi~¡m).. Nl*U:~.'r09,amlllltitulIOn...'el\rÐllment" 'o,m 
IlindelStandthat NplìltelM (romiploSllm) NplatetM NlXUl Program(the nProgril),A heahhca~ ptófeSslølfiil R1l1stI,onlyavallabl.throiighth. 

be enroll~jnthe NplatelM NEXUS prG!ilm top,.(~llNpl"telM~Padlnts mii't bnnrollacin the NplatelMNEXU$ Prram to hìeive NplatelM.
 

NplatlllM wiubedl$tblltedtOeiirolledhosp~lIl$/nst!ttions villadrop ship proram thl'1l9h WhiØt Amgenretìinsdl~t contrl Q~ these 

NplatelMPlltelles. Enroll~ hó$pltlslll)'~tudonsmaY o!det NplatelM throiigh thelrllu.al dlstribUlor Qftlroli9h til NPlatlitMNlXU$proMm 

. directly, whldiwJ.r they pi1r.lf orderê through the dlstriutor,th. distrbutor wllltrâl\it the ordr to the NplatelM NEXUS Proram for dr 

shlpment,1 agree to comply with thetollowilg Ptogramreuirements:on behalf of myinstltulIØI: . 

. De'lelop uystemJ orderSits,protIlOls,or other mell$umtl) ensiire thàt NplatelMis onlydispen$ildto iniitients àl)doiitpadent$ (~, in 

,a clinic) afterverifyinv'thìlthepreicribinghellltl(åre pro'lider aM
patient arii.nrollêdinth. NplatelM NexUS Program;
'. ...... ... .... ..... ... . y . .... .., .... . .... .' / 
-d"l'ain.lldpró'lide edu~tionàl materials to for presqibin.g;dlspen'11)9Iand adminl5terngNplàteTM regardingappropriate staff responsible 


the .safeand appriipilate liS' ofNplate1M, program mOnitoring rluirements(ind\ldlii,dlspensing a Medi(~ticin Giiid. with eadi dOse); 

program adVelSe e'lellt I'pørtngreaiiiremlll\U, and lirsilMlon docarnentatlon reuil'm,nts; .
 

· To de'leløp asys(em toel\$ur~tlentl sWtedon NplateThas inpatlènttare tran,ìtliinedto an olltpåtient fiealthcani prYi~., whøis 

enrolled (orwll beel)roUl() inth.NplateTh N8XU$Prø:grrn;and . 

.TO. d!lveløp a process and$X$temtotr~CkNplatelM NlXUS Program compli~nce and cllòperatewlthperiodlc auditHO assure that Nplat,lM 

Is Uied in accordance withthe pl'ram niqlilrementl.Produçt tracking Includes thefiillowìng information; 

· Name and Iinlqlieldtl1tlflcatlOn .niimber ofthnnroll,dprescribing health(åniprovldèr.. 

· Unique Ident.lfliirlprotam 10 numb,,, námii¡ date of blrt,address)oftheenrollec J)tlentrecelvingNplatelM 

. DiÌte oteach NplàtelMordet (in~'udI119riumber ohlals ordered andvlalslies) 

date ofeach dose given to each patient. Niimber of Nplaté1M vlals,'lllli .1.., and 


and'l)erallinventoryfotthe.$ltperiodoftfmelncliidingthe totalnOllber of vials ordere (inciiidlngvial siiesi,disp!nsed, in stock 

NexuS Spè~iaiists and Amgiinr,prl!iintatl'le, are avaUablea$ resl)iirces tohealth~reprO'liderltOa"i5t In NplatiiiM NEXUS Progtam enrollm'nt 

and the NplatelM NlXUS Program.' ~and Nplate™ t,.inil!g.AnNp!ai.1MNexuS ~ro9ramTtalnin9 KIt Is a'lailable to informprlScrlbers of NplatelM 

If you n8ldadditonal klt-s,'please speçlfythlnumbèr netd below.. .
 
. Pleasuend an additional ~ NpläteTM NIXU& Prgram Tralnlng.Kits. 

program compliance toéns\lre thatprogramobJectivl! are met.Amgenreservesthe ì!9httøtlirm!nat. an 

institution's enrellrneíltatanytl,me basedupon. th.l~stltution's noncoiipliance wlthprograòl.requlrellents, or take other appropriätt 
AiJgenwlll be reglllilriye'lal\lating 


llêaSlre to assii~ that progtaòløblèril'lèŠ are Iltt. . .
 ----~-
_e_ ~__,~__oe._ _c:-_-:_-'__~_.. ---,-i--A"tIØrìlnstittloltSigl'tute::--~... ,.. bâté-Mï. --F,;¡-r --mY. 

Aiitløriied .lnstltuilonName (print) .i~~..~ri 
llisttilon Name 

PriarySlilp..tó Mdifss 

CIlSttllil,Coll .' 
KINPmmJ). Fåii( .) 
Ilhti~PQntofcotaÇJ) '..i .. ..... .... . ..... . ." .... ...... .. . \ .' i PhoM ( 
iilljfiii thl$Coiipl-.èdfOl ioíll NRIlt.tM.~lK~S Prøllllatl'l71-67a-2s3~.
 

. ANl!JSP~iâUSlWlllfol~W.uptfòlnil\lnfOO~tlonföt(ömlll1tiOn; shipplng;ano_" 
YO-win rt'i'l_limenUönfl~lljl'l'.flllwilhin4ahoii~ .' ... . .'
 

Fo' _tiOlis,.lilth'Npat.lMN'~Us-Pr!Jall(.ilh&77'NPlAT'1(h87H1S~i8m. 
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Nplate™ (romiplostim) 
REMS
 

PROCEDURES FOR DIREC¡r SIDPMENT TO REGISTERED HEALTHCAR
 
PROVIERS t. HOSPITALSIINSTITUTIONS
 

Objective 
to restrict distribution ofNplate™ (romiplostim) to 

healthcareproviders and hospitals/institutions that are enrolled in the Nplate™ NEXUS 
Program. 

