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. RISK EVALUATION AND MITIGATION STRATEGY (REMS)

\

e To promote 1nformed rlsk-beneﬁt declsrons before 1n1t1at1ng treatment and wh11e patlents
. are on freatment to ensure approprlate use of Nplate (romlplostlm)
~ e To estabhsh the long-term safety and safe use of Nplate (romrplostlm) through per1od1c
‘monitoring of all patients who receive Nplate (romiplostim) for changes in bone marrow
reticulin formation and bone marrow fibrosis, worsened thrombocytopema after cessatlon
- of Nplate, thrombotic/thromboembolic complications, hematological malignancies and
Y ',progressron of mahgnancy in patients with a pre-existing hematological, mahgnancy or -
o myelodysplastrc syndrome (MDS) and medlcatron errors assomated with : serrous B
B outcomes . , : S . : R

II REMS ELEMENTS
A Medlcatlon Gmde

The Medlcatlon Gulde wrll be dellvered by the Reglonal Med1cal Lralsons (RMLs) and sales o
- representatives prior to program enrollment made available through the Nplate.com website, and
included in ‘each Nplate vial package. A Medication Guide will be dispensed with each Nplate

" dose. Each healthcare provider will provide éach patient with the: Nplate Medrcatlon Gulde prror
to each dose Please see: the appended Medlcatlon Gulde R :
B. Commumcatlon Plan T

Amgen w111 1mplement a communlcatlon plan to healthcare prov1ders to support 1mplementat10n

of the REMS — e S
Educatronal materlals and the Medlcatlon Gulde erl be drstrrbuted to HCPs prlor to ordermg
Nplate S T -
Nplate NEXUS Program Websrte S S _ S
o 3 The NplateTM NEXUS Program websrte w1ll be 1ncluded as a lmk on the Nplate com

. website. This site will contain information about the NplateTM NEXUS Program as well

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

" Nplate™ NEXUS Program Brochure Addltlonally, all program forms w111 be avarlable R E

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

The’ NplateTM NEXUS: Program Healthcare Prov1der Introductory Letter will be

B * distributed to healthcare providers via the NplateTM NEXUS website at product- launeh

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

B enrolled in the program to prescribe Nplate and patlents must be enrolled in the program 7

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

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

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

-' Program, Please see appended NplateTM NEXUS Program Healthcare Provxder

N lntroductory Letter

N C Elements to Assure Safe Use ,7 Y

‘1.
p Certlﬁcatlon of prescrlbers into the Nplate™ NEXUS Program requ1res prescrlbers to :

: Nplate w1ll only be prescrlbed by healtbcare provnders who are specnally certlfied

o enroll in the NplateTM NEXUS Program and attest to the followmg

e .‘.I have read the fuIl prescr1b1ng mformauon for Nplate

o 1 understand that Nplate is only approved for the treatment of thrombocytopenla m v
‘patients with chromc immune (idiopathic) thrombocytopenic purpura (ITP) who have
‘had an insufficient response to cortlcostero1ds, 1mmunoglobu11ns, or splenectomy '

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

"thrombocytopema and clmlcal COl‘ldlthIl increases the risk for bleedmg

. I understand that Nplate should not be used in an attempt to normallze platelet counts. =

| understand that Nplate is-not mdlcated for the treatment of thrombocytopema due to 7
MDS or any cause of thrombocytopema other than chromc ITP ' .

s 1 understand the followmg rlsks are ass001ated with Nplate
. o Nplate adm1n1strat1on increases the risk for development or progresswn of
reticulin fiber deposmon within the bone marrow. Clinical studies have not
‘excluded a risk of progresswn to bone marrow fibrosis with cytopemas If the-
'+ patient develops new or worsening morphologlcal abnormalities or :
~_cytopenia(s), I should discontinue treatment with Nplate and consider a bone
" marrow. blopsy, including staining for fibrosis.

o Discontinuation of Nplate may result in thrombocytopema of greater severlty
than was present prior to Nplate therapy. This worsened thrombocytopema
resolved within 14 days in the clinical trials.

o) /Thrombotlc/thromboembohc complications 1 may result from excessive _
increases in platelet counts. Excessive doses of Nplate or medlcatlon errors
that result in excessive Nplate doses may 1ncrease th1s r1sk . FR
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o Nplate may 1ncrease the rrsk for hematologlcal mallgnancles and progress1on

of malignancy in patients with a pre-ex1st1ng hematologrcal mahgnancy or
S myelodysplastlc syndrome (MDS) o , :

. I understand that each pat1ent should be momtored as follows to. assure safe use of
Nplate :
o Examlne the perlpheral smear closely to estabhsh a baselme level of cellular
_'morphologlc abnormalities.. ,
-0 Menitor CBCs, including platelet counts and penpheral blood smears weekly '
© - untila ‘stable Nplate dose has been achieved. Thereafter, CBCs, including -
" platelet counts and perrpheral blood smears should be momtored at least :
- - “monthly. : ' : o
~o- IfNplate is drscontmued 1 w111 obtam weekly CBCs, mcludmg plate]et counts R
- for at leéast 2 weeks and consider alternative treatments for worsenmg S
B thrombocytopenra, accordmg to treatment guldelmes

e ] understand how to properly dose and admlmster Nplate in order to prevent
R medlcatlon errors. T S

o U-» 1 understand that T must complete thls NplateTM NEXUS Program Healthcare :
. Provrder Enrollment Form to enroll myself in the NplateTM NEXUS Program (I only
need to enroll once). : ,

o 1 w1ll enroll each patlent by a551st1ng in the completron of the NplateTM NEXUS '
~ Program Patient Enrollment Form and completing the Nplate™ NEXUS Program-
- Patient Baseline Data Fotm. T will complete the Nplate™ NEXUS Program Patient -
- Baseline Data Form at the time of enrollment or within 30 days of patient enrollment. -
- Tunderstand that baseline data is only to be used to assess for risk factors for adverse ’
- events and to evaluate the long-term safety of Nplate ' S

e I will prov1de each pat1ent with the NplateTM Medication Gulde prlor to each dose, ‘ S

———and- counsel each patient-on- therlsks and beneﬁtsof NplatelM

e 1 w1ll complete the NplateTM NEXUS Program Patlent Enrollment Form for each o
- patient; (1)-obtain patient srgnature acknowledgmg receipt of NplateTM Medication
-~ Guide, (2)’ obtam patient’s signature authorizing’ disclosure of health information SRR
‘related to the Nplate™ NEXUS Progtam, and (3) seénd the completed Nplate™ =i
 NEXUS Program Patlent Enrollment Form to the I\}plateTM NEXUS Program for
- patient enrollment.. . : . :

E , - Twill counsel each patrent to carry a Patrent ID Card and Dosrng Tracker that o
- identifies the rrsks wrth Nplate and contams the NplateTM NEXUS Program access:
: number SR e R R

LA | wrll evaluate the safe-use and patlent status every 6 months to determme whether N - S
“the. patrent should contmue Nplate and 1f S0, authorrze treatment for another 6 &
: _'months IR : C : :

el will not1fy the NplateTM NEXUS Program - when a patrent dlscontmues Nplate by S
L "completmg the NplateTM NEXUS Program Pat1ent Dlscontmuat1on/Post- o
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Discontinuation Follow-Up Form at the time of Nplate™ discontinuation and 6
months later.

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

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

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

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

Please see the following appended documents:

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

Nplate™ NEXUS Program Training Kit Folder

Nplate™ Dose Calculator

Nplate™ NEXUS Program Website

Nplate™ NEXUS Program Call Center

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

a.

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

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

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

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

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

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

Product tracking includes the following information:

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

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

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

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

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

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

The Nplate™ NEXUS Program Institution Enrollment Form can be completed
and faxed. Please see appended Nplate™ NEXUS Program Institution
Enrollment Form and Procedures for Direct Shipment to Registered Healthcare
Providers and Hospitals/Institutions.
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Each patlent treated wrth Nplate must be enrolled in the NplateTM NEXUS Program ,

for documentatlon of safe use condltlons

- Patient enrollment requ1res the patlent to attest to the followlng

'

“me.

Ask and dlSCLlSS any questrons or concerns about Nplate or my treatment w1th my health
: care prov1der ' :

- Be aware that Nplate is assocmted w1th the followmg rrsks

- may lead to abnormal blood cells or my body making less blood cells.

o _When I stop rece1v1ng Nplate my low blood platelet count (thrombocytopema)
- may become. worse than before I started recelvmg Nplate.

B o T have a h1gher chance of gettmg a blood clot if my platelet count is too hrgh ER

' durmg treatment with Nplate

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

S

. rReport any adverse events to my prescrrber

3 Understand that I shou]d not d1scontrnue Nplate w1thout talklng to my health care
provrder ' : R oo

Understand that 1f I recerve Nplate in the hosp1ta1 that upon dlscharge, I should
_ 1mmed1ate1y follow up with a healthcare prov1der to determme if contmued Nplate

g treatment is appropr1ate 3 v
, .Understand that I should always carry my Patient ID Card and Dosmg Tracker o
- -'-Notrfy the NplateTM NEXUS Program if Lswitchto a dlfferent healthcare provrder for

“Read and understand the Medrcatlon Gulde for Nplate that my prescr1ber has glven to RN N

o Long-term use of Nplate may cause changes inmy. bone marrow. These changes ,‘

B Nplate treatment by calllng 1- 877-NPLATE1 a- 877-675-283 D).

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

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

: Understand that 1f I do not s1gn this Patlent Acknowledgement L w111 not be enrolled in -

: '; the NplateTM NEXUS Program and will not be able to recelve Np]ate

TS -'The NplateTM NEXUS Program Patlent Enrollment Form can be completed and faxed to the o
S Nplate’rM NEXUS Program atl 877—NPLATEO (1 877-675 2830) ' : Lo
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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

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

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

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

Please see the following appended documents:

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
o Nplate™ NEXUS Program Thrombotic/Thromboembolic Complications
o Nplate™ NEXUS Program Hematological Malignacy/MDS

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

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

o Nplate™ NEXUS Program Worsened Thrombocytopenia After Cessation of
Nplate
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- D. Implementatron System

| The Implementatron System rncludes the followrng

X ,'_NplateTM NEXUS Program Call Center will ,mamtam a database of all enrolled certrﬁed

- healthcare settings and practitioners that dispense and/or administer the drug, and patients -

* ‘who have documentatron of . safe-use condrtlons to momtor and evaluate 1mplementat10n v
of elements

e NplateTM NEXUS Program Call Center w1ll monitor drstrlbutron of Nplate to determme 7, o ’
" ‘whether the drug is only drop-shrpped to certrﬁed hosprtals and prescrrbers who drspense S

the: drug

e -'NplateTM NEXUS Program Call Center will monrtor certlﬁed healthcare settrngs and
S practrtroners orderrng to ensure. only enrolled patients are recervmg Nplate '

o« ’NplateTM NEXUS Program Call Center wrll monitor healthcare setting and practltroner o
* compliance with the baseline data collection, the perrodrc safety monitoring and
reauthorization, discontinuation procedure, and post-discontinuation follow-up of all
~ patients treated with Nplate, Ifa healthcare setting or practitioner is found to be non-
- compliant with the Nplate™ NEXUS Program, Amgen may prevent the healthcare
~ . setting or practitioner from enrollrng new patients and requrre the prescrrber to order
- Nplate directly through the NplateTM NEXUS Program '

L Based on monrtorrng and evaluation of these elements to assure safe-use Amgen will
take reasonable steps to work to i 1mprove 1mplementat10n of these elements '

E Tlmetable for Submrssron of Assessments

v ‘ 'REMS Assessments (see 111 below for content) wrll be submrtted to FDA every 6 months for the , '7
R _first 24 months followmg approval then annually (from REMS approval date) thereaﬁer '

" V‘III INFORMATION NEEDED FOR ASSESSMENTS

REMS Assessments wrll 1nclude the followmg 1nformatron

An assessment of enrollment and drscontmuatron statrstrcs for patlents, prescrlbers and
' . 1nst1tutrons S RS :

N o . ‘The number of patlents enrolled i in the NplateTM NEXUS Program (durrng the S
C reportrng perlod and cumulatrve)

o © o The number of patlent person-years for enrolled patrents m the NplateTM NEXUS R

o Program R, . e
S - o The number of new patrents enrolled durrng the reportrng perrod

T o : The number of patrents who recelved Nplate who were not enrolled (durmg the
. reportrng perrod and cumulatrve) : S

L cumulatrve)
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o The number of patients who were lost-to-follow -up (durmg the reportmg per1od
» and cumulatlve) ' _

o The number of patlents who drscontmue Nplate and are re- enrolled for another
course of Nplate treatment (durmg the reporting’ period and cumulatlve)

o ) The number of healthcare prov1ders enrolled in the NplateTM NEXUS Program -
(during the reportmg per1od and cumulatwe) :

o The number of new healthcare prov1ders enrolled in the NplateTM NEXUS
-~ Program durmg the reportmg perlod : S

| o The number of enrolled healthcare providers act1vely prescr1b1ng Nplate durmg
- :'thereportmgperlod R . R ,
o The number of healthcare provrders who have ordered/prescrlbed Nplate who
were not enrolled (durrng the reportmg period and. cumulatxve)

o The number of institutions enrolled in the NplateTM NEXUS Program (durmg the
. reporting. period and cumulative). : '

o The number of 1nst1tut10ns who treated a patlent w1th Nplate durmg the reportmg _' '
B per1od : ,

E o The number of institutions who ordered/prescrrbed/dlspensed Nplate that were not '

' enrolled (durmg the reportmg period and cumulatlve)

- « A narrat1ve summary will be written by Amgen Global Safety with analys1s of patrents B
"~ who discontinued Nplate treatment including duration of treatment and the reason for.
d1scont1nuat10n durmg the reportmg perlod : : S

o The total number of safety stock orders requested ﬁlled and demed for prescr1bers
- during the reportmg period. :

o A summary and analysrs of safety stock orders per prescr1ber durmg the reportmg -
perlod . . : , _ . -

e The total number of safety stock orders requested ﬁlled and denled for 1nst1tut1ons
‘ -durmg the reportmg per1od : , : v

o A summary and analys1s of safety stock orders per mst1tut10n durmg the repomng' o

perrod

« A narratlve summary w1th analysrs of reports w1th mpatrent to outpatlent (or v1ce versa)
- transition. issues. : ,

e An assessment of use data estabhshmg the cncumstances of the use of Nplate
o The extent of use- in the 1nd1cated populat1on '

0 ) ’The extent of use in patlents by various baselme data parameters (e g., platelet
- - count, spleen status, number of previous theraples durat1on of ITP, prev10us
' treatment w1th Nplate, age) .

1 o . The extent of use for treatment of thrombocytopema assocrated w1th
- chemotherapy or MDS :
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: _'-‘o' , The extent of use for treatment for other reasons
o: ’The extent of use in mpatlents R S .
- o ,‘The extent of use in outpatlents afﬁhated w1th a hosp1tal/1nst1tutlon (e.gs clmlcs)

o : The. extent of use in outpatxents not afﬁhated w1th a hosprtal/mstltutron (e. g S B
- 'doctor’s ofﬁce) A : , S

« An assessment of prescrlber compllance with elements of certlﬁcatwn completmg the :
* Nplate™ NEXUS Program Patient Baseline Data Form, Nplate™ NEXUS Program :
“Safety Questionnaire with reauthorlzatron and the D1scont1nuat10n/Post-D1scontmuatron '
F ollow-Up Form for each patlent during the reportmg period and cumulatlve

« The number of prescrlbers not. complymg with certlﬁcatlon requlrements who must order S
- Nplate directly from the Nplate™ NEXUS Program (no longer allowed to order through .
. adistributor) durmg the reportmg perlod and cumulatlve Descrrbe the types of non- . B '
g compllance . » R -

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

e The number of non-compllant mstltuttons that must order Nplate drrectly from the
: NplateTM NEXUS Program (no: longer allowed to order through a dlstrlbutor) durmg the .
reportmg perlod and cumulatlve ‘Describe the types of non- comphance '

‘e A summary of the mstltutlon audlts perfonned durmg the reporting perlod ThlS may _
‘include but not be limited to the number of i 1nst1tut10ns audited, describing the institution -
compliance with prescrlber enrollment, ‘patient enrollment Baseline Data Form .
completion, and maintaining Nplate product trackmg 1nformat10n Thrs summary should
- identify any deviations and the corrective actions taken. ~Please see the appended
Momtormg and Comphance of NplateTM NEXUS Program Elements :

B .. ;'Amgen Global Safety will write a narratlve summary and analy51s of the followmg :
. --_vadverse events reported durmg the reportmg perlod mcludmg S B

o Bone marrow retlculm formatron
o Bone marrow ﬁbros1s R ’ :
B o JNewly dlagnosed hematologrcal mahgnanc1es or MDS ,

B o _.'Progressmn of prevrously dlagnosed hematologlcal mahgnanmes or precancerous , |
. ‘condltrons (e:g., MDS) C : : , , S

o o Worsenmg thrombocytopenla upon cessatlon of Nplate
» ° 7‘ Thrombotlc/T hromboembohc events ' - 7
E ’» o ' 'Medlcatlon errors resultmg in a serious outcome : A
o,-:»Death - , e 7 |
. The. total number and percentage of patlents who recelved a bone marrow blopsy due to a
change in the patlent’s perlpheral smear (cumulatlve) : .

