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DESCNIPTION

CORVEAT Injection (Ibutltide fumarate Injsction) I8 an antiarrhythmic drug with predomi.
nantly clase 111 (cArdlac action potlnﬁl;rfoloﬂeﬂ{on) RIOprties according 1o the Veughan
Wilisma Classifioation. Egch miliintes of CORVERT Injaciion coniging 0.1 mg of ibutilide
fumarate (viulnlonl 0 0.087 mg ibutilide 7es base), 0.189 Mg sodium acetafy trinydrate,
h?;:ﬁ: sodium ohloride, hydrochlorio acid to adjust pH to Spproximataly 4.8, and Water for
n) .
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Corvert
{brend of Rastice

0816418003
CORVERT In) (8 an isotontc, cloar, ook . sterile & solution.
Ibulliide tumarats has ong chiral center, and exists gy & racamate of the (+) and (-) -
snantiomers.

The chemicai nams far ibuttiide fumarate ia Methanesulionsmide, N-{4-(4-(alhythepiy-
lmlno).ivhv_cmxybmyl}phonm. (#) (-}, (B)r2-butensdionts (1:0.5) (hemifumarate sait). it
mplsouiar tormulg is C, H 8, end ils molecular weight te 442 82,

bulliide tumacate s 8 W 0 1o off-white powder with an 2Gusoue solubiiity of over 100
my/mL at pH 7 er lower,

The structural formpln 15 represented delow:

Lo . FMgCHg
cu,—,ao,-uu-@gu-cu,ca,cn,-u\
oM CH,(CH)5CH,
+05 GH-COOH
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ihwtilide Fumuerate

CLINIOAL PHARMACOLOQY - ' ,
Machanlem ef Action: CORVERT Injaction ,mlcrm sotlon potentisi durstion in lsolaley
adull oarding TYOoYles and ncrenses doth airig) ANd vantiawr refracioriness in wyo, e,
clase ) alaotrophysioiogic ettects. Voitage clamp studiss indicate thet CORVERT, ai
nangmolar conoenirations, delays repotarization by activation of 8 slow, inwarg current (prg-
dominantly sodiym), rather than b{ Blosking outward poldsalum currents, which I3 the mach-
énlam by Wwhigh most éther olass 11 sntiarsh hmics act. These efeots fead to Prolongation
ol alnal and ventnicuips, action pdiontial duration and refractoriness, he predominant sleciro-
&hﬁmop.lc“ pz:pmlp- ©} CORVERT in humans lgul 816 thought ta be the basls for its antisr-
C éfe, . . - . . ) '
llmupny-bw. Bftecte: CORVEAT praduces mild slowing of the sinus rate and airk
ovenirioulsr conduation. CORVEAT preduces no e iaslly signiticgnt eftect on, QRS durgtion
- at lmvmun'am v (0 0.09 mgvkg u:{nm Over & 10-minyte perod, ANOUGN theyre
fa no esialiéed relationship betwsen plasme 7oneomutlor| and sntiarrhytmic gfect,
CORVERT produces dou-mf:tod prolongation of the QT interval, which is thought ts he
asaccinted with its snllemythric Stivity. (Gen WARNINGS for ulollonohlf betwesn OTe
arolangation and lorsades o poln_!r-!ypo arivythmiae.) in & $hudy in healthy valunipers,
] resulted in prolongation of. the QT interval that was
Oirgatly ﬂgqﬂ.lud with ibutilide plasma cencantration during and afler 10-miputy ang 8-hour
Intugions. ‘A s 0ep thutilige ooncantration/response (QT prolcngarien relalionship was
- shown. The maximum effect was » functian of doth the dose of C RVERT and the infvsion
Tate. . . . ' ) i .
Memodynaraic Etteots: A ehidy of hemodynamic (urioi In patisnts with sjsciion ra¢
both above'imd bulow 8% Showed o clinfeatly significant effeats on oandlac autput,'mean
nullmn;’ anlnkvlal Pressurs. or puimenary capl Iaty wedige presaurs at doses of CORVERT
up.10 0.0S mgig. | . . . .
Fhmguolulncflcb: After intravenous Infusion, ibutliide plasme conqentrations rapldly
decresss in » multiexponential fagh The ph of buliide are b ly varigble
among Tle. guttiide hes M sysismic ‘plasme ance that approximates liver
0 about 26 m -

