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Novartrs Pharindceuticals Corporatlon L L T -
- One Health Plaza - I R : -
‘ -EastHan‘over-, NJ '07936-1080 ' : Ce - . " '
" Attention:- Frederrck De Brito, PhD -
T 4 Assoclate Dlrector Drug, Regulatory Affaxrs

. Dear Dr De Br,rtO’ ‘

. Please refer o’ your brologrcs hcense apphcat:lon (BLA) dated December 15 2008 rece1ved
‘December 17, 2008 subrmtted under section 351 of the Pubhc Health Servrce Act for Ilans

" ‘(canakmumab)

' We acknowledge recerpt of your subrmssrons dated J&nuary 14 February 3,5,6,9, 11(4), 12, 19
20, and-27, March 9, 13(3), 20, and 31, April 1,6, 8, 9, 15,17, 27(2), and 29, andMayl 5,
15(2), 18(2), 20 and 27, and June 8 2009. ) , _

We have approved your brologlcs hcense apphcatron for Ilans (canakmumab) effeetrve this date, .

- Junie 17 2009, You are héreby authotized to introduce or deliver for infroduction info interstate
. commerce Taris (canakmumab) tinder your ex1st1ng Department of Health ‘and. Human Servwes
_U.S: Ligense No, 1244 Tlaris (eanakmumab) is mdrcated for ‘the 'treatment of Cryopyrm '

o .Assocrated Penodlc Syndromes (CAPS)

 Your apphcatron for Ilarrs (canakmumab) was not referred to an’ FDA adv1sory\ commrttee
 begause your- productis a inember of the class of interléukin (IL)-»l blockers ‘and the safety and
o 'efﬁcacy data did not pose unique ¢oncerns beyond those apphcable to the already approVed
' ‘brologlc products in the IL—l blocker class for the 1reatment of CAPS :

N Under this lrcense you are app : ved to- manufacture canakinumab drug substance E your S
- Novartls Pharma, S.A.S., Huningue; France, facility. The final lyophihzed drug product will be o
manufaetured labeled, and packaged at the Novattis Pharnid, AG, Steir; Smtzerland faclhty '

..+ You miay label your product wrrh the propnetary name Ila.ns and market 1t m 6-mL smgle-use

- 'vrals,eachcontammg 180mgofcanakmumab / . e e

The expn'atron datrng perlod for Ilarrs (canakmumab) shall be- 15 months from the date of | .

‘manufacture. whgn stored at. 2° t6 8°C.: The date of maitufacture shail:be defined asthe date of .

oo of the formulated drug product. The datrng perrod for. your drug substance . W‘l g
. shall be 18 months when stored at < -60°C R e i
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You currently are not reqmred to submlt samples of future lots of Ilans (canakmumab) to the-
Center for Drug Evaluation and Research (CDER) for release by the Director; CDER, utider 21
CFR 610.2:. We will continue to monitor coimpliance with 21 CFR 610.1, requiring completion
of tests for conformlty w1th standards appllcable to each product prior to reIease of each lot.”

REOUIRED PEDIATRIC ASSESSMENTS

e

Under the Pedlatnc Research quuty Act (’PREA) (21 U. S C. 355¢), all apphcatwns for new
active mgredlents, new indications, new dosage fotms, new dosing regimets, or new routes of -
‘administration are required to contain an assessment of: the safety and effectlveness of the
product for the claimed mdlcatlon in ped1atnc patlents unless this requlrement is wa1ved
deferred or mapphcable - : -

Because Ilans for this indication has an orphan drhg des1gnat1on, you are exempt from thts
: _reqmrement for this action. .

Ty

' POSTMARKETING RE UIREMENTS UNDER 505(0)

~

. Sect10n 505(0) of the Federal Food Drug, and Cosmetlc Act (FDCA) authonzes FDA to reqmre
holdérs of approved drug and ‘biological product applications to conduct postmarketing studles

~ and clinical trials for certam putposes, if FDA makes certam ﬁndlngs requlred by the statute
(sechon 505(0)(3)(A)) i

: Durmg rev1ew of the BLA it-was noted that the current Wotking Cell Bank was manufactured
usmg human serum albumm (HSA) sourced from non-U.S.-licensed sources. It was assessed that —
the risk for transmwstble -spongiform encephalopathy (TSE) was extremely low dnd that this
shiould not prevent approval of the BLA. "Howevet, to further reduce the very low riskof

. poss1ble TSE transmission, the FDA has determined that a new working cell bank using U.S.-

~ licensed: Jiuimian serurm albumm must be estabhshed and used for the. manufacture of all future
canakmumab lots

.,Add1tionally, we. noted durmg the rev1ew of safety data in BLA 125319 that there were
insufficient clinical data fo-detérmine the safety of thher doses. of Tlaris (canakihumab), i.¢., 4
mg/kg subcutaneously for patients weighing 15 to 40 kgor 300 mg subcutaneously for patients
weighing >40 kg, when patients from these weight groups were not respondmg to the. doses of 2
mg/kg or 150 mg subcutaneously, respectlvely : _ .

