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DearDr Chang-Lok | R -‘ e o »

A

V We have approved your b1olog1cs lrcense appl1cat10n for romrplostun effectlve th1s date You are

“hereby authomzed to introduce 6t deliver for introduction into interstate commerce, romlplostlm under

your existing Department of Health and Human Services: U.S. License No. 1080. Romiplostim is

-indicated for the treatment of thrombocytopema in patients with chronic immupe (idiopathic) .
- thromboeytopenic. purpura (ITP) who have had an 1nsufﬁc1ent response to cortlcostero1ds, S

41mmunoglobullns or splenectomy

- Under tlns hcense you are approved to rnanufacture romlplostlrn drug substance at Arngen Inc, in -

" Boulder, Colorado; The final formulated product will be manufactured, filled, Iabeled, and packaged

-at Amgerr, Ine, Patheon Itaha, Monza, Italy. You mayIabel : your product w1th the proprletary name,
. ‘NplateTM and may market 1,t in 250 mcg and 500 mcg v1als , , ;

' The final prlnted labelmg (l‘ PL) must be 1den’ucal to the enclosed labelmg Marketmg product w1th

" FPL that is not identical to the approved labehng text may render the product mlsbranded and an "

unapproved new drug

¢ tlng perrod for rom1p10st1m shall be. __from the- date of manufacture when stored at’
The date of manufacture shall be deﬁned as the date of final | *

~2formulated drug product. The datmg penod for your drug substance shal nbe 6“months when stored

_"at-30 ©

. 'We have approved the stabrllty protocol(s) in your license application for the purpose of

' }extendmg the- explratron datmg perrod of your drug substance and drug product under
} 2ICFR601 12 o L : .

, You currently are not requrred to submlt samples of future lots of romlplostrm to the: Center for Drug -

- Evaluatron and Research (CDER) for release by the Director, CDER; under 21 CFR 610.2. We will -
. ‘continuéto monitor. comphar;ce with. 21 CFR 619 1 requiring completlon of tests for conforrmfy wrth
o standards apphcable to each product prlor to release of each lot ' :

LT \'-'_
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* You must submlt 1nformat10n to your blolog1cs license app11cat1on for our review and wntten
approval under 21 CFR 601:12 for any changes in the manufacturing, testlng, packaglng or labeling of
Romrplostlm, or- 1n the manufactlmng facilities. .

" RE ) UIRED PEDIATRIC ASSESSMENTS

Under the Pedratnc Research Eqmty Act (PREA) (21U.8. C 355c), all apphcatlons for new’

active 1ngred1ents new indications, new dosage forms, new dosing regimens, or new routes of

. administration are réquired to contain an assessment of the safety and effectiveness of the
product for the claimed 1nd1cat10ns in ped1atr1c patlents unless this requrrement is wa1ved _

‘ deferred or mapphcable oL o .

Because thls blologlcal product for thlS mdlcatlon has an orphan drug demgnatron you: are
exempt from this requrrement o - , -

T1tle IX Subtltle A Sectlon 901 of the Food and Drug Admmlstratlon Amendments Act of 2007
(F DAAA) amends the Federal Food, Drug, and Cosmetic Act (F] DCA) to authorize FDA to-
require holders of approved drug and brologlcal product appl1cat10ns to conduct postmarketmg
~ studiés and clinical trials for Gertain purposes; if FDA makes cértain fmdmgs required by the
" statute (section 505(0)(3)(A), 21 U.S. C 355(0)(3)(A)) T hlS provrslon took effect on

‘ March 25, 2008. ' - R

: -We have deterrmned that ‘an analysrs of spohtaneous postmarketlng adverse events reported under
~subsect10n 505(1()(1) will riot be sufﬁclent toassess the signals of the following serious risks in’
patlents with chrenic ITP who are receiving romlplostlm bone marrow reticulin forrnatlon and a risk
for bone marrow ﬁbrosrs, antlbody formation to either romlplostnn or: thromboporetm that results in
worseried. thrombocytopema, off- ~target cardiac toxwltres, or to 1dent1fy unexpected s serlous tisks of

DR adverse reactrons wrthm the fetus of pregnant woman and in the nursmg mfants of women who are

"A_;.'__Furthermore the new pharmacov1g11ance system that FDA is requlred to estabhsh under sectron
- 7.505(k)(3) has not yet been estd Shed and i is therefore not sufﬁ01ent to assess these 31gnals of serious
: ...-'nsks or to 1dent1fy unexpecte serrous rlsks E

