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B "‘Dear Ms Karp

L :'Your apphcatron was not referred t-an FDA advrsory commrttee for the follounng reasons
.. Your productis a member of the class of previously approved pharmacologrc agents that-
..+ includes adenosine 1nJect10n is molecularly similar t6 adenosine;-and has:a s1mllar purported

i.mechanlsm of action to:adenosine: ; Your clinical’ study desrgn 1ncluded compansons of your - SRR
e '-drug S safety and efﬁcacy to adenosme and these comparlsons d1d not ralse addrtlonal safety o
e concems fOr Lexrscan in the mdrcated patrent p0pu1atlon‘ - SERT R

Publlc Health Servnce

RS Rockvulle MD 20857

o 3-CV Therapeutlos, Inc

= Attn: Carol P. Karp -
- Semor Vlce Presrdent

- - Regulatory Affairs, Qual'lty. and Drug Safety

S '3::7"_:'2'3172 Porter Drive = .. . <. _ AR L
. '-;'l;»PaloAlto CA( 94303 S RN

.........

': Lex1scanTM (Regadenoson In_]ectlon)

» jﬁ':_.ﬂ_: ;.We acknowledge reeelpt of your submlssmns dated August?and 22 2007 September 14 2007,_-'-: . L
o 3-,::'-October3 5, and 19, 2007; ‘November 16, 26, ‘and 30, 2007; December3 12,18,20 ard 21, - AR
' .:"'2007 January7 2008 February 18 27 and 28 2008 and March7 12 13 24 25 and 26 2008 '

}Th1$ niew drug appllcatron provrdes for the use of Lemsoa.nTM (Regadenoson InJectlon) for use as-f S
fe i a pharmacologlc stress agent for radlonuchde rnyocardral perfusron 1mag1ng 0: 4 mg/5 rnL '
'._i';-;i(OOSmg/mL) -/-.:, S':‘k? R : : ; : D

T j: " Food-and Drug: Admmistratlon

e _'Please refer to your new drug apphcatron (NDA) dated May 14 2007 recelved May 16 2007 BN

B j'We have completed OUF review of thrs appllca’uon as am\ended It is aprfrove_d effecuve on the AN

S ._"date of th1s letter for use as recommended in the enclosed agreed-upon labehng text

5 "LIANSYR Syringe; when stoted at controlled Toom temperature (25°C with: - ©-
rsions in 15° C10 30°C: perrmtted) “You may extend the' exprratron datmg perlod
based on the satlsfactory accrual of real tlme data and report it inan annual report

SEEN .f,'é.Weremmdyouofthe fouowmg :}7;‘ :.gfi o ;z‘:f Z_??t;;if -j;_.:-:;i'. .fﬁ,f?::_ff, .'if RIS

1 An explry perlod of: 30 rnonths is granted for Regadenoson InJectron in 5 ml, v1a1 and m o I




R -CARTON AND CONTAINER LABELS

S '-RE'_UI;"'D_PEDIATRIC“A;'SSES}_ME"l'_'S _ o

L f{_deferred or. mapphcable

e
Page2 T P

2 Under sectlon S 2 5 of your NDA 1t is stated that process validatlon and/or evaluatron is j ~ e

i product manufacturmg processes aré expected to be evaluated by manufacturlng

R : . approptiate. batches.to demonstrate: the validity of: the processes at the time-of . - - {- RS R
-+~ commercialization. You may 1 refer to ICH Q7A and FDA Comphance Pohcy Gulde o
" (CPG) 7132¢.08, Sec. 490, 1000, Piocess Validation Reguirements for Drug Products and o

c Active Pharmaceutrcal Ingredrents sub_]ect to Pre—Market Approval March 2004 for

SRR detalls

L j;:?CONTENT or LAM

_:content oflabelmg [21 CFR 314 50(1)] in structured product labehng (SPL) format as descnbed B
et fda. c/dati cil/s

:html that is identical to the ériclosed labeling text for

o - the. package ingert. Upon recelpt )we will transmit that version to'the National Library c of :
s Medicine for. public dissemination, For admrmstratlve purposes please desrgnate thrs o = o
R subrmssron “SPL for approved NDA 22 161 . ' S R .