Tö describe th~procedure utilized 


Action 
a The Nplate™ NEXUS'Program maintains and updates a enrolled healthcarelist of 


providers and hospitals/institutions torèceive and 
 dispense Nplate™. 
part of
a Aingen ships Nplate only to the central distribution center which is the 

Nplate™ NEXUS Program. 
a Through the Nplate™ NEXUS Program, the central distribution center wil only ship 

Nplate to enrolled healthcare provid~rs and hospital/institutions treating enrolled
 
patients.
 

hospitals/institutions place orders for Nplate. through theira Healthcare providers and 


directly through the Nplate™normal procurement channels (i.e., wholesalers) or
NEXUS Program. ,

a Wholesalers transmit orders made by healthcare providers and hospital/institution 

orders to the Nplate™ NEXUS Program either electronically or. manually. 
nota Wholesalers, except the Nplate™ NEXUS Program central distribution center, are 


of ör distribute Nplate. 
a The Nplate™ NEXUS Program central distribution center receives the order either 

eligible to carr inventory 


from the wholesaler, healthcareprovider, or hospital/institution directly and verifies 
patients.that the healthcare provider or hospital/institutiòn is treating enrolled 


directly to the healthcare 

~-: . ..._...proviâer-'seoffìee-OTltosJ5ìtaltnstìtution.T....u..-__.. ..---- _-.-~--~-~~~=-.--_..---~-~T 
a Once enrOllinent is verified, Nplate is shipped 


alf enrollment cannot be verified, the customer is contacted by the Nplate™
 

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


vials ordered are packed in an appropriate cold shippinga The number of 

enrolled healthcare provider's orcontainer, addressed to 


hospital' s/institutioIÌ' s name and address 
the outbound staging areaa' The shipping container is sealed and staged to 


for pick up by an authorized delivery serVice for delivery,per'customer" 

request. 
a Via the invoice, the Nplate™ NEXUS Program notifies the customer's designated 

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





PatlentAuthorliatlonfor Dj$closureànd UseofHellthlnfo.rmation 
Iberlbyauttloriîe each of my physiElans, pharmacists, and othfrhealth.art providers (together, my 
lip,øvldtn'J) 

to dlsclose my Personally idtntlfableand. eichot my. healthinsuters (together, myiilrtq,.,,') 


hfalth information, including.infø,matlon'rtlated .to ..mymedlccll.dlagno,is,condition,ind. treatblent 

health In$urancø,andmv name, address, and.telephone 

numb.r(tQgeth.r, my"tl.alth Intémtlilon") toAmgenlnc., itsløenttandrepr.sentatlves,lncludlng third 
(Including lab and prescription information), my 


Amgen .10(. toadPllnl$t,rthe Nplat.lM. Nl*ij$ pff)9,am. (together, "Amg.n") .for thltpartllšauthorized by 


øörpos,idlsCrlb.dbelow. .
to: 

$p..dlfl~lIIY, lauthorlzl AmOln tørlCeiv., us., and dlsdosemy Health IntòrmatlM In order 


OJ .nrø~1 rneln the NPlal.TM.NlXUSProlram.a~~ administer mypartlclpatloFl. (including (Qntattill9 me) .In.th. 

-----~----~-,-~.--~.-Nplàtl1'cNlXUtRrø-9ram;-~--------__ .. ..._.__~~ . c.~_~.._. _-~ .~-=~~~~~-
shipmentdrug.

(liil...t"adwithmyProvldersr.,ardlnø,hlpmentand r.(elptol Npla,.lMand. r.iardlng direct
tetM aø~rQP'I.te ,ite; .
 
(lit) ttVlIUålethlsafllyofNplate™andth..ff.çtlvenlS$ oh~..N.lat.rMNexUl Program; 

1M. øtovldl. rne with educatIon.' kltl.and.olh.r'irifQrrnation wlthrt'.lHoth,Npløt,lM .N8XUS Prog.am 

antWo"mymtdl(alcôiidltlon; '.'
 
M(CJnta~lFfY 'rovld.rHo. (On.~t,.ntl~ llldffln..in my Meahh Jnførm.ttønin èidal.basl;
 

(v.)makl$ubJfI$$iO~$logovernmlnta9."CI" andothlfàulhör¡'JIl,ì~.ludit9íbu.llötllmitecUo,th" PM, 
iql,dlng"flu."sU(h øUd\l'llllverillnd Nplate™NIXUS Pr.,r-im.lftlltlvin.u; . .
 

...
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iljetwork of fXpf'rt, Underst,irdiri(J inti Supportinq Illpldtc ., I,roriiploium) ,¡rid pcilipnts 



(vOat relathigto adlagnosiuflT~\i.~¡1ymy Insurance coverage, I'vl,W ,eirnbtirsemeñtlS$Ue$,enroll m. Into 

ariproprl8te assistanClprQgrams, an~.$$lltWlththe adJudication ohlalmsí which adMtles may lnelud.

Intl,"lIQn with my Insur.~; .
 
(vUl) AtrtMrusl and dlsclos. myH.althlnformattol' as requlredorpi,mlttld by applicable law;aod 

permitted byappllcabl. law. f(bel d~ld.ntlfy my Health InformatloAforuslordlsdosur. as 


I Under&tandthaionce my HHlthlnforffltlor. hasbeendlsdosed tôAmgen,fédlfalprlvacy laws may no 

longerpJOtlct theinfo,mat.IOlland that my H.a~hlnformationmaybe$ubJlt(nor"'dl$(IO$"r.. However, 

Amgll'.ag,..Uo protect my Informallonbyuslng and disclosing itonlyfonhe PUrpO'l$ deseribed:
 

required this Authorliarlan. Howeve" If' donohlgn,lwlIl noO. abl'tQhtnd..stln~tMll am not tuign 

not receiv(lth.otheHe.rvlêe5d.$~rlb.dèf.rølllnlM Np.la;lê"f NaxU$Pr~9ram tøteClfvlNpllt.™ and may 


above,Otherwl.ê, however, my t,eatment, påym.nHor trfatment,in$uranceenrollmlnt,oreUglblltyfør.
 

inSUflrlCe be. neflts,wii not' bitdl'l4tlY affected by my de~.isiø"not to sig..nthìs AuthQrii. atlon.
. - . .. .
 