\.’

l Therefore based on approprrate sclentlﬁc data FDA has determlned that you are requlred pursuant to B
' ‘.sectlon 505(0)(3) of the FDCA to conduct the followmg studles : : :

1., To conduct an “Antlbody Reglstry Study” that w111 enroll subJects who have recerved
SRS *;,rormploshm and whose blood samples contam antlbodles to elther romlplostlm or .. '
»spontaneously subm1tted reque s,.for the p0st-market1ng blood tests As descnbed in'the
- romiplostim, prescnbmg 1nformatlon, a'lack or loss of response: 1o romlplostlm should prompt -
.. ‘the healthcare prov1der to search for causative factors, 1nclud1ng neutrahzmg antibodiesto
;. romiplostim. In these jtuations, healthcare provrders are to submlt blood samples to’ Amgen
o for detectron of antrbodles to romlplostlm and’ thrombopoletm -' : .
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The Antibody Reg1stry Study will collect follow-up platelet count and other clinical data
sufficient to assess the long term consequences. of the detected antibodies. Patients will be
followed until the detected antlbodles resolve or stabilize in t1ter over a several month perlod
-of time. : - :

You w111 conduct thlS study accordmg to the followmg tlmetable

Protocol Submlssmn : . November 2008'

Study Start: . . ¢ - - May 2009

'First interim report submlss1on May 2010 then annually :

Fmal Report Submrssron o Within six months of FDA not1ﬁcat1on that sufﬁcrent :
S - - data has been collected .

T o develop and maintain a prospectwe, observatlonal pregnancy exposure reglstry study
conducted in the United States that compares the pregnancy and fetal outcomes of women
exposed to romlplostnn dunng pregnancy to an unexposed control populat1on The registry
will detect and record major and minor congenital anomalies, spontaneous abortions;
stillbirths, elective terminations, adverse effects on immune system development, platelet

- number and ftmctlon neoplasm’ formatlon bone marrow reticulin formation, thrombotic

events, and any serious adverse pregnancy outcomes. These events will be: assessed among.
the enrolled women throughout the pregnancy. The events will also be assessed among :
- infants through at least the first-yéar of life. Afinual interim reports will be submltted until
FDA has acknowledged that sufﬁclent data have been collected -

You w111 conduct th1s study accordmg to. the followmg tlmetable

Protocol Submlss1on.- IR ovember 2008 L :
Study Start:*~ . . - . -May2009 . - - - T \
* First interim report submxssmn - May 2010 then annually : ' o '
F1nal Report o0 Within'six months of. FDA notlﬁcatlon that sufﬁcrent

L o .'data has been collected
To conduct a milk only lactatlon study in the subset of women enrolled in the pregnancy

' reglstry that choose to breastfoed their infants. This study will be designed to defect the
* . presence and conicentration of romlplostnh in-breast milk and any effects on milk productlon
" and composition. The study.will, include a symptom diary. for mothers to record any adverse
", effects'in the breastfeedmg infants.. Annual interim reports w1ll be submltted until FDA has

. You w1ll conduct tlns study accordmg to the followmg tlmctable

' acknowledged that sufﬁclent data have been collected

Protocol Submlssmn . TR November 2008 o

StUdY Start: " Lo May2009 0 .- RV |

First interim report submlsswn , "',May 2010 then annually ' T )
Fmal Report © .. Within'six months of FDA notlﬁcatlon that sufﬁc1ent

data has been collected
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: 'Flnally, we have deterrnmed that only a chmcal tr1al (rather than a nonchmcal or observatlonal study)
-in which pauents w1th defined underlymg risks are carefully evaluated for at least 24 hours following
' adm1mstrat10n of romlplostlm will be sufficierit to assess the 51gnals of serious risk or 1dent1fy

' unexpected serious nsks : :

_Therefore based on approprlate sc1ent1ﬁc data, FDA has deterrmned that you are requlred pursuant to
seetron 505(0)(3) of the FDCA to conduct the followmg clinical tr1a1 o .