~ e oo
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.

The total number and percentage of patlents who had a d1agnos1s of bone marrow ﬁbrosrs.
(cumulatlve) s

T he. fotal number and percentage of patlents who had a dlagnosrs of anew hematolog1cal ’

e fmallgnancy (cumulatlve)

The total. number and percentage of patlents Who had progressron of a prev1ously
3 _dlagnosed hematolog1cal mallgnancy (cumulative). ' :

 The total number and percentage of pat1ents who had worsenmg thrombocytopema upon s

B cessation of Nplate (cumulat1Ve) 1 S . B

. The total number and percentage of patlents who had a thrombotlc/thromboembollc event }f -

; (cumulat1ve)

{

: :"The total: number and percentage of patrents who had a serlous outcome asa result of a :
N -med1cat1on error (cumulatlve) : : '

; ,Where clinical data are 1ncomplete concernmg events of mterest (e g bone marrow

ﬁbr051s, hematologlcal mal1gnancy, thrombotlc/thromboembohc complications,
worsened thrombocytopenia upon cessation of Nplate, serious complications due to- -

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

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

- cause of death for a patient receiving Nplate, Amgen will obtain information from the

‘National Death Index of the Natlonal Center for Health Statlstlcs, Centers for Dlsease v

- Control. Soriv

‘A summary and analy51s of unmtended mterruptlons 1n treatment (e g mterruptrons due

© 'to shipment delays and other log1stlcal 1ssues) “This summary should descrrbe any
correct1ve actions taken. o : : :

A summary of all the changes to the NplateTM NEXUS Program that were 1mplemented

- , fdurmg the reportmg perlod

' 'O—A  téport on perxodrewasses%mentsof the dlstrlbutlonand dlspensmg of: the Medleatlon

1 CFR 208.24.

:"An assessment of healthcare provider and patlent understandmg regardlng the safe-use of ,
' Nplate (i.e., the resultsof surveys administered to prescribers and pat1ents) The survey

Guide in accordance with

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

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

- comment at least 2-months before it is administered to prescribers : and patients in the
- ‘field. The survey protocol will 1nclude the sample size and confidence intervals - -

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

: the expected number of phys1crans to be surveyed; how the participants will be recrulted .' "

how and when the surveys will be admlnlstered and an eXplanatlon of controls used to L o _

. minimize bias.

- Based on the 1nformat1on prov1ded an assessment and conclusron of whcther the REMS

o »_lS meetmg 1ts goals and whether modlﬁcatlons to the REMS are needed :

T Page 1lof 11
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Welcome, and thank you for your interest in Nplate™ (romiplostim).

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 insufficient response to corticosteroids, immunoglobulins, or splenectomy.

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

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

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

long-term safety and safe use of Nplate™ through periodic monitoring. Specifically, the registry is focused on bone marrow 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, youwill find resources that will help you understand the Nplate™ NEXUS Program, including:

— Nplate™ NEXUS Program Healthcare Provider Enrollment Form
~ Nplate™ NEXUS Program Institution Enroliment 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 calling 1-877-NPLATE1 (1-877-675-2831). Each patient information kit includes:

— Nplate™ NEXUS Program Patient Program Enroliment Form

— Nplate™ NEXUS Program Patient Baseline Data Form

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

Nplate™ (romiplostim)

— Patient ID Card and Dosing Tracker : N
exXxus

Network of EXperts Understanding § and Supporting Nplate ™ {romiplostim) and patients
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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) ot online at www.nplate.com. You can also find more information at www.nplate.com, or ask your Nplate™
sales representative.

Important Safety Information

Serious adverse reactions associated with Nplate™ in dinical studies were bone marrow reticulin deposition and worsening
thrombocytopenia after Nplate™ discontinuation. Additional risks include Bone Marrow Fibrosis, Thrombotic/Thromboembolic
Complications, Lack or Loss of Response to Nplate™, and 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

Nexus

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

NplateTM (romiplostlm) NEXUS Program Hoalthcare Provider Enrollment Forrn L
| understand that Npinte"“ (romiplostiem) is only avallable throu?h the Nplate™ | NEXUS (Network of E)lperts Understandlng and. SUpporting ’
Nplate'M and paﬂents) Program andlagreeto compiy With the oilowing program requirements' ' R
“» |have read the fuli Frosorlbing Information for Nplate™, - '

"+ | understand llrat Npiato“i i only approved for the treatment of thrornborytopenia in patients with clrronie immune (idlopathic)
rhromnoovtopenie purpura (ITP) who have had an Insufiioient response to corticosteraids, rmmurrogionuilns, o spleneetomy

RN understand that Nplate"" should be usod only in- patients with ITP whose degree of thrombocytopenia and olinioai oondition increases the :
 fisk for hleedrng . P :

e understand that Npiate'"' shouid not be used in an artempt to nomralize piateiet counrs

« {understand that Nplate"“ ls not indicated for the treatmerrt of thrornboeytopema due 10 MDS or any cause of thrombocvtoponra other
~than chironic M. : - o S

‘| understand ’ehe following risks are assocrated wrth Nplate‘“'

-*Nplate"“ administration inr:roases the risk for development o progrossron of retrculln ﬂber depositlon within the bone marrow, :
Clinical studies have not excluded a risk of progression to bone marrow fibrosis with cytopenias.Hf the patient develops new or worsening‘
‘morphiolagical abriormalities or cytopenra(s) I snould dlsrontinuo treatmont with NplnteTM and eonsider a bone marrow blopsy, inciudlng r

- staining for fibsrosis.

: —~Discontinuatlon of NpiateTM may resuit in thrombooyiopenia of greaoer seventy than was prescnt prior to Npiate'"' therapy. This worsened :
thrombocytononla resolved withrrr 14 days in the clinical trials.

«-Thromborlc/rnromboembolio complloations may rasult from exqessive increases in plateiet counzs Exeessive doses of Nplate'M o
~ medication orrors thatresuir in excessive NplawM doses may increase'this risk. o

- —Nplate™ may increase the rrsk for hematological maligrranclos and progresslon of mallgnaney ln natlents witha pre~existing
hematologieal malignancy or. myelodysplastic syndrome (MDS). '

o < lunderstand that each patient should be monitorod as follows to assure safe use of Nplate““
' -~Examine the periplroral smear eioseiy to establlsh 3 baseline IeVeI of cellular morphologlc abnormallties.

v ---Monitor CBcs, Inrlodlng piatelot counts and peripheral blood smears, weelriy until a stable Npiate'M dose has been achievod Thereafron
CBCs, Inciuding plateler counts and perrpheral blood smears, shoold be monitored at least monthly o

lef NpiateTM Is: disoonrinqu will ootnin weoirlvtmi inoludirrgnlaoeieuounts, forat Ieastz woelroand conslder aitornative troatme s
o for worsenlng rhrombooytopenia, aocording 1o treatrment guldelines

. I understand how to prowiv dose and administer Nplato'"‘ in order to prevent medioation errors. : B '

. Iunderstand thatl must oornnlete this NplateTM NEXUS Progrorn Healthearq Provider Enrollmenr Form ro onroll myselfin the NplateTM NEXUS"
 Pragram (Lonly need to envall once).

« Iwill envall each patient by ossisting in the compierion ofthe Npiato'" uorus Program Parienr Enrollrnent Form and completing rho Nplatem :
NEXUS Program Patient Baseline Data Form. | will complete the Nplate™ NEXUS Program Patient Baseline Data Form at the time of enrollment -
" orwithin 30 days of patient enroliment: | understand rhar irasoline omo isonly to. be osad to aosess for rislr factors for adverse ovenrs and to
~evaluate rne Iongrtemi safory of Nplate““ N

< will providc earh paﬂeno wnh tho NpiateTM Modimion duid« nrior to mirdose and «ounsei oach nadent on the risio and heneﬁts of Npiatem :

« Iwill oompiete the Nplate™ NEXUS Prrrgram Patient bnroliment. Form for each patienr (1) obtain patient’s signature aoknowledgiuq tecolptof
 Nplate™ Medication Guide; (2) obtain patient’s signature authorizing disclosure of health information related to the Nplate™ NEXUS Program,
and (3) send the eomplotod Nphre"" NEXUS Prograrn Parionr !nrollmem Fomr to the Npiate’“ NBXU& Frognrm for parienr enrolimenr o

S ;,Poge_ilof?}f'_ L

iplostim) and patienits
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NplateTM NEXUS Program Healthcaro Providor Enrollment Form

o P il erI counsel each patioiit fo earry a Patient 1D Card and Bosing Traeker that ideniiﬂizs the risks with NplateTM aiid i;onrams the Nplate""
- NEXUS Prograrn accessnumber, - -

| e Twill evaluateihe safo usé and natientstatus everyomontirs to dmimine wimher tha patreneshooid ooniiniie Npiare‘“ and iiso, S
authorize treatment for anothei 6 months.

. will notify the Npiare"i NEXUS Program whena patient diacomimres Nplate"“ by complering the Nplate™ NEXUS Program Patient
Discontinuation/ Post-Discontinuation i?oiiow-up Form atthe time of Nniaro'M discontinuation and 6 montiis iater

< will pmmptiy repoii to the Npiata'M NEXUS Program any adveise events oceurring in the ¢ourse oi tiie uso of the: drug as described in
the Nplate™ Nexus Program Safoty Questiorinaire ’

. undorsraiid that. Amgen willbe reguiarly evaloatmg compiianoe wiih the Npiate’"‘ NEXUS Program, and tirat Amgen reserves the rlght to
-~ restrict my abiiiiy 0 enroil fuiure pationts or take otiiar appropriate mtasures ar any iime if i iarl to cornpiy with Npiate‘"' NEXU5 Program
requirements o

I urther understand that ] have sole rosponsibiiiiy for aIl medical iudgmenis and ireatnients, and have sole responsibility 10, prior to Npiate"" o SO
administrafon, counsel each patierit on ihe risks of Nplate‘"‘ and pro\iide ea;h patieni wrth all necessary warriings corioerning Nplate""|

'_.Piiysician' Signatiire- i imiivioAmit i sttt Date, oo

'.'»P_r'int.ed' 'Piiy‘.sioi'a_nsNariie'__f,_; e L
-Piiy'aioiaiririformation, o
Full Name (prini)

,Sito Name R

Addres:toreee‘vaNplate""shlpment st " _’/ i

StateLicensoNumber . , — - Statelssued

T ’.-?phm( " e Fax( | i o !wmail o : i it
~Office Managei(Purehaseri s i stins it Phom( — 7:_.." 93,"17('7 ™o

_ "lndieatoyourprimarymmmminga , e . :
o |:] Inpaiieniinsiiiiiiion/hospiiol D Outpauent facility affiliatodwiihan institrrtion/ hospital
D Outpatienifaéiiiw noiaiﬁliatedwiiii an instiiution/hosprtal I e
L ~ Please fox this completed form o the Nplate™ NEXUS Program at i«&ﬂmwio (1-377-515-2830)
o ANEXUS spetioilatwliifyllow upto obtain information for ﬁommunkaiion.shippingand orgeﬂng

~You wm receive entoliment oonfirmarion via fax within 48 hours, :
e Fnr qriestions ngaidiiig ihe Npiaio'“ NEXUS ongram, call 1*87?*NFWE? (i~877‘~675‘2831)

! . Pmﬂiam Usoﬁnly’ Ciistomoriis

Network of £Xperts Understanding § and Sy
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Nplate™( romlplostlm)

[ Nexus

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

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



This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

pup W sy Joo uaN

{wnsopdsusos),,1edN

“satwlInbal uresboad SAYIN wi1eldN yum Aduwios o) sjie) sspiaod

red[e3Y e 1 3twn Aue Je sainseaw eudordde a0 axel Jo syuaned aingng floiud

o1 Aupqe ssapiroxd aledigeay e 1uIses 03 1By ay1 soasasat uabiy Jey) pue ‘wiesboig
SAXAN wiRlejdN 243 yum aoueyidwod Buijenieas Apeinfiar aq jfim uabuuy Jey) puelsiapuq «

-auteuuonsany L13jes
wesBold SYAN w:3RidN 3Y1 Ut paqLSIp se ‘Brup ays Jo 3sn ay3 Jo 3sinod
3y} Ut buiIN3I0 SUA3 3sKaApe Aue wrerboid SMYAN weeldN ys o) Liodal Apdwosg «

“1918] SYIUOW § PUR UOIBNUIIUOSIP y,330|dN Jo ML) 3y) 18
w104 dn-mofjo4 UORENUIIUOISIC-1504/UONIRNURUOISIQ JuBHeRd tWelbold SAYAN wileldN 3y}
Bunajduiod Aq ,a3ejdN sanunuodsip Juaned e uaym weibord SAYIN weareldN 3u3 Aoy .

“SYINCL 9 JSYIOUR 10 JUSWIERR AZUOYINE ‘O JI pue »,33e|dN ANURUOD pjnoys
JuaRed 31 SYIYM SUIWLIBIBP 0} SYIUOW 9 AI9AD Sniels Juaiied pue asn 3jes Y] djenfen «

“13qUIn $59378 Welhioid SXIN wiedN 243 SUIEJUOD pue »y ejdN YIM
s 3y} saLNUIPI Jey Jaxel) buisog pue pie) gf yuatied e K113 o} Juanied yea jasuna) -

“JuduIfjo1ud Juanied Joj weibosd SAXIN wyoteldN ay1 o3 oy

JudwijjoIu3 Juanied weibord SNXIN widIeIdN patejdwiod 3y puss (g) pue ‘weiboid SAXIN

wO1R(dN Y3 0) paejas LopzeiLIOUI YajeaY Jo amsopsip buizueyine amyeubs susned

1190 (7) ‘aping uonedIpa w,3teldN Jo 1dias Guihipamouye ainjeubis sjuaned utelge
(1) 2uaned yea Yim ulio4 Judunjou3 Jusned weibold SNXAN waMeldN aus a39jdwo) »

“wi31edN Jo S1yauaq pue sysu 3y} uo Juaned yoed
195UN0) pue 350p Ye3 0} Jo1id APINY UOEIPI w,DIRfdN Y3 Yum Juatied Yoea apirald

ud1eld Jo A1oes wil-Huo) ay) s1eniess 0y

PUR SJUIAD ISIIAPE J0J S1018} {si1 10J SSIsSe 0} pash 3q 0} AJuo s eJep auljaseq Juauijoi

1uat1ed Jo sAep O UIYNIM JO JUBLLOIUS JO BN BY] Je ULI04 BJe( duljeseq Juanied wetbold

SMAN wiBIejdN SY3 A19jdwe) “wio4 eleq Aulaseq Judned weiboid SNXIN widlejdy pue
104 Justiifjoruy Juaned weibord SNXIN wiMeldN 3t bunsjdurod Aq Jusized yea fou] .

*(0u0 fjoaua Ajuo) weiboid SAYIN wiR1eIdN AU Ul foius 0 uio4
JU3UIfjoIug J3PIACL] 21eDy3{eaH weibord SAXIN wieletdN 1 31ejduwiod 1snui nok yeyy puelsiepun -

*S10413 UOIJRIIP3UL 1U3A3Id 0} JAPIO Ul 3ejdN JRIstunupe pue asop Apiadosd 01 moy puelsiapuf) -
“y33]dN Jo 3sN 9jes ansse 0} paIo3uOt 3G pinoys Judited Yo Jey) puelsipun .
"wi93RfdN Y3tM Paje1dosse sysii sy} puelsiopuf) «

11 Uy uey J3y10 eitadold0GLLIoN jo Isned Aue
10 SQW 03 anp efuadolIoqUioIy) Jo JUBLWIEAL Y 10§ PARIIPUI J0U Sty B1RJdN JeY) pueISIOpUR «

“s)uno) 19j33e}d azijewrou 0y 1dwiae ug pasn aq 10U PIROYS AN Jey) puelsiapup -
“uoedIpul paacidde 3y puelssapup .
“wr31ejdN 10} uonzeutiop Buigosard j[ng Yy pesy «

:sjuawannbar wesboid

Buimofog 3y3 ynm Kjdwo o1 paninbal ase SIBGUDS3IY W04 JUBUIOIUT JIPIAGIJ d1edffeal ureifosg
SAXIN wiotejdy ays Buigajdwod £q ,23e(dN aqusaid o) Japto i wieibosd SAXAN widtedN ay3 1
ffo1ua 1snu nof taqunsaid e sy Juaijed £1A3 loy uoigeuniojul K33jes dipoisad pue auaseq 233jdwiod
03 s1aqunsaid foj wausannbal e pue A13si6a) Juaned e Jo sistsuod wesbord SNYAN widieldN Ul

A1} Doy uey Jayjo eusdordoquioit Jo asne Aue 10 Sqi 03 anp

eiuado1Ao0quIoIy} §O JUBUIIL3I} AU 10§ PAIRDIPUL 10U 5} 31ejdN "unod 13jR1ejd azifewtIou 0] 1dwR)e
Ul pasn 3 10U pinoys w,a3ejdN “Burpaalq 1o} ysi1 i3 saseanut uonipuod [eauIp pue efuadoloquiony)
10 33163 3soym J1} yum ssuaned w Ajuo pasn aq pynous yleqdy Kwodaua)ds so ‘suynqojbountuu
'spl0I2)S0D1110) 0} 3suodsal JuapNSUl U pey arey oym (d1]) emndind suadordoquioiyy (iy3edoipt)
aunwIwl MUeNP gim susiied uj euadolfI0quIcAy O JUIUITR3I ) Jo} y,dejdy Jo asn ajeudoidde
3INSsk 0} JU3WINR31) U0 e sjuaned IpyMm pue Juaiyeas) buneniu 310jaq SUoISIHAP JJAUIG-YsU
patusojut joword o) paubisap st wesboud sty weiboid (syusned pue aeidN butpioddng

pue buipueisiapup suadyd 0 J1oMIAN) SAXIN we3eidN 24k ybroxy ajqejiene Auo st ,;a1eidN

(fweiboid SXIN (wisojdiwon) y,23e1dN du1 st 1eyMm



This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

spuaned pue {w pydy Sutuoddng pue Buipueispup

shXe

(wnsojduos) g3ve(dN .