I undl,.landthatl may revoke (wlthdrawl ttfisAuthOritationatanytìme byJaidng .a$løOld,wrltt.nrequ.~t.. 

to! Th. Nplate™NIXUS Program, at 1 ¡;S77.NPLATeO (1..871..675.2830). Amgen$hallnotify my Prøvlde,sand 

losur.r$ofmy ,evQcation,whQmay nølon9lrd¡'~lo$l my Health InlormatlontoAmgtn øncetheyhave 

'.(flyedand protéssed that notic.Jlowev.~revokingthls. A4lhorl~åtlon. wIll. not afféctAmgen'$ abllty. to use 

and dl$closf: my Health information that it has alrlady received to the. extent permined under appllcablelaw. 

it i revokethb Authoriiåtion, I wllnølonglr blable to participate In thl Nplåtl™ NlXUSP,ogram to,.,elve 

Npl..,;JM and may not receivethioth., seryicesdtscpibed. above.
 

This AuthØ'tlalioneXplniuen (10) yeaMfrom the dati that I sign It.
 

I unde.stand afld agree with thetiinns andêøndltløo$ohhis thrlt-pag. Authorization. I also understandltat
 

I have . a. dgM to. r.c.ivea . copy o1thi5 A~th()d~lttøn upon request.
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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

wil be able to discuss these risks and what this means for you. You wil receive a Medication Guide as part of the program brochure

which wil 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 wil explain the content of the Nplate™ NEXUS Program Patient Enrollment 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 I should know about Nplate™?

Nplate™ can cause uncommon but seriou~ 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.is called "increased reticulin."lt 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 wil decide if abnormal blood tests mean that you should have bone marrow tests or if you

should stop taking Nplate™.

II a I .. I
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. 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 wil 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).lf 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 I should know about Nplate™?''

The most common side effects of Nplate™ are:

. Headache

. Joint pain

. Dizziness

. Trouble sleeping

. Muscle tenderness or weakness

. Pain in arms and legs

. Abdominal pain

. Shoulder pain

. Indigestion

. 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 call1-800-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
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Please fill in this infonnlion as you begiiÎNplatelM(romiplostm) therapy.
~

Patient ri:ñ~
~ ~

.. ,
A~,,~.'-

Weight in kg aiitart of therapy
4l.

r
'\PìãileîWñiãfiherapy

.. I
Physician name

Physician phone number

Give this card to your health care provider every time you

________~~~~!y_~_Np.!~!~~~~_~~~J~~r_ll~_t~!~!_~~_~n~_~~~~~~~:__________________________________

l

DATE

I

DOSE

(meg/kg)

I

I

----_.__...~----- ----- ----- -- -- - _. - _.~. ... .- ------ ---- --~~. .~~- ... _. _. --------------

I

I

I
I

i

r

i

I

r ~!lSOld!wOJwiaieidN
'pa~)a4) luno) lalal2Id moÁ la6 JO 1'1aleldN

aA!a)aJ noÁ aWfl ÁJaAa Jap!AoJd i))4llea4 JnoÁ Ol pm

S!4l 6U!A!6 Áq UO!l2WJOJU! 1'1al21dN lu2lJodw! JO ~)2Jl daaii

Jtnpl?J16u!soO pUI? pJI?) 01 lUa!ll?d

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.

~ 2008 Amgen. All rights reserved. (code) 7/08

.

I

t
J

I

Nplate™ can cause uncommon but serious side effects:

bone marrow changes, worsening low blood platelet count

and risk of bleeding shortly after stopping Nplate TM, high

platelet counts and higher chance for blood clots, andi

worsening of blood cancers.

If you receive Nplatel10 in the hospital, upon discharge, you

should immediately follow,up with a healthcare provider to

determine if continued Nplate™ treatment is appropriate. "

--....._---_._----------_._-_._._._...-.-¥-----_._--~--_...._-.-.-.---------------------_._---_.--_...
i

For more information about Nplate™, please see the

accompanying prescribing information and medication

guide or visit www.np.late.com.
i ~

You can call the Nplate™ NEXUS Program at 1-877-NPLATE1~

(1-877-675-2831) for'more information about Nplate™

therapy.
..

~
IIL.__



..
,

. "Patient ID Card and Dosing Tracker

l
..Keep track ofimportant Nplate™ information by giving this

il II card to your healthcare provider every time you receive
i Nplate™ or get your platelet count checked.I \
i.

i.

Nplate"
romiplostim

~

",

i

J

I~ II

..

Nplate~i,
romiplostim

, For more information about Nplate™, please see the accompanying Prescribing

i Information and Medication Guide, or visit www.nplate.com.
i

,ii 2008 Amgen. All rightsrserved. (code) 7/08

i



BL 125268. Nplate™ (romplostim)
 

REMS Subniission August 12, 2008 

Nplate™ (romiplostim) 
REMS 

Npláte™ NEXUS PATIENT SAFETY REGISTRY 

with NplateTM wil beenrolleQ in the Nplate™NEXUS PatienfSafetyAllpatients treated 


their deinographics, baselinestatus, treatment,. Registr 
(PSR) to. collect information regarding 


and.adv~rse'events. 

report solicited pre-defined serious adverse
 

events (SAEs) aSsociated with the useofNplate™,
 

The objective istogather,tUaintain, aSsess, and 

In addition theregistry wilencouragetheusualspontiineousadverse eventreporting forevents 

apart from the solicited SAEs. 

Pr,\nuit¥ eiQie*ti¥Si 

adverse events (SAEs)assòciated with. Tpcalculatethe inciØence of predefined serious 


Nplate™ .risksofNplate™that resulted ina serious outcome inpatients receiving 


Se£Qnçlac: objectives:
 

other SAEs andnon-seriousAEsamong all patients who. To calculate the incidence of all 

receive Nplate™ therapy. 

. To calculátethe incidence ofNplate™ discontinuationduetoocc1.rrence ofanAE.
 

. To determine whether Nplate™tree;tment should be continued for another. 6inonths. 

Key elements of the Nplate™ NEXUS Patient Safety Registr include: 

.. ~,--Altpa:tieJJts_etitølledjathe_Nplate.!M.N.:x.uS-l.rQgt.aiiLRr~Ln.cllqedJnlhlLlatientS.afety--~_c_~-C-~Registr----'--_:_~ _.- ~- - - ----------

. All ävailable patient baseline demographic and disease characteristics wil be .çaptured
 

and entered intóthe registr for alle'nolled patients
 

. HCPs willbeencouragedat all contacts to report adverse events inrealtime by
 
contacting the.Nplate™NEXUSProgram .cRll Genter. All reported SAEs. wil. be
 

followed.up by Amgen Global Safety (AGS) for completenessalÌdóutcome. 

the Hep ifany predefined SAE.. At 6m.onth intervals, the NEXUS Specialists will ask 

NplatetM ..associatedwitlï Nplate™risks wasobsefved in their patient(s) receiving 


therapy and whether Nplate™ treatment. should .be.reallthotizedusingthe . Nplate™ 
NEXUS Safety Questionnaire. The predefined risk of worsened thrombocytopenia after 
.cessation ~of treatinentwill.be captured in the Patient DiscontinuationIost .. . 