Blood | { Umirvkg), alf: » "‘;‘g{"‘" volume of distribution (sbout 11 gy
In heatthy. voluméere, and minimat %ut ) pewtein binding. tautliiide is aleo lsared
[{ and highly distributed In patien being trested for atrial Rutter or atrial fivriliatton.
The sltmingtio, hatf-life averages about 8 hours (range from 2 1o 12 hours), The pharmsco
kinelics of Ibytilide are linear with FeRpect {3 the dpes of CORVERT over the dase range of
0.0 mg/kg 16 0.10 mg/kg. The ena tiomery of Ibutliice fumarats have pharmgookinetic
- Proverties simiar \c ,.pon ather and to ibutitide fumarate. !
- The pharmacakinélics of CORVEAT in #otion in patients with avrial fytter or atria) Mrika-
tionare similar tegariess of the type o Mrhythmia, patient agh, sex, or the ooncemitant
vée ﬂd}'&n. lefum ehanne| 8t9, o7 Detn bipokers. ) R
. 110 healthy ais velGntesrs, about a2% of & 0.01 mgAg dove of
['C] Routliice fumr) uro,o‘oro 90 In N urine (about 7% ¢t the dose ag unchenged iby-
tilge) amAindér (abelit 16%) was ro0avered in the leces. ]

Eight metabaiites of butliide ware deteotad in metabalic profiling of urine. The Metabo-
iltas sre thought to Be fermed Primatty by g-oxidatian fellowed By sequontis! frgxidation of
the hapty ehain of butilide. Of n--ngm metatoliles, only the roxy metabolite

pseitey class I11 Slegtrophysiologlo propectias simitar 1o that of ibutiiide in an in 170 180
ated radbit m *alym. model. Tha plgsms avhoentrationd of thig gotive mollgolli . ows
gver, 478 insg than 10% of thal pf fbutﬂlu .. . '
cllniell llu’ﬁlu: Trentment with Intiavencus Ibutliide fumarate for moute tdrmination of
rsaent onvet alriat fiutierAibriltation wae SValualel in 488 patients partioinating in two rag
domized, daudle-biing, plecebo-conirotied clinica! trinle. Patlonts hag hid thelr arthylhmias
far 3 hours (o &0 dayw, ware anticoagulated for al lons! £ wenks i atrial fidriNation was pre-
9001 ‘mare than 3 days, h‘d terum potasaium of t teast 4.0 mEgL ang QTc below 440
Meec. and were monitored by telametry for of lapst 24 hours. Pxtien coutld nat be on class
T or other olads I antierrhythmics (theas had (o be disoontinued &\ (east 5 haif-jives prigr to
infualon) dut eoulyy b: :_n Slum channal blockers, beta blackers, or digdxin. in ane triat
single 10-minute intustdnn Ane -
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e e ko Qi TUNE o7 atrial Norillg.
L ale Sinniar regargiess of the tyfo of arrhythmia, patient age. sex, or the concomitant
Us# of digoxin, ogigium ghannel bisokers, or beta blockers. .
Moinooliam and siiminatien: In heafthy male «aluntesrs, aboul 82% of » 0.01 m&mg <ose of
[14€C) dutilice fumarute was SXCIR1e0 In the uring (abaut 7% of the doas 4% unchenged iby-
tiide) and the remainder (about 16%) was recovered in the teces. .

