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iGerise applrcatlon (BLA) dated May 25, 2007 recerved May
351,of the Pubhc Health SerV1ce Act for Arcalyst (rrlonacept)

‘-(’2) Ju1y2 24, and 26, August 20
25 and 26 and December 19 2007 and January 23

7, 3008

ction mto"interstate commerce those products
demonstrated complrance W1th estabhshment and product stan

iy il gsubstance at your .
?::j.The ﬁnal lyophrhzed drug product will-be -
= The ﬁnal

l.ab | your product w1th thie propnetary name Arcalyst and market 1t m
ali each contalnrng 220 mg of rllonacept R

1 __g perlod for'y your formulated drug substance shall be 18
b W é have approved the stablhty protocols it yom' hcense




T Page - BL 2S00

. thi purp % 'of extendmg the exprratlon datmg pe‘riod of yoir foﬁnulated drug S
<8 ubstance and drug product under 21 CFR 601 12 o K ' o

‘qmred to submlt samples of future lots of Arcalyst to the Center for Drug: o
¢h {CDER :‘for rtelease by the Dlrector CDER, under 21 CFR'610.2. We
mtor comphance with 21 CFR 610.1° requrrrng completlon of tests for

ds: applrcable to each product prror 1o’ release of éach lot. -

14 days from the date of th1s letter submrt content of

. ')] it Striictured product labelmg (SPL) format as described at -
Joc) tacouiticil/spl.htri that is ideritical to the enclosed labelingtext, - . -
08, for'the package itisert and thie patient package insert. Upon = =~ =~
it version o the National Library of Medicirie for public R
fisti Ve purposes please des1gnate thrs submrssron “SPL for

'(c)(l 8) and 201 ..80(1)(2), patlent labehng st be ,reprmted
{Sectron of labelmg of, altematrvely, accompany the prescnptron-

contamer labels that ate. 1dent1cal to the encloscd carton and i
bels; subthitted Febiruary 27, 2008 as soo as they are available but no more than'30 -
g d: Please subinit thése labels electromcally actording to the gurdance IR
iding Régulatory Subimissions in Electronic Format =~ Himan - - R
et Applzcdtwns and Related Submissions Using the, eCTD Speczﬁcatzons : L
dtively, you i may subrmt 121 Papér copies, with 6 of the copies . -
ted ori: avy—werght papér or ‘similar material. - For administrative purposes
sion:“Prodiiet. Correspondence Final Printéd Carton and Contamer '-'
sabyels for»appfov I'ST BL 125249/0 » 'Approval of this submrssron by FDA is not requlred .

Iict ¥ ":""labelmg that is ot 1dentrcal to the approved labelrng text may render '
ided arid ah -unapproved new: drug -

C 've mgredrents new 1ndrcat10ns Tiew dosage forms new dosmg

ation aré required | to contain an assesstiient of the safety : an
5§ of the prédudt fot the tlaitied 1nd1catron m pedratnc patlents unless thrs
‘_--__.requlrement is warved deferred or mapphcable L : :
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1CFR 60170 ~

"Wt tommitinents as deseribéd in yoiir letters dated February 27, 2008 T

Eyrismolgus morlkeys exiitinin the effects of lonacept expoite
] male duting the third trimestér of development. You will subrmits ;. L
ouftl'ineqf"th‘fe‘_;_’»sﬁidY_e’xh‘c_l:r’zifi‘bﬁaléfdr‘r’éir’i_ew, s ' ' R

ibimission: - by Apri2008.
. by Janary 2010 -
byOctober2010 S
diftal studly in cynsiiolghs monkeys {0 assess effécts omsex ©
velopménit. You will subriiit 4 detailed outline of the study E

byApritzogs
--by Jaruary 2010 - - -

-term use of rilonacept in the pediatric patient populatior by

iatric registry. The registry will collect information en growth and
well as advetse events, particulitly serious infections. The duration:
Ibe at least five years, =~ ..~ <. o

Cbylgze;s
iy g abta s

cokirietics (PK) study in the peditric population,

e by vy 2010
ission: * * by July 2010 _.

50 asSe8s W ther lower mainténance doses or a longer interval between dosés -
.. " could be equally éffective as, but potentially safer than, the approved dose. The study
. #pproveddose or to'switch to a lowe doss or a longer interval between dosesanidto =~

- asgéss symiptor scoresoVer, fot example, 9 weeks. .
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By April 2008 -
byJanuary2010 R
byJulyZOlO

tio to standard pharmacowgllance practlces for the ﬁrst ﬁve
¥ parhcular attentlon w11l focus on reports of serious mfectlons

' : by January 2014 SR
R _,ijalfRe' ort: Submrssron Quarterly reportlng for the ﬁrst three years then annu,_ ly

: > and « shelf llfe spemﬁcatmns for nlonacept drug substance formulated
o l"drug substance and~drug product, as appropnate Dita and spe01ﬁcat10ns assessment
‘will be, prowded tWo years ffom t1me of. approval and reported ifi an annual report

byApn12010 o
by Annual Report 2()10 _j'

alid: on:studles on the modlﬁed assay thia measures , AL
'nloiracep drug" '_‘bstance formulated dfug substance, and drug product. Using those .~
da Stablisb —  Gofitéfnt. speclﬁcatlon for drug substance, forriulated -
. ¢ and drug product release and stability, and drug substance, formulated . - -
dfig &t stah e, driig product referénce staridard qualification and stability. The protocol,
ePort; proposed specrﬁcatrons W111 be submrtted as a CBE-30 supplement

by J anuary 2009 (

—er Y

: fby Apnl 2009 (CBE-30)