Discontinuation Follow" Up F ormand in the WorSened Thrombocytopenia after 
Cessati9uofTreatmentwithNptateTM Form. IfapredefinedSAEwasobserved, the
 

. NEXUS Specialistwilaskif it hasbeenreportedtothe Nplate™ NEXUS call center. .If 
it has not, the NEXUS Specialist wil facilitate the intakeofthe event using .specific pre~ 

each risk. .
detInedfori for 


not predefinedSAEo The NEXUSSpecialìst will also askthe HCP if any other 

HCPtotheNplate™waS. observed and ifit was preViously reported by the 
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NEXUS . Specialist wil faciltate the intakeNEXUS call center. Ifit was not, the 

ofthe SAE.
 

captured inthe registry. If discontinuatiQn is. Patient to an AE wil bediscontinuation due 


attibuted to a predetìned SAE, AGS wil conduct standard follow-upinc1udingcapturing 
relevant details in Amgend s safety database. 

reviewed atleast semi-annually.The aggregate data collected in thePSR wil be 


Patient Safety RegistrýDesign 

the US. .Nplate™all patients receiving Nplate™ therapy in
'lhe PSRisasingle arm registry of 


be enrolled and followed-up in the PSltthroughtheir prescribing RCPs.treated patients wil 


Collection otBaseline .Patient Demographiclnformation 

All patients receiving Nplate™ wUlbeenroUed in the Nplate™ NEXUSPrograin. At that time, 

of basic demographichiformation (name,patients wil be entered into thePSR by the submission
. ... . i
 
Nplate™using the
date-of-birth, and gender)'tothe Nplate™NBXUS Program call center 


NEXUSPatÌentProgram Enrollment Form. The HCP wil bereqtiestedto provide àll additional 

enrallmentusing30 days of the patientavailablebaseUne data at the time of el1roll~entQr within 


the Nplate™ NEXUS Patient Baseline Data Form. 

of patient
TheHCP or HCPrepresentative wil he prompted three times within the first 30 days 


patient baseline data.. This datacRnbe providedetrollment to prov ide any additional available 

directly to the NEXUS SpeciaUst via a teiephone interview or by completirtgt~e N plate ™
 

for eachcollectedNEXUS Patient BaselineData Collection Form. onlint~;This data will be ------ ----~~---- - - ---- ~ ~~ ---- -- - -----~- - - --- --- -- - ----~- - 
. .. patienttutleext.enfthe itifól"àtióri i§àvànàble:Irtnebãselüiëdãt~teceived'is höreöttpiete; 

missing
the Nplate™NEXUS Program has standard operating prQcedures for collecting 

infòrmation as. Usted below: 

Day5. Arieinailorafax(based on site's preference) is sent to the site at 

completed byDay 15,atelephone callis made tothe sit'1. lfthe baseUne data.is stil not 


an email or fax. Ifthe baselÌiie dataisstillnofcompletedbyDay 30, (based on site's 

the site onDay 30preference) is sent to 


. - - - - . '.. --: .'. -.' _." -' - - - . - - -'. \. 
..Contactattemptswillbe logged with each attempt on Days 5, 15, and 30 

site, and theis stil not completed after Day 30, then Aigen contacts the. lfthe baseline data 


dis:-enrollinent process is considered 

infotming on a pendingdis:-enrollment andrertediatioI). Certified letter is sentto the HCP 
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dis-enrollment procedures. Ifno response after 14 days ofthereceiptofthe certified letter, 


begin 

Nplate™NEXUSgiven in both the
Consentto provide thts inforiation tothesponsor is 


HealthcareProvider Enrollment Form andin the Nplate'fM NEXUSPatientPrOgram EnrOllment 

as criteria for inclusion or exclusion~nto thenot be used
Form.Provision.ofthe data wil 


be used for the evaluation of patient diagnosis orNplaté™ NEXUS Program, nor wil it 


predefined SAEswill serve as a basis for comprehensive assessment of the
treatment. The data 


data wilbeiitilzed as aggregate datain Nplate™safetyas well as for statistical analysis. These 

analyses. 

Using Nplate™PatientsTable 1. Description of Báseline Charactèristicsfor All 


A.dditionaldata ()htåiiied. witIiin 30
d~ysofpatient enrollment in the 

.Nhite'IM NEXJJSPrQ ram: 
Race (optional) 

(
 



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

Collection of Adverse Events , 

Enrolled HCPs wil be educated on the purpose and objectives ofthe PSR. They wil alsobe 

educated on the romiplostim risks and instrcted to report adverse events/to the Nplate™ 

adverse 
NEXUS Program call center. Healthcare providers wil be encouraged to report all 


events in real time. All reported predefined and not predefined SAEs wil be followed up by 

Amgen for completeness and outcome. All predefined SAEs and suspected unexpected serious 

by default and 
adverse reactions (SUSARs) wil be deemed related to Nplate™ treatment 


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

In addition, the treating HCP wil be prompted and reminded every 6 months to complete the 

Nplate™ NEXUS Safety Questionnaire for each patient receiving Nplate™. The 6-month review 

cycle wil be HCP-based and determined at the time ofHCP,enrollment~all newly enrolled 

patients wil be entered into their respective HCP's 6-month review cycle. The purpose ofthese 
c' 

reporting adverse eventsthe importance of
communications are to 1) remind the HCP of 


the HCP observed and reported any SAEs inobserved in patients receiving Nplate™, 2) ask if 


their patient receiving Nplate™, 3) faciltate the intake of any non-reported SAE, and 4) ask the 

should be continued/reauthorized for the next 6 months.HCP ifNplate™ treatment 


/
 
Reported cases of SAEs wil 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 wil be the repository of all AE reports received.
--------------------,------c:...-,~~---.-_,__-.------ -- - - ----- -- - - - --- -- - - - --- - 

per local regulatoryexpedited manner
SAE reports wil be sent to Regulatory Agencies in an 


requirements. 

