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DESCMIPTION

CORVEAT Injection (Ibutitide fumarate ln]ootlon)ol: &0 antiarthythmic drug wiih redomi
nantly glase I\1 sg.rulu action potlnltl;ffclom.l ) properties According 1o the Vaughen
Willlams Claasi] alion. Egch miNintes CORVERT Injection containe 0.1 mg of ibulilide
fumarate (equivaient to 0.087 mg ibutilide 17ee Dave), 0.189 mg sodium uoou?o trihydrate,
ll,?;m sodium ohloride, hydrochlorio acid to adjust pH to Spproximataly 4.8, and Water for
njection.
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CORVERT Injection (s an Isotontc, cloar, ooloriess, sterile aqueous solution.

Ibulliicda fumarats hee o8 chirsl center, and exists g» » racamate of the (+) and (-)
snantiomers. .

The chemicei name rar ibutitide tumarate ia Msthanesulionsmids, N-{4-{4-(athytheptyi.
lmlno).lvhyﬂmvamyl)phonm. {*) (-}, (8)-2-butensdionts (1:0.5) (hamifymargte i), fig
mplacuiar 19rmulg i Cegh 8. 6nd ils molecular weight te 442, 2.

butliide tumaraie wa ‘11 @ 10 off-white powder with an aqueous solublifty of over 100
mg/mL at pM 7 of lower.

The structural formula is repreaented below:
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CLINIOAL PHARMACOLOGY ' ,
Machaniem of Action: CORVERT Injgction rnmm sotlon potentlsl duration tn lsolaley
adull oarding TYOoyles and Incresses doth alrig) And ventdoulyr refractoriness in wyo, e,
class ) olootropnnlolwl: oflects. Voitage olsmp studies indicate thgt CORVERT, ai
nanamolar conaenirations, detays repotanizalion dy aeth o! & slow, inwary it (pre-
dominantly sodiym), 7ather than b{ blooking vutward potbsalum currente, which Ig the maoh.
Sniam by whioh méat other olass W lntlarmmmlu ct. These eMects lead to pratongation
of airel and vaninculpe, action pdiontial duration and refractoriness, he prad, t ol
&hﬁl;l'op.le" pé:lnnblpl ©} CORVERT in humans tgul Are thaught to be the basls for its antigr-
¢ ¢fa . . - ) . ' '
Blsotrophiysietogio Eitects: CORVEAT praduces mild siow! of the sinus rate and girk
oveniriouisr condustion. CORVERT breduoss no :rlmlw llenwum et on ORS duration
. mt‘u'dom vi (2 0.03 mg/kg agministered over o 10-minyta period. Although there
fa no ssiabliéhed /elationship betwasn plasme fone.mullcm snd sntierrhythmic gNect,
CORVERT broduass dose-related prolongation of the QT interval, whioh is thought ts e
asacciated with ils snllemythmic gotiviy, (8s2 WARNINGS for ul.llonthlf betwean QTe
groiangation and toraades o poln_lr-typo arivythmias.) tn & Sludy in healthy valunissrs,
Intraveriols infusians of CO VERT resulted in prolongation of. the QT interval that was
Oirgotly ﬂvf.rﬂllﬂl with ibutilids plasma eencentration duning and after 10-minuty and 8-hoyr
Intugions. ‘A & oep tbutilige goncantration/response (QT prolcngarlon reiationship wag
shown. The maximum effect Wax 8 function of both the dose of C. RVERT and the Injyyion
rate. . . . ' ) L
Homoﬂvnoﬁ\go Eftsote: A Study of hemodynamic funetion In patisnt with efeeiton rrach
bath above ‘imd balow 38% ghowey 0 clinically significunt effects on cardisc quy ut, mea
puimonsry arterial p . of pul Yy I8ty welige pressurs ai doses of AVERY
vp io 9.01 mnlkf‘ . . . . o
Pharmaookinetics: After Intravenous infusion, IButlilde pilasmg conqentrations replaly
decreass in » multiexponential faghi kinatics of ibulhide are h ly verigble
among T, Gutide hes a N sysismic ‘plasma clsarance thet approximates liver
dlgod o abgut 6 mL/minvkg), o l(?‘ m:g&ruu volume of dlatribution (sboul 11 kg)
2 () Pew

In heatthy. botumdare, and minimat | out t8in binding. tautllide is ales olared
T and nlgh:y'dmrlbuw In patienls belng treated for atal Rutter or airial fidrliation.
The elimingtio, haif-life averages About 8 hours (range from @ 19 13 hours). The pharmaco
kinetics of lbutilide sre linear with resgeet {3 the dpes of CORVERT over the doss rangs of
0.0v mg/g o o.w mg/kg. The ”?n tiomers of Ibutiiice fumarats have phsrmgookinelc
provartiss simiar Vo adeh ather and to butiticte fumarate. !
The pharmacokinélics ot CORVEAT in oction in patients with Atal futter or dtrial Mdrike.
tlon.are similar tegardiess of the pe of wrrhytmia, patient agh, Svx. of the ooncomitant
v Ay v&n. lefm ehannsl 99, or beta Dipokers. - R . :

. and m{ruw In haathy mais volintesrs, anout 82% of 4 0,01 mg/g dave of
['4C] toutlice lumri wrulo%om_ In the urine (wbout T ¢t the dose ag unshanged (bu-
tiige) and the rmhindér Abolt 19%) waa recovered jn the'leces, i

Eight metabaiitys of butiiide Ware dsectad in metabolic profiling of urine. pu Metado-
iltag are thougni t be fermedq pmnam{ by g-oxidation feliowed by sequentia pyq.'auﬂon af
the Paptyl ehain of Ibutliide. O hn'o?qht matatoliles, only the @-hydroxy metaboiite

pseitey class II1 Slestrophysiclnglo prepectias simitar 15 that of ioutfide in an in 19 izo-
e { myoeardiym model. The pissma aoncentrafiens of tnie o ve mMeisnotity, How-
over, 476 ineg (han w"t of that of !butﬂldo. . . '
Glinical Brudies: Tohumant With Mntsaveneus butlide fumarate for moute 1éfmIRation of
redent onvet airia! flutierAidriliation Was evaiuatel in 488 batients partisinating in two a0
gomixed, doudle-biing, placabo-conirotted clinics! trtals. Pationts had had their arthythmins
far 3 hours (9 QU days, were anticoagulated for at isast X wesks if alrial fibrikation was pre-
0nt ‘mare than 3§ days, h‘c Serum potassium of at least 4.0 mEgL ang QTc below 440
mees, and were monitored by telametry for ot Inpst 24 hours. Patien could not be on class
T or Gther slaks 1T antier, yn?mlu (theas had {0 be disoontinued s (east 5 hall-jives prigr to
infualan) but couly b: N calgium enannsl biockers, bela blockera, or dighyin. In one (riat
6ingle 10-minute INUEIARR A 0 NAK 16 4 Aae o ?