Eight metabolltes of Ibytikde wers detected in metabelio profiling of urine. Theee melabo.
Htes are thought 1o be fermed Primanly by o-oxidation followed by sequential A-oxldation of
the heptyl side chain of Mutilige. Of the eight metaboiites, anly the arhydroxy malabeiite
rmamu clase 111 eluctrophysiologic progarties similar 1o that of (buthide in an in vitr ise.
aled rabbit myosardium model. The prum. goncentrations of this agtive metaboilte. how-
Sver. are 088 than 10% of that of ibutiide. .

Clinical Btudies: Treaiment with Intravenous ibulilide f tw for gcute termination of
racent onset atrlal Mutter/ibrilistion was Svaiuated In 466 patisniy perticinating in two ran.
domlzed. double-biing, placebo-controlisd elinlon! trials. Pationts had had thehr arthythmias
for 3 hours (o 90 days. wers nnlicoaguiated (or at leas) 2 waaks if atrisi fibrilistion was pre-
sont More than 3 days. hed serum potaseium of at isast 4.0 mEa/ end GTe below 440
MeeC. and werp monitared by telemaetry for at legst 24 hours. Palients ooul? not be on class
[ or other ciass 11 antlarrhythmics (these had 1o be disvontinued at least 8 hall-lives prior te
Intusion) but could ba on calel channei blackers, beta blook . Or dig . In one trig),
single 10-minute infysidne of 0.00S to 0.023 mg/kg were lested |n paralisl l3|'omu {03018
mg in a 60 kg peraon). In the socond trial, up 10 two infusions of Iduttide fumarate wory
ovaluated—tha first 1.0 mg, the ¢ d givan 10 m( after pietion of the tirgt Inty-
sion, either 0.5 or 1.0 m?, 10 a third doudle-biing Sludy. 310 palients with atrig! Hbrittation or
atrlal flutter of 3 hours o 45 days dyration ware randomized 1o receive ¢ingls, 10-minute
Intravenous infusions of sither wotslol (1.6 mg/ig) or CORVERT (1 mg or 2 mg), Amgng
Pationis with girisl Hutter, 58% receiving 1 mg ibutilide fumarate and 70% recsiving 2 m
iButilide fumarate conversg, compared o 18% of thoae recqiving sotalsl. In patients wit
alrlsl fibrination, 28% rsoeiving 1 mg ibutilide fumgrate nd_43% cycelving 2 mg bulilide
tumarate converted compared 1o 10% of pationts receiving sotalol.

Patlents in regisiration irisls were hemodynamically stabie. Patlents with epecific cardio-
Vasoular gonditions auch as Symptomatio heart fsllure, repent AQuts myocardial infrction,
8 excluded. Aboul two thirdy had osrdiovasculsr eymploms, snd the majority

atrial enlarg L, o tent lar ajection f , & history
of vaivular diswass, or previous hist of atrial ibrlilation or fiyiter, Electrias! cardiovergion
was aliowsd 80 minutes efter the in slon was compisle. Patients eould be given other
antiarmythmic drugs 4 hours postinfusion.

Rasulis of the first two stidies are shown In e tabies below. Conversion of -atrial
Mutter/tibrillation usually (70% of thaes who converted) occurred within 30 minutes of the
slant of infusien and was doss related. The {atest oonversion 8880 wae at 90 minyies atter
the start of tha intuaton. Most d patients Ined in "al ginus rhythm for 24
hours. Cverall responses in these petienls, definad as termination of archythmias for any
tength of time during or withip hour foltowl L intusion of randemlzed dose, were
In the range of ¢3%to 48% at doses abovs 0.0128 mG/g (va 2% for plgcebe). Twenty-four
hour responass were similar. For theas atrial lm?lhmln, {butilide was mors eff, in
patients with ftutter than fidritiation {248% ve S40%). . :