“UONIANP 1RY}
13pun ssapiaosd areayyjeay) Jo s1aqidsard pajjoIud 3y} Kq PAISIILIPR 3G 1SN v, 1ejdY «
*3S0PI3PUR pUR ‘3SOPIBAO ‘510113 UOLEIIPALL J0 YU BYY SZIWUIW 0 suotdRASUI Buisop pue Japio
uoneapaw ays Jo uonydinsuer) 'y, a1ejdy J0 350p 3y Jo UoljR[RX{E) BJeINIIE 0} UoNUB}E eDads
fed pinoys siapiaoid ateyfeay ‘s1unod 13p1eid uo spaya ahie) aAey ued asop U sUIRYP
[{ews e ‘SIUINOA J|RulS Ul PIIIFSIUTLIPE S| 4, 31e|dN 3SNBI3q IN20 A2t SIOND UOEIIPIN «

pa1R)SIUILIPE SAWNJOA [fEWIS 03 NP 10113 UOHEIPAW

J11 2uoay ueyy 13ylo euadofroquiosyy
Jo 3sne> Aue 10 S 03 anp eIu3d03A0GUIO] JO JUSWL3L} Y] 10j PITRIIPU 20U Sty Ble(dN «
suofjejndod §i1-uoy
d11 w0y ueyy 13ylo eluadefroquiosyy
J0.3sne Aue 1o S 01 3np eluadolH0GHICIY) JO JUDWIL3L] 3Y) 10) PAIRIIPUL J0U SI 4y 33eYdN «
‘dn-mojjo} Sutnp (JWY) erwsyna] snouabofakiu ajre jo uoeUILU)
pey siuaned oj woym Suowse ‘voissaibosd aseasip jqissod Huirey se papiodal a1om sjuaned ||
“(saw) awoapufs dnsejdsApofpAw yiim syuapzed 4 Jo Apms earul)> uue-abuis ajesedas e uj «
‘oqadejd pue ,,91e)dN UI3MIaq Jejiwis pue mop sem Kueubijew bojolewsy Jo dUPDUI ALY
4L} d1u01p ypm sjuatzed Buowse sapnls [ediuIp pajjonuod uj sanueubijew dbojoiewsy 1oj ysu
ay3 aseanul fews sfj2) di3alodojewsay Jo 33ejNs 33 o J03d21 0d1 A JO uoEIRWS yAeldN «
(saw) awospus nyseidskpojaius 10 HHueubijew jeaibojozeway
Burysixa-azd © yum syuaned vl Houeubifew jo uoissaibosd pue sapueubijew jeabojoreway
“V/0L X 0§ < unod 19j31e}d & ufejutew
pue 3A31YE 0} sUEPIRG Judwsnipe asop ay3 mofjod ‘siunod 1ajarejd azijewniou 0) ydwaye
ue ut ,31e(dy 3sn Jou op ‘suoitenduiod JijoqUISOqUIoIY/SHOGUIOIYY J0J ¥SH By} SZIWIUI 0f «
‘0qaae}d pue w31eqdy ussMIaq
IRJiuLitS SeM Suonedidulod JIjequIBOqUIcI)SROGUIOIY) JO DUIPDUS Y3 ‘SAPNIS [edUIP pajjoNIuod
U} ‘suonedtjdwiod dijoguiaoquioiy/lroquioiy) sadnpoid 1oyl [pA3] e 0} spunod J3a1eqd aseanu
£eUa S3S0P 4, 1LJN SAISSIIND U) J{NS3L 1BU SIOLID UGHILIPI 6 DlefdN JO SISOP BAISSDK]
*sjuno3 13j21e1d Ul SaseaU] BAISSIXKS Wty nsas Aew suoiyesdulod JjoquisoquIoIyl/HNoquioy] «
suorjedidwiod Mjoquiaoquiofloquio)

*sautpapinf Juaunean JuaLnd
o} buiptone ‘efuadorfd>oquionys HuIUISIOM 10§ STUSIIERI) SAIJRUIANR JOPISUO) PUR SYI3M T
1583} 12 1o} ‘s3unc) Jajarejd Buipnpun ‘s)g) APRIM U1RIGO 'y, 23efdN JO UoReNUNUOISIP Buimofod -

"skep {1 UIylIM Panjosal eiuado)£>0quiony) pauasIom sity] »

“fdesays w,ore)dy o) toud Juasard sem ueys A3aAss Jaeaib Jo eruadolfoquioy) padopasp
spuaned 76/ ‘PInUNUOdSIp ,,2101dN Pey oym d1| dtuonp yum siuated Jo saipms feaup uj .

"suabe 19a18)dnue

10 syuejnBeOdUe Uo S 3ua13ed dY3 JIYM panurzuodsIp s) ,drejdN Ji Ajejmizied Buipadlq

J0 s suatyed ay3 aseanul few euadoiroquiolyy pauasiom siy] Adesayy ,aterdy o) oud
1uasaid sem uew K135 Ja1eaib Jo epuadorfrogquiony ui 3jnsas Aews »,31e]dN Jo uoneRURUGDSI] «

wi3ejdN Jo vonessa) 1aye eruadolfdoquioys pauasiop

*sis01qy Joj buiureys buspnpuy ksdoiq moet auoq e 3pisuc) pue y;jefdN Yiim Jusujeas;
anunuodsip ‘(s)etuadoifd so soptfeutouge jeibojoydiow Buiuasiom so mau sdojadp Jusited 3y Jf -

’ *(s)eruadolfd

10 (S]J9) Poojq a)iyMm Amyeuw: ‘sfja> poojg pai patespau pue dospres) ‘63) ssnijeusiouqe

[exibojoydious Buruasiom 10 M Joj AYIuo SHg) pue sieduss poojq felsyduad sunuexs

‘asop ,1edy 3jgess e Jo uofzedynuap: buimogo4 sanjeusiouqe Jbojoydrots sejnfjad jo [PA3]
autfaseq e sijgeisa 03 Ajasop Jeaus poojq (esaydisad vy Aunuexd y,a3ejdy JO UOHERIU 0 J0lJ «
“seiuado)£) YIIm SISOIqH MoLIew 3uog JO Ysi © PApNX3 10U aARY S3APN]S [eIIP) «

“Adesayy ,31ejdN Duinp uabeyjod

YIIM sisoaqy moxset padojaadp elwaue MAjottdty pue di ysim Juatied auo Apnjs uoIsuaIxa aus )
“SAIPMIS [EIUIP Pafjo13U0D A Ul payiodar Jou sem seiuadolfd Ym SISoIqy moLse o] toissaibold «

/6w o1 < sasop

PanIa1 Xis pue ‘By/Bowi ¢ Z S3s0p ;31e]dN PAAIIRI Pey uoilisodap UNIIAI MOIIRI UG UM

syuaned gy jfy Asdoiq mouew auog vodn parsasqo uinaNal pey spuRlzed feuonippe XIS uonsodap
UMNR) MOIIRW UG J0 35Pe3aq Spuaned [ /7/ Ul PINULUOISIP SeM y;d1ejdN ‘sa1pnis feawIp uj .

"MOLIBW 2U0q AU} Ui\fiM uonisodap
134y U1 Jo Uoissaiboid 1o Juawdo[3ASP 10} YU Ay} SASLIU] UoHRHSIURUPR W djejdy -

SISOJGH MOXIEUI U0 J0j st PUB UOIBWLIO) UIjRDNRI MOLIRW dUog

i we1boid SAXIN wi23eldN 3yl ybnoayy paloyjuoul 1e sysii Jeym



This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

“wi312]dN UC 3nuI3ue> pinays Juanedyoes

(LE8T-529-L08-1) LAVIAN-LL8-L | |
19Y1aymM Ajuan pue ‘uotzeusiojul £13jes 1ajjod 11501 uaned

PR[[02UR SY3 KJi1 0} nok Pejuod [jim asifenads SAXIN e Teak e dIm| « m:xm
dn-mojjo4 pue poddng

(wnsojdiwos) 11N

“SINOY g UIYIIM P3AIIA 3q Ajjensn Jpm siuswdiys
“2)0 1n0£ 0}, 33efdN 30 Jusuudiys sabuelse 1sieDAdS SNXIN Y *

'suanted pajjosua Huean e pue weiboad ay) wi pajjorus aze nok Jew suuuod 1sgenads SNYIN AL «

‘syuaned pafjoIua [enNPIAIpUL J0 SPIU JJRIPatILI 3Y) 133 03 4, 31RjdN ybRoud J3pI0 Ajuo pinoys siapiaold JkdYeIY
“wieIbord SAXIN wiR1e|dN 2y ybrioays Apanp Jo 01nquisip [ewsou Jnok YBnosys parapio aq ued ety «
Juawiny

“(LEBT-S£9-L/8-1) LIUVIAN-L/8-1 18 WaWRSIRGILII 4 [} pue
widtegdN anoge suonsanb ramste ued sisienads SXIN ©

"PRLSIP J1 "0} DUL)SISS JUAMISINGUIA 4§ Ue 3|duod ‘WBwfosu3 vodp) «
(1euonndo) dueysissy Justuasinquzy 41|

*UHI04 ejRQ SuijAseq 1ualey weibod SAXIN woRldN At uugns pue aj3jdwa) «
“Juaited ay3 03 Ado e anb pue ‘suoipdRASI weiboid SAYAN widieidN 03 bupione Adod e puas
“eutbio 3y} dasy "wi104 yuauf|oaug Juaed weibosd SNXIN widIedN 243 uo ainyeubis suaned ay) urelqo
PUB ‘suoisanb J[e JIMSUR ‘04 JuaLLI|01U7 Jualey Weibold SNXAN wiateldN a3 Nuugns pue ‘333|duwod ‘MaIAdY
“wi91ejdN BupRpISU0) Uaym suorsanb yse o) JwaRed ay3 abeinoIud
pue ‘3t peas 03 JUSITE ST PNIISU) ‘BpING UsIIRIPaYY 3y) samaal Juatied 3y ey ains axewl ,aeyd
M JuBuNeas] Jo S)yauaq pue syst auf) uo yuanied ayy 3jeanpa ‘yeidy Joj yusned ajeudeidde ue Kyuap) «
juauwjjoiu] Juaiied
“(1682-529-£18-1) 1311dN-28-L Buiyie>
Aq Ajuo pasapio aq ued Ypo1s K3ajes siyy Ajuo AHuabiawa
10 303s K12jes |jeuls @ Jap1o osje Aew noK ‘Palisap Jf «
"3IU0 Ajuo pazajdiutod st JUIW|0IUR JAPIABIY “UNS JUBOIUT 1IPINCI]
aepeay wesboid SNXIN we|dy Y3 wwgns pue Euz.ES ‘MIIARY *
“Ute1503 SYIN w21EAN 34 J0 S1RUs3Nb1 By
pue pasut afiexped ,, 3veidy 3y pueisIa3pun pue peay «

JUBLfOIUY SOPIAOIL] B1EN3jeal

wesbord SNXIN wilefdN Y3 Jo sdais any ayj
:kdesay (wnsojdiwoy) ,,;31ejdN Yum buipdauuo)

UYL sisse flim
1stienads SAXIN © pue‘(LE8Z-SL9-L£8-1) LAIYIAN-L£8-1 10 wresbotd SAYAN wiRIRidN S fied ued iy
‘sIAIRS Loddns J3Y30 J0 WRWISINGUIRI )] ‘st ‘95 ;1ejdy 1noge uonsanb e sey Juaned 1o sapiacid

aryyesy & awnAuy "weiboid SMAN wiIejdN 242 Jo sdajs 3us 1no skej 3bed 1xeu ayy uo weiberp ayg
SULI0} 3y} pROjumMOp 03 wod'ajedumma Je sufjuo of 1o ‘my Suures) weibold SNXIN wAMeldN
anof uy papinoad susiop a3 Suisn (0£8Z-29-££8-1) 031VTdN-LL8-1 03 swiof pajajduiod xey
“Uioy e)eq aulseq 1uapeq wreiboig SAXIN wAleIdN 41 Jugns pue a1ajduio) °g

“Juatzed ayy 0) Ador e

anIb pue ‘suoipnuisuy weiboid SXIN wrddeldN 03 buipodse Adod e puas ‘feurbiuo ays daay “unioy

JUSWIj0IuT Juatred wesbiord SXIN wIRldN 3U3 uo amyeubis syuaited sy} urelqo pue ‘suonsanb
[1e Jamstie ‘wro4 JuaWjoIu] Juatied weibold SNYAN w3MejdN 31 Hwgns pue ‘Spjduwod ‘Matnay p

"widtejdN Surapisuod uaym suoiisanb yse o) JUIHEd 343 abemnodua pue
11 peat 0} TUSTTEd S 1n13sul ‘3pIng UORIP3 3y} S3AI31 Juaiied AL Teu) NS el ‘y 3eidN Yum
JUDIERI] §O SBUIY PUB SHsk ) uo Juatied 3y) LINP3 Yy 31eldN Joj uaned aeudoidde ue Anuop) ¢

*30U0 Ajuo Pa)R|duiod St JUSOIUB J3PIAOIY
"ULIOJ JUBUIJ0IUT JpIACld 31eIyeay weibold SMYAN weatejdN atp nwugns pue ‘d1sjduod ‘Mairsy 7

“wieibold SAXIN wiREIN 343 J0 Siuawaninbas auy pue piasu bexped ,jeidy a3 puelsiapun pue pesy °f
:3jduns st Juatujjoug

Wesboid SNXIN wiP1e|dN U3 Ul [j0IU3 | Op MO




This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

suaned pue {w

(wnsopdiwos),edy

([L£87-SL9-2£8-1] 131¥1dN-LL8-L) 3uoyd 3y 13r0 uoneussojul 3y Bunib o ‘([0£8T-£9-L£8-L]
0ILV1dN-££8-1) Xe} Aq tuiof upieppaiy 3ys bummiuiqns £q uoneuniojur pajiejap asow apirord
B N0} "UOIJRULIO)U) 210U 10§ AN MOJjO} {IIM UIBWIY ‘JUIAS 3SIAPR SNoLids © Jo Lodal Aue Jog .

“widle|dN o anunuo ppnoys Juaited yoes Jeyy Ajlian [im nop"([Legz-5£9-L£8-L] LAIVTdN-LL8-1)
- auoyd 10([0€87-5£9-££8-L] 031V1AN-LL8-L) X} Aq uaited yoes loj aireuuosang Aiajes
welbiord SAYIN vueidN Ue Jwgns pue aadwiod uayy ‘R1so! Juaijed Jnok Kjtian eak e dim »

“880L-¥04-008-1 1° tweaboid YIeMPa SYQd 10 L£87-6/9-//8-1 18 weibold
SMAN wede1dN Y3 03 y,33R|dN JO 35N Y1 UM PAIRIDOSSE SIUAAI 3sIaApe Aue Jiodat Apdwiold «

“uoi)Iaful y;31eidy Yoea 03 Joud 3png UoNLIIPI A1 Y3 Juaned yes apirctd .