Patients enrolled into the Nplate™ NEXUS Program who experience an AE wil be able to 

report the AE directly to the Nplate™ NEXUS Program call center. The AE reported by the) 

call center and entered into the Aigenpatient wil be triaged in the Nplate™ NEXUS Program 


. safety database as a spontaneous consumer report. 

All serious, medically confirmed AEs wil be reported in the Periodic. Safety update Report 

, (PSUR) to FDA. All reported adverse events included in the PSR wil be searchable in the 

Amgen safety database for analysis as needed,.by event or by patient. These data wil be
J' 

analyzed, tabulated, and distributed internally.every 6 months and whenever/needed. 

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

events and patient enrollment into the prograin. 
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An independent External (non-Amgen) Advisory Panel wil be established to provide an 

the predefined SAE data; the Panel wil be scheduled to meet semi

, annually. 

objective assessment of 


Patient Lost to Follow-up 

If during the 6-month NplatetM NEXUS Safety Questionnaire call, a patient is reported by tJe 

HCP as 'lost to follow-up', the NEXUS Specialist wil attempt to contact the patient via one 

the patient is reached and has switched to a different HCP, the NEXUScertifed letter. If 


the current RCP is enrÒlled in the 

program. Ifthe patient indicates that treatment has heen discontinuecl, the NEXUS Specialist 

Specialist wil check againstthe HCP database and verify if 


close the file. if applicable, Amgen wil inquirewil inactivate the patient from the database and 


whether tbe patient discontinued Nplate™due to an adverse event and wil collect the safety 

information according to the procedures highlighted in the Nplate™ NEXUS Patient Safety 

Registr. 

r
 



Initials: o Male o Female
Race Upon initiation of Nplate ™

therapy, is this patient:

o Inpatient 0 Outpatient

ICD-9 Code: Diagnosis:
o 0 0 If inpatient, referring
Caucasian Asian Hispanic physician:

Nplate™ NEXUS
Patient ID#:

Date of Birth:_1_1- OOther:
Telephone' Number:

Nplate ™ Start Date in
NEXUS:

_1-
(MM/DDIY)

Previous Treatment with Nplate ™ prior to enrollment: 0 Yes 0 No

If Yes, From:
I To: I

Baseline Platelet Count Prior to Initiation of Nplate Therapy: (x 1 Q9/L)

Splenectomy DYes o No If known, when:

Previous ITP Therapies

Start Date Stop Date
(MM/DDIYY) (MM/DDIYY)

Corticosteroids: DYes ONo _I- I _I- I

Date ITP Was First IVlg: DYes ONo _I- I _I- I

Diagnosed Danazol: DYes ONo _I- I _I- I

Rituximab: DYes ONo _I- I _I- I_I---- Interferon alpha: DYes ONo _I- I _I- I

(MMIIDDIYY) DYes ONoAzathioprine: _I- I _I- I

o Unknown Cyclophosphamide: DYes ONo _I- I _I- I

Other: _I- I _I- I

Other: _I- I _I- I

Unknown: 0
Current ITP therapies 0 No 0 Yes, select one or more of the following:

o Corticosteroids 0 IVlg 0 Danazol
o Rituximab 0 Interferon alpha 0 Azathioprine
o Cyclophosphamide Other:
Previous History of Bone Marrow Abnormalities

o AML 0 ALL 0 CML 0 Hodgkin's Disease
o MDS 0 PNH 0 NHL 0 Myeloproliferative Disorders
o Other, specify

o None

DYes
o Yes, not available
ONo

(Attach report) 0 Unknown
o Yes, select one or more of the following:

o Multiple Myeloma 0 Aplastic Anemia
o Amyloidosis 0 Chronic Idiopathic Myelofibrosis

Previous Bone Marrow
Biopsy Results

3. Reporter Information

NEXUS Program 10 # Date of report:
Reporter Name/Title (Print) (found on enrollment I I

confirmation fax)
(MM/DDIY)

-
o NEXUS Specialist

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



Initials:
NEXUS Program ID: 0 Male

o Female

ICD-9 Code:

Diagnosis:

Is the patient stil under your care? 0 Yes 0 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? 0 Yes 0 No

Date of Birth: / /
--M/DDIY-¡

2. Nplate ™ Treatment /Discontinuation Information

3. Safety Information
In the past 6 months, has the,patient experienced'any of the following Serious Adverse Events not already reported to
AMGEN?
Thrombosis or
thrombo,embolism

Hematological malignancy

¡-,:

.0 Yes 
.

OUnder
o No

i
Investigatiçm

~,
~G Yes "OUnder.

.
o No tnvestigation
DYes , OUnder
ONo Investigation

'DYes OUnder
ONo Investigation

DYes OUnder
ONo Investigation

~ DYes rnUnder,
~

ONo,. Investigation

,

MOS.,
g.

l\edication~error associated with
serious outcome. '....

Bone märrow reticulin

BôìÎinarrow fibrosis
.,

4. Additional Serious Adverse Events?

Has the patient experienced any additional serious adverse events in the past 6 months? DYes 0 No

If Yes, specify:

Was the incident reported to AMGEN? DYes 0 No

5. Reporter Information

Reporter Name/Title (Print)
NEXUS program 10 # (found on Date of report:
enrollment confirmation fax) / /

o NEXUS Specialist (MM/DDIY~
o Healthcare Provider

o Institution Signature

Plcasc fax thc complctcd form to thc ~platcl \. ~EXlS Program 1-877-675-2830
If~'ou havc qucstions, plcasc contact thc Nplatcl\. NEXlS Program at 1-877-675-2831

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



MGN~ Nplate™ (romiplostim) NEXUS Program: Patient
Disconti n uation/Post-Disconti n uation Follow-U p

1. Patient Information

Date of Birth: I I
(MMIDDNY)Initials: NEXUS Program 10: 0 Male

o Female

ICD-9 Code:

Diagnosis:

Is the patient stil under your care? . 0 Yes 0 No
If NO, please provide contact information for the new physician, if available:Name: Telephone #:

2. Nplate ™ Treatment Information

Start Date: _I..:..j_ (MM/DDNY) Last Dose Received: _ IJg/kg

o Loss of response

Platelet Count Upon Discontinuation: _ (x 1 Q9/L)

o Adverse event (specify):