. We have determmed that an analys1s of spontaneous postmarketmg adverse events reported -
under subsection 505(k)(1) of the FDCA will ot be- sufficient to identify an unexpected serious.
risk of transmissible sponglform encephalopathy (TSE) that could be associated with tise of -

- ,human sérum’ albumin sourced from non-U.S -licensed souirces or to 1dent1fy an unexpected
senous risk of hlgher doses of Ilans)(eanakmumab)

' 'Furthermore, the new pharmacowgllance system that FDA is reqmred to estabhsh under sectlon .
' 505(k)(3) of the FDCA has not yet been estabhshed and is not sufﬁclent to 1dent1fy these sendus B

- nsks
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T herefozfé:, based on abpropﬁafe scientific data, FDA has determined that you are required to .
conduct the following:" S T ' : ‘

1. Develop a study protocol for establishing new working cell banks using huinan serum . -
albuinin obtained from a U.S.-licensed source. The protocol should include aceéptance
ctiteria for cell culture metrics and canakinumab quality attributes; and provide limnits
that assure that validated ecll generition time from the Master Cell Bank will be

_maintained. . R o : :

~ Theti été‘lble you suBmitted on Juné 15,2009, states 'thét.you will cohdﬁct this study
 according to the following timetable: s e -
_ Final Protocol Submission: . B o February 2010
New Working Cell Bank Established - - July.2010
- Final Repott submission - July2010 -

Finally, we have deté_rminéd that pnljr'a'qlinical trial (rgifthér'than a nonclinical or observational
 study) will be sufficient to identify an unexpected serious risk associated with use of Ilaris
(canakinumsb) at higher doses and in the weight groups indicated above. -

; Tﬁerefor.é, based on gpprppriéie scientific data, FDA has deténniﬁed that you are required, to
condugt the followin: E ' L .
2. "Cmﬁp'letéian_d report the 61:1'going; oﬁénilabcl, chmcal trial D2306 invesﬁéating the 'séfet'y of

~_ higher doses of Ilatis (canakinumab). Patients in’trial D2306 who afe non-tesponders to 2
- -mg/kg subcutaneously for pgfients.yi(eighing 15 to-40 kg or. 150 m§ subcutancously for

. patients weighing >40 kg will receive escalating doses to 4 mg/kg subcutaneously for

‘patients weighing 15 to 40'kg or 300 mg subcutaneously for patients weighing >40kg.
' The timetable you subitted on June 15, 2009; states that you will conduot this trial
* according to the following timetable: ’ R : IR :
" Trial Coﬁlple’qion Date: by June 2010
Final Report Submission: . by September 2010

3 : Cqmplefeiand rcpbirt the ongoing, multiéérite;; Opejn'—label; _6-mdr§ﬂ1, clinical trial D2201

_investigating the safety of higher doses of Ilaris (canakinymab). Patients in trial D2201 wﬂl
Teceive a do's.e of 4 mg/kg subcutaneously for patietits weighing less than 135 to 40 kg. '
The tiih-efable.ydu subinitted on'June 15, 2009, states that you will conduct this trial

" according to the following timetable;- . o

' Thial Completion Date: by November 2010
. Final Report Submission: - by Janvary 2011° ¢
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Submit the protocals to your IND 100040, with a cross-reference letter to this BLA 1253 19.
‘Submit all final reports fo your BLA 125319. Promineritly identify submissions with the
following wording in bold capital letters at the top of the first page of the submission, as

appropriate:

s REQUIRED POSTMARKETING PROTOCOL UNDER 505(0)
'« REQUIRED POSTMARKETING FINAL REPORT UNDER 505(0) .
» REQUIRED POSTMARKETING CORRESPONDENCE UNDER 505(0)

Section 505(6)(3)(E)(ii) of the FDCA requires you to report periodically on the status of any
study or clinical frial required under this section. (This section also réquires you to periodically
report to FDA on the status of any study or clinical trial otherwise undertaken to investigate a
safety issues Section 506B of the FDCA, as well as 21 CFR 601.70, requires you to report- : .
annually on the status of any postmarketing commitments or required studies or clinical trials.