e g vl Qi "Wnas or atrial hbrillg.
i die Sinniar reQardiass of the "f. of arrhythmia, patien age. sex, or the concomitant
usé of digoxin, calgium chennel biookers, or beta blockers, .
Mo and aliminatien: In healthy mals valuniesrs, about 2% of u 0.01 mog'mg Jose of
{1*C) Idutilice fymarate Was excraled in the uring (abaut 7% gf ihe doss as un oNQed ibu-
tiide) and the remeinder (about 18%) was rscovered in the feoes. .

Eight metabolltes of ibytikde were detectad In matabolio profiing of urine. Theee melabo.
Utes are thought 1o be formed primanily by e-oxigation followed by sequential A-oxidation of
the heptyl side chain of Ibutilige. Of the eight maetabolites, only the arhydroxy mstabsite
988804 Clase 1] alactrophyslologio properties simjlar to thai of buthide in an in vifro igo.
abbil myocardium model. The S3IMa& goncentrations of this aotive metabollte. how-
Sver. are loss than 10% of that of ibutilide.
Clinleat Btudies: Treaiment

with Intravenous lbulilide fumarate for gcute termingtion of
‘acent onset atrlal Muderidriliation was Svaiunted In 486 patisniy particinating in two ran.
domized, double-biing, placet trolled elnloml trialy. Pyti had hed their armhythmias
107 3 hours 1o 90 days. were anticeapgviated (or ay leas) 2 weaks if atrial fibrilietion was pre-
sont More than 3 days, hed serum potaseium of at isast 4.0 mEqs. eng QTe bolow 440
mMeec, and wery monitored by telemetry for at lvast 24 hours. Patients ooule not be on clasy
1 or othey olass 11) antlarrhythmic (thess had (o be disvontinued al lesst 8 half-lives prigr te
tntusien) but could ba on Caicium channel blockers, beta biockers, or digoxin. In gne tris,
single 10-minute infyaidng of 0.00S 0 0.025 mgig were lostad In paraligl roups (0.3 {0 1.3
mg in a 60 kg peraen). In the $9CONd trial, up 10 two Infusions of Idutiiide fumarste wetg
ovaivated~(na first 1.0 mg, the ¢ d given 10 m( after pielign of the tirgt Inty-
sion, sithar 0.5 or 1.0 m?. 10 a Whird doudle-biing Study. 319 palients with atrigl Hbrittation or
airlal flutter of 3 hours Ig 45 days durstion ware randomized 1o receiva gingls, 10-minyte
Intravenous infusi of sither wotslol (1.6 mg/g) or CORVERT (1 m, 61"2 mg). Amgng
patients with girisl Hytter, 535 receiving 1 mg butllide fumarate and 70% recelving 2 m
ibutli{de fumarates converieg, compated lo 18% of those recgiving sotaiol. In patients wit
alrial fibrilation, 23% rsoeiving 1 mg ibutilide fumarate and_43% (ecelving 2 myg bulllide
tumarate cenvertad comparad io 10 of patients recelving sotalol. ’

Patients in rogisiration trinis were hemodynamieally stabie. Patlente with speciflc cardio-
Vascular gonditions aych as SyMmptomatio heart teliure, recent aquts myocardlal infurction,

. 3nd anging wers excluded. Aboul two thirds had oerdiovasculsr symploms, snd the majority
of patients had IeM giria) e "] i, d od loht lasr ejaction fraction, » history
of vaivuiar disvass, or previous N-to%el atrial Ubrliatian or fiuiter. Eleotriaal cardiovergion
Was aliowsd 90 minutes efter the infugion was compiele. Patlents equld be given other
antiarmythmic drugs 4 hours postinfusion.

Rasulis of the first two stindies are shown In the taies below. Conversion of -atrlal
Rutter/tibrilistion usually (70% of thoes who GORvarted) occurred within 30 minutes of the
slant of infusion and was doss rolated. The iatest ocnversion S800 Wae at 80 minyles atter
the start of the intualon. Most d patients Insd in ! ginus rhythm lor 24

8. Overall responges In these palisnis, definad as termination of arrnﬁhmlu for any
tength of time during of within 1 hourfoﬂowlns . intugion of mized dose, were
In the range of 3% to 44% at doses above 0.0128 mG/kg (v 2% for placebg). Twen -four
hour responsss were simiar. For thess atrial urmrlhnun, butilide was mors aff In
patienta with nutter than fierlliation {248% vs S40%). . :

PERCENT OF PATIENTE WHO CONVERYED (Firg( Yriah

1butilide
Pisosbo | 0.008 0.01 0016 | o.025
meAg | mang | mokg | mgag
A “ 41 40 38 a0
Both * Inflighy 2 12 as as @
At 24 houre! 2 12 28 42 43
Atrinl flytter Initlanys 0 14 % | 88 85
At 24 houry? 0 14 30 52 . S0
Atriaf Initiatly® s 10 85 " | ¢
e T voure? |6 10 e | o ® |

¢ Paroent of pgilents who oonverted within 70 minutes after the atan or Infusion.
¥ Percant of patlents whe femained in sinvs mythm 24 houre sfier dosing,

FERCENT OF PATIENTS WHO CONVERVED (8econd Triai)

Ibutillde ]

Placebo 1.0 mg/lo.5 mg 1.0 mg/1.0mg
n 1] [0} 71

Both-. . nlnisly® ] o “.

‘M2anount | g2 ) oW
Atrlal fiutter Witlaity® ¥ . 48 8
Al 24 hourst 2 3 8
Afrlal Inttiatiy” 4 k<! ] ) 4
e vy rrvemr: 2 T 7

+ Borownt of patients who converted within 86 minutee after the start of intuston,
? Parcent of palients wno remained n sinus Mythm 24 nours attar dosing.