L -".,:' : Under the Pediatrlc Research Equrty Act (PREA) (21 U S C: 355c), all apphcatlons for wew:
LU acfive ingredients, hiew indications, new dosage forms, new dosing regimens, or new routes of e
L -;'__'adm1mstratlon are requlrcd to contaln an assessmen.t of the safety and effectlveness of the SAREETETI S

.]:. ;-:

: We are walvmg the: ped1atr1c requrrement for th1s apphcatlon because the necessary studres are
L : 1mposslble or h1gh1y unpracucable, due to the fact that the number of pedlatrrc pa’uents who

e

o : . -'Z\ R A
LT ,.Submlt ﬁnal prmted carton and contamer labels that are 1dentlca1 to the enclosed\carton and F T
... immediate containier labels and as oo as they are available, but no more than 30 days.after dhey .
- areprinted. Please ‘submit these- labels electromcally accordrng to the gurdance for mdustry trtledv EREURE
"= - Providing Regulatory Submissions in Electronic Format'~ Human Pharmaceutical Product '
" Applications and. Related Submissions Usmg the eCTD, Speczﬁcatzons (October 2005). . S
= Alteratively, youmay submif 12 paper copies, ‘with 6 of the copies: 1nd1v1dually mounted on’ L
.. “heavy-weight paper or similar material, For administrative purposes, designate this submission . . =" <
7. “Final Printed Carton and Container Labels for approved NDA\22 161 » Approval of thls _' G
Lo subm1ss1on by FDA is not requrred before the labehng is used R

. L. ) L ) . : ) X ! X . X . »4 . . . .
RN u.'Marketlng the product w1th FPL that i$ not 1dentrca1 to the approved labehng text may render the- R
SR product nnsbranded and an unapproved new drug - R P P SR




o NDA 22 161

- (FDAAA) -amends the Federal Food, Drug; and Cosmetic Act to authorize FDA to require - -

; -'and chmcal trials for certain purposes, if FDA makes certain ﬁndlngs requrred by the statute

L o 3»We have determrned that an analys1s of spontaneous postmarketrng adverse events reported

1% .+ inder subsection 505¢k)(1), will not bé sufficient-to assess the signals of serious risk_ of
SRR pulmonary adverse effects in patrents with bronchoconstnctrve disease followmg

-+ administration of Lexlscan, nor. will it be: sufﬁcrcnt to assess’ the signals of sérious I‘lSk of

RS :'adverse effects in patients w1th moderate or worse chromc kldney dlsease followrng
' "“_-.admuustratron of Lexrscan s _ _ |

- i.Furthermore, the new pharmacovrgrlance system that FDA is' requlred to estabhsh under
K srgnals of a serious rrsk
I -fj"‘Fmally, we: have determrned that only chn1ca1 tnals in whlch patlents wrth defmed

: “_ undetlying risk are! ‘catefully. évaluated for at least 24 hours “following admmrstratron of
T Lex1scan w111 be sufﬁcrent to assess the srgnals of senous r1sk of adverse effects Lo

A .-Therefore, based on appropnate screntlﬁc data FDA has determmed that you are requlred
L7 L - pursuant to: section’ 505(0)(3) of the Act, to conduct the followmg postmarketmg chmcal

'E-trralsofLex1scan R TR R N PR

The trmetable you submltted states that you W111 ct‘)nduct thls trral accordmg to the followmg
tlmetable A ; P SRR T L RS

AT ‘Trial‘;Start':'v“ i by April 2009
= ﬁ'“} o Flnal Report Submrsswn by Aprll 2011

2 A chnlcal trlal to examme the serrous adverse effects of a srngle O 4mg dose of

L Lex1scan in approxnnately 300 patrents with moderate (or worse) chromc krdney
R E disease (Stage 3ot greater/usmg NKF GFR deﬁmtlons) Patient, follow—up for the

S PR ‘détection of adverse reactions will: extend overa tlme perlod of at least 24 hours I
BRI ,-'followmg Lexrscan adrmmstratlon ' e e S

" holders of.. approved drug and blologlcal product apphcatrons 1o conduct postmarketmg studres n

Cpages i-i.;i T

.‘ T1tle IX Subtltle A Sectlon 901 of the Food and Drug Admrmstratron Amendrnents Act of 2007 .

e :11..;' :A chmcal tnal fore examing the pulmonary adverse effects of a srngle 0. 4mg dose of Lexrscan -

S approxm‘lately 600 patlents witha broad severrty of bronchoconstrrctrve disease: (300 w1thj e