"syudlied PajjoIua [ERPIAIPUL JO SPIAU AJeIpatiL
341139t 0] » A)ejdy Ybnoua Japio Ajuo pinoys siapiacid aledtyea (1 £82-6/9-L8-1)
13IV1dN-££8-1 1{e> Jo J3esajoym Arewsid ano ybnoay) syuaned 1ok 1oj ,a1e(dN J9piQ «

{lugilieal
wi21e[dN butinp weiboid SNXIN wi218dN U3 Joj 0p | O JeyMm,

“1YJ0 1nok oy Jaureiucs Guiddiys-pjod pazeinsul e v sinoy gy ungm sdiys Afensn y,azeidy -

“(L€8T-S£9-LL8-1) LIIVIdN-LL8-1 Butje> Ag Ao pasapio

2q ue> ¥ojs A3ajes siy) Ajuo Aruabiatws 10§ ypois K1ajes jjews & Japio osje Aew nof ‘pasisap )| »
“Juawudyys shueste 03 1Yo ok

11e> [jim 1stjeads SIXIN © raum ‘wiesboid SAYIN w:21e|dN 343 01 papiemIo) aq M Jpio noj «
‘syuaijed pajjoiud

Burgeany ale pue wresbozd ay) uj pajjorua aze noK Jey suLnyuod Isienads SAXIN YL
J0JngHISIp jeusiou anok ybnoays Japio nok 3)elne)

[ stferads SAYAN @ pue (1£87-5£9-£48-4) LILYTdN-LL8-L {fed 2o loanquisip pauiajard
1o yum sapio ue deyd ‘weibold SHXIN widteldN U w pajjosua aze Juaiied ok pue nok uQ «

iwiRe|dN 13p10 | op MoOH



This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

uaned pue (wnsojdiw

{wasojdiusor)wd1eldN

“Juatijjoiua {euonysul pue [eydsoy loj sabed Huimojoy ay) 23

(90 ‘%9) eisaysased pue

(90 %) e1sdadsAq ‘(960 '968) uted 1apIOYS ‘(960 ‘91 L) Uled feultuopay.’ (% %eL) Awanxg

U1 uRd ‘(96T ‘%¥L) RIB(eAW ‘(9. ‘9%91) erutmosu] ‘(950 ‘%.LL) SSRUIZAG ‘(%07 '9497) eibleayuy
UM (0qdefd snsIAA y;31e[dN Ul 32u3pDUL JuBNed JRYBIY 94S <) SUOIIILRI ISIAAPE UOWIWIOD JSOW -

*A1113A3S 31R1POUL IO Pt JO Aj{ENsn 1M SAPRpeIH

‘oga2ejd Buiaadas spuaned Jo 0575 pue y,d1ejdN Buiadal sjuaned Jo 056€ w1 burundo ‘uoipeat
Bnsp assaape pariodal Ajuowued 150w 3Y) Sem aydepeay ‘satpn)s pafjoriued-ogqadeld sui uf «

suofdeal finip asiaape uowwio)

“By/Bow (1 Jo asop AppRam 1s3ybiy au3 1 syam ¢ )3y buipas)q Jueniodun
Ajfed1Up PIoAR 0] 3UADLYNS [IAB] © 03 3SLAIDUI JOU S0P JUn0 J3j33ejd 3YY J1 ,3leidN AnuNU0dSI] «

*(0d1) unatodoquwiony) pue »,3lejdy 01 saIpogquue 1oj sajdules 3say Aesse
[ uabuy 9gp9-7//-008-1 18 usbusy 03 mu_&:ﬁ PoOjq Jiuigns ‘uoizewio) poqrue 1319p o]

*SIS0IqH} MoLIeU 3U0 10 ;23e|dN 03 Satpoqiiue Buizijesynau Suipn(ut ‘s101.} SAIJeSNE) 10} UDIEAS
e 1dwioxd pjnoys y;a3ejdN Yy3m asuodsal 3oja3ejd e uiejureus o} ainjiey Jo ssauaaisiodsaiodiy «

woYe|dN 01 asuodsal Jo ssof 1o ype]

wi91RIdN Y1Im paleidosse ale sysil 13y10 Jeym

sjeadde pue ‘sjeruap ‘swiep ‘suofrezuoyine soud M MULISISSY »
suonydo Huipuny aaneuwIalje yuM Bunsissy »
abe1anod duemsu) butkiiiap -

IPNPUL SINAIIS JUBWISINGUIRI d1j

“siapiaoid aredyfeay
pue’sjuiied o} BURISISSe JUIWASINGWIA 31 jeuorydo apiroid fim weibold SHYIN wedteidN Ut

i9]qejiee s| 1oddns Juswasinguial 4 1] FeYM

“swnjas pnpoxd Jnoge annbuy o} (1€87-5/9-£/8-1) LIVIIN-£48-L IIE) +

(L €8T-5£9-1£8-1] LIIVIAN-L£8-1) duoyd 10 °({0£87-5£9-L.8-1] 031VTdN-LL8-1) X&)
£q panuigns aq te> o} 3y| "I318] SYIUOLL 9 PUB UOIRAUINOISIP Jo SUI] Je uticd dn-mojjo4
UOI1eNUNU0ISIQ-1504/U0NENUTIU0ISIQ Juaned weibold SAYIN wieleidN i Hwgns pue ajdulo) «

juaWeal) ,31ejdN sanurudsIp juaned e Ji op | op JIBYM

oL




This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

€l

[

s

o

(wnsofdituon)@1eidN

yools uj pue
‘pastadstp ‘pasapio sjeiA Jo JaquiNu {210} 3y} Butpnput 3w Jo potrad 13s A 10} AIOJUBAU] J{RISAQ -

juanied yoea oy UAID sop Ye3 Jo lep pue ‘SAZIS [eiA S[eIA yyd3ejdN J0 SqUINY .
(592IS [eIA pue PaJapIO S[elA J0 J3quuny Suipnpul) 13pIo y;31ejdy yoea Jo xeq «

widtejdy Butadas
1uaized pajjosu ays Jo (Ssaappe ‘Yyig Jo atep ‘awieu Jaquinu g) wesbosd) saynuapt anbiup .

1apinoid asextpjeay Buiquosald pafjo1us 3y} JO JAGUINU UoRedLIUSPI BnbiuN pue ey .

UonRWSoJu) BUIMO{[0} 31 ‘WRWILRY 38 ‘Ipnpul Aot
Siiy] "spIoIal UoNeIUOYAL Pue Alfjigeiunodie Srip uieurew o3 paxnba aq JjIM suonIsut pajjolul

burdaay-pioray

“juanied mau Aue o) pajajdiiod aq Isnw wiio4 JuawjoIuT Jusied wreiboid SAXIN wialeldN uy
“weGoud 3ty v pajjoIua Ajsnoraaid sem yuanied auyl Jeyd Kjuaa o) weboid SNYXAN wedteldN
A YNUM AP [IM I3quiaw jes [epdsoy pareubisap e quaned sjeudordde ue o) yaeidN

saquosald pue sayuap! wesbord SAYIN w.d3eldN U3 U1 pajjoIud Japiacid alexyyjeay e uaypm

wiRteldN Buigudsalg

(L€8-5£9-L8-1) LAIVIdN-LL8-1 Busfied Aq Ao
paIaplo 3 Ued Y03s A1aJes siy] “Ajuo F>uabiatws Joj Ypals K13fes [|ewss e Japio osfe Keus nok ‘panisap J|

“vopnIsul 3y} 03 Apdanp uawdiys abuewe fjim 1sifenads sAXIN v HolesSjoym Kiewud mok

4oy 1n30 fjim y,31efdy oy butljiq pue Huwapig auo Auo patsidwod 3q 1snul JuatjoIu SIY|
“UONBWLIUO0) JUIWIJIOIUS UB BAIBDR [[IM UOLIMEISUI UR ‘PoJjoIua aJe (s)iuatied pue uoinysul ue aduQ
witeldN Guuapig

“Jaw e SaAN3{qo weibosd jeiyy

unsse 0} sainseaut Aepdordde sau30 e} 16 ‘Syuausasnbal wieibosd yym duerdwoduou oMU
3y} uodn paseq awn Aue Je JUSUIJ|CIUD UOINITISUI Ue )eusta) o} 4Bl ays soasasal upbuy

“Jaw a1e saaipa(qo weibord jey) ainsua o) duedwiod weiboid Hunenjeas Apenbar aq fjim uabiy

“w3e(dN 2qinsaud 01 1apio Uy wesbold SAYAN wedleldN U 1t

PafjoIu3 3G 1snw S13piacid AredLI|eay [eNpIAIPUE e JUSUIOIUR [eUCHRISUI 0] USHIPPE U] ;330U 3sed]d
“bururess pue JualgjoIua U i Siapiaold aiedl)eaty Isisse pue SUONN)ISUL 0] SIN0SIL S jqejieAr 3q
{1IMm saatlejussaldal uabuwy pue sisieads SAXIN “IpIND uoneatpaly w,21eidN aup Jo satdod yim buoje
bujures; asnou-us sof syiy bututel) wesbosd SNXIN wid3eidN 2U) SARRI3I [jim 160D pajeubisap ayg

Yols Ul pue ‘pasuadsip

‘pAIAPI0 S[eIA J0 SqUINU [e10} 3y3 Buspnpul 3t Jo potad 1S 3yl Joj AIOJUIAUI feRA) —

Justzed ypea 0} UIAD 3s0p YB3 JO 3)BP pue ‘SzlS eIA ‘SjeiA ;RietdN Jo Jaquiny —

(S3Z1S [e1A puB P313pI0 S|eIA J0 aquinys buipnpur) Japlo y alejdy (oes joaleq —
wretdy Buadar

Ju3ned pajjosus 3y} Jo (ssa1ppe ‘yaig Jo lep ‘Suseu faqunu qf weibosd) saynuspi anbin —

1apinord arexyyeay Suigudsard pajjosus SY1 o JSqUINY uonedynup! anbiun pue wey —

:uonewioju buimogjos ay3 sapnpu buppen pnpold

“spuawannbar weibord ay yym arueprodde uf pasn st y,a1ejdN 18y} Ansse o} sypne Jipotad

yum aresadood pue arueljduiod userboid SNYIN wSIeldN Yoen 01 wajshs pue ssd0id e dojaasq «

pue ‘weibosd STNAN wi3101dN 243 Ul (pajfoiud 3 JiM 10) pajjorua st 1ey) sapiaold arediyesy
Judi1edino ue o] pauonisuely e siunedu) se ,d1edN to paLrels suaned AmsuS o3 wdlsAs e dofansg -

‘s3uatwaninbal uoyeIURWINIOP UCHNIASUS pue ‘sluawrRIinba1 buiodas JuaAs asiaApe

wrelbosd ‘(s0p yoea Yum apIng toneaipa e buisuadsip bupnpur) syususannbas buviojuou
wetboid ‘y;21e}dy 40 asn areudordde pue ajes 3y buipiebas ;1epdN buusisiuupe pue
‘Bursuadsip ‘Buiqudsaid o} jqisuodsas Jjexs ajeudordde o) sjeisalew [euopesnpa apiaoid pue urel) «

‘welbold SNYIN weRIetdN 343 Ui pafjoius ase yuatled pue Japicid
areyijeay Suiqinsaid ayy Jeys Guikgiea 1aye (i e uy ‘63) spuaizedino pue sjuanedus oy
pasuadsip AU S1 ,,d1ejd} 184} 3INSUD 0} SAANSEI JY30 10 ‘Sjo30j01d ‘sJas Japio ‘wiaisks e dopasq «

:Buimoljog 31 03 bussarbe wioy Justufjorul
uonnsu] weiboid SAXIN wioteldy ue azajduwiod Jm uossad pazeubisap ay ‘usuitfosud buing
“saiyae wesbord SXIN wiRleldN 3leuipiood Kjeussyul
0} 9jendoidde swaap uopNJISU] 3t} JSqUIaU Jfe3s Aue 1o yspeuseyd feoiurp opanp Aeuseyd
‘“ojensiurupe [exdsoy e aq Aew uosiad pajeubisap ayj “UORRMISH! Y3 10§ 1383U0) Jo Jutod wiesbold
SMXAN wiRtejdN ue sjeubisap Aewr uonnisyy ue ‘stufjosus uodp) W04 USUHIONT UOHRMISY]
weibo14 SAYIN wee]dy ue buiwgns Aq fosua few suoiniisul atedyljeay soy1o pue sjeyidsoy

JUSLUfjoIuB jeuonIsY Jo ANjigieY 3Y) siape weibold SXIN wo3eidN YL

JU3W[josu3 jeuonnynsu| pue jeydsoy

saaesd fenpiaipul

(

104 10U

)

u

£juo yuawijjolua [eucnniisui Joy



This label may not be the latest approved by FDA.

For current labeling information, please visit https

Ilwww.fda.gov/drugsatfda

suaned pue

SNXSN

{wnsopdwor)3ieidN

sogd 4;Bn_nzmcu_oﬁzmE_qm%_.ﬁc%c:.. spadyg JopiniaaN

“s[etia1ew 3jqepeojuMop

pue UoijewIO}ul 10} WoaJRjdu'MMM 03 05 os[e e noy"sjeLI3)eLl [eUoRIPPR 1010 stolisanb

Kue samsue 0] (1£87-

SL9

L£18-1) LIUV1IN-L18-

1 10 wesbold SMAN wiRledN 341 jjed asedld

*3007 ‘u3buwy v ‘syeq puesnoy] ‘[uon 1 Guiquosaid] uoserdn *1 U]

"UOIYeULIOU! [RUOIPPE UR1G0 0}

aneyuasaidal Jo sapinoid buryiodas aiy burdesuod Ag dn moyjoj fjim K1ajes jeqojn uabuy 1o wesboid
SMXIN w212 343 W1y 3uoauos ‘pariodal S| 1USAS ISIAAPR SNOLIAS © AU ‘dseqeiep Ansibas

© OJUI UONELLLIOJU] UIOHIBNURUODSIP PUe SIUAA3 3s1aApe Aue bof Jim Isijenads SAXIN UL S1aya

apis paouapadya sey juaned Al ;YaYM pue Kdesau 1ejdy uo suleusas Jualied ay) Joylaym

syse alfeuuonsanb siyj “auoyd Jo xe} eia Jusned yoea 1o} ijeutiorsanb Kiajes e 3j9jdwo) 0} payse

3q JjiM (UoRYIIp JaY/sty JApUn Jje)s 1o) JapiAcid a1edY{eSY ] “UolewI0juI A33jes 1D3]j0D pue J3)sos
Juadlzed pajjolua Jay/siy AJuaA o 13pictd aredyfeaYy Sy} eI M Isiienads SNYAN e Teak e dim]

"eyep juaired sutjaseq ajgejteae sapnpui osje K11sibas ay| “Huiopuow
d1pouad ybroiy} ,23e1dN Jo 3sn ajes pue A1ajes uLs)-Huoj At Ysiqels o1 s UoiiIajied eep siyl
10 asodind ayj “Adesayy ,31e1dN Uibag SyuaLied se eyep Jusied sutfaseq Jgns siapiaoid aledy ey

“wiB1e|dN o 3oid 1gURG-Ysit Ay HurpnpdUl IPING LOITRIPIIN Y3 JO JUSIU0D U] O PITRITIP3 3G |[1M
Jusied Mau £1aa3 abenbuey A|puati-jusiyed ut ,1eidy Jo sysi A1 to uojjeulioju sjudsald apiny
uolEpaR 3y} ‘aduelsul 104 Ajajes juaned sojtious 0 saseqeyep pue ‘sapinb ‘sRpual Jo w)sks

@ S3pN|>Ul pUe SUOISIAP Jauaq-ysi pausiojur jouloid o) paubisap st wreibold SAYAN widteldN au1

weiboid SNXIN wteldN 3y yum K1ajes Jusped butiojiuoly




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

| Nplate™(romiplostim)

[ Nexus

Network of EXperts Y& Understandingand Supporting Nplate™ (romiplostim) and patients

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

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

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

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

« Monitoring program to manage patient safety

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

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

Welcome to
Nplate™ (romiplostim) NEXUS

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

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

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

Nptate™ 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 nommalize
platelet counts.

IMPORTANT SAFETY INFORMATION

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

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

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

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

Home | About Nplate™ NEXUS | Enroilment | Ordering Nplate™
Support & Follow-Up | Risk Monitoring | Resources

22008 Amgen Inc. All Rights Reserved  Nplate'™ is a trademark of Amgen, Inc. ‘

Oncology
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About Nplate'™ NEXUS Enrollment Ordering Nplate™ Support & Follow-Up 1 Risk Monitoring Resources

About Nplate™ NEXUS

What Is the Nplate™ (romiplostim) NEXUS Program?

» Prescribing information ~ Nplate™ is only avaitable through the Nplate™ NEXUS {Network of Exzperts L

» Medication Guide and Supporting Nplate™ and patients) Program. This program is designed to promote
informad risk-banefit decisions befora initiating treatment and while patients are on treatment
to assure appropriate use of Npla!e"‘ in patients with ¢hronic ITP who have had an
insufficient resp: to ins, or sp y. Nplate™
shoutd be used only in patients with ITP whose degree of lhrombocylopema and dinical
condition increase the risk for bleeding. It should not be used in an attempt to normalize
platelet counts. Nplate™ is not indi d for the of thrombx ia due to
myelodysplastic syndrome (MDS) or any cause of thrombocytopenia other than chronic ITP.

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 prescribe Nplate™
by completing the Nplate™ NEXUS Program t Provider Form.
Prescribers are required ta corfiply with the following program requirements:

Read the full prescribing information for Nplate™:.