PERCENT OF PATIENTE WHO CONVERYED (Firg Trian
Ibutilise
- { Pimosbo | ¢.008 0.01 0.016 | 0.025
' meAg | mgag | moag | mgag
n “« 41 40 38 40
Both - Infllahy® 2 e 33 45 ]
At 24 hourst 2 12 28 42 43
Atrial flytter Initlany* [ 14 30 88 58
At 24 houry? 0 14 0 a2 S0
Atriaf Initially* s 10 s E )
fibritation A 24 houra! A o r - ” ” e—
B s v e s P
PERCENT OF PATIENTS WHO CONVERTED (8econd Trij)
1butilide .
Placebo 1.0 mg/0.8 mg 1.0 mg/1.0 mg
n ] 1) M T}
Both-. - faltisly* 2 Q “.
M24hount | gz M L w
Atrlsl flutter Initlaify® ‘? . 48 (4]
- Al 24 hours! 2 « )
Afrlal Intiiatly” 4 39 ) 25
B vy e 2 T 17

; Berownt of patients who converted within 90 minutes ater the start of intuston,
? Parcent of palients who remained In sinus Mythm 24 noury ahar dosing.

Tho_numbor of patl who remained n the cenver Mythm at the end of 24 hours
wore siightly less ihan those patienis who oonvested initiatly, but fhe ditterance betwoen
conversion rates for ibutliide compared to placeda was stilj ntalistioally signitioant. In long.
tarmn foltow-up, ap roximately 40% of sl patients femained recutrance frae, ugually wi

. -chronle pvophylwlﬂ troatment, 409 to 300 days afer aoute bgsiment, rege of the
- method of aqnveraion, . ‘., . Lt
Patienty with more recent anset af aimythmia had s hi he( rate of convarsion. Respongs
Tal0% Ware ¢2% ynd 80% for patienty with onset of atrial fidAligtionsiutter for less then 80
dl{l Ihr;"‘!'ho fwo eficacy siudiey comparsd to 18% and 31% it thoes with ‘mére chronic
arhythmias. : : ey I

ibutilide wae equally sftective In petients below and above 85 years' of uge erdd In man
and women. Female petisnts vanalituted shou 20% al patienty in controted studies.
Post-cardiac Surgery: In a doyble-bling, pcuu.umup study, 302 patlents with atrial fibrll-
~ation (n=201) or girial utter (w101} that ooourred 1 1o 7. days after. 0Qranary artery bypass
§ graft or valvular surgery and lasted 1. hour to 3 days wers randomized to ToDdive fwe
" 10-minute Infustony af plnesbo, o 0.25. 0.8 or 1 mg ef ibutiiide fumarste: Among patients
: with atnat fiutter, oanversion rates @t 1-5 hours were: plagedo. 4%; 0.25 g bulllige
fumarate, 56%; 0.5 m Ibutide fumarate, §1%; and 1 mg (bytilide tumarate. 7a%. Among
;r.ﬂonu with atria) fibriliation, coaversion raies &t 1.5 haurs were: ]pluoae 20%: 0.25 mg
+ butilide fumargte. 28%; 0.8 mg Iutillds fumarete, 42% eny | m umaris, 44%.
The majority ! pytients (53% and 72% in the 0.8-mg and 1-mg doss froupo. respectively)
- 80Nverted 10 sinus rhythm remained in vinus rhythm for 24 hours. Patlants were noi glven
other antisrmythmic sruge wilkn 24 hours of ibutilide Tumarate infysion In this etudy. .
INDICATIONS AND USAGE