. agthma; 300 with COPD). Patlent follow-up for the detéction of adversé reactions will s } o
R extend over a t1me perlod of at least 24 hours followmg Lexrscan admrmstratlon. SO S

Protocol Submrssron ’ byOctober2008 -

(sectlon 505(0)(3)(A), 21 U S C 355(0)(3)(A)) Thrs provrs1on took effect on March 25 2008 B :

o section 505(k)(3) has not yet been estabhshed and is therefore not sufﬁcrent to assess these ' :- . f_.f“: REER




o Reqlured Postmarketlng Tri‘al Final Reportunder 505(0) oot Bt el
= Requlred Postmarketmg Trlal Correspondence under 505(0) R :5" T

NDA22 151

' Page4
' The t1metable you submltted states that you wﬂl conduct th1s tr1a1 accordlng to the followmg . ‘: T
: -:‘;.".,nmetable UL L

Protocol Subm1ss1on S ;ﬁ?_iby October2008 | * IR R

" Trial Start:- S :_-*byApr112009
Fmal Report Submlssmn F_by Aprll 201 1

S .A; :f:"Please use the followmg des1gnators to prommently label all subrruss1ons mcludmg e
" EA supplements, relatmg to these postmarketlng study requn'ements as approprrate S :

Requlred Postmarketmg Trlal Protocol under 505(0)

- You are requlred to report penodlcally to FDA on the status of these studles pursuant to sectrons L
T 505(0)(3)(E)(11) and 506B of the Act, as well'as. 21 CFR 314, 81(b)(2)(v11) and 314. 81(b)(2)(v111) S
. :Under section: 505(o)(3)(E)(11), you are also required to perrodlcally report to. FDA on the status .. - RN

~-lof any study or trral otherw1se undertaken to 1nvest1gate a safety issue assocrated wrth Lex1scan ST

Lo Submrt chemlstry, manufactunng, and controls protocols and all ﬁnal reports to thls NDA

| : : j .~ You may request advisory comimenits on proposed 1ntroductory a'dvertlsmg and promot10na1
.. " labeling. To do'so, submlt in trlphcate a cover letter. requestlng advisory comments, the U
AR jproposed matenals 1n draft or mock—up form wlth annotated references and the package msert(s) Lo

i = Food and Drug Adrmmstranon
., Center for Drug Evaluation and- Research

o "3":'D1v1sron of Drug Marketmg, Advertlsmg, and Connnmncatlons S
“'’5901-B Ammendale Road R

: --‘}f" 'Beltsvﬂle MD20705 1266

ir 'ert(s), at the t1me of 1n1t1al dlssemlnatlon or pubhcatlon accompamed by a F orm

TLn . more ].ormatlon about subm1ss1on of promotlonal materlals to the D1V1s1on of Drug Marketmg,
L Advertlsmg, and Communicatrons (DDMAC) see WWW, fd_gov/cder/dm L

e Please submlt one market package of the drug product when 1t 1s avallable = -.; ; :’

s : ' As requlred under 21 CFR 3 14 81(b)(3)(1), you must subrmt ﬁnal promotlonal materrals, and the ; . A.-:t' L - { s

- If you 1ssue a letter commumcatmg 1m.portant safety related 1nformat10n about this drug product . E .
T (iesa a“Dear Health Care Professional” lettet), we. request t that you subm1t an electromc copy of N
O ..._jthe letterto boththls NDA and to the followmg address LT : R R AR




NDA 22-161
Page 5 -

MedWatch

Food and Drug Administration
HFD-001, Suite 5100

5515 Security Lane.
Rockville, MD 20852

” We remind you that you must comply with reporting requirements for an approved NDA (21
CFR 314.80 and 314.8]).

The MedWatch-to-Manufacturer Program provides manufacturers with copies of serious adverse
event reports that are received directly by the FDA. New molecular entities and important new
biologics qualify for inclusion for three years after approval. Your firm is eligible to receive
copies of reports for this product. To participate in the program, please see the enroliment

instructions and program description details at www.fda. gov/medwatch/report/mmp.htm.

If you have any questions, call Tiffany Brown, Regulatory Health Project Manager,
~ at(301) 796-1972.

Sincerely,
{See appended electronic signature page}

Richard Pazdur, M.D.

Director

Office of Oncology Drug Products
Center for Drug Evaluation and Research

Encvlcv)'sui'e:v Package Insert and Carton/Container Labels




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Richard Pazdur
4/10/2008 04:42:07 PM