Stop Date: ...._ (MMIDDNY)

o Lack of response o Death: Cause of Death:
Reason for Discontinuation:

Date Deceased: (MM/DDNY)

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

3. Safety Information

Worsening of thrombocytopenia after stopping Nplate ™

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

o Yes 0 No oUnder Investigation
Date of onset: (MM/DDNY)

o Yes o No oUnder Investigation
Thrombosis or thromboembolism

Date of onset: (MM/DDNY)

MDS

o Yes 0 No oUnder Investigation
If Yes, then, describe:

o Progression of Previously diagnosed disease

o New onset

Date of diagnosis: (MM/DDNY)

o Yes 0 No oUnder Investigation
If Yes, then,

o Progression of Previously diagnosed disease

o Newonset

Date of diagnosis: (MM/DDNY)

o Yes 0 No oUnder Investigation

Hematological malignancy

Nplate ™ medication errors associated with serious outcomes
Date of onset: (MM/DDNY)

o Yes o No oUnder Investigation
Bone marrow reticulin formation

Date of onset: (MM/DDNY)
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I 

Sinèê the rêpôrt Of discontinúatiol1,. nasthecoriditiÓn: 

,
If stâbilized/improved/resolved:Date: I (MM/DDIY,.1

I 5. Reporter Information 
Program 10#NEXUS 

enrollment(found Qn 

confirmation faX) . 

Pltiase fax ttw completed form to the Nplate 1M NEXUS Progr,utl 1 8'7.675-2830 
If you have qli£Ystions, please contact the Nplate ™ NEXUS Proqram .It 1 ~BT¡.675-2831
 



AMGN~ Nplate 1M (romiplostim) NEXUS Program:
Thrombotic/thromboembolic Complications

Nplate™ Start Date:_/_/-
(MM/DDIYY)

/ /
-(MM/DDIY~

Latest/last Dose Received:

o N/A 1 IJg/kg

Platelet Counts:
Prior to initiation of Nplate ™

therapy: (x 1 09/L)
At Time of Event:

Nplate™ Stop Date:

After Event:
(x 1 09/L)

(x 109/L)

3. Safety Information

Event:

Serious Evenf: 0 Yes 0 No
I

Date of Event: _/_/ _ (MMIDDIY)

If serious, please document the reason for seriousness: o Death o Life-threatening

o Hospitalization - initial or prolonged o Congenital anomaly/birth defect

o Persistent or significant disability/incapacity o Other (impattant medical events)

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

Concomitant

Medications:

o None

Medical History:

. .

Radiographic

Findings:

(Please send full

report)

4. Reporter Information

Prescriber Name/Title (Print)
NEXUS Program 10 #
(found on enrollment
confirmation fax)

Date of report:_/_/-
(MM/DDIYY)

.

o NEXUS Specialist

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 N/A : 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
disabiltyiincapacity 5) Congenital anomaly/birth defect - 6) Other (important medical events)



AltN~ Nplate ™ (romiplostim) NEXUS Program: Hematological Malignancy/MDS

2. Safety Information

Event:
( New: 0 Yes o No

Serious Event 1: DYes o No T

If serious, please document the reason for seriousness: o Death o Life-threatening

o Hospitalization - initial or prolonged o Congenital anomaly/birth defect

o Persistent or significant disabilitylincapacity o Other (important medical events)

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

Date of Diagnosis: / /
--MM/DDNY¡

Please indicate appropriate diagnosis or o Under Investigation

Peripheral Blood Smear Abnormal DYes ONo

o AML (FAB subtype): _
o Myeloproliferative Disease (MPD)

o Lymphoma (specify):

o MDS (IPSS score): (Specify): 0 CML o PV DIMF o ET
o Other (specify):

o anemia o thrombocytopenia o granulocytopenia o pallor o fatigue

What clinical features were o increased bruising/bleeding o 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) o bone pain o hepatosplenomegaly o loss of efficacy to Amgen product

i

o Other (specify):

/ /
-(MM/DDN-V

Is Nplate ™ still being
administered?
DYes 0 No

Date of Birth: / /(MMiN~
If YES, what is the current dose? _ IJg/kg

If NO, enter date and dose of last administration

Initials: NEXUS Program 10:

Nplate™ Start Date:

_/_- IJg/kg

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



AMGN(! Nplate ™ (romiplostim) NEXUS Program: Hematological Malignancy/MDS

3. Medical History

Bone Marrow Studies:

DYes ~_I-Bone marrow aspirate
DNo (MM/DDIYY)

DYes I IBone marrow biopsy
(MMIDDIYY)DNo

DYes _/~-Immunophenotype
DNo (MMIDDIYY)

DYes ~_I-Cytogenetics
D No (MMIDDIYY)

Silver stain: D Positive D Negative DNot done

Trichrome stain: D Positive D Negative DNot done

Abnormalities:

DYes D No

If YES, specify:

Abnormalities:

DYes D No

If YES, specify:

Concomitant Medications:

D Corticosteroids D IVlg D Danazol

D Cyclophosphamide D Other (specify):

D Rituximab D Interferon alpha D Azathioprine:

D None

If the malignant diagnosis documented in section 2 (previous page) is progression or
transformation of a pre-existing disease, when was the disease first diagnosed?

_/~-
(MMIDDIYY)

4. Reporter Information

Prescriber Name/Title (Print)
NEXUS Program ID #
(found on enrollment
confirmation fax)

Date of report:I I--MiõNY)-
D NEXUS Specialist

D Healthcare Provider
Signature

D 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



AMGN~ Nplate™ (romiplostim) NEXUS Program: Medication Errors
Associated with Serious Outcomes

Nplate ™ Start Date:_/_/- LatesUlast Dose Received: IJg/kg

IJg/kgIntended dose:

or ON/A Platelet Count at Time of Event: (x 1 Q9/L)

(MM/DDIYY)

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

Action Taken:

Concomitant

Medications:

o None

Medical History:

Description of

Event:

4. Reporter Information

Prescriber NamelTtle (Print)
NEXUS Program 10 #
(found on enrollment
confirmation fax)

Date of report:/ /
(MM/DDIYY)-

o NEXUS Specialist
.