FDA will consider the submission of your anhual report under section 506B and-21 CFR 601.70
to satisfy the periodic reporting fequirement under section 505()(3)E)(ii) provided that you-
include the elements listed in 505(0) and 21 CFR 601.70. We remind you that to comply with
505(0), your annual report must also include a report on the status of any study or clinical trial
otherwise undertaken to investigate a safety issue. Failtre to submit an annual report for studies:
or clinical trials réquired under 505(c) on the.date required will be considered a violation of

- FDCA section 505(0)(3)(E)(ii) and could result in enforcement action. .~ ~

" POSTMARKETING COMMITMENTS
REQUIREMENTS OF 21 CFR 60170

NOT SUBJECT TQ THE REPORTING -

" We remind you of your postrarketing comfnittnpnts: described in your email dated June 15; -
2009, and outlined below: .~ . S ‘ -
4. To provide an evaluation, summary, and daté} that éonﬁrm the édeqﬁacy of the p;opoSeH
“equilibration time requiréd for thawed bulk drug substance to prevent excursions of drug
* product turbidity. ' R ~ S A
~* - Study Completion Date: by December 2009
Final Report Submjssion: by February 2010

5." To perforn validation studies on a S — _ for canakinumab drug b(A)
substance. The protocol, final report, and the proposed specification will be-submitted asa :
. CBE-O supplement. -~ = - T L

~ Stady Compl‘eiidri Date: " " by October 2009 S )
- - Final Report Submission: , by November 2009 . -

. 6. To rhbnitgr céhakinumab drug hrqduét for the .éppearlz'mcg of ne-w—bén'ds"wh,en _cémﬁared to o
- reference standard during the - —_— " assessment of registration stability . b(4)

testing, and to sét an apptopriate _— " specifications relative to reference
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'standard upon avallablhty of 24 months of reglstratlon stablhty data for canakmumab drug
product The proposed specrﬁcatlons and stability data w111 be prov1ded as a CBE-0
supplement .

Study Completlon Date: by September 2010 -
Final Report Subrmssmn by November 2010

7. To perform stabrhty testmg on at least one marketed drug product lot and one drug substance
- ot annually for each year in which dmg substance and/or drug product is manufactured, '
using the post-approval stability protocol speclﬁed in the BLA. “The ﬁrst update—wﬂl -bg————
: mcluded in an annual report )

'Study Completion Date: o by.J’u_ne 2010
' Fin’al Report Submission' by August 2010

- 8. To assess release and shelf life speclﬁcauons for canakmumab drug siibtance and drug
- “product after manufacture of 15 lots Speclﬁcatlons assessment and supportmg data will be
provxded . _ cLe

Study Completlon Date - by Ju‘ne_ 2014 -
Final Report Submission: by Augu'st'2014

9. To quahfy the addltronal blochermcal charactenzatlon assays that will be used in support of”
. establrshmg anew canakmumab reference standard Qu 1ﬁcat10n of cmrently used assays -
“will'be subrmtted : :

- Study Completron Date: by Decembei 2009
' Fmal Report Submlssmn by February 2010

" ADVERSE EVENT REPORTING '

I

- You must submrt adverse expenence reports under the adverSe eXperrence teporting

& _‘requrrements for licensed b1olog1ca1 products- (21 CFR:600.80).- We ask that you submit any

adverse event reports related to mahgnancy, serious 1nfect10ns (mcludmg opportumsttc
infections and- tuberculos1s), serious. hemorrhage and setious “skin redetions (€.g., Stevens
h{ ohnsoh Syndrome toxic ep1dermal fiecrosis, and erythema multlforme) as 15-day reports per -
Tépoifing regulation 21 CFR 600.80. Seriou's events are defined as events leading to death,’ )
hospitalization, dlsablhty, or reported as life’ threatemng You should submit postrnatketing
_adyerse experienee réports to the Central Document Room, Center for. Drug Evaluation and
_ Research, Food and Drug Adrmmstratlon, 5901-B Ammendale Road, Beltsvrlle, MD 20705-
- 1266 Prommently 1dent1fy all adverse expenence reports as descnbed m 21 CFR 600. 80

The MedWatch—to—Manufaoturer Program prov1des manufacturers w1th copres of senous adverse
-event feports that are recelved directly by the FDA, New molecular entities and nnportant new

" biologics qualify for’ inclusion for tliree years after approval. Yout firm is ehg1ble to feceive
coples of reports for this product. To partlcrpate inthe program please see the enrollment

i
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- mstructlons and program descnptron details at

httn //www fda. ﬂov/Safetv/MedWatch/HowToReoort/ucmO85692 htm

You must submlt d1str1but10n reports under the dlstnbutron reportmg requlrements for hcensed

.-brologwal products (21 CFR 600 81).