Thn_numbor of pa) who remained in h# ooAverted Mythm at the wnd of 24 hours
wers eiightty lsss ihan those patisnis who oonvertad inilially, but fhe ditterence betwaen
conversion cates for butliide compared o plagebo was stil ntalistioally signitisans. In lona.
tarm follow-up, ap, raximatoly 40% of all patients remained recutrance frae, ugually wAll
-ehronle prophy) troatmant, 400 1o 500 days afer aoute basiment, rega of the
meihod af sonveraion. i N . ot

Patiania with more recent aneel af armythmia fad o higher rate of copversion. Respanas
Tales ware 42% ynd 80% for patients with onset of attial fieAliptiondiuttar for less then 0
dl{l l'n‘-nmr,no fwo eHicacy studies compersd to 16% and 31% Mose with mére chronic
arthythmiss. : - T !

bulilide was squally sftective In petisnts below and above 05 yesrs' o! ge et In men
and women. Femals petisnts vanali{uted shoul 20% al patisnty in contranted studies.
Post-cardiac lumr?:,ln & double-blind, pcullo::mup study,- 302 patlents with atrial fibrli.

~ation (n=201) or irial Tuter (nw101) Ihat ooourred 1 1o 7 daye aftet ogronary artely bypass
S graft or valvylar wraory and lasted 1 hour to 3 days were randomized to rondive twe
" t0-minute Infusteny o ba, or 0.28, 0.8 or 1 g of ibutiiide ¢ Among peti
: with atnal fiutter, canversion rates gt 1.5 heurs were: plagedo. 4%: 0.25 oy {butllige
fumarate, 56%; 0.5 m ibutide fumarate, 81%; and 1 mg tbylilide lumarats. X8%. Among
i pationta with atria) fibritation, conversion rales at 1.5 haurs were: rl-uae 20%: 0.26 mg
 butitde fumargte. 28%: 0.6 mg Ibutiids (umarste, 42%, s & o bublide umarits, 44%
The majortty af pytisnts {53% Bnd 72% in the 0.8-mg and 1-mg dese rougs, respectively)
- 9onverted (0 sinus rhythm remained in vinus chythm for 24 hours. Patlants were not glven
ether sntiarythmic druge witMn 24 hours of ibutilide fTumarate Infusion in this otudy. <
INDICATIONS AND USAGE

CORVERT Injgction is Indicated 1or the rapid conversion of atfal HbrMation or wtrial fuitvac
Of FBCWNL ONAR! 1n siniie phothm Pasiames 0 C




- [ o 32 40
L_.,..,-..-u ' At 24 hoyrg! . B 10 5 20 »

; Persent of patients who ¢onverted within 79 Minutes after the gt of Infusion,
! Percent of PAlents who remained In sinus thythm 94 hours gher dasing.

PERCENT OF PATIENTS WHO CONVERTED (8acond Trial)
tbutilide
Placens 1.0 mgi0.5 mg 1.0 mg/1.0 mg
n ] (1} (2]
Soth initleity* 2 43 “
. ~~1
At 24 hoyrs? 2 34 7
—Almt fiutter initialty” 2 48 83
Tl!d hount 2 45 59
_A_um initiity* 2 38 25
floriltion —AI 26 houret 2 21 7

* Percen of patients who Converted within 50 minytes ater the stari of infuglon.
Pargent of patents who remained in ainua rhythm 24 houra ater dosing.

The numbers ot Dalients who remained in the converted ™Mythm 81 the end ot 24 hours
Waie slightly lees (han thoss patisnis wivo converted initally, byt he difference betwesn
conversion rates ftor butliize compared 10 placebo was sti stalistically aigniticgnt. In iong-
torm foliow-up, Approximately 40% of all patiants f8mained recurrence (98, vsually wrlll%
ohrenic Prophylactic treatmeni, 400 to dnys afier acute traatmeni, regardisus of the
muthad of conversion. .

Pationts win more ragent onset of $rThythmis Amg a higher fate of conversion. Response
"at0s were 42% and so% ror Hents with onget of abrisl flbrhiationiutter for 1888 then 30
days Ln :hc wo sftioacy studt‘n oompared o 18% and 31% in those with mory chronie
arthythming, :

{butiide was oqually effective in patients below ang above 85 yeary of &0® and in men
and women. Famgle Patients oonalituted sboyf 20% of patienis in oontrolied studies.
Post-cardiyc Surgery: in a double-blind, paraiie| §rouR aludy, 302 palients with atriaf fibril-
iation (nw201) or atrigl futter (n=101) that OCOUriad 1 to 7 days gfter Soronary artery bypass
?Flff or valvular surgery ang iasted 1 hour to 3 days were fandomized 1o racelve two

-minute Infysiong of Placedo, or .25, 0.5 or 1 mg of ibulllige f, . AMong []
with strigl flutter, oonvergion rales at 1.6 hours Wwers: placebo, ¢%; 0.25 m butliide
fumarate, $6%; 0§ mg lbutilige fumarate, 61%; and 1 Mg Ibutilide tumarate, n&. Among

88 &t 1.8 hours were; ghuu, 20%: 0.25 mg

ae, 42%, and 1 mg | utllige tumargte, ¢4%,

The melonty of palients (53% and 72% In the 0.5-mg ang 1-mg o groups. respectively)

oonverted (o sinus mythm fomained in sinys rhythm for 24 hours. Patlents were ngy Qiven
other antiarthythmig Arugs within 24 heyrg of ibuttiide tumaraty Infusion in thig Study.

INDICATIONS AND ufaag

-CORVERAT Injactlon iy indicated ror the apid cenvergion of strlal librliation or atrlal Hytter
af recent ansel to sinua rh hm. Patients with atria| arihythmiss of longer duration are iess
Itkely 1o raspond 1o CORVERT. The sifectiveness af idutiuds hae not bean determined in
patients with arrhythmias of morg than 90 days in duration.

LIPE-THREATENING MRNV’I’HMIAO—APPROIMAT! TAEATMENT ENVIRONNENT

CORVERT ozn oause potentinlly ratel arrhythmigs, Pertivularly sustaineg poly
Morphie ventriouler taghycardia, usuglly in sescclation with Q7 prolangatien (ton
sadsa de pointes), but aometimes without dosumenied QT Brelongation. In ragle-
tration studles, 886 arrthythmise, whioh require cardioversion, Ogourred in 1.7%
of treated patients during, of within & number of heurs of, yse of CORVERY.