L the approved indi
Understand that Npiate™ should not be used in an attempt to normalize platelet counts.

Understand that Nplate™ is not indi for the of thrombocy la due to
MDS or any cause of thrombocytopenia other than chronic ITP.

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

Understand how to properly dose and administer Nplate™ in order to prevent
medication errars,

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

+ Enroll each patient by completing the Nplate™ NEXUS Program Patient Enroliment
Form and Npiate™ NEXUS Program Patient Baseline Data Form. Complete the Nplate™
NEXUS Program Patient Baseline Data Form at the time of enroiiment or within 3¢
days of patient enroliment. Baseline data is only to be used to assess for risk factors for
adverse events and to evaluate the long-term safety of Nplate™,

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

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

Counsel each patient to carry a Patiant ID Card and Dosing Tracker that identifies the
risks with Nplate™ and contains tha Nplate ™ NEXUS Program access number.

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

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

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

Nplate™ is in patients with chronic immune
(idiopathic) thmmbucytcpenlc pumura (ITP) who hava had an insufficient responsa to

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

IMPORTANT SAFETY INFORMATION

Serious adverse reactions associated with Nplate™ in clinical studies were bone marrow reticulin
and ia after Nplate™ disconnnuaucn Additional risks

includa Bone Marrow Fibrosis, ic/ Tk , Lack or Loss of

Response {o Nplate™, and } ical Ma) i and ion of

Patients with a Pra-existing of My y (MDs)

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

Nplate™ is available only lhmugh a restricted distribution program called the Nplata™ NEXUS
of Experis U g and Npiate and Pati ) Program.

in the placeb studies, ‘was the mast commonly reported adverse
drug reaction.

Home | AboutNpfale™ NEXUS | Ervoliment | Ordering Nplate™
Support & Follow-Up | Risk Monitoring | Resources
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Enroliment

How Do | Enrali in the Nplate™ NEXUS Program?'
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About Nplate™ NEXUS Enrcliment Ordering Nplate™ Support & Follow-Up Risk Monitoring Resources

Ordering Nplate™

Answering Your Questions About the Nplate

NEXUS Program

» Prescribing Information

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

™

(romiplostim)

Hospital and Institutional Ordering Nplate™

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

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

Prescribing Nplate'™

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

Racord Keeping

Enrolted institutions will be required to maintain drug accountability and reconciliation

racords. This may include, at minimum, the following information:
Name and unique identification number of enrolled prescribing healthcare provider
Unique identifier {program ID number, name, date of birth, address) of the enroiled
patient receiving Nplate '
Date of each Nplate™ order (including number of vials ordered and vial size)
Number of Npiate™ vials, vial sizes, and date of each dose given to each patient
Overall inventory for the set period of time including the total number of vials ordered,
dispensed, and in stock

n patients with chronic immune

Nplate™ is i for the of ylopenia i
idi i b i ‘(I‘I‘P) Awho have had an insufficient response lo

) Lot Y0P purp
O

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

IMPORTANT SAFETY INFORMATION

Serious adversa reactions associated with Nplate™ in clinical studies were bone marrow reticulin
di ition and i penia after Nplate™ discontinuation. Additional risks
include Bone Marrow Fibrosis, Thrombotic/Thromb botic C icati Lack or Loss of
Responsa to Npiate™, and F ical Malig: ias and Prog ion of Mali i

in
Patients with a Pre-existing ical Malij 1y or My ysp 3% {MDS).

Nplate™ is not i for the of ytopenia due to MDS or any cause of
thrombocytopenia other than chronic ITP.

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

in the placeb studias, h was the most commonly reportad adverse
drug reaction.

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

What Do | Do for the Nplate™ NEXUS Program During
Nplate™ Treatment?

» Prescribing Information + Order Nplata™ for your patients through your pnmary wholesaler or call 1-877-NPLATE1
» Medication Guide (1 -877-675-2831). Healthcare providers should only order enough Nplate™ to meet the
needs of individual enralied pats
Provide each patient with the Medlcauon Guide prior to each Nplate™ injection.
Promptly report any adverse events associated with the use of Nplate™ to the Nplate™
NEXUS Program at 1-877-675-2831 or FDA's MedWatch Program at 1-800-FDA-1088.
- Twice a year, verify your palient roster, then complete and submit an Nplate™ NEXUS
Program Safety Questionnaire for each patient by fax (1-877-NPLATEO {1-877-675-
2830)) or phone (1-877-NPLATE1 [1-877-675-2831]).You will verify that each patient
should continue on Nplate™.
For any report of an adverse event, Amgen wili follow up for more information. You can
provide more detailed information by submitting the MedWatch form by fax (1-877-
NPLATEG {1-877-675-2830)) or giving the information over the phone (1-877-NPLATE1
[1-877-675-2831]).

» Nplate™ NEXUS Program Safely Questionnaire

B
£5 » The FDA Safeiy Information and Adverse Even

What Do | Do If a Patient Discontinues Nplate™ Treatment?
+ Complete and submit the Nplate™ NEXUS Program Discontinuation/Post-
. Discontinuation Follow-up Form. The form can be submitted by fax {1-877-NPLATEO

[1-877-675-2830]) or phone (1-877-NPLATE1 [1-877-675-2831]).
+ Call 1-877-NPLATE1 (1-877-675-2831) to inquire about product returns.

[ 49 » notete™ NEXUS Program Discontnustion Post Disconinuaton Follwup Fomn

What ITP Reimbursement Support Is Available?

The Nplate™ NEXUS Program will provide optional ITP reimbursement assistance to
jents and healthcare p

{TP reimbursement services inciude:

— Verifying insurance coverage

~ Assisting with altemative funding options

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

» Goto the Nplate™ Reimbursement Connection page

Nplate™ is d tor the ia in patients with chronic immune
{idiopathic) lhmmhocympemc purpura (ITP) who have had an insufficient response to

Nplate™ should be used only in patients with 1TP whose degree of thrombocytopenia and clinical
c?udlilhl)n increnses the risk for bleeding. Nplate™ should not be used In an attempt to normalize
platelet counts.

IMPORTANT SAFETY INFORMATION

Serious adverse with Npial in clinical studies ware bone marrow reticulin
paosition and ing th ia after Nplate™ d“wonhnuabon Additional risks

include Bone Marrow Fibrosis, T i Lack or Loss ot

Response to Nplate™, and | i i and F ion of

Patients with a P isting F i or My i

Nplate ™ is not for the of due to MDS or any cause of
thrombocytopenta other than chronic ITP,

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

In the ptaceb: studias, was the most commonly reported adverse
drug reaction.

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

Monitoring Patient Safely With the Nplate™ NEXUS Program
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About Nplate™ NEXUS

» Prescribing Information
» Medication Guide
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Enrollment Ordering Nplate™ Support & Fallow-Up Risk Monitoring Resources

Resources

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

Healthcare Professional

a8 Nplate™ NEXUS Program Healthcare Provider Enroliment Form

5 » Nplate™ NEXUS Prsgtam Institution Enroliment Form

1 » The FDA Safety Information and Adverse Event Reporing Program - MedWatch Form
@ » Nplate™ NEXUS Program Healthcare Professional Brachure

B, Nplate™ NEXUS Program Discontinuation/Post-Discontinuation Follow-up Form
B Nplate™ NEXUS Program: Bone Marrow Reticulin/Bone Marraw Fibrosis Form

i, Nplate™ NEXLIS Program; Hematological Malignancyw/MOS Form

8 » Nplate™ NEXUS Program: Medication Ervors Associations and Serous Outcomes Form

=S Nplate™ NEXUS Pregram: Worsened Thromtocytopenia after Cessation of Treatment with Noiate™ Form
B, Nplate™ NEXUS Program: Thrombotic/Thromboembolic Comgptications Form

Patient
3 » Npiale™ NEXUS Program Patiert Enroliment Form
) » Nplate™ NEXUS Program Patient Brochure

1 » Njfate™ NEXUS Program Patient Baseline Data Form

Nplala"-‘ is indicated for the treatment of thrombocytopenia in patients with chronic immune
{idiopathic) tt ic purpura (iTP) who have had an insufficient response to
corticosteroids, lmmunoglobullns or splenactomy.

Nplate™ should be used only in patients with ITP whose degres of throm ia and clinical
condition increasas the risk for bleeding. Nplate™ should not be used in an attsmpl o normalize
platelet counts.

IMPORTANT SAFETY INFORMATION

Serious ad reactions i with Npfate™ in clinical studies were bone marrow reticulin
deposition and worsening thrombocytopenia after Nplate™ discontinuation. Additional risks
include Bone Marrow Fibrosis, Thrombotic/T lic Comp ns, Lack or Loss of
Response to Nplate™, and Hematological Malignancies and Pregression of Malignancy in
Patients with a Pre-existing Hematological Malignancy or Myelodysplastic Syndrome (MDS).

Nplate™ is not indi d for the H{ of tt ytopenia due to MDS or any cause of
thrombocytopenia other than chronic ITP.

Nplate '™ is avallable only through & restricted distribution program called the Nplate™ NEXUS
{Network of Experts Under ding and Supporting Nplate and Patients) Program.

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

Home | About Nplate™ NEXUS | Enroliment | Ordering Nplate™
Support & Follow-Up | Risk Monitoring | Resources
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Nplat'eTM (i'omiplostim)
' REMS '
Nplate™ NEXUS PROGRAM CALL CENTER

- The Nplate™ NEXUS_.Progfam includes a call center component. The call center will be staffed
by NEXUS Specialists from a third party organization that are agents 6f Amgen. The NEXUS
Sbecialists will be sp;aciﬁcally trained on Nplate™ NEXUS Program enrollment, fulfillment and
safety data collection. The NEXUS Specialists will be fesponsible for processing of patient,
HCP, and Hospital[Institutiohal enrollments as well as facilitating ordering and distribution of
Nplate™, The NEXUS Specialists are also responsible for coordinating the intake and |
completion of the Nplate™ NEXUS Program Patient Baseline Data Form, Nplate,TM NEXUS
Program Safety Questionnaire, the risk-specific adverse event report forms and the Nplate™
NEXUS Progrdm Discontinuation/Post-Discontinuation Follow-Up Form, as well as intake of

initial spontaneous adverse reporting.

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

enrolled to the program.
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Nplate™ (romlplostlm)
S 'PROCEDURE FOR PRESCRIBER DISTRIBUTION (HCPs/I-IOSPITAL/INSTITUTION); .
: Objectlve L ' i : .
"To describe the procedure ut111zed to restrict drstrrbutlon of NplateTM (romrplostlm) to HCPs or.
Institutions that are enrolled to the Nplate™ NEXUS Program in accordance. w1th the procedure

set. forth by the NplateTM NEXUS Program : »

' The followrng sectrons outlme the detalled procedures for
l

' i:' | Enrollment 1n the NplateTM NEXUS Program for HCP Hospltal/Instltutlon and patlent
- VOrdermg NplateTM L o :
. ’NplateTM fulﬁllment
- :-Hosprtal/Instrtutlon dlspensmg Lo
e »Treatment contlnuatlon
—  Treatment dlscontrnuatron

= Safety stock and emergency s:h,ipments :

‘ .‘1_'. o Enrollment in the Nplate"”I NEXUS Program o
1 Healthcare Provider Enrollment o

HCPs (1nclusrve of physwrans and other HCPs granted prescrrbmg pr1v1leges) who w1sh to

7 : v'prescrlbe NplateTM in an 1npat1ent or outpatrent settlng w1ll enroll in the NplateTM NEXUS

R Healthcare Provrder Enrollment Form

: Program by completmg an NplateTM NEXUS Pl‘Ogram Healthcare Provrder Enrollment Form S
E whrch 1s 1ncluded in the NplateTM NEXUS Program Tra1n1ng K1t By s1gn1ng the form HCPs .
: - agree. to comply w1th the program requrrements as stated in the NplateTM NEXUS Program ‘

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

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

. : HCPs w1ll recelve an enrollment conﬁrmatlon via fax or e-mall 48 hours or. sooner ‘after

enrollrng in the program

S Once avallable HCPs Wlll have an optlon to enroll onhne and enter pat1ent data onlme on the
: ':7 NplateTM NEXUS Program websrte All data entered mto thls system wrll be password protected-' o
N 'and tested for securrty ' ' 2

o
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1.2 | ~ Hospital/Institutional Enrollment

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

logistics of the program.

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

Nplate™ NEXUS Program.

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

assist in the enrollment and training process.

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

“enrolled HICP will assist f_he patient in the coihplétlon of NplatéTM"NEXUS’PfO’g’fﬁﬁ Patient
.-Enroll‘{ment Form as stated in the Nplate™ NEXUS Program Healtﬁcare Provider Enrollment
‘Form-and 'tflé Nplate™ NEXUS Program Brochure. Patients will sign an Nplate™ NEXUS

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

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

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

Nplate™ NEXUS Program ID humbe_r previously assigned to them.
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| iThe NplateTM NEXUS Program will review v the form for completeness and check that the = -
treatmg HCP is enrolled in'the program Non-enrolled HCPs w111 be requrred to enroll by
’completmg an NplateTM NEXUS Program Healthcare Prov1der Enrollment Form '

| .14 : Orderlng : R ,
- _-Once the enrollment process is complete, an HCP or Instrtutron can order NplateTM through 1ts |
: preferred wholesaler followmg the: standard ordermg procedure for an 1nJectable NplateTM w111
| '.not be stocked wrth wholesalers Wholesalers w111 be mstructed to forward the order to the
. NplateTM NEXUS Program An HCP or Instltutron can' also order NplateTM by contactmg the =
'._’SNplateTM NEXUS Program dlrectly ’ |

Inan enrolled Instltutron a desrgnated hosprtal staff member in the central pharmacy w111 check
N agamst a secure onhne database (or vra tclephone) whether the patrent and the physrcran are ’

» enrolled in program before placmg the order

‘The number of patlents enrolled by a specrﬁc HCP and the number of vials being shlpped to the o

- office w111 be mamtamed in the NplateTM NEXUS Program database for aud1t1ng purposes

15 Fulﬁllment S

o NplateTM wrll only: be drstrrbuted by one specralty dlstrlbutor that is part of the NplateTM NEXUS
e Program Inventory of the speclalty dlstrrbutor wrll be replenrshed d1rectly by Amgen B

s .On recelpt of the Nplate"fM order forwarded by a Wholesaler the spemalty dlstrlbutor wrll check '

‘ . That the requestrng HCP or lnstrtutron is enrolled in the program
. That there are actrvely enrolled patlents treated by the HCP or Inst1tut1on :
. rOn conﬁrmatton the specralty dlstrrbutor w1ll “ship NplateTM to the HCP or: 1nst1tut10n Ifoneor - :

-more of the condltlons isnot met, the specralty drstrrbutor w111 contact the HCP and wholesaler :

G ‘to 1nvest1gate and resolve the order

, ,VHCPs and 1nst1tutrons w111 be allowed to return unused v1als of NplateTM Unused drug will be

, retumed followmg Amgen s exrstmg pohcy and procedures for drug returns. - When a patlent :

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

; ' credrt
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- Steps for retummg product

) HCP contacts NplateTM NEXUS Program wrth 1dent1ﬁcatron for the patlent that discontinued. -
- - This contact will also initiate the patient discontinuation process and completion of the
N NplateTM NEXUS Program Drscontmuatron/Post-Drscontlnuatron F ollow-Up Form by the-
“Nplate™ NEXUS Program . R :
e The NplateTM NEXUS Program processes a return materlal authorrzatron (RMA) and
- arranges for product plck-up \ S I
¢ The NplateTM NEXUS Program recerves verrﬁes and processes retum
- & The NplateTM NEXUS Program 1ssues credlt R
- 7 The NplateTM NEXUS Program will conduct audrts of shlpments to assure program complrance

' The HCPS or Instltutlons not comphant will be dls-enrolled

1. 6 Sl | Hospltal/ Instltutlon Dlspensmg and Recordkeepmg R _' , 7, . ,
‘Foran Instltutlon a de51gnated staff member wrll check agamst asecure online’ database (once
' avarlable) or via telephone that both the prescrrbmg HCP and the patrent are enrolled in the
: NplateT,M NEXUS Programbprlor to dlspensrng Nplate™ f_'or 1npat1ent or outpatrent use. :

~~ Enrolled institutlons will be required'to maintain drug 'accountability and reconciliation records -

S ‘1o conﬁrm that every prescrrptlon of NplateTM recelved is from an enrolled HCP-and for an

o enrolled patient, and to ensure detectron of noncomphance Product tracklng 1ncludes the -

followrng mformatlon

. Name and umque 1dent1ﬁcatlon number of the enrolled prescrlbmg healthcare provrder

Kl Unlque identifier (program’ u) number name, aate of birth, address ) of the enrouea patrent
- receiving Nplate. . '

e _Date of each Nplate order (1nclud1ng number of v1als ordered and wvial s1zes)

o . Number of Nplate vials, vial s sizes, and date of each dose glven to each patrent

- & - Overall inventory: for the set perlod of time mcludmg the total number of Vlals ordered
o (1nclud1ng v1al srzes) drspensed and in stock : : '

To assrst 1nst1tut10ns w1th recordkeepmg, Amgen w1ll make avarlable a record template (hard
~ - copy. and electronlc) 1nst1tut10ns may choose to use thelr own drug accountablhty and
' reconcrlratlon records as. long as all the required elements are captured Amgen wrll conduct

perrodlc audlts to assure program comphance and w1ll dlS enroll 1nst1tut10ns for noncomplrance.‘ N
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1.7 Treatment Continuation

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

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

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

_ determine if continued Nplate™ treatment is appropriate.” This guidance is alsb provided to

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

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

——HCP occu'rs‘for’an"énrolied’p‘atierit. “As part of the safety monitoring, the Nplate™ NEXUS -

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

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

with program enrollment if the new HCP is not enrolled.
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1.8 Treatment Discontinuation ‘ ‘
Treatment discontinuation can be initiated by the prescriber and/or the patient. Prescribers are
~ required to notify the Nplate™ NEXUS Program if there is a discontinuatidn of therapy. In
addition, the Nplate™ NEXUS Program call center will become aware of a patient
discontinuation through monitoring of monthly orders, and/or contact with the prescriber when
JCOmplcting the NplatéTM NEXUS Program Safety Questionnaire. When notified of a |
discontinuation of therapy, the NplatéTM NEXUS Program will request the reason for therapy
discontinuation and follow-up with additional safety questions as appropriate. Follow-up will
inciude inquiry on specific solicited risks associated with Nplate™, The HCP will be prompted
to complete the Nplate™ NEXUS Program DiscOntinuation/Post-Discontinuation Follow-Up
Form upon patient discontinuation, and no later than 6 months after discontinuation. Amgen
Global Safety will coordinate additional investigation based on Amgen standard procedures on

" discontinuations due to adverse events or loss of efficacy.