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



AltN~ Nplate ™ (romiplostim) NEXUS Program: Bone Marrow Reticulin I

Bone Marrow Fibrosis

3. Safety Information

\ Event o Bone marrow reticulin o Bone marrow fibrosis

Serious Event 1: DYes o No
I

Date of Event: _/_/ _ (MM/DDNY)

If serious, please document the reason for seriousness: o Death o Life-threatening

o Hospitalization - initial or prolonged o Congenital anomaly/birth defect

o Persistent or significant disabilty/incapacity o Other (important medical events)

Outcome of Event o Resolved o Resolving/recovering o Resolved with sequelae o Not resolved

Peripheral Blood Smear Abnormal DYes ONo

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

Bone marrow DYes ----_ Silver stain: o Positive o Negative o Not done
aspirate o No (MM/DDIY)

Bone marrow biopsy
DYes ----_ Trichrome stain: 0 Positive o Negative o Not done
o No (MMIDDIYY) i

Immunophenotype
DYes ----_ Abnormalities: If YES, specify:
ONo (MMIDDIYY) DYes 0 No

DYes _/--- Abnormalities: If YES, specify:
Cytogenetics

ONo (MM/DDIYY) DYes 0 No

o Anemia OThrombocytopenia OGranulocytopenia
What clinical features were o Hepatomegaly OSplenomegaly

present at the time of
diagnosis? o Increased nucleated red blood cells (nRBCs) Olncreased peripheral blast cells

(check all that apply) o Increased bruising/bleeding OLoss of effcacy to Nplate™

o Other (soecify:

00 No reticulin fibers demonstrable

Please quantify the
10 Occasional fine individual fibers and foci of a fine fiber network

degree of bone marrow 20 Fine fiber network throughout most of the section; no coarse fibers
reticulin/collagen using

3D Diffuse fiber network with scattered thick coarse fibers but no mature collage
the Bauermeister scale (negative trichrome stain)

(check only one): 40 Diffuse, often coarse fiber network with areas of collagenization (positive trichrome stain),

o Other (please describe):

/ /
-(MMIDDIY~

Is Nplate ™ still being
administered?
DYes ONo

If YES, what is the current dose? _ IJg/kg

If NO, enter date and dose of last administration
Nplate™ Start Date:

_/_/- IJg/kg

1 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death - 2) Life threatening - 3) Hospijalization - initial or prolonged - 4) Significant disabilty/incapacity 5)
Congenital anomaly/birth defect - 6) Oher (important medical events)
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~ltN~ Nplate ™ (romiplostim) NEXUS Program: Bone Marrow Reticulin I

Bone Marrow Fibrosis

3. Medical History

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

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

DYes
Bone marrow aspirate

ONo

DYes

o No

-1-1_
(MM/DDIYY)

Silver stain: o Positive o Negative ONot done

Bone marrow biopsy _/-1_
(MM/DDIYY)

Trichrome stain: o Positive o Negative ONot done

Immunophenotype
DYes

o No

_/-1_
(MMIDDIYY)

Abnormaliies:

DYes 0 No

If YES, specify:

DYes

o No

-1_/_
(MM/DDIYY)

Abnormalities:

DYes 0 No

If YES, specify:
Cytogenetics

Concomitant Medications:

o Corticosteroids 0 IVlg 0 Danazol

o Cyclophosphamide 0 Other (specify):

o Rituximab o Interferon alpha 0 Azathioprine

o None

4. Reporter Information

Prescriber Name/Title (Print)
NEXUS Program ID #
(found on enrollment
confirmation fax)

Date of report:/ /
--M/DDNY)-o NEXUS Specialist

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
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AMGN~ Nplate ™ (romiplostim) NEXUS Program: Worsened
Thrombocytopenia after Cessation of Treatment with
Nplate™

Nplate ™ Start Date:/ /
- (MMD;;

Platelet Count prior to
initiation of Nplate ™ therapy: (x 1 Q9/L)

(x 1 Q9/L)Nplate™ Stop Date:/ /
- (MM/DDIY""

Platelet Count at Time of Event:

LatesUlast Dose Received: ¡.g/kg

If serious, please document the reason for seriousness: o Death o Life-threatening

o Hospitalization - initial or prolonged

o Persistent or significant disabilitylincapacity

o Congenital anomaly/birth defect

o Other (important medical events)

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

Action Taken:

Concomitant

Medications:

o None

Medical History:

Description of

Event:

4. Reporter Information

Prescriber NamelTtle (Print)

NEXUS Program 10
# (found on
enrollment
confirmation fax)

Date of report:/ /
--M/DDIYY)-

o NEXUS Specialist

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

1 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death - 2) Life threatening - 3) Hosp~aiization - initial or prolonged -4) Significant disabilitylincapacity 5)
Congenital anomaly/birth defect - 6) Other (important medical events)
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MONITORING AN COMPLIANCE OF Nplate™NEXUSPROGRAM ELEMENTS
 

Nplate™NEXUS Prograi. Number of new ard ongoingpatientsandHCPsenrolled into the 

. Number of patientsentolledin. each ICD~9code and . diagnosis provided. upon patient en.rollment 

. the expected n.umberof completed Nplate™NEXUSProgram Safety Questionnaires and the 
actual rturiberof questionnaires.. cotlPleted. 

a completedThenumberofpatierttsdiscontin1.edfrQ11 the program artdthe percerttage who have 


on fie
Nplate™ NEXUS Program Patiertt DiscorttinuationIost-Discontinuation FolloW-Up Form 


. Cumulative andmonthly iii11berof adverse eventsbasedon risks associated with Nplate™ . 
therapy 

assure that Nplate™ isdistributedotily inThesemetrics wilbeleviewed and reconciled to 

accordance with the 
 Nplate™ NEXUS Program; 

Monitoring EnroHmeiitofNplate™ Prescribers and Patients 

into the
As part of enrollmentprocess,the HCP attests to enrolling aU Nplate™ patients 

Nplate™NEXUS Ptogriirrprior to therapy; Inordertomonitor enrollment and verify that all 

patients are enrolled in theNplate™NEl(USProgram the following audits will be conducted: 

Program verifiesthatthe orderingHCP iso Order monitoring: The Nplate™ NEXUS 

Nplate™.enrolled in the program and is treating activepatiénts prior to shipping 

Nplate™o Vials shipped monitoring: An äudit system wilbeinplaceto compare 

ForeachFlCP or Institutiön,shipments to active patients enrolled in the program. 