, 4. e To conduct tr1a1 20080009 "A Prospectlve Phasé 1v, Open-Label Multl-Center Study
- Evaluating the Changes in Bone Marrow Morphology in Subjects Receiving Romiplostim for
~ the Treatment of Thrombocytopenia assoc1ated with Immune (Idiopathic) Thrombocytopema
Purpura (ITP) " In this trial, atleast 150 pat1ents “will receive romiplostim and undergo bone
martow evaluations prior to, during and following the completion of romiplostim - -
o administration.” A similar evaluation schedule will apply to the detection of aritibody - °
~ formation to rormplosum and: thrombopmetm as well as the electrocardlographlc (ECG)
detectlon of cardrac conductlon abnormahues ' : _

A ﬁrst mterlm report wﬂl contaln in add1t10n to any other items, ECG and the results of bone
. marrow evaluations for patlents who have completed 12 months of trial participation. Th1s
) mformauon will be updated for patlents who have completed 24 months of trral part1c1pat1on
) and subrmtted in‘a second mternn report o : :

" You w1ll conduct this trlal accordmg to the followmg tlmetable , B
Protocol subm1ss1on S 1August 22 2008
Trial start:” Co o July 2009 -
- First interim report submlss1on o June 2012 ,;" i

N\,

Secornd intetim report subm1ss1on June 2013 :
_Fmal; port submlssmn : Decernber 2014 L

g _Subrmt the protocols to your IND 10205 wnh a cros&reference letter to tlns BLA STN BL 125268/0
. Submit nonchmcal and chemlstry, manufacumng, and controls protocols and all study final reports to” '
- your BLA; STN BL:125268/0. - Use the: following designators to prominently label all subrmssmns
mcludrng supplements relatmg to these postmarketmg studles and cllmcal tr1a1 as appropnate '

Reqmred Postmarketmg Protocol under 505(0)
Reqitired Postmarketmg Final Repop A_;under 505(0)
Requlred Postmarketmg Correspondence under 505(0)

. You are requ1red to report perlodlcaﬂy to F DA on the status of these studres and chmcal trlal pursuant '
. tosections 505(0)(3)(E)(1i) and, 506B of the FDCA, as well as 21 CFR 601.70, Under section .. '
- 505(0)(3)(E)(11), you dre also required to penodwally report to FDA on the status of any study or trial

othervwse undertaken te mvestlgate a safety issue assoclated wrth rormplostlm ; .
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. ‘."'RISK EVALUATION AND_MITIGATION STRATEGIES

, Tltle 1X, Subtrtle A Section 901 of FDAAA amends the. FDCA to authonze FDA to require the
submrssmn of'a Risk Evaluation and Mitigation Strategy (REMS) if FDA determines-that such a
strategy is necessary to ensure that the benefits of the drug outwelgh the risks (sectlon 505 l(a))
. This’ prov1s1on took effect on March 25 2008 ,

In accordance with sectlon 5 05 1of the FDCA -We have deterrnlned that a REMS is necessary
Tor Nplate (rom1plost1m) Subcutaneous Injection to" ensure the benefits of the drug outwelgh the -
risks of bone magrow. fibrosis, worsened thrombocytopema after cessation of Npplate,

.',thromboembohc complications, an increased risk of hematologlcal mal1gnanc1es and progressmn o

“of, mahgnancy in patients with a pre- existing hematological mahgnancy or myelodysplastlc
; syndrome (MDS); and serious comphcat1ons ‘due to medication error. Pursuant to 505-1(f)(1),

* we have also deterrmned that Nplate. can be’ approved only if elements necessary to assure safe S

’ _use are requlred as part of a. REMS to’ mrtrgate these rrsks l1sted in the labellng

Your proposed REMS appended to thls le‘tter submltted on: August 12 2008 in response to our
. July 25, 2008, information Tequest letter is approved The REMS consists of a Medication
~ Guide, a commumcatlon plan elements to assure safe use, an nnplementatlon system and a
a tlmetable for assessments of the REMS ; : ‘

o "-Prommently 1dent1fy the amendment contammg the REMS assessments or proposed
> modifications wrth the folIOng wordmg in bold capltal letters at the top of the ﬁrst page of the’
»subrmssron . , e : . .

BLA 125268 REMS ASSESSEMENT

' NEW SUPPLEMENT FOR BLA 125268 REMS ASSESSMENT PROPOSED .

REMS MODIFICATION . _' -
: Please note that :

Thls-Medlcatlon Gulde must be: reprmted 1mmed1ately followmg the last sectlon of
g --Iabehng o, altematrvely, accompany the prescnpuon drug labehng [21 CFR
‘ . 201. 57(c)(18)] or 21 CFR 201 80(t)(2)], : : S _

G ffevery patlent _Who iy drspensed a prescrrptmn for tlns product [21 CFR 208 24], .