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

If the HCP fails to comply with program reqhirements, dis-enrollment procedures will be

initiated LT S

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

records, the re-enrolling patient will be reassigned their original Nplate™ NEXUS ID nu_rhber.
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- 1.9 Safety Stock

Enrolled HCPs w111 have the optron to carry a safety stock of 2 vrals of NplateTM Enrolled

‘ 'hosprtals will have the. optron to carry a safety stock of 10 vrals The safety stock 1s a small

: ,quantlty of NplateTM and can only be used for enrolled patrents therefore, Amgen does not ‘

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

o orderrng and replenrshlng a safety stock of NplateTM is as follows

- e The enrolled HCP (or desrgnated hosprtal person) wrll order safety stock drrectly from the -

- NplateTM NEXUS Program

’ shrpped beyond the lrmlt of 2 vials (for an HCP) or 10 vials (for a hospital). -

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

~receive doses from the safety stock, the HCP wrll also specrfy the number of Vrals (Tor 2)
that will be admmrstered to the patlent v

g o « The NplateTM NEXUS Program wrll ﬂag the request ) that no addrtronal safety stock can be o B

e The NplateTM NEXUS Program will process the request for NplateTM srmrlarly to the regular .
- process; the NplateTM NEXUS Program will also authorrze a shipment to replenrsh the safety

stock

v In case of emergency an HCP may contact the NplateTM NEXUS Program dlrectly and request an

: . ‘emergency shrpment NplateTM w111 be shrpped within 24. hours whereby the HCP and patrent
- will then be enrolled to the NplateTM NEXUS Program The NplateTM NEXUS Program w1ll
, follow up wrth the HCP to. enroll to. the program and request the HCP to enroll/the patrent mto ‘

- the Program
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Npla'sem (romiplostrm) NEXUS Program institutlon Enroiimerrt iorm

| understand that Nplate™ (romiplostim) is only available through the NplatnTM NEXUS Prograrn (the “Program”) A healthcare professional muyst
~ be enrlledin the Nplate™ NEXUS Program to prescribe Nplate™. Patients must be enrolled in the Nplate™ NEXUS Program to tor:erve Nplate™,
_ Nplate™ will be distributed to enrolled hospitals/nstitutions via a drop ship program througli which Amgen retains direct control over these
- Nplate™ puichases. Enrolled hospitals/institutions may order Nplate™ through their usual distributor or through the Nplate'"‘ NEXUS Program .
-+ directly, whichever they prefer. If ordered through the distributor, the distributor will trdnsmit the order to the NplatlzTM NEXUS Program fordrop
B shlpmentyl agree to comply wrth the following Prr)gram requtremenes on behalf of my institutiow : :

’ Develop asystem, order sets, protocols, or other measures 10 ensure that NplateTM i only dispensed w0 inpatients and outpatlents (eg, n
A clrnrr) after ventymg that the proscrlbing healthare provider and patient are enrolled i in 'the Nplate™ NEXUS ngram, A

. Trarn and provrde edus!atlonal materials to approprlate ataff responsible for prescnblng, dlspenslng, and administering NplateTM regardlng
‘the safe and appropriate use of Nplate™, program monitoring requirements (including dispensing a Medicatlon Guide wrth eadl dose),
program adverse event reportlng requiramems, and institutlon documentatlon requirements, R v .

T develop asystem t ensilre patients otarted on Nplate™ as mpatiento are transitloned o an outpatlent healthcare provlder who is -' .
enrolled (or wlll be entolled) |n the NplatnTM rnxus Program. and . S

T develop a process and aystem o track Npiate"“ NEXUS Program compiiance and cooperate wlth perlodic audits to assure thathlate'M
is used in accordanice with the program requirerents, Produict traclnng includes the follow:ng information;

~+Name and unique ldorltiﬁeation numbor of the enrolled prescnhing healthcare provider - o

- +Unique identifier (program 1D number; name, date of birth; address) of the enroiled patient reeelvrng Nplate“M -

s Date of each Nplate™ order (rnoludlng number of vials ordered and vial sizes). :
V-Number of Nplate™ vials, vial sizes, and date of each dose given'to each patlent : o
«Qverall inventory for tlte set period of time including the total number of vials ordered (mdudlng vial sizes), dlspensed, andin stoclt

S NEXUS Speclalists and Amgen representatives are avallable as resources to healthcare provrdars to-assist in Nplate™ NEXUS Program enrollment
-~ and Nplate™ training. An Nplate™ NEXUS Program Training Kit is available to iform proscrlbers of Nplatn"‘I and the Nplate‘M NEXUS Programt .
If you need additional kits; please spetliy the number needed below. ,

- ' .Please send an additlonal plate‘M N!XUS Program Training Itrts

vAmgen wlll be regularly evaiuatlng prograrn compllanee 10 ensure that program objectives are met. l\mgen reserves the tigilt to termlnate an
~ Institution's enrollment at any time based upon the institution's noncomplrance wrtli program requlrement! or take other appropriate
measures to assure that program objaetives ae met

: ,AutnorizedlnstltutionSignatute : o f et

; _i\utllorized Instltution Name (print)

, inatimﬁootnrollmmlnmmbn S
; InstitutlonName SO
" Primary Ship-to Addnss ENERE:
.'ciiyssme,zneoae e .
W S DEANumbor i s
o mme( Fax( RS ST ,
Q—'llrrstituoonrorn:omnram SR, Phone( VP )
: measefaxrhieeompletedformretilaiiplatem Nexusmmman-en-emsao B R
AN Specialist wilt follow up tg obtaln information for rommunieation,sinppingandordorino o
You- will receive evirollment confirmation via fax within 48 hours, - :

~ Fof qorstions rogardlng the Npiatrm Ntxus Proorem; all 1-a77-NPtAtt1 (1—377 ors»zoar)

Pago’ioﬂ

Network of {Xperts Undt‘l‘vtdii(illli] and § TNpla 1) and patients

@ 1008 Agen, Alighsrserved. 08108 PAATLT
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Nplate™ (romiplostim)
REMS .
PROCEDURES FOR DIRECT SHIPMENT TO REGISTERED HEALTHCARE
PROVIDERS AND HOSPITALS/INSTITUTIONS

Ob Jectlve -

To describe the procedure utilized to restrict distribution of Nplate™ (romiplostim) to
healthcare prov1ders and hosp1tals/1nst1tut10ns that are enrolled in the Nplate™ NEXUS
Program.

Action

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

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

o ‘Through the Nplate™ NEXUS Program, the central d1str1but10n center will only ship
Nplate to enrolled healthcare providers and hosp1tal/1nst1tutlons treating enrolled ‘

~patients. :

o Healthcare prov1ders and hospltals/lnstltutlons place orders for Nplate through their _
normal procurement channels (i.e., wholesalers) or directly through the Nplate™
NEXUS Program.

o Wholesalers transmit orders made by healthcare pro\nders and hosp1tal/1nst1tut10n
orders to the Nplate™ NEXUS Program either electronically or manually.

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

o The Nplate™ NEXUS Program central distribution center receives the order either
from the wholesaler, healthcare provider, or hospital/institution directly and verifies
that the healthcare provider or hosp1tal/1nst1tutlon is treating enrolled patients.

o Once enrollment is verified, Nplate is shipped. dlrectly to the healthcare

T ~provider’s-office or hospital/institution : _—

o Ifenrollment cannot be verified, the customer is contacted by the NplateTM
NEXUS Program specialist to assist with enrollment

o Orders are shipped from the Nplate™ NEXUS Program as follows:

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

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

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

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




*-’_-PatlentName IR i

| Gender: Female o Male O Bate of nmn (MM/DD/YY)

| .H'»MallingAddress et it s oo iR

_"‘Clty.Stale,ZlP o - - - Phnne( ) e ,

' "E~mall (optinnal) i i I8 Nplate“" belng lnltlated ln the inpatinntsettlng? DYem lln :
S ]"'llealtmrcProviderlnfnrmatlom S e S n

S fneanng Healthcare Provider NEXUSlD (nptlnnal)wwm Y

',.'_,‘Address - o it ;

ey o g stan”** z—ln,;

’;'VPllnne('i-'»]l, ¥ Fax( )' E~mall

[RSRT S Patient Acknowledgment |
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| patient information

Nplate"‘M (rnrniplosllm) NEXUS Program Patient Enrollment Porm -

e I have lead and nnderstand the Medlcatlon Guide far Nplate““ that my preserlber has glven to me
. l have asked and dlseussad any questinns or concems about Nplate"M ormy treatment with my healtheare provider

Iam aware that NplateTM i assoclated with the lnllowlng risks: - O ]
- Long~term use of NplatefM may cause &llanges inmyl bone rnarrnw These changes may Iead to abnnrmal
_blood cells or my body making less blogd cells. o

S mgetes

B ,-'-»w thn I stop reeeiving NplateTM my low blood platelet count (thrornboeytnpenia) may beeome worse than

| - Nplnte‘" may worsen blood cancers, Nplatem is not for use in patlenzs wnh blaocl canw ora preeannemus .

,' <l wvll renurt any advefse evnms to my preserlber o

| e lfl re«we Nplate'” in the hospltal l unalerstand lhae, upon dlschafge, l slmuld immediately follow un wleh a BNE o

 before | started recelving Nplate™.
<= have ahigher chancg of gatting a blnod dotif my platelet count istoa hlgh during :reatment with NplateTM

cnndnien called myeloelysplastn syndmme (MDS)

healthcare provldcr to determine if eomlmud Nplaum treatment is apnmpnm
. l nndtrstand that I shonlel alwnys earry mxf l‘atlent lD Carel and Ooslng l*raelcen

lostim) and patients
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)

| Patient Acknewledgment (cent’d) |
. I must netify the Nplate‘“ NE(US Pregram ifl swrtch toa diﬂerent healtheare ptevlder for Nplate"" treatment
by eeiilng l«-877-NPLATEi (1~877~675v2831) '

=l nneetstand that in order to receive Nelate’"‘ [ will be eutomatieally enrollee in the NplateTM NEXUS Program
My healthcare provider will monitor how 1 am doing on Nplate™ and report to the Nplate™ NEXUS Pregram
 every d manths about certain serious side effects and to make sure Nplate’M Is ight forme. :

*« | upderstand that if do not sign- this Patient Acknowledgment, ] wili nnt be enrolled in the NpiateTM NEXUS
Ptegram and will not be abie to ret;erve Nplate“" ' S -

e

Patient Authorizatron for Disclosure end Use ef Health Infermation

B i hereby euthorrze each of my physicians, pharmacists, and other heaitheere previders (tngether, my
B ,"Previdere”l and each of my health insurers (together, my”lnsums”) to disclose my personally rdentiﬂabie

~ health information, including information related to my medical diagnesis, condition, and treatment

(including lab and prescription informairon), my health insurance, and my name,address, and telephone o
- number (together, my“Health Information”) to Amgen Inc, its agents and representatives, including third -
o parties authorized by Amgen Inc.to administer the anate’” NEXU$ Piegram (tegether,”Amgen”) for the
- purposes described below. =
~ Specifically,| authorize Amgen to receive use, and diselese my Health Infermation in order tn Slo

“ () enroli me in the Nplate™ NEXUS Program and administer my perticipetien (inelutiing contacting me) in the N

— Nplate™ NEXUS Program; - s e
(1) Interact with-my. Prevrders regarding shtpment end reeeipt nf Nplate‘“‘ ane regarding direct drrtg shipment ‘
. tothe annropriate site;,
- (iit) evaluate the safety of MplateTM and the elieetiveness of the Nelate‘M Nexus Proernm S -
SR ] nrevide me with educational kits and etliei rnletmation with respeet to tlie anate’” NEXUS Progrem
~and/ormy medical condition; : SO
o '(iri contact my Prevlders to toilete, enter anrl rnalntein my Health inferrnetinn in a tlatahase, S e
- (vi) make submissions to government aeensies and ether anthoriiies, intinding, but not limited to, the FDA
' reeertling matters sueh as adverse events and Nelatem NEXUS Pregram eﬂeetiveness, -

iplostim) and patients
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(vii) as relating to a diagnosis of iTP verify my insurante coverage, review rermbursement issues, enroll me iuto
appropriate assistance programs, and assist with the adjudrcation oi daims, which actuvities may inelude
" interaction with my Insurers; -
(i) further use and discldse my Health lnfnrmatidn as required or perrnitted by appiicable Iaw, and

(ix) de«rdentify my Heaith Infnrmatinn for use or disciosure as permitted by appiicable law.
1 understand that once my Health Information has been disclosed to Amgen, federal privacy Iaws mayno
longer protect the information and that my Health Information may be subject to re-disclosure. However,
Amgen agrees to protect my information by using and disclosing it only for the purposes descnbed
| understand that | am not required to sign this Authorization Howevur, if| do not sign, I will not be able to
entoll in the Nplate“" NEXUS Program to receive Nplate“" and may not receive the other servites described
'above. Otherwise, however, my treatment, payment for treatment, insurance enrollment, or eligibility far
insurange benefits, will not be directly affected by my decision not tosign this Authorization. -
~ understand that| may revoke (withdraw) this Authorization at any time by faxing a signed, written r@quest ,
 to: The Nplate™ NEXUS Program, at 1-877-NPLATEQ (1-877-675-2830). Amgen shall notify my Providers and

~Insurers of my revocation,who may no longer disclose my Health Information to.Amgen once they have

reteived and processed that notice. However, revokrng this Authunzatrnn will not affect Amgen's ability to use
and disclose my Health Information that it has already received to the extent permrttnd under applicabie faw.
If 1 revoke this Authorizatron, I will no Iunger be able to participate in the Nplate™ NEXUS Prdgram to reqeive
~ Nplate™ and may not receive the other services described above, :

-~ This Authorization expires ten (10) years from the date that Isignit,

| understand and agree with the terms and conditions of this threeqpage Authorization | aiso understand Jrat
I have a right 10 reseive a copy of this Authorization upon request _

] /

Signaturc uf Patiurrt or Persnnal Representativc f Date (MM/BD/W)

Printod Name ofPatient or Pcrsunal Repmcntatm

o Prrsamri ittprcsentative's lieiarionshlproi‘arienr(tiapplicabh)

e ————— b m S

lnrtru«ions

l;ipun eompietidn. piease fax 3 coay td th& Nuiarem NEXUS Prugram at 1*877*NPI.AT!O (1~877*675‘283@)

-',-o.m_rm,n’n_gi.rsmgngr;o.szoa’rmzr' o
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Welcome to the Nplate™ (romiplostim) NEXUS Program.

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

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

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

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

+ “What is Nplate™ NEXUS?"—a brochure for Nplate™ patients and caregivers, including the Medication Guide
« Patient I0-Card and Dosing Tracker

What is Nplate™?

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

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

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

Nplate™ (romiplostim}

/ Nexus

Network of EXperts Understanding W and Supporting Nplate ™ (romiplostim) and patients
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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 will check your blood platelet counts
for at least two weeks after you stop taking Nplate™. Call your healthcare provider right away to report any bruising
or bleeding.