shipment volumes wil be compared to expected volumes based on historical 
enrolled patients.purchase patterns and volume expectations based on the number of 

Shipmentvolumesthatareoutsideotexpected parameters wil beinvestigated and 
shipment to patients 

treated. 
resolvedbycontactingtheHCP or Institution and reconciling the 


weeks, the number ofvialsTheiiiitial proposed àudit ctiteria is that every four 


the numbe"rofenrolledpatients. IfshippedtoanHCPorinstitution is compared to 


more than 2 vials per enrolled patient week are shipped, the HCP or Institution is 
8 week period, then 

the Nplate™ NEXUS Program wil contact the HCP or Institution and reconcile the 
last 4 weeks of shipments; Aûdit criteria wil he assessed on an ongo.ing basis and 

flaggedfor follöwup. If anHCPòr Institutionisflaggedfor any 


appropriate.amended as 
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per enrolled 

purchase pattern outlers wil be reviewed inanuRlly . Consistent outliers wil be . 

In addition; in the analysis ufthenumberofvials shipped patient week, 

investigated, 

the 6-month safetyinon.itoring, the Nplate™o Patient rosterinonitoring: As part of 


treated patients. Hep will beNEXUS Program wil confirm thelOster of actively 

according to Nplate™NEXUSProgrampresented with the roster of active patients 

recordsaridrequestedto confirm their status.
 

Hospitallnstitution Program Compliance 

review process to qetectpotential institution noncompliance with the
AmgenwiUimplemel1t a 


program and/or suspected drug diversion.
 

On a semiannmii basis, Amgen will perform a review ofaselectsainple of institutions to assess
 

5% ofcompliance' the program. The samplesizewilbeofat least the totaltheir degree of with 

and consistofrandomly.selected .institutions and/or institutions 

for whichthe number of vials shipped over a set period of time does not appear to be consistent 

with the expected usage based on the number of patients treated atthe institution (e.g., more tlian 

. number of enrolled institutions 


over 4 weeks).8 vials per enrolled hospitalized patients 

asked to provide copiesoftheirdru.gThe review.ed institutions wil he contacted andi ~. - -'. - - - - . . , -' 
reconcilation and accountabilty records for the set time period. The information requested from
 

the drug recòl1cilation aód accountability recordswilincliide;
 

prescribing Rep.. Name of enrolled 

. Patientnam.e aîd birthday
 

_Nùmberofvialsdispensed totlie patient. .
 
ordered; dispensed, and. Overall inventory for set period of time including: total number of vials 

in inventory .

Amgen wilcol1firi that all prescrlbingHCP and patientsBased on the records provided, 


receiving Nplate™ areeiiolledin the prograin. IHhe discrepancy can be resolved through the
 

further actions wil be required. Ifprovided records, the institution wil be "un- flagged". and no 


discrepancy cannot beresolved through the proyidedrecords, Amgen wili schedule athe 

personal assistance on-site visit to assist the institutioii with the process and the program 

requirements. Institutions that are repeatedly noncompliant with the program wil be subject to 



drug order with 

specific patients. 

corrective measures, additional reviews; arid ultimately required to match each 


HealthcareProvider orInstitution Noncompliance and Dis-enrollment
 

If during the program Amgenfinds that aHCPor institution is not coinpliant with the program, 

all reasonable efforts wil be takentocontactthe HCP and discuss Amgtm'srelevant concetn~. 

be noncomplìant wìththe programo Should thenoncompliantHCPor Instìtutioncontìnue to 


Nplate™new patients into therequirements, stich aHCPwiUnot be allowed to e1loll 

be dis-enroUed fromtheNpliite™ NEXUS 
Programif they do not adhere to the requirements set forth in the Nplate™ NEXUS Program 
HealthCare Provider 

NEXUS Program. AnyHCP or Institution can 

Enrollinent Form or 
 the NplateTMNExuS PrograIl Institution 
communicated by the Nplate™NEXUS Program.EnrollmentForm and this Wìl be 


potential medical consequences resultng froIlsuddeìldrugHowever, inrecognìtion of 


discontinuatìon for those patients currently enrolled in the program and who ,continue to meet 

enrollmentcrìterìa Amgen wìl continue to fulfill orders for Nplate™(roiniplostìm). The dis-
to order Nplate™ for existing enrolledenrolled HCPorInstìtutionwìlcontinue to be able 

Program.to enroll new patìents ìnto the Nplate™ NEXUSpatìents; however, wìl not be able 


engage withtheHCPand 
encourage resolution of the outstånding conce.rs. 
Nevertheless, Amgen wìlcontinue.onacase-by-case basis to 

noted to benon-complìantandhavedis-enrollient 
procedures initiated wil be monitored. 

o' The number ofHCPs who were 


Unintended Cônsequences oftbe"REMSAssessing and Minimizing 

the healthcaresystemIt wil be important to minimize unintended coiisequences and burden on 


program is impleinerit¿d~bycontiiiuous reevaluation of the Nplate™benefit-risk pr~fie as the 


assessinent, the REMSshouldbe redesigned 

.... . ~~with-the_niiniinuminterventions_iiecessanrtocadequately_mjnimizeJhe_d_oc.uineoled.isksL.-~-_

. Based onthe findings ofthe updated benefit-risk 

. -- .. -- - - - ',". - - ,-. ", ,-', -' . ,"' -." ',: . 
following to informHCPs and patients to asSess the
Amgenwil conduct inarketresearch with 


_~___.__._____.__________X~E!P~L!~'y!§~?~s.t~_~e P19g~~~__~____'___~'__"_7. .
 

. HCP aWareness, 
 knowledge, andattìtude toward tlie benefiHisk information for Nplate™, 

_ Patìent comprehension of thebenefit-dsk ìnformatìon discussedin the NplateUI Medication
Guide. . .
 

use. 

Through these analyses, Amgenwill alsozgather feedback from HCPS on the utilty in clinical 

practice of the tools andmaterialscontaineditt the Nplate™NEXUS' Program Training Kit, and 

the Nplate™ NEXUS Program, The feedback receivedwilbeutiÍzed in assessing and. 

. HCPan.d patient evaluation ofthe program convenience and ease of 


improving thé effcacyofthisREM8. 

i----~------_..~-.