" These arrhythmisg 06n DS reverged if treated promptly (see WARNINGS,
Proarrhythmia). it Is asseniia thet CORVERY e administered in 3 satting of oon.
tinuous §ca menitaring and by personnat trained in identitioation ang treatment
Of souts ventricular Arthythmigs, partioutarly Polymorphic ventricuiar taohyear-
dis. Patients with girig) fibriligtion of more than 2 o I daye’ duration mugs by
adequately anti gvinted, g ly for al 1east 2 weeks,

CHOICE OF pPaTIENTS

Petionts with ohronic atriel fivrlilstion heve o strong tendency to sVart after
conversion io sinyg thythm (see CLINICAL STUDIES) and treatments to maintaln
olnus chythm Srry risks. Petlants 16 be treated with CORVERT, tharetory, should
be carvtuily sslected suoh thet the ugxlu benefits of maintaining ¢inug mythm
outweigh the Immediate risks of CORVERT, ang the risks. of maintenanes fher
EPY. and are likgly to ofter an Mdvantage compared with Alternetive management,

CONTRAINDICATIONS
CORVERT injegtion g oontraindicated in patients who have previgusly dsmanstratey
hyporuno"lvlly to ibutiide tumarats or any of the other progues gompanents.

WARNINGS
Proarriythmis. Liky other andiarrhythmic ggents, CORVERT Injestion gan Indues or worgen
ventriculgr lrrhrhml“ In some patisnts. hie may have potentiall 1812l gonssquances.
Toraades de po ntes, & polymorphiy ventricular tachyoardia hat donopl in the setting of &
ralonged QT interval, May 0o0ur Decauss of the gffeos CORVERT hag on oardine fepolar.
Zation, byt CORVERT gan alec cause polymorphie VT in the wbeance of exoessive piolon-
gation ol the QT inierval. (n Qenersl, with drugs that rolong the OT Interval, (he fisk of tor-
sades ds pointes s thought 1o incrgase Prograssivaly as the QT Inierval fs prolonged gno
may be fd with bradycardis, a varying heart rate, and hypokslemis. in Glinical trigly
conducted in putients win Mriai fibrittation snd gtriaf flutter, those with QYo intervale »440
MIeS were not usually sllowed 1o paricipate, and egrum polassium had to be above 4.0
mEgL. Althgugh ohange in QTc way dege dependent for Ibutlide. thers was no olear rela-
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, B st . .

hip Retwaen risk of sericus proarmytiirala and dose In cliniosl studias. posalbly dus 10
the smali number of events. In clirical jrisle af |ntravenous {butllide, putiente with a hatory of
congestive hesn fallure (CHF) or low left ventricular ejection fraction sppesred to Neve a
higher Insidence of sustainad polymorphic venirioulsr (achyesrdia (VT), than thase without
suth undertying conditions, for sustalned polymorphia VT the rale was 5.4% In patlénts with
a history of CHF and 0.8% without It. Thers was also A suggestion that woman had a higher
risk of proarrhythmia, bul the sex differancs wae not cbesrved In il studies end was most
prominent tor nonsustained ventriculsr tachycurdia. The ingld of sustained venticuiar
arrhythmias was similay in male (1.3%) and I lo (1.8%) patients, passibly due lo the
small number of svente. CORVERT Is nal resommended In patisnis who have previcusly
d d polymorphi hycardia (eg. torsades &s p ).

{continued balow)

During registration trials, 1.7% of patients with atrial flutter ar strial flbriiistion treated with
CORVEAT developed susiained polymorphio triculnr Laohyoardia raquiring cardiover
slon. In these clinizal trisis, many Initis! aplacdss of polymerphl Jlar lachycardia
occurred after the infusion of CORVERT was stopped but penarally not mere than 40 min-
utwy sher the start of the first infusion. There were, howaver, instances of recurrent poly
merphis VT (hat occurred about 3 houts aller the inltlal [atusion. In two 0ases. the VT
daganerated info ventriculsr fibrinatien, r-.q.:mno immediate dafibrifiation. Qther cates were
mana with cardlac pacing and magnesium suifate intusions. Nonsustained polymbrphic
vantricular tachycardia eocurred in 2.7% of patl and talned phi
ventriculsr tachycardias ogourred in 4,9% of the patients {sse AOVEREE REACTIONS).
Proarrhythmic svents must bl‘lntldrllud. Skilled personngl and proper equipment,
Including cardiac monitoring equipment, intracardiao peaing taviiities, a oargioverter/defibrl-
Istor, and medication for trealmaent of sustained ventriaular techyoardia, Including polymor
hic vantricular tachycardia, must be avaiable durtng and after sdminisirstion of CORVERT.
afore treatment with CORVERT. hyp Ia and hy 9 fa should ba comreoted
1o raduce the potentlal for prosrrhythmis. Patisnta should be observed with gentinuous ECG
monltoring for st lewst ¢ hours (ollowing Infusion or untll QTe has retumed to bassiine.
Lenger monitoring is required it any arhythmio sotivity 4 acted. Managemen of polymor
phic ventricular tachycardia Inciudes discontinuation of ibutiilde, correction of eleclrolyte
sbnormalities, umm potsssium and magnesium, and overdrive carsiac pacing. slsctri-
¢sl cardioversion, or delibrillation. Pharmagologle thers, include magnesivm lmu' inte
olons. Traatmani with anllarhythmios should gensrally Be avoided. L
PRECAVUTIONS .
Generel . : )
Antlarrhythmies: Clasy is antlavhythmio drugs (Vaughan Willlsms Clagsification), such ss
disopyramide, quiniding, ang procainamide, and othar ¢iaes I drugs, swoh.as amiodarone
and sotalol, should not be FNﬂl congomilanily with CORVERT Injeotion or within 4 hours
postinfusion because of 1halr zo!lnllll lo prafong refractoriness. In ihe dlinios) iriats, class |
or othar class VT antiarmythm s wats withheid for at lssat § half-llves prior (o Dulllide
Infusion and for.4 hours siter dosing, but thersaiter were sliowsd at the physiplans

disoretion. . . X L.
Oter thet the OT intervels The potential for proarrhyihmia may increass with
the umlrﬂwnum [ &av_ AT injection to ts who &re being treated with drugs thut
prolong the QT intefval, as phangihiszines, tricyelic antidepregaants, tetracyeils wnth
depressants, and aarain anthistamine drugs (H, mom:.muwlm). - ;
Meert piock: Of the nine {1.5%) lbutliide-trested pal with reporte of reversibie hearnt
E!ock. five had flrst degree, three had seoond degree. and ons had complets heart block.