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

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

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

The most common side effects of Nplate™ are:

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

* Dizziness « Shoulder pain

+ Trouble sleeping * Indigestion

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

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

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

Please visit www.nplate.com for more information.

At Amgen, our mission is to serve patients. We are honored to be of service to you.

Thank you,
The Nplate™ NEXUS team - Nplate™ (romiplostim)

Nexus

Network of EXperts Understanding 8 and Supporting Nplate™ (romiplostim) and patients
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Nplate™(romiplostim)

/ Nexus

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

What is Nplate™ NEXUS?

A brochure for Nplate™ patients and caregivers,
induding the Medication Guide
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' Nexus

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

© 2008 Amgen. All rights reserved. 08/08 P44018
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Please filfin this information as you begin Nplate™ (romiplostim) therapy.

Patient name

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

Physician phone number

Give this card to your healthcare provider every time you

DOSE
(meg/kg)

DATE

winsojdiwiol
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paypatp Juno 13je3eqd anok 136 4o , je(dy
3A19381 N0 3wy £13A9 Japiaoid aseaupfeay Anofk 0) pied
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Nplate™ is a man-made protein medicine used to treat low blood
platelet counts in adults with chronic immune (idiopathic)
thrombocytopenic purpura (ITP), when other medicine to treat your
TP 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

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

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

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

You can call the Nplate™ NEXUS Program at 1-877-NPLATE1
(1-877-675-2831) for more information about Nplate™
therapy.
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Patient ID Card and Dosing Tracker

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

Nplate

romiplostim

Nplate

romiplostim

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

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



This label may not be the latest approved by FDA.
~ For current labeling information, please visit https://www.fda.gov/drugsatfda

- BL125268 Nplate™ (romplostim) -~~~ . Amgenlne.
- REMS Submrssron August 12, 2008 ' o o R

E NplateTM (romlplostlm)
- - REMS - . . :
NplateTM NEXUS PATIENT SAFETY REGISTRY

‘ All patrents treated with NplateTM w1ll be enrolled in the NplateTM NEXUS Patrent Safety
- ‘Regrstry (PSR) to collect 1nformat10n regardrng therr demographrcs baselrne status treatment

" and adverse events

L ,.,apart from the sollc1ted SAEs

o The obJectrve is. to gather, mamtam assess, and report sohc1ted pre- deﬁned serlous adverse

. events (SAEs) assocrated w1th the use of NplateTM - f ,

-~ In addmon the regrstry wrll encourage the usual spontaneous adverse event reportrng for events

‘\‘ .

s To calculate the 1nc1dence of predeﬁned serlous adverse events (SAEs) associated wrth
risks of NplateTM that resulted ina serious outcome in patients recervmg NplateTM .

condary ob'ect’: es:

e To calculate the. 1nc1dence of all other SAEs and non—serrous AEs among all patrents who '
receive Nplate™ therapy : : :

e To calculate the mcrdence of NplateTM drscontmuatron due to. occurrence of an AE _
e To determme whether NplateTM treatment should be contmued for another 6 months ) &

-Key elements of the NplateTM NEXUS Patlent Safety Reglstry 1nclude R s SRS I

- g All natrents enrolled in. the NplateT_NEXUSPLQgram are mcluded in the Patrent Safetv
7 Registry - , R T [ _ |
e All available pat1ent baselme demographrc and dlsease characterrstles w111 be captured
- and entered into the reg1stry for all enrolled pat1ents R , , : :

¢  HCPs W1ll be: encouraged at all contacts to- report adverse events in real trme by
contacting the NplateTM NEXUS: Program call center. All reported SAEs will be '
o followed ‘up.by Amgen Global Safety (AGS) for completeness and outcome

e At6 month 1ntervals the. NEXUS Speclalrsts will ask the HCP if any predeﬁned SAE
-~ associated with NplateTM risks was observed in their patrent(s) recervrng NplateTM
therapy and whether Nplate™ treatment should be reauthorized using the Nplate™ o
~ NEXUS Safety Questionnaire. The predefined risk of worsened thrombocytopenla after R
cessation of treatment will be captured in the Patient Discontinuation/Post - ' o
- Discontinuation Follow-Up Form and in the Worsened Thrombocytopema after
¢ Cessation of Treatment with NplateTM Form. Ifa predeﬁned SAE was observed, the -
- 'NEXUS Specrallst will ask if it has been reported to the NplateTM NEXUS call center, If -
~ .~ ithasnot, the NEXUS Specrallst will facrlrtate the 1ntake of the event us1ng specrﬁc pre- c
3 deﬁned form- for each risk. - ' T o

o The NEXUS Spec1alrst w111 also ask the HCP if: any other not predeﬁned SAE
. was observed and ifi it was prev1ously reported by the HCP to the NplateTM
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NEXUS call center If 1t was not, the NEXUS Spe01al1st wrll fa0111tate the 1ntake

- of'the SAE..

e - Patient dlscontmuatron due. to an AE will be. captured in the reglstry If dlscontmuatron is

attributed to a predefined SAE AGS will conduct standard follow-up 1ncludrng capturmg
: relevant detalls in Amgen’s safety database.

~The aggregate data collected in the PSR will be rev1ewed at least semi- annually |

' '_Patlent Safety Reglstry Desngn

- 'The PSR isa smgle arm reg1stry of all patrents rece1vmg NplateTM therapy in the US NplateTM o

3 : treated patlents wrll be enrolled and followed—up in the PSR through the1r prescrlbmg HCPs

| . Collection of Baselme Patlent Demographlc Informatlon

B "All patlents rece1v1ng NplateTM will be enrolled in the NplateTM NEXUS Program At that t1me, -

W _patrents will be entered 1nto the PSR by the submrssron of basw demographlc 1nformat10n (name,

" » ‘date -of- b1rth and gender) to the NplateTM NEXUS Program call center us1ng the NplateTM ‘

- NEXUS Patient Program Enrollment Form. The HCP w1ll be requested to prov1de all addltlonal

avallable basellne data at the time of enrollment or w1th1n 30 days of the patlent enrollment us1ng

_ the NplateTM NEXUS Patlent Basehne Data Form.

The HCP or HCP representatlve w111 be prompted three trmes w1thm the first 30 days of patlent

iy enrollment to provnde any addltlonal avallable patlent basehne data ThlS data can be provrded

E 7 drrectly to the NEXUS Specrahst viaa telephone 1nterv1ew or by completmg the NplatelM

: NEXUS Pat1ent Basehne Data Collectton Form. onhne Th1s data w1ll be collected for each

e patrent to the extent ‘the 1nformat10n is avallable If the basehne data recerved is not complete
“the NplateTM NEXUS Program has standard operatrng procedures for collectlng mrssmg -

: mformatron as listed below -
.- An emall or a fax (based on site’s preference) is sent to the srte at Day 5

lf the baselme data is st111 not completed by Day 15 a telephone call is made to the s1te

‘ » }c‘t‘ , If the basehne data is still not completed by Day 30 an emarl or fax (based on s1te s

preference) 1s sent to the s1te on Day 30

»v _;_.7 Contact attempts w1ll be logged w1th each attempt on Days 5 15 and 30

: ",‘v‘ "'If the basehne data 1s st111 not completed after Day 30 then Amgen contacts the site, and the .

o ’dls-enrollment proceSS is cons1dered :'\,

d 'Certlﬁed letter 1s sent to the HCP mformmg on a pendlng dlS enrollment and remed1atxon B L

: _procedures S




This label may not be the latest approved by FDA.
~ For current labeling information, please visit https://www.fda.gov/drugsatfda

- BL 125268 Nplate™ (romplostim) .
: REMS Subm1s510n August 12, 2008

R "A'mge,n' Inc.

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

: begm o

o Consent to prov1de thls mformatron to the sponsor is glven in both the NplateTM NEXUS

Healthcare Prov1der Enrollment Form and in the NplateTM NEXUS Patlent Program Enrollment

Form. Prov151on of the data w1ll not be used as criteria for 1nc1u51on or excluswn rnto the .

Nplate™ NEXUS Program, nor wrll 1t be used for the evaluatron of’ patlent d1agn051s or

/

treatment ‘The data w1ll serve asa basrs for comprehensrve assessment of the predeﬁned SAEs '

3 "analyses

\

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

enrollment in NplateTM NEXUS
Prog!am. o

’ Data obtalned at mltlal patlent '

days of patlent enrollment in the
Nplate™ N EXUS Program

Patient name
| Gender

| Birth date -

V,I_Splenectomy status R

T Race (optlonal)

Duratlon of ITP or dlsease for whrch
NplateTM is prescribed '

romlplostrm)

B Prevrous therapres (for ITP or for

disease for. whlch NplateTM is
prescribed) - -

' Results of any prevrous bone marrow
o bropsy, 1f avarlable _

Prev1ous hlstory of bone marrow :
abnormalities

: Concomrtant medrcatlon use for ITP

or for drsease for wh1eh NplateTM is

R prescrrbed Co
- | Preexisting: comorbld condltrons at

Pre-treatment platelet count (prror to

baselme (1e, TE events, neoplasms)

~aswell as for statlstrcal analys1s These data w1ll be utlhzed as aggregate data in NplateTM safety‘
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Collectlon of Adverse Events

Enrolled HCPs will be educated on the purpose and objectlves of the PSR. They will also be
educated on the rom1plost1m risks and instructed to report adverse events to the Nplate™
NEXUS Program call center. Healthcare providers will be encouraged to report all adverse
events in real time, All reported predeflned and not predefined SAEs will be followed up by
Amgen for completeness and outcome. All predefined SAEs and suspected unexpected serious
-adverse reactions (SUSARS) will be deemed related to Nplate™ treatment by default. and

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

In addition, the treating HCP will be prompted and reminded every 6 months to complete the
Nplate™ NEXUS Safety Questionnaire for each patient receiving Nplate™. The 6-month review
cycle will be HCP-based anddetermined at the time of HCPkenrollment—;\ all newly enrolled
patients will be entered into their respective HCP’s 6-month review cycle. The purpose of these
communications are to 1) remind the HCP of the importance of reporting adverse events

~ observed in patients receiving Nplate™, 2) ask if the HCP observed and reported any SAEsin .
their patient receiving Nplate™, 3) facilitate the intake of any non-reported SAE, and 4) ask the

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

Reported cases of SAEs w1ll be followed by Amgen using the processes established for intake of

spontaneous serious adverse event reporting as noted in Amgen Standard Operating Procedure.

The Amgen safety database w1ll be the repos1tory of all AE reports received.

SAE reports w1ll be sent to Regulatory Agenmes in an expedlted manner per local regulatory

requirements.

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

safety database as a Spontaneous consumer report.

All serious, medically confirmed AEs will be reported in the Periodic Safety Update Report
.(PSUR) to FDA. All reported adverse events included in the PSR will be searchable in the
: Amgen safety database for analy31s as needed, by event or by patient. These data will be

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

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

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

o~

- annually.

Patient Lost to Follow-up

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

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

late™ (romiplostim) NEXUS Program Patient Baseline Data Form

1. Patient Information

L Race Upon initiation of Nplate™
Initials: 0 Male O Female therapy, is this patient:
O Inpatient [ Outpatient
! ! ] a a1 (0] If inpatient, referring
ICD-9 Code: Diagnosis: Caucasian  Asian Hispanic | physician:
Nplate™ NEXUS Date of Birth: Efrican OOther: Telephone'Number:
Patient |D#: S Ry O American

MM/DD/YYYY
2. Patient ITP Information

1 Other, specify

Previous Treatment with Nplate™ prior to enroliment: [ Yes [ No
Nplate™ Start Date in LR/
NEXUS: (MM/DD/YY) If Yes, From: —/—/ To: —f—n!
(MM/DD/YY) (MM/DD/YY)
Baseline Platelet Count Prior to Initiation of Nplate Therapy : (x 10°/L)
Splenectomy O Yes O No If known, when: SN MY
(MM/DD/YY)
Previous ITP Therapies
Start Date Stop Date
(MM/DD/YY) (MM/DD/YY)
Corticosteroids: OYes [INo 8l S
Date ITP Was First IVig: OYes 0ONo / / / /
Diagnosed Danazol: OYes ONo ] Al
Rituximab: OYes [ONo 1 ey il
/ } Interferon alpha: OYes [lNo e ] ]
(MM//DD/YY) .
Azathioprine: OYes [ONo /AR 1
0 Unknown Cyclophosphamide: OYes [INo 1 RREY
Other: Y PO/ Y/
Other: —— [ —
Unknown: O
Current ITP therapies O No [ Yes, select one or more of the following: | previous Bone Marrow O Yes
O Corticosteroids 0 1vig O Danazol Biopsy Results O Yes, not available
O Rituximab O Interferon alpha 0 Azathioprine I No
0 Cyclophosphamide  Other: (Attach report) 3 Unknown
Previous Hi of B row Abnormaliti [ None O Yes, select one or more of the following:
OAML BALL OCML 0 Hodgkin's Disease 1 Multiple Myeloma O Aplastic Anemia
COMDS DOPNH CONHL [ Myeloproliferative Disorders  [J Amyloidosis O Chronic Idiopathic Myelofibrosis

3. Reporter Information

if you have questions, please contact the Nplat

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

e™ NEXUS Program

NEXUS Program ID # Date of report:
Reporter Name/Title (Print) (found on enroliment / /
confirmation fax) DY) T
O NEXUS Specialist
0 Healthcare Provider
O Institution Signature

at 1-877-675-2831
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AMGEN" N

1. Patient Information

late™ (romiplostim) NEXUS Program Safety Questionnaire

Initials:
. ICD-9 Code: Date of Birth: I___ 1
NEXUS Program ID: g ';\:n:rfale — T
Diagnosis:
Is the patient still under your care? O Yes O No
If NO, please provide contact information for the new physician, if available:
Do you authorize the continuation of Nplate™ treatment for the next 6 months? O Yes O No
2. Nplate™ Treatment /Discontinuation Information
Is the patient currently O Yes | If “No”, Stop Date: If “No”, Last Dose If “No”, Platelet Count Upon
receiving Nplate™? g Administered: Discontinuation:
If yes, goto section 3 O No TMMDDYY) uglkg (x10°/L)
[ Loss of response [ Adverse event (specify):
If “No, Reason for [ Lack of response [ Death: Cause of Death:
Discontinuation
Date Deceased: / / (MM/DD/YY)
O Lost to follow-up O Other (specify):

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

Thrombosis or O Yes OUnder
thromboembolism O No Investigation

Hematological malignancy [ Yes OUnder
i O No Investigation

MDS O Yes OUnder
O No Investigation

Meadication error associated with O Yes COUnder
serious outcome O No Investigation

Bone marrow reticulin. O Yes OUnder
O No Investigation

Bone marrow fibrosis O Yes CUnder
O No Investigation

4. Additional Serious Adverse Events?

Has the patient experienced any additional serious adverse events in the past 6 months? OYes ONo
If Yes, specify:
Was the incident reported to AMGEN? OYes [ONo

5. Reporter Information

weporar Namorn ey | NS rOgmID ot n | ot orrpor
[0 NEXUS Specialist _—(IJIWD//YY)_
0 Healthcare Provider
0 Institution Signature

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

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

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

1. Patient Information

: Date of Birth: __/___/
Initials: NEXUS Program ID: 3 Male ICD-9 Code: HRI “(MM/DD/YY)

O Female

Diagnosis:

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

2. Nplate™ Treatment Information

Start Date: __/_- /___ (MM/DD/YY) Last Dose Received: Hg/kg

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

[ Loss of response [ Adverse event (specify):

O Lack of response O Death: Cause of Death:

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

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

3. Safety Information

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

oYes o No  aUnder Investigation

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

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

If Yes, then, describe:

Worsening of thrombocytopenia after stopping Nplate ™

Thrombosis or thromboembolism

Hematological malignancy o Progression of Previously diagnosed disease

o New onset

Date of diagnosis: (MM/DD/YY)

o Yes oNo aUnder Investigation '
If Yes, then,

o Progression of Previously diagnosed disease

o New onset

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

Date of onset: (MM/DD/YY) |

Nplate™ medication errors associated with serious outcomes

Bone marrow reticulin formation

Page 1 of 2
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' "“'Bc_).n_é"marrdwﬁbir’c')sis S R G Yes . h'Nd‘ nUnder Investlgatlon ,
R A | Dateofonset =~ -~ - (MM/DD/YY)

4. Post-discontinuation Follow-up
| Since the report of discontinuation, has the: condltlon a stablllzed ‘a |mproved nongomg mworsened 'u resolved'

% If stablllzedllmproved/resolved B _/_ (MMIDD/YY) - Lo

5. Reporter Information

S - |NexusProgramm# |
- ‘| Reporter Name/Title (Print) - | (found on enroliment | - ' pate of report:
o et | confirmationfax) |, 0

| © NExus specialist

| Héélfhc'arePr';svi&ér, o

N Eﬂlnstltutlon

’!m e JX s:ho ¢ omplvtuﬂform to the Npldtc'“‘ NEXUS
_If you have questions, please contact the Nplate o M%Pr,ﬂrm it