 CORVERT Injgotion Is indicated for the rapid conversion of aldal fibriigtien or Wil foitvac
©f T8CRN! ONAR! 1A siniie shuthm Pasianes O S
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‘. { o 32 40
L l At 24 hoyrat ' . B l i0 F5 20 3
+ Peroent of patients who converted within 7o Minutes after the sigr of Infusien, -
t Percent of PAleNnts who remained In 8inus rhythm g4 houre gher dosing.
PERCENY OF PATIENTS WHO CONVERTED (8acond Trial)
1bytilide
Placebs 1.0 mgi0.5 mg 1.0 mg/1.0 mg
n 8s a8 9
B8oth initielly* 2 43 [T
——t
At 24 hoyryt 2 34 37
Atriat fiutigr initialty~ 2 L] 63
At 24 houret 2 4« 59
Auigh initialty* ? 38 25
fivriligtion
Al 24 houret 2 21 14

? Percent of patients WNo Converted within 90 MINutes aMer the start of infuglon.
Pasgent of patants who remained in ainys thythm 24 houre after dosling.

The numbers ot Dalionts whe remained in the converted hythm a1 the end of 24 hours
ware slightly lees (han thoss patisnis wiro cenverted inliialty, dyi ing ditferance between
Convarsion rates for tbutliice compared 10 placebo was stin stalistically eigniticant. iy long-
torm follow-up, !pr'ﬂ"mﬂilv 40% of ail patients fomained recurrence fres, vsually w'?ﬂ
shrenic prophylactic [
muthad of gonversion. .

®ationts win More recent onset of &rThythmis g & higher rate Of conversign. Response
"ates were 42% and S0% ror tients with onget of atrial foriiationTiutter for fegs than 30
days Ln :ho wo eftioscy studins oompared 1o 18% and 31% in those with more chronie
arthythming, .

dutiids wa oqunlly effective in patisnts below ang above 68 yeary of 200 and in men
and women. Famgle Patients sonalituted sbous 20% of patieniy in controlied siudips.
Postgardisc Surgery: in a goubie-blind, paraiie| §raup sludy, 302 palients with atriaf fibril-
iation (n=201) or atrial fiytter (nayg1 ) that oceurred 1 1o ¥ days gfter Soronary artery bypass
?Flff Or valvuiar surgery apg iasted 1 hour tp 3 days were fandom!209 15 racelve two -

0O-minute Infusiang of Piacedo, or 0.28, 0.5 or 1 Mg of ibulllide fumarats. Among patienis

with atrial flurrer, GOnversion rates at 1.6 hours were; Placebo, 4%; 0.25 m, ibutllide

fumarate, $8%; 0 g mg loutilide fumarate, 61%; ang 1 Mg Ibutllide tumarate, 7Ia. Among

ru:lonu with atrta) Hisriliation, oonvarsion rates at 1.8 hours were; lacebo, 20%: 0.25 mg

8, 42%, and | m Igutuku fumarste, 4%,

.B.-mg [ .f’w”' raspectively)

oonverted (5 sinus thythm remained in sings hythm for 24 hours. Patients were not Qiven
other antiarchythmic Arugs within 24 hoyrg of ibuttide tumarate {ntuglon in hig 8tudy.

INDICATIONS AND USAGE

-CORVERAT injactlon iy Indicated for the rapid eonvergion of aiig fibrliation or atrigs Hyiter
ol recant onget to sinua mgm. Pationts with girial arihythmias of longer duration gre less
Itkely to ragpong 15 CORVERTY. The oifectiveness af dutiude hae not bean determined In
Patients with arrhythming of more than 90 days in guration.

LIPE-THREATENING MRNVTHMIAB—APPROPRMT! TRAEATMENT ENVIRONNENT

CORVERT oan oause potentinily tatal arrhythmigs, perticularly sustained poly-
phie touler tachycardin, usually in Sesoclation with Q7 prolangation (ter
sades de Pointes), but aometimes withgut documented QT Brelongation. In regle-
tration studles, thage arrhythmiss, whioh require cardioversion, ogourred in 1,7%
of treated patients during, or within o numbser of heury of, use of CORVERY,
" These arrhythmisg 08n be reverged if trasted promptly (see WARNINGS,
Proarrhythmia). it |y assoniiat thet CORVERY by administered in & 84ting of gon.
tinuous 8co menitoring snd by personnst trained in identitioation gng treatment
of souts ventriculer arthythmiss, partioutarly polymorphic ventrieyiar taohyear-
dls. Pationts with 8178} Tiriligtion of more than 2 to 3 daye’ duration mugy by
adequately anticonguinted, g y for 8t teayt 2 weeks.