; ry Test intergotione: Nona known.
Drug Interastions: No specific pharmacpkinstio or other formal drug [njraction wudiss
were conduscten. L ) .
Oigoxin: Bupravenirioular arMythmias may mask the cardicioxioity sssocisted with exves-
sive digoxin leveis. Therstors. I s ndvisabls 1o he partisularly sautious in patlents whosse
plasma digexin levels ars sbove or suspactad to be sbove the usual therapeutic range.
guglvlnrlol rlltl?'n of digoxin did not have effscts oh eliher the safety of afoacy of utlide in

o clinical triwte. .

Galoium shanna! g oy Ci of calcium channsl biackers did not havy
any offpcl on gither the eafety ar efficacy of lhutliide In the ciinical trists.
Seta-adrenergie Slecking sgents: Coudminisiration of beta-adrenerglo dlooking sgents did
not hava any effsct an elther the safety of Cmg:l}: of utlide In the alinical iriats. \
Carainogenssis, Mutsgenesie, impairment of Fertility: :o animal studins have besn ton-
ducted 1o determine the osrenogenic poientis! of COAVERY: howaver, It was nat genoloxic
In & battery of asseys. (Ames masdy, mammallan qell forward gene mutation dseay.

heduled ynthesls gssay, ahd k tevs Astay). Bimilardy, no drug-
related sflacts on fedtility or méting were In 8 reqroduative study in rgte in which b
tillde was administered Grafly t& RGih saxes Lp (o ¢ of 90 mg/kg/day. On a mg/m? dasts,
gorvecied for 3% Dinavailabliity, the hlg‘hoﬂ dase tesies Was approvimately faur times the
maximum recommended human dose (MAHD). - - ’
Pragnancy: Pregnsnoy Category C. louliide sqministered oraily was teratogenic. (sbnor-
mmu ingluded, adactyly,. Interventrioylar geptal de and scallosis) and embryseldal in
repraduction studies in rate, On & my/m® basis, 00rrepted for the A% oral blosvallabllity,
“‘no sdverse sfiect dose” (3 moAKg/oay J on orelly) was eppreximalgly ihe aame as the
maximum recommendsd human doss (MRHD); the teratogenic dose (20 mp/kg/day given
4rally) was aboul four imeb ths MAHD on @ maimé basls, of 18 times fhé ARHD on a my/kg
vesls, COAVERT should not be agministered 12 & fregnant woman uhinss clinice! panefit

eutv‘QIghs. ntinl Rek to the fetus. L , ) |

Nursl mm The axcretion af idutiiide Into breast mAk has hot been studiad. aocond-
ingly. breastieecing shauld be discouraged during theragy with CORVERY. C
Pudiatric Uss: Cliniosl trigly with CORVERT in g:tlu.\lt with strisl fiddliglion and atds) flut
or &id not Include anmuﬂdor tha age ol 18 Salety and aftecivenass of Ibutlide In pedi-
alnc patjents has not establighad. N . R .
Qeriatric Use: The mean sge 'rct ats (17 Slinioe) trigle was 86. U? ga-relatad diterances
were obgervéd in pharmaspkinatic, afficacy, or safely paramelnrs for patisnts lsss than 85
aomparéd 1o patienta 85 years and older. L } L L
Use (n Patienta With ) o¢ Aensl Dystunctien: The gafety, efieciivenses, and phar-
macnkinatica nf CORVERT have not been ssiablished In palisnié with hepstic of avs-
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(1.6%) (Dutllide--aated patlents withs reperts of reverslbie hearn
tlogk, five had first degrase. thrae had seoond degres, &nd one hed complste heart Blook.
Labaratory Tast interactions: None known,
Drug intersctians: No specific pharmacokinetio or athar formal drug injeraction studies
wyre conducted. i <.
Diguxin: Supraventriculsr arrhythmias may mask the cardiotoxiolty assoointed with exces-
sive digexin levels. Thersfora, It In advisable {0 bs particulsrly cautious in palients whoas

lasma digoxin tevels are above or suspecied 1o be above the usual therapeutic range.

oadminjstration of digaxin did not huve eftects on elther the satety or efficacy of iButilidy In
the clinioal trigls.
Calcium oh, Dispking ag Coadmini lon of ealelum chennel blockers did not have
any sffect an either the sefety or sflicacy of ibutllide In the eiinloal irigts.
Oeta-adrenergiv bleeki geats; Capdmin| lon of bata-adrenergic blocking agents did
not have sny elfect on sliher the safety ar sffioavy of Ibutilide In the clinloal trigls.
Carcinogenesis, Mutagenesis, Impsirment of Pentiiity: No animal studies have baen con-
ducted to ins the ca; gent of CORVERT; howsver. it was not genotoxic
In & baliery of assays, (Ames uo(y. mammalian aell torwerd gene mutation assay.
unacheduled DNA synthesls assay, and mouse micronucious gesay). Similany, no drug-
ralated aflects on lertility or mating were nated In 8 reproductiva siuBy in ruts in which IBu-
tillde was administered orally to both sexes up to doses of 20 mg/kg/day. On & mg/m? basls,
correoied for 3% b lIsbllity, the highsst dose lesied was spproximatsly four times the
maximum fegommended human doss (MRHD). i
Pragnanoy: Pregnancy Category C. Ibulilide administerad oraily was teratogenic (abnor.
mellties inciuded sdaciyly, interventricular 3l defects, and scaliosis) and embryocidsi In
repraductian studies In rals. On & mg/m® basle, correoted for the 3% oral bioavaiisbillty, the
*no wdverse affect doge” (3 mg/kg/dey dmn ofsHy) was spproximately the same as the
mazimum recommended human dose (MARHOD). the teratogenio dose (20 mglggluy glven
oratly) was about four timas the MRHD on & mg/m? baais, of 18 limes the MRHD on 8 mg/k
basls. CORVERT should not be administered 1o a pregnant womsn unlesa chnical benefit
outweighs polenlial rsk to the letus.
Nursing Mothere: The excration of Ibutllide ino breast milk has not baen studied: accord:
ingly, bresstfeeding should be dluwueu during therapy with CORVERT,
Pedisirio Use: Clinical triale with CORVEAY in paifents with atrisl Iibmiation and strias fut-
lor did not Inolude snyone under the age of 18. Salety and etiectiveness af Rulillde in ped
atric patlents has not besn egtablished.
QGarlatric Uss: The mean age of naumlo lor olinical trials was 85. NG age-relsaied diferences
wers cbasrvad in phermacokinatic, siticany, or safety parameters fof palients lass than 85
eompured to patienis 85 years and older.
Uss in Patlents With n?m ©r Renal Dysfunction: The salety, sflectiveness, and rhu-
macokinetics of CORVERT have not been sstabiished in palisnts with hepatic or rensl dys
function. Howavey, it is uniikely that dosing ad) s would be ary in patients with
compromised renal ar hapall ction baged an the (¢liowing considerations: (1) CORVERT
'8 Ind(cated for rapid Intravenous therapy (duration $30 minutes) snd is dased to » known,
well-defined ph gic action {t lon of arrhythmia) or to @ maximum of two 10-
minyte infusions; (2) lsss than 10% of tha dose of CORVERT (¢ sxorsted unchanged in the
urine; and (3) drug distribution appsars to b8 one of the primary meohanisme respaneible tor
termination of the pharmacologic effect. Nonetheless, patisnis with stnormal fiver funetion
should be maniiored Dy istemetry for more than the 4-hoyr perod generslly recommended.