"_To validate the L. _ -f-\ for measurement of \__h_./—-
— dt the conéentration of initerided use with alternative R
Imethods Methods suchas | = —— should dlss . e
— . The full validation packdge Will'
Sport. . I addition, are-assessment of spec1ﬁcat10ns based on- P

Anéluded in the aftnual report : o

i-byApnl 2009 | . e o
: by Annual Report 2009f ' _ —e

—

| ————— assayforthenew = =

—
ki




e ranges) The vah ‘ ‘tron protocol and report w1ll be subrmtted 11:) the Agency in the annual
R vreport i RS : : :

bYApn12009 -*-% - ' . )
byAnnualReport2009 ' I

by Apnl 2009 , :
by, Annual Report 2009

= . The
m of nlonacept and the o
will be 'submrtted i the annual report

byJanuaryZOOQ( '_ — ’ I S

by Annual Report 2009

» mthe ,t'est.gh:t{

- —.fhe ‘qudlification procedures and suminary data will be submitted in the anfiial -

byApn12009 T S E T
' by Annual Report 2009 ' ' L

- Tstmg in heu of — testmg:

' a dlrect or ndirect ¢ortelation of the tiwo tests will be performed .f -
At & that is comparable to. thie semsitivity of the -+ -
N ft w111 be performed Results will be submltted n the ﬁrst annual o

RPN

by Aprll 2009 .
by Annual Report 2009

Rep -Stibrﬁjéé'ioh '

lly for each year in which nlonacept formulated drig substance R
- product_ls manufactured ‘The ongoing stability program will continue urifil | L
S _testm of all rén dining time pomts from the lots used fo support, the approved shelf hfe S

¢ reached These stablhty data w111 be submltted in the arinual report. o




Add onally "-lots that Ar i anufactured followmg s1gmﬁcant changes to the approved
amlfactunng Process or facility, and lots that are reprocessed outsrde of the approved
acttm 4 process witl be placed on: stablhty :

Annual reportmg

cols to your IND, vvrth a cross—reference letter to- th1s BLA Submrt .
i ‘anufactunng, and controls protocals atid all study final reports o~

[ tHese postrnarketmg study comrmtments as appropriate:.-

tus m an ‘ 'ual i‘eport oh postmarketmg studles for th1s product The status

, nd descnbe the postmarketmg commrtment
the orrgmal schiedulefor . the comimiitinent, :

the:stabus oF th ':commrtment (1 €. pendmg, ongomg, delayed termmated, or -

' to date and the total planned enrollment) and

1‘70(e), We may pubhcly dlsclose mfo """ ER
'eh s1te (http /W, fdggo_g/cder/nmc/defalﬂt htin). Please refer S

\Y of the Food and Drug- dministration
1 f//www fda_ ‘ov/cder/" '

Yo mmay subm1t' draﬁ cop

adV1sory comments to the followmg address

ollowitig: desrgnators to-prothinently label all submrssrons mcludmg | _,: :

_g ':'.'dy “ubJect to the reportmg requrrements of 21 CFR 601 70, you must .

Vstatus mcludmg, for chmcal studles ‘the patrent accrual rate (1 &, .

Reporis o the Status of Po___stmarketmg Study Lo o

"f'dance/55'69ﬁ11 htm) for ﬁrrther f SEREO o

sof the proposed. 1ntroductory advertlsrng and promotlonal labehng R ‘.
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. Drug Evalustion and Research |
S D1 510 of Drug Marketmg, Advertlsmg, and Commumcatlons _

i omotronal labelmg should be submrtted at the time of 1n1t1al
ac .mpame ] -by\a FDA Fonn 2253, - :

tiftist be conmstent w1th and not contrary to approved labehng You )

omotlonal clarm or claim of: supenonty over other products' |
détice to support that c1a1m o

ROFESSIONALS o e |
,related mformatlon about this driig produbt Gl

5 We'request tHat you submlt an electromc copy of
w1ng address ’

efse:eXperience reports ’under the adverse eXpenence reportmg
1 bi "lo cal products (21 CFR 600 86) You shiould submlt

orts under the dlstnbutron reportlng requlrements for hcensed

oglcal product dev1at10ns under 21 CFR 600.14.. You should
anid inves gatg'all manufacturmg deviations, lncludmg those associated with -
testmg packing; Tab ing, storage; holdmg and distribution. - If the deviation invelves

t the safety, punty, or potency 6fthe product and meets the othier
S e ena 1n the regulatlon you must submrt a report on Form FDA-3486 to: the followmg address
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] ”ance RlSk Management and Survelllance
hance -

EValuatlon a.nd ReSearch

New: Hampshlre Ave.
"pﬂng, MD 20903

a _your blOIOglCS hcense appllcatlon for our reV1ew and Wntten
- . approval under 21 CFR'601.12 for any changes in the manufactunng, testlng, packaglng, or -
- labling i the 'anufacfurmg facﬂltles

et Program prov1des manufacturers W1th cop1es of § senous adverse
ceived dJrectly by the FDA New mioléculat entities and i unportant new
lus1on for three years. ‘dfter apptroval Your firm'i 18 eligible to receive .

‘product.- To participate in' the prograri, please see the enrollment
atl ,prograni descnptlon detalls at www fda gov/medwatch/renort/mmn him

j da.' 'ov/cder/blolo 4lcs/defau1t htm for mformatlon regardlng o ‘
products ncludmg the addresses for submlsswns L

19 j" thleen D'_'wes Regulatory Pro;ect Manager at (301) 796-2205‘;‘?-’ i

o Smcerely, e

- o ek

- 'Curt1s Rosebraugh, M. D M P H
"o Acting Director -
ST © Office of Drug Evaluatlon I
IR Center for Drug Evaluatlon and Research

Jal n.and'Immed1ate Contamer Labehng