CHOICE OF PaTIENTS

Pationts with ohrenic atriel fidrllistion have a strong tendency to evart after
Sonversion to sinus rhythin (see CLINICAL 8TUDIES) and treatments to maintain
- oinus rhythm DIy risks. Petlants (o be trested with CORVERY, tharetory, should
. Do carvtully selected Suoh that the ex ot Donelits of maintsining sinug Mythm
outweigh the Immediale vigks of VERY, and the rigks. of mainionanes ther
M EPY. and are likely to ofter an Sdvantage compared with altsrnetive management,

reatment, ¢00 to days aties acute treaimeni, regardigas of the

CONTHAINDICATIONS
CORVERT injection is oontraindicated in patients who have previgusly demanstratey
nyptrummvny to ibutilide tumarats or any of the other progues gompanents.

WARNINGS
. Proartiyythevis: Like other Antiarchythmic ggent, CORVERT injsstion can Induee or worgen
veniriculer l"hrhmll. in some patients. his may have Potentinily tatai oonseguences.
Torsades de po ntes, 8 polymorphis ventricular Mchzuvum ihat gsvelops in the aetting of 8
ralonged Q interval, may ocous Docause of the eftsct CORVERT hay on oardiac repolar.
Zation, but CORVERT can alec cause polymorphia VT in the wbesnce of exosssive prolon-
gation af the QT inigrva). in Gonersl, with druge that rolong the OT Intsrval, (he fisk of tor.
sadea de pointes is thought 1o incrgase prograssively e the QT inierval fs prolonged gng
may be d with bradycard varying heart rate, and hypokalemis. in clinical trigly
conducted in gutients win Atiai fibriltation snd gtriaf futter, those with QT intervaie »440
M3 were not usually sillowed to Parlicipate, ang serum polasstum had (o be above 4.0
mEQL. Although ohange in QTc was doge dependent (or Ibutllide, thers was no olear rela-
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brand of Ibutilide fumarate Injection
I

p'Qetween risk of p ,ﬁrim and dose n clinics) studies. possibly dus 10
the small number of events. In clinical jrisle of {ntzavenous {butllide, petients with a hletory of
congestive heant fallure (CHF) or low left ventricular ejection lractlon sppesred to Neve &
higher Incidence of sustainad palymorphic ventrioulsr (achyosrdia (VT), than thase without
suth y I : for sustalnud 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 woeman had a higher
risk of proarrhythmita, but the sex diterancs was not Cbeerved in 8l studiss end was most
prominent tor nonsustained ventricular tachycardia. The incld of sustalned venticular
arrhyihmias was similar in male (1.3%) and lemale (1.8%) patients, possibly due 1o the
small number of svents. CORVERT Is nal recommendad In patisnis who have previcusly
d d polymorpi hycardia (a9, lorsades de px )-

{continued balow)

During registration trigle, 1.7% of patients with atrial flutter or atrial flbrlilstion troated with
CORVEAT developed susiainad polymorphi trioular Laohyoard Qquiring cargiover -
slon. In thess e_nn\'ul trisla. munx Initis! aplacdes of g:lymefphlc vantricular tachycardia
occurred after the infusion of CORVERT was stopped but genarally not mers than 40 min-
utws sher thé start of the first infusion. There were, howaver, inslances of recurrent poly-

rphic VT that d abolt 3 hours aller Ine laltial Intusien. In two cases. the VT
daganerated info ventricular fibriation. requiring immediate defidrtiation. Other cASes were
muna with cardiac pacing and ""ll;' m suifate Intusions. Nonsuatained polymbrphic
ventricular tachycardlas oceurred in 2.7% of patients and nonsustalned monomarphic
ventriculsr tachycurdias ocourrad in 4.9% of the patisnts {sse AOVERBE REACTIONS).