In 889 patisnts with airlal fibrillation or atripl fluiter who were trealed with CORVERT, tha

clegrance ol lbutllice was Independent of rensl function, ss sssessed By corestinine glear
ance (range 21 to 140 mL/min). .

ADVERSE REACTIONS

CORVERT Injection was generally wel) toterated in clinical trials. Of the 588 patlents with
atrial fibrilistion. or atrul flutter who received CORVERT in phass [M11) studiss, 148 (28%) °
reported medical sveniy reluted to the cadiovasovlar system. including sustained poly-
morphio ventricular tachycardis (1.7%) and steined polymorphi trioular lachy-
cardia (3-7%). .

Otner clinloally Important sdverse sverts with an uncertaln relationship to CORVERT
includs the foliowing (0.2% reprasents ans patient): sustained monomorphic venirioular
tachyvardias (0.2%), ronsustaingd monomorphic ventricular techyesrdia (4.9%), AV biock

(1.6%), bundle branch dbioeck (1.8%), Iar exirgsystoine (3.1%), entricular
axtrasyetoles (0.9%), hypotenslon/postural hypotsnasion (2.0%), bradyoardia/sinus bradycar
dis (1.2%), nade! arthythmia {0.7%), oongestive heart laliure (0.8%), ta sinus

uo’rzc rdin/aupraventrioular tachyaardia (2.7%), idig ricular mythm (0.8%). synoop
(0.8%), nd renal fallure (0.3%). The incidence of thete sverts, exoep! for synucpe, was
greater in the greup treeted with CORVERT than In the placebo growp.

Ancihgr adveres rsuction hat may b essociated with ine administration of CORVERT
was neusea. which ooourred with a frequency grester than 1% mare In lbutilide-treated
palients than thoss lreated wilth be.

The medioal svants reported for moras than 1% of the placebo- and mutiNde-iresied

- putients are shown in the fotiowing Table

Treoatment-& Wedipg! Svents With
Froquency o! Mare Than 1% and Higher Than Thet of Plscebo
' Plaoste Al {butiide
N=187 N - NaBS8
Event . Patients Patlents”
[} % n LY
CARDIOVABCULAR
) Ventrigular axtreaystoles 1 o6 30 §.9
. Ni tained i 1 o6 " 49
Nonausteined polymorphic VY - — 16 Ca7
) Hypotanelon 2 1.8 12 2.0
Bundis braneh block — —_ 1" 1.8
Sustained polymerphic VY - — 10 1.7
AY biack 1 -068- 9 1.5
Hy1ponmden — — 7. 1.8
QT segment prolonged . - — 7 1.2
Gradycardis . -1 08 .7 1.2
Palpitation A 0.8 [ 1.0
Techyoardis 1 0.8 18 24
| GASTROINTEGYINAL
' Nausses 1 o8 " 1.9
" CanTRAL NEWVOUS BgYaw
: - MHesdache - 4 3 - o 38

' . T

I In the post-cardif0 wurgery study (ses CLINICAL STUDIES), simljar types of medicsl
events wers reportad. In the 1 my Ibutllids fumarate treatment group (Ne o¥. 2 pationts

_{2.6%) developed ustained polymorphic ventricular tachycurdis and 2 other patlents (2.0%)

: devaloped nongsustained polymorphic vantrioulsr taahycardia. Polymerphic vantAoular ;

- cardia was not raporied In thie 73 patients In the 0.8 mg doss group Or In the 75 patisnts

'the 0.28 mg dose group.

s

OVERDOSAGE . L [ERTE
- Acute Experiance in Animalu: Acule ovardoss in animals results in CNG toxicity; notably,
CNS3 depression, rapid gasping breathing, end convuisions. The intravanous on lethal
doas. in the ral was more than SO mQ/g whioh Is, on a mg/m?® Baais, a1 lesst 250 times ihe
maximum repommanded human dose.
Muwman Experlencs: in ihe tration trisly with COFVERT Injwotion, four palisnts were
rdoned. The t Joes was 8.4 mg mdministeres over 18 minutes. One
oatient (6.028 mgig) daveloped incressed ventriculer oﬂmﬂd monomerphic ventrioular
tachycardle, another patidrit {0.032 mg/kg) developsd AV —3nd degree snd nongus-
tained polymorphic VT, erd two pstients .f°‘°" and 0.020 mp/ky) had no  medics! event
(Y the elinl 9 al aa F] et T P

ranarte Raxerd an knawn Ak T
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oardia (2.7%). e
Other clinleally imp d .
lude tha fi ing (0.2% ropresents one
tachycardla (0.2%), nonsyeiained monomo!

whh an.unNcerain relationship to CORVERT
}: sustaingd monemorphlc ventrioular
io ventricular tachycerdia (4.9%), AV dlook

{1.5%), bundie branch bicck {1.9%), vent cular extrasysioles (5.1%), supraventriouter

extraaysioiss (0.9%), hypotenston/posiurel hypotenaion (2.0%), bradyoardia/sinug bradycar
da (1,216). nodal mh}thmll (0.7%), congastive heart fallurs (0.5%), tachycardla/sinus

ycardia/au| lar tachyesrdis {(2.7%). |dioventricular rhythm (0.2%), syneaps
(0.3%). #nd rena! (allure (0.3%). The Incidence of theas evants, except for syncope, wes
greater in ths group treated with CORVERT than in ths gumo group.