. You are respons1ble for ensurmg that th1s Med1catlon Gu1de is avarlable for dlstrlbutlon to

Cie The ﬁnal prmtedf Med1cat10n %Gulde dlstrlbuted to' patrents must conform to all condltrons -

L "descrlbed in 21. CFR 208 20 mcludmg a mlmmum of 10 po1nt text and

‘e _You are responsrble for ensurmg that the label of each contalner or package moludes a |
o 'prornment and conspicuous: instruction to authorized d1spensers to provide a Medication .
~Guide to each patient fo whori the drug is drspensed and states how the Medlcatlon Gu1de ‘

s prov1ded [21 CFR208. 24(d)]

A
£
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v_CONTENT OF LABELING

- Within 21 days of the date of th1s letter, Submit content of labeling [21 CFR 601. 14(b)] in h strictured
- product labeling (SPL) : format; as desctibed at http://www.fda. gov/oc/datacouncil/spl. html, that is
identical in content to the enclosed labeling text. Upon receipt, we will transmit that version to the
~ National Lrbrary of Medicine for public dissemination. For administrative purposes, please designate
this. submlssron “Product Correspondence Final SPL for approved STN BL 125;68/0 ” Tn’addition,
~_within'21 days of the date of this letter, amend any pendlng supplement(s) for this BLA with content
, of labehng m SPL format to 1nclude the changes approved in this supplement ‘ :

: CARTON AND IMMEDIATE CONTAINER LABELS

" Subrmt ﬁnal prmted carton and contamer labels that are 1dent1cal to the enclosed draft labels as soon

" as they are available but no more than 30 days aftet they aré printed. Please submit these labels

electronically accordmg to the guidance for industry” titled \Providing Regulatory Submissions in
Electronic Format — Human Pharmaceutical Prodiict Applzcatzons and Related Submzsszons Using
- the eCTD Speczf Gcations. {October 2005). Alternatlvely, 'you may subrmt 12 paper copies, with 6 of

- - the copres 1nd1v1dually mounted on heavy- weight paper or similar- materral For admmlstratwe .

o purposes, de51gnate this submlss:ton “Product Correspondence . Final Printed Carton: and
- Container Labels for: approved STN BL 125268/0 ? Approval of thls submlssron by FDA is not
- requrred before the labehng is used o : _

Marketmg the product w1th labelmg that is not 1dent1cal to the approved labelmg text may render the -
product mrsbranded and an unapproved new drug ' _ oo

bl

"_‘PROMOTIONAL MATERIALS

s

o You may submlt draft coples of the proposed mtroductory advertlsmg and promotlonal 1abe11ng w1th a _

-, cover letter requestmg advrsory coments to the F ood and Drug. Adrmmstratlon, Center-for Drug ' -~
_ 'Evaluatlon and. Research D1v1s10n of Drug Marketing, Advertrsrng and Communlcatlon 5901—B n

. Ammendale Rodd, Beltsvﬂle, MD 20705 1266 ;. Final prinited: advertlslng and promotlonal labehng ‘

,_'Should be subm1tted atthe time of 1n1t1al dlssemlnatlon acCompamed by a FDA Form 2253 '

N A_ All promotlonal clalms must be consrstent wrth and not contrary to approved labelmg You should
not make a comparative promotlonal cla:rm or.claim of supenonty 0Ver other products unless you ,
. have substantlal ev1dence to support that claun o

2 ;REPORTING REQUIREMENTS » o S - _
! [We temind you that you must comply thh reportmg requrrements for an approved BLA (21
- CFR 600 80) S _ L _

- We acknowledge your May 30, 2008 comm1tment to expedrted reportmg of bone martow ©
_ ﬁbros1s mahgnancy/mahgnancy progressmm and medlcatlon error resultmg ina serrous adverse '
' event : ) T : 2 .
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Please refer to hﬁp Jwrorw fda. gov/cder/b1olog1cs/default htm for information regardmg therapeutrc
' b1olog1cal products including the addresses for submrssmns

: -If you have any questmns please contact Florence Moore, M S. Regulatory Pro;ect Manager
at (301) 796- 2050 : R _

"Smce ely,

RlchardPazdur M.D. I ,
Director

~ Office of Oncology Drug Products :
Center for Drug Evaluatlon and Research -

Enclosure Package Insert o
. Carton and Vial Labelmg
. Medication Guide ' '
Rlsk Miti gatron and Evaluat1on Strateg1es (REMS)