: 'P,a!gez'offz. N
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AMGEN" Nplate™ (romiplostim) NEXUS Program:
Thrombotic/thromboembolic Complications

1. Patient Information

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

|

Initials: NEXUS Program ID: 0 Male 00 Female

2. Nplate'" Administration Information

Nplate™ Stop Date: Izlr?;?lfc: l(r:1|(:|l:':|t§n of Nplate™
Nplate/"" St/art Rale: Latest/last Dose Received: tzte 'rranﬁ?é of Event. % 109”-)
—(MD/YY) —({VIWD//YY)_ =h —— After Event. G
(x 10°/L)
Event:
Serious Event: O Yes [ No - Dateof Event: __/___/___ (MM/DD/YY)
If serious, please document the reason for seriousness: [ Death O Life-threatening
[ Hospitalization - initial or prolonged 0 Congenital anomaly/birth defect
O Persistent or significant disability/incapacity [ Other (important medical events)

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

Action Taken:

Concomitant
Medications:
[J None

Medical History:

Radiographic
Findings:
(Please send fuli

report)

4, Reporter Information

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

[ 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

1NJ/A : Not Applicable2 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death — 2) Life threatening — 3) Hospitalization — initiat or prolonged — 4) Significant
disability/incapacity 5) Congenital anomaly/birth defect - 6) Other (important medical events)
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@
AMGEN' Npiate™ (romiplostim) NEXUS Program: Hematological Malignancy/MDS

M

1. Patient Information / Nplate " Administration Information

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

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

[0 Male [J Female

Initials: NEXUS Program ID:

Nplate™ Start Date:

Is Nplate™ still being
administered?
I___1 O Yes ONo

(MM/DD/YY)

If NO, enter date and dose of last administration

oo i Sy __ ugkg

2. Safety Information

Event: New: O Yes [No

Serious Event': O Yes 0O No

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

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

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

(Specify: 0 cML O PV OIMF O ET

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

0 anemia O thrombocytopenia [ granulocytopenia [ pallor O fatigue
What clinical features were | 0 increased bruising/bleeding O lymphadenopathy O fever/night sweats

prese;;g;g\seist'i?me of 01 recurrent infection/poor wound healing O abdominal pain and/or loss of appetite
(check all that éPPIY) 0 bone pain [ hepatosplenomegaly [ loss of efficacy to Amgen product

O Other (specify):

1 An adverse event is SERIOUS (SAE) when the patient outcome is: 1) Death — 2) Life threatening — 3) Hospitalization ~ initial or prolonged — 4) Significant disability/incapacity 5)
Congenital anomaly/birth defect - 6) Oher (important medical events)
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®
AMGEN Nplate™ (romiplostim) NEXUS Program: Hematological Malignancy/MD$S

3. Medical History

Bone Marrow Studies:

O Yes
3 /] . =1 " .
Bone marrow aspirate iNb ~NIMIDDIY) Silver stain: [ Positive O Negative [INot done
O Yes /o -
Bone marrow biopsy & o ~MMIDDIY) Trichrome stain: O Positive ) Negative [CINot done
O Yes e .
Immunophenotype ‘Tl\//lﬁ//w_ Abnormalities: If YES, specify:
O No ( ) O Yes O No
O Yes Ly v
Cytogenetics —MI\/IITD—D—//YY_ Abnormalities: If YES, specify:
0 No ( ) OYes O No
Concomitant Medications:
] Corticosteroids O Ivig [ Danazol 0 Rituximab O Interferon alpha O Azathioprine:
[ Cyclophosphamide [ Other (specify): 0 None
If the malignant diagnosis documented in section 2 (previous page) is progression or LN/ i)
transformation of a pre-existing disease, when was the disease first diagnosed? (MM/DD/YY)

4. Reporter Information

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

(MM/DD/YY)

0 NEXUS Specialist

[ Healthcare Provider

Signature

0 Institution

Please fax the completed form to The Nplate™ NEXUS Program 1-877-675-2830
If you have questions, please contact the Nplate™ NEXUS Program at 1-877-675-2831
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AMGEN" Nplate™ (romiplostim) NEXUS Program: Medication Errors
Associated with Serious Outcomes

1. Patient Information

NEXUS Program ID: 0O Male C1 Female

2. Nplate'" Administration Information

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

Initials:

Nplate™ Start Date: Latest/last Dose Received: ug/kg
e :
e Intended dose: ug/kg
Nplate™ Stop Date:
SR/ or O N/A Platelet Count at Time of Event: (x 1OQIL)

(MM/DD/YY)

3. Safety Information

Event: DateofEvent: ___ /[ (MM/DD/YY)

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

Action Taken:

-Concomitant
Medications:
O None

Medical History:

Description of

Event:

4. Reporter Information

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

(MM/DDIYY)

L1 NEXUS Specialist

[ Healthcare Provider

Signature

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

1. Patient Information

NEXUS Program ID:

2. Nplate'" Administration Information

Date of Birth: _/___/

Initials: (MM/DD/YY)

3 Male 00 Female

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

™ 3
Npigte: i StartDatg: Is Nplate™ still being

administered?
0O Yes O No

If NO, enter date and dose of last administration

I___1

(MM/DD/YY) / /

ug’kg

3. Safety Information

Event: [0 Bone marrow reticulin O Bone marrow fibrosis
Serious Event: O Yes [ No ‘ Dateof Event:: __/___/_____ (MM/DD/YY)
If serious, please document the reason for seriousness: 01 Death 0 Life-threatening
£ Hospitalization - initial or prolonged O Congenital anomaly/birth defect
0 Persistent or significant disability/incapacity O Other (important medical events)

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

Peripheral Blood Smear Abnormal 00 Yes ONo

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

B Y = : . . .
a:;c:artréarrow g Nis -(_MME/W)— Silver stain: [ Positive [ Negative [0 Not done
. O Yes LS /me VL Trichrome stain: [ Positive [J Negative [ Not done
Bone marrow biopsy 5\ © NIDOIY) g
O Yes Il Abnormalities: If YES, specify:

Immurioprienctype O No ~(MMIDDIYY) O Yes [ No

' O Yes /] Abnormalities: If YES, specify:
GYiQuRpetics B No “MMIDDIVY) O Yes Ol No

1 Anemia OThrombocytopenia OGranulocytopenia
Wharte(:gxlecftiztzrn?z "o"fe'e O Hepatomegaly OSplenomegaly
. diagnosis? I Increased nucleated red blood cells (hnRBCs) Elincreased peripheral blast cells
(check all that apply) . | O Increased bruising/bleeding ClLoss of efficacy to Nplate™
0 Other (specify):
00 | No reticulin fibers demonstrable
. 10 | Occasional fine individual fibers and foci of a fine fiber network
Please quantify the
degree of bone marrow | 21 | Fine fiber network throughout most of the section; no coarse fibers
reticulin/collagen using 3 | Diffuse fiber network with scattered thick coarse fibers but no mature collage
the Bauermeister scale (negative trichrome stain)
(check only one): , A Shg SRR .
43 | Diffuse, often coarse fiber network with areas of collagenization (positive trichrome stain)

[J Other (please describe):

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

10f2
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®
AMGEN Nplate™ (romiplostim) NEXUS Program: Bone Marrow Reticulin /
Bone Marrow Fibrosis

3. Medical History

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

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

O Yes

Bone marrow aspirate & Mo W&EI/YT Silver stain: 0 Positive [0 Negative ONot done
. O Yes A ; ) - !

Bone marrow biopsy - _(VMEIY_T Trichrome stain: [ Positive [0 Negative [CINot done
il e AT O Yes VSN Abnormaiities: If YES, specify:

0 No LB OYes O No

&ves / Abnormalities: If YES, specify:
Cytogenetics —— ] ’ )

£ No (MM/DD/YY) OYes O No
Concomitant Medications:
0 Corticosteroids O vig 00 Danazol O Rituximab O Interferon alpha 3 Azathioprine
[ Cyclophosphamide [ Other (specify): O None
4. Reporter Information

NEXUS Program ID #
Prescriber Name/Title (Print) (found on enroliment .
confirmation fax) Datf ol :eport.
0 NEXUS Specialist T (MM/DDIYY)
O Healthcare Provider
Signature

O Institution

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

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

20f2
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AMGEN" Nplate™ (romiplostim) NEXUS Program: Worsened
Thrombocytopenia after Cessation of Treatment with
Nplate™

1. Patient Information

NEXUS Program ID: O Male O Female

2. Nplate'™ Administration Information

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

Initials:

™ .
Nplate ™ Start Date: Platelet Count prior to
B/ initiation of Nplate™ therapy : (x 10°/L)
(MM/DD/YY) e
Nplate™ Stop Date: Platelet Count at Time of Event: (x 10°L)
/ /
T (MM/DDIYY) Latest/last Dose Received: Hg/kg

3. Safety Information

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

Outcome of Event: [0 Resolved [ Resolving/recovering O Resolved with sequelae 3 Not resolved

Action Taken:

Concomitant
Medications:
[0 None

Medical History:

Description of
Event:

4. Reporter Information

NEXUS Program ID

Prescriber Name/Title (Print) :'gg“:‘ndeg:‘ Date of report:
confirmation fax) I/
~(MM/DDIYY)
OO NEXUS Specialist
1 Healthcare Provider
Signature

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

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

o . REMS IR
MONITORING AND COMPLIANCE OF NplateTM NEXUS PROGRAM ELEMENTS

- tMetncs

’ Every month the Nplate"fM NEXUS Program W1ll generate the followmg metrrcs

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

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

. The number of patrents drscontlnued from the program and the percentage who have a completed _
~ - Nplate™ NEXUS Program Patient Dlscontmuatron/Post-D1scont1nuatlon Follow-Up Form on file

. :\Cumulatlve and monthly number of adverse events based’ on risks assocrated wrth NplateTM ,'
‘therapy : ,

- These metrics w1ll be rev1ewed and reconcrled to assure that NplateTM is dlstrrbuted only in

x accordance w1th the NplateTM NEXUS Program

, ’Momtorlng Enrollment of Nplate™ Prescrlbers and Patients » .

"‘As part of enrollment process, the HCP attests to enrollmg all NplateTM patrents mto the -

: NplateTM NEXUS Program prror to therapy In order. to momtor enrollment and verlfy that all
; patrents are enrolled in the NplateTM NEXUS Program the followmg audlts wrll be conducted

o Order momtormg The NplateTM NEXUS Program verlﬁes that the ordermg HCP is -
enrolled in the program and is treatlng actlve patrents prlor to shrpprng NplateTM R

o Vlals shlpped momtorlng ‘An audrt system w1ll be in place to compare NplateTM
' 'shlpments to active patients enrolled in the program. For each HCP or Institution,
shipment volumes will be compared to expected volumes based on historical

purchase patterns and volume expectations based on the number of enrolled patrents o

Shipment volumes- that are outside of expected parameters will be investigated and

* resolved by contactrng the HCP or Instltutron and reconcﬂrng the. shrpment to patrents .

, treated

, T he 1n1t1al proposed audrt crrterra is' that every four weeks the number of vrals
- shipped to an HCP or institution is compared to the number of enrolled patients. If
“more than 2 vials per enrolled patlent week are shipped, the HCP or Institutionis = -
- flagged for follow up. If an HCP or Institution is ﬂagged for any 8 week period, then
- the NplateTM NEXUS Program will contact the HCP or Institution and reconcile the
last 4-weeks of shrpments Audrt cr1ter1a wrll be assessed on an ongorng basrs and
" amended as approprrate - : s
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In add1t1ong in the analysrs of the number of vials shlpped per enrolled patlent week
. purchase pattern outhers will be rev1ewed manually Con51stent outlrers willbe
mvestlgated SR :

‘o Patient roster. momtormg As part of the 6-month safety momtorlng, the NplateTM C
- NEXUS Program will confirm the roster of actlvely treated patients. HCP will be
presented with the roster of active: patlents accordlng to NplateTM NEXUS Program
. »records and requested to confirm their status ‘

'vHospltal/Instltutlon Program Compllance

N fAmgen w1ll 1mplement a rev1ew process to detect potentral 1nst1tut10n noncomphance w1th the -

- program and/or suspected drug d1ver31on

o fOn a semrannual bas1s Amgen w1ll perform a revrew of a select sample of mst1tut10ns 0 assess
‘their degree of compliance w1th the program The sample size w1ll be of at least 5% of the total
‘number of enrolled 1nst1tut10ns and consrst of: randomly selected 1nst1tut10ns and/or 1nst1tutlons

‘ ‘_for whrch the number of v1als sh1pped over a set period of tlme does not appear to be cons1stent ,
wrth the expected usage based on'the number of patrents treated at the 1nst1tut10n (e g ‘more than '

| 8 vrals per enrolled hospltahzed patlents over 4 weeks)

The revxewed mstrtutlons w1ll be contacted and asked to prov1de cop1es of the1r drug

o "reconclhatlon and accountab111ty records for the set tlme perlod The 1nformat10n requested from

N the drug reconc111atlon and accountablhty records will 1nclude

| & Name of enrolled prescrlbmg HCP
o . {'Patrent name and blrthday ’

- - . - Date of prcSCtlpthn r . .7.'__._:._._._7. ..v.__. _ __ . - _ _.:__:l s . G .._:,._:._:-_..___. .;._:._1___. .:' . e _ __ . __ .'.‘. R

) ‘0', V’Number of v1als dlspensed to the patrent .

e VOverall 1nventory for set perlod of t1me 1nclud1ng total number of v1als ordered d1spensed and
Cooin 1nventory . : S : ,

Based on the records prov1ded Amgen w1ll conﬁrm that all prescrlblng HCP and patlents |

ks “recelvmg NplateTM are. enrolled n the program If the d1screpancy can be resolved through the

S provrded records the mst1tutlon will be “Un- ﬂagged” and no. further actrons w1ll be requlred If
¥ the drscrepancy cannot be resolved through the prov1ded records, Amgen W111 schedule a.
- personal ass1stance on-s1te v1s1t to. ass1st the 1nst1tut10n w1th the process and the program

: requlrements Instltutlons that are repeatedly noncomphant w1th the program w1ll be subj ect to
, S SN :
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| 7 correctrve measures add1tronal revrews, and ultrmately requrred to match each drug order with

speclﬂc pat1ents

Healthcare Provrder or Instltutlon Noncompllance and Dls-enrollment . :
CIf durmg the. program Amgen finds that a HCP or 1nst1tutron is not complrant with the program

E all reasonable efforts wrll be taken to contact the HCP and discuss Amgen S relevant concerns

o Should the noncompllant HCPor Instrtutron contrnue to be noncomphant with the program R
‘requrrements, stich a HCP will not be allowed to enroll new patients into the Nplate™- S
- NEXUS Program. Any HCP or Institution can be dis-enrolled from the Nplate™ NEXUS
. Program if they do not adhere to the requrrements set forth in the Nplate™ NEXUS Program
' JHealthCare Provider Enrollment Form or the Nplate™. NEXUS Program Instrtutlon -
~ Enrollment Form and this will be communicated by the NplateTM NEXUS Program.
. However, in recognition of potential medical ¢onsequences resultmg from sudden drug
* - discontinuation for those patients currently enrolled in the program and who continue to meet -
enrollment criteria Amgen will continue to fulfill orders for Nplate™: (romrplostrm) " The dis-
- enrolled HCP:or Institution will continue to be able to order Nplate™ for existing enrolled
_ :  patients; however, will not be able to enroll new patients into the Nplate™ NEXUS Program. -
v - Nevertheless, ‘Amgen will continue on a case- by-case basis to.engage with the HCP and
' ' encourage resolutron of the outstandrng concerns. :

o The number of HCPs who were noted to be non-comphant and have d1s enrollment S
' procedures initiated will be. monitored.. :

,Assessmg and Mlmmlzmg Unrntended Consequences of the REMS _
It wrll be 1mportant to mmrmrze unrntended consequences and burden on. the healthcare system -
' by contrnuous reevaluatlon of the NplateTM beneﬁt-rrsk proﬁle as the program 1s 1mplemented

- Based on the ﬁndmgs of the updated beneﬁt-rrsk assessment the REMS should be redesrgned

: _ .._._wrth the minimum- 1nterventrons necessary to adequately mlnrmlze the documeutedjtsksL RIS

‘Amgen w1ll conduct market research wrth HCPs and patlents to assess the followrng to 1nform

' further rev151ons to the Program

. 'HCP awareness, knowledge, and attrtude toward the benefit-rrsk 1nformatron for NplateTM s

: ¢ * Patiént comprehensron of the benefit-rrsk 1nformatron drscussed in the Nplate""M Medrcatron :
‘ Gulde : : S ’

T e HCP and patrent evaluatron of the program convemence and ease of use |

o Through these analyses ‘Amgen W1ll also\gather feedback from HCPs on the utrlrty in clrnrcal

i vpractrce of the tools and materlals contamed inthe NplateTM NEXUS Program Trarnrng Krt and
. the NplateTM NEXUS Program The feedback recerved will be utrlrzed in assessrng and

1mprov1ng the efﬁcacy of thrs REMS