Another sdverse reaction thei may be associatad with the administration of COAVERT
wan nsusen, whioh ocsufred with a trequsnoy grester than 1% more in Ibutilide-traated
pationts than those (rested with plscebo.

The medical svents reported for mere than 1% of the plecebo- and Ibutilide-traated
patienta are shown in the loilowing Table-

Trestment-Emergent Mediosl ivenis With
Frequency of More Than 1% and Nigher Than That of Placabe

v

1]

Plaowbo All [butilde
N=127 N=»538
Event Pationts Patlents
n * ] %

CARDIOVASCULAR

Ventrigylar exirasysioles ] o8 30 8.1

Nonsustained monomorphic VT 1 08 20 4.9

Nonsuatained polymarphic VT _ - 18 27

Hypotanaion E 16 12 20

Bundle brangh dinak -— -— 11 1.8

Sustained polymarphis VT - — 10 1.7

AV dlook 1 08 9 15

Mypetenaion - - 7 1.2

QT segment prolonged — -— 7 1.2

Bragycardia . 1 0.8 7 1.2

Paipliation h] 0.8 | 1.0

Tachyoardls 1 [X:] L} 7
GASTAROINTESTINAL

Nauses ' 1 ! 0.8 11 1.8
Canaa, NERVOUS BVBTEM

Headache : -4 k8 21 2.8

in the posi-cardiag surgery study (s8¢ CLINICAL 8YUOIES), similer types of medical
ovents ware reporied. in the 1 mg (butllide lumarats trestment group (Ne70). 2 patisnts
(2.8%) deveioped Justained polymarphic vantriculer tachyoerdia and 2 other patisnts (2.9%)
developed nonsustained polymorphic vantriculsr tachyoardig. Polymorphic veatricular uchr
cardls was not reported in the 73 patients in the 0.8 Mo dose group or in the 75 patients in
the 0.26 mg dose group.

OVERDOSAQE . L e
Acute Expsrisnce in Animais: Acute réoss (n animal he in CNS toxiolly: aotably.
CN8 depresaion. rapid gasping breathing. and Isl The int median lethe!
dose in the rat wes more then 80 mg/xg whioh is, on 8 mg/m® basis, at least 250 times the
maximum recommended human doas.

NHumen Bxperienoe: (n the reglatratian trisis with CORVERT Injection, four putients were
!

unintentionally overdcesd. The largest dose was 3.4 mg adml
patient (9.028 mp/xg) ceveloped inarassed ventricular ecto

nistarad over 18 minutes. One
and monomorphic veniricular

tachycardia. another patisnt (0.032 mg/kg) develaped AV block—3rd degras and aonsus-
tainead potymorphla VY, and two palients (0.039 snd 0.020 mg/g) Nad no madical svent
reports. Bussd on known pharmacaiogy. the diinical efacts ot an svardolige with (butillde
could exaggerste (he expeated prulongstion u_rxollnutlon asen 8! suai Olinlag! doses.
Medical svents (eg, proarhythmis, AV biock) that souur sfter the overdosage ahould be
treqled with maasures spproptiate for that qond_l;ien. :

DOSAGE AND ADMINISTRATION I .
The recommaended doss based on controlied trials (ase CLINICAL BTUDIES) is cutlined in
the Tabie below. Idulllide infusion should be &to as soon s the presenting arhythmia
is tormingted ar in the avent of sustained of nonsustained ventrioula taohyscardia, or marked
protongstion ot GT or QTo. .

Recemmended Dese of CORVENT Injestion

Patiant Weight: | Iniia! infusion (over 10 minutes) Second Infusion

80 Kg (1321b) ' | One vis! . : J1 the srhythmia does nol kermi-
ormore |t (t'mg toutiide fumarats) nale wihin 10 minutes after the
- - - end ol the inkial intusion, & sec-
Loss ran 80 kg | 0.1 mifg . . ond-10-minwie infusion of equal

(132 b) . -| - (0.01 mg/ka ibutiiide umarate) urro':ym may be soministersd

: ) : 18 minutes sfter oompletion o!

s the first infuslon.

In o tria} comparing ibutllide wnd sotatol (see CLINICAL S8TUDIES), 2 mg ibuthide
fumarate agministered.ae a single Infusion i patients weighing more then 60 kg was also
sttective (n terminating alial fidrliiation or svrisl flutter.

In the post-aardiac surgery study (sse CLINICAL l_TUDIEl}. one or two Intravenous infu
slons of 0.8 mg (0.008 mg/kg per dose for patients welghing less than 6D kg) was sfective
In terminmting atrisi [dMliation, or rmul flunter,

Patients should bs ohsarved with continjbus ECO monnon:a for ut leist ¢ houts folltwing
Infuston v uniil GTe has retumed $ baseline. Langer monltoring s reQuired It lnx mna\rr
mig activity is noted. Bkilled parsonnel and proper squipment (aes WARNINGS,
Prosrhythmia), such us 8 osrdiovanar/defibiiytgr, and medioalion fof lreatmant of sus-
talned venricutar tohyoardia, includin p:& phi irloyiar tyohyeardia, myst be avait
abls during administration of CORVERT. and-aubsbauent moniloring ef the patient.
Oliution: CORVERT injection may be adminisiared undiiuted or diluted in 80 enl of dlluent.
CORVEAT may be added to 0.0% Sodium Chiorlda injectian or 6% Dextroas Injeciion
Detore Infusion, The oententa of one 10 mi vial (0.1 ma/mL) may be sdded 1o & &) mb infu-
sion beg 1o form an sdmixtiire.of aparoximaely 0.017 mg/mi. ibutiide tumarate. Parenteral
drug products shoeid be Inspecied visually- for panioulats matier and discoleration prior to
sdministration whensver solution ang eontainer it, ,

patibie. with GORVERT Injevtion

porm
Compsiibllity snd Stablilty: Tha feliewing dilusnts sre
(0.1 mg/miL):
. 5% Dextross Injedtion - -+ . " -
©.4% Sodium Chicride injection. . ‘ - P