Youmust subrmt reports f blologlcal product devratmns under 21 CFR 600.14. You should
promptly 1den11fy and investigate all’ manufacturmg deviations, including those associated with
processing, testing, packing, labeling, storage, ‘holding, and dlstnbutlon If the deviation'
involves a distributed product, may affect the safety, purlty, or potency of the ptoduct, arid meets
thee Gther ctiteria in the regulation; you must submit a report on Form FDA 3486 to.the Division

- iof Complrance Risk Management and Surveillance (HFD-330), Center for Drug Evaluation and
Research, Food and Drug Adnnnrstratron 5600 Fishers Lane, Rockville, MD 20857. ‘Biological

product: deviations sent by courier or overnight mail should be addressed to Food and Drug

B Administration] CDER; Office of Compliance, Division of Compliance Risk Management and

Surveillance, 10903 New Hampshire Avenue, Bldg 51, Room 4203 S11ver Sprmg, MD 20993-

'\ PR . - '. -
CONTENT OF LAQEL]NG '
Wrthm 14 days of the date of this letter submrt content of labelmg [21 CFR 601. 14(b)] in

' structured product labellng (SPL) format, as desciibed at _

SIWWW. pl. tml that is identical in content to the enclosed Iabehng
text, Upon recerpt ‘we will transmit that version to the National Library of Medicine for pubhc
dissemination, For admmlstratlve purposes, desrgnate this submlssron “Produot o

' CorreSpondence Fmal SPL for: approved STN BLA 125319/0 SR

"We remmd you that pursuant to 21-CFR 201 57(c)(l 8) and 201.80(5)(2), patrent labelmg must be

reprinted immediately following the last section of labeling or; alternatively, accompany the
prescription drug. labeling.” We request that the labehng approved today be avarlable on your
websrte wrthm 10 days of recelpt of th1s letter ' , .

IMMEDIATE CONTAINER LABELS

Subrmt final prmted carton and contamer labels that are 1dentlcal to the enclosed draﬁ labels as
soon as theyare available but 10 more than 30-days after they ate printed. Pléase $ubmit these”
labels electronlcally accordmg to the gurdance for industry titled Providing Regulatory

Submiissions in Elecironic Format — Human Pharmaceutical Product. Applzcatzons and Related

Submissions Using the eCTD Speczﬂcatzons (October 2005). Alternatrvely, you may submit 12

~ paper copies; with 6 of the copies individually mounted on heavy-werght paper or similar

material. For administrative putposes, designate this submission “Product CorresP(mdence -

~" Final Printed Carton and Container Labels for approved STN BLA_ 125319/0 Approval of

thls submisswn by FDA is not requn'ed before the labelmg is used
s

‘ X B T
- Marketmg ‘the product with labelmg that is not 1dentrcal to the approved labelmg text may render
- the product rmsbranded and an unapproved new drlig D
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,PROMOTIONAL MATERIALS SRR L

You may submlt draft copies of the proposed mtroductory advertlsmg and promouonal labehng
with a cover letter requesting advisory comments to the Food and Drug Administration, Center
* for Drug Evaluation and Resesrch, , Division of Drug Marketing, Advettising and
'Commumcatlon, 5901-B Ammendale Road, Beltsville, MD-20705-1266.. Fina] printed .
advertisifig and promotional labeling shauld be submrtted at the time of 1n1tial dlssemmatlon,
accompamed bya Form FDA 2253. ' i -

All promotlonal clarms must be consrstent(ynth and not contrary to approved labelmg You -
should not make a comparatlve promotronal claim or claim of superlonty over other products
unless you have substantial evrdence to support that claim; o
Please fefer to _ ~ '
. hitp/fwww: ngov/Drugs/DevelopmentApprovalProcess/HéwDrugsareDevelopedandApnroved/ d
" . ApprovalApplications/TherapeuticBiologicA: lications/default htm for information regardmg -
therapeutrc brologxcal products mcludmg the addresses for submlssrons A

| If you have any. quesuons, contact Ramam Sista, Regulatory PrOJect Manager, at 301-796 1236

.~ Sincerely, -

Curtls J Ro ebraugh MD MPH ‘ Lo
: Director ; : ST

A - Office of Drug Evaluatron i} PURI

Center for Drug Evaluatxon and Research

" Enclosures:

Package Insert : '
Pitient Package Insert . - .-
Caxton and inimediate contamer labels