The following intravanaus solution ¢onteiners are compailble with admixtures of
CORVERT Injsction (0.1 mg/mL). . - ~, : . '

-, polyvinyl ehl piastic bege - N oo NN

s L

' polyeistin begs ~ ° iv b . v . -
Agmixtures of the produat, with -wmvrsg' are ehemisally and phy lly stshiw toy
24 hours st room temperatura (18° to 30° & or 89% to 86° F) and for 48 hours st reidgeratet
tempuraivres (2° to §°C or 36° {0 40°F). Siriat acherence to the iée of sespfic tcrinique
during the preparation of the admixiure is ‘r'eommondod In-order to maintain steniity. -
HOW SUPPLIED .
CORVERT Injection (ibutilide fymareje injection) Is supplisd as &n acetate-bufiersd 130-
tonle solution at s concentration of D.1 M?IML thet has been‘adjustad to approximately pH
4.8 In 10 mL clear glaes, single-dose. flip-iop viels. o L
' Single-dose 10 mL viaf, 1 mg/{0 mL (0.1 mg/mL}

NDC 00039-3784-01
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OVERDDBAGE .
Acuts Experience in Animale: Acule overdoss in animal Its In CNB loxicity; nolably.
CN§ deprosetan, repia gasping breathing, and convulsions. The ntravenous maedien lathal
doea In the fat was more than 30 mghky "uhich I8, on & mg/m® basis, at least 230 times the
maximum regommended human doss.
Human Exparience: In the tration tnals with CORVERY Injection, four patisnts were
unintentionally overdessd. The largest dose was 3.4 mg administered over 18 minutes, One
patient (0.025 mg/kg) developed ingreased ve lar @ and phic ventricular
fachycardin, anoiner paiient (0.032 mg/g) developad Ay blook—3rd degres and noneus-
1sined polymorphic VY, and two patisnts {0.038 wnd 0.020 mg/kg) hed no medical event
reports. Based on known gha logy. the alinioal effects of an ov’ueau?o with ibutllide
could exaggerate the expected prolengation of repolarizetion ssen at UBvA clinicu! doses.
Medlonl avents {eg. prosrmythmia, AV block) that oosur after the overdosage should be
trasted with measurss sppropriate for that oondition.
DOSAGE AND ADMINISTRATION

The recammanded does based on suntrotied triajs (see CLINICAL STUOIES) Is outiined in
ine Table below. (bulilide intuth should te stepped us eoon s ihe presenting arrhythmis
is terminated 5 In the evani of Ined or \ained ventsioular tachycardia, or marked
prolongation of QT or QTo. .

Reoommended Dase of CORVERT Injsotion

Fallent Weight | Initial infusion (over 10 minules) Second infusien
60 kp (139 10) ' | One vial , If the arrhythmia doss not termi-
or more | g1 mg ibutitide fumaraie) nate within 10 minutes slter (he

ond of the inlial intusion, & sec-
Luss than 60 kg | 0.1 mLkg ond 10-minuie intusion of squal

(1sey) | | (.01 mpky ibutilige tumerate) | strangth may be administersd
10 minutes after gompistion o1
the first infusion.

In & trial compedng lbutilide and sotalol (ses’ CLINICAL STUDIES), 2 mg loutiiide
fumarate aominiglered us & lhql. Infusion to patienis weighing more than 60 kg was aiso
offaclive In teminating atria! tidriliation or strial flutter.

In the post-cardiag surgery study (sew CLINICAL STUDIES), one of iwd Intravencus infu-
siohs of 0.8 mg (0.008 mg/kg pes dosa for patients weighing iess than 60 kg) was affective
I fermingting sirlal {ibrliiation o atrinl flutter.

Patignis should be cbserved with continuous ECG monitoring for ai least & hours tollowing
Intuslon or untll QTC hes raturned 1o baseline. Longer menitoring le required it ulx mhxln-
mic activity (s noted. Sxilled personnel and proper aquipment (see WA NINGS.
Proarrhythmia). such a8 8 osrdiovener/dstibrllator, and medication for treatmant of sus:
nined ventricular tachyosrdis. including pefymotphk ventriguiar lachyoardle, must be avelk
able during administratian of GORVERT and aubsequent monitarin of the patient. -
Bilution: CORVEAT injection may be sdministered undiiuted or in 80 mL of diluent.
CORVEAT may be sdded o 0.0% @odlum Chiaride Injection or 5% Dextrose Injection
belore Infusion. The contents of one 10 mi. via! (0.1 mg/mL) mey be sdded to 8 89 mL infu-
sion bag 10 form an admixiyre of approximatety 0.017 mg/mL ibutdide fumarate. Parentoral
drug products shoud be Inspected visuslly for perticulate mafier and discoloration prier to

dministration wh (utign and pemit,
Compatibliily and Stablity: The following diiysnts are campatible. with GORVERT Injection

" (01 mg/mL):

"§% Oextross injection
0.6% Sodlum Chiorids Injecticn
The following Intravenaus solution contginers are compalible with sdmixtures of

 CORMVERT Injection (0.1 mg/mL):

. po1yvh:‘l chioride plastic bage
polyolefin bags

Admixtures of the product. with approved dlivents, are chemically and physicatly wtadle tor
26 houra at reom smperature (15° to 80° G or §9° to 88° F) and for 48 hours &1 refigeraied
tomparaiures (2° 10 8°C ar 36° 10 ¢8°F). Buist agherance 1o the use of aseptio tachnigue
during the preparstion of the agmixture is recommanded in order o maiitain sterflity.
HOW SUPPLIGD

CORVERT Injection (outilide rumarate injestion) |s supplied as an wostete-butfered lvo-
{anic solylion st @ concentration of 0.1 mg/ml thet has besn adjusted 10 approximataly pM
4.8 in 10 mL cleer giass, singie-doss. fhip-top visls. .

Single-doss 10 mL vinl, 1 mg/10 mL (0.1 mg/mL) NDC 00Q9-3794-01

Store al controlied room famperaturs 20° 1o 28°C (86" to 77°F) (sae USP). Store via! in
canton until ysed. o '

- Bonly .
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