Proarrhythmic te must be anticl d illod | and proper equipment,
Inoluding oardiac 1ng equlp traoardiao pacing favilities, a cardioverter/dsilbrlk
Istor, and medieation for trealment of sustained venirioular teohyorrdia, Including polymor

hic vantricular tachycardia, must be avaliable during and after adminisirstion of CORVERT.

afore treatment with CORVERT. hyp Ia and hy 9 fa should ba corrected
10 raduce the potentlul for proarrhythmia. Patisnta shouid be observad with centinuous ECG
monltoring for st lewst ¢ hours following Infusion or untll OTs has retumed to bassiine.
Lenger monitoring is required if any arrhythmio sotivity I8 rated. Management of polymor
phic ventricul hycardi des discontinuation of ibutiide, carrection of eleclrolyte
abnormalities, upoel'lllv potasslum and ma I and oy reiac pacing. slsctri
<sl onrdioversion, or defibrillation. Pharmacologiv thers, include magnesivm suitgts inty-
slona. Treatmani with gnllarhythmios should gensrelly be avoided. . . -
PRECAUTIONS
Generel . . :
Antiarrhythmies: Clasy I antlartiythmio drugs (Vaughan Willlsms Claesification), such us
disopyramide, quiniding, and preoainamide, and other Qises I drugs, $woh as amliodarone
ang sotalol, should not bo,rlvon consomilanily with CORVERY Injsotioh) of within 4 Bours
poatinfusion because of thelr zolmlll lo pralong refractoriness. In ihe dlinical irals, olass |
or othar class Il antlarmythm is were withheid lar at laaat § hat-llves prior (0 iDulllide
g\bl:clmﬁ and for.4 hours siter dosing, but thersafter were pliowed gt the physiglan‘s
Otmver thet poncaz the OT intervels The potential for groarrhyihmis may increass with
the adminlstration of CORVEAT Injection to ts who 8re being treated with drups that

prolong the QT intetval, as phangihiezines, tricyelic antidepressants, tatracyells anth-
depressanis, and canain antihistaming anugs (H, or anlagenists). -
Meert diock: Of the nine (1.5%) lbutliide-trented with reports of reversibie heant

tack, five had firsl degres, three had seoond degree. and ons had complsts heart bloek.
oretory Test interactiona: Nona known. : )
Drug Intaraotions: No specific pharmacpkinetio or other formal drug Injsraction studiss
were condustsd. ! ) T
Oigoxin: Bupravenidioular ammythmias mey mask the cardioloxiolty sssociated with axves-
sive digoxin leveis. Theretors. h s avisadis 1o He particularty osutious in patlents whoo
plasma digoxin levels ars sbove or suspacted to by sbove the usual therageutic range.
guglﬂnloi "nmr’." of digoxin did not have effects oh efthar ihe safety of afioacy of Mutlide in
o clinloa) triute. .
Galoium shannel blowking egenty: Coroministration of ceicium channal biackers did not havy
any offpol ON sither he eatety ar afficacy of Ibutllide In the olinical triels.
Seta-adrenergle , Coadministration of beta-sdrenerglo dlooking sgents did
not hava sny sffect an sither the nmr of omg;w of {autilide In the clinical triats. X
Carcinogenesis, Mutagenesls, impalrment OF Fertility: No animal studias have been ton-
ducted W determine the ograinoganic :ollntlul of CORVERY: howavar, It was nat genoloxic
In & batiery of asseys. (Ames nesdy, mammallan aell forward gens mutation ¢ssay,
neduled DN, by ’

ynthesls gssey, and tavs Sesdy). Similady, no drug-
related eftacts on ‘teatility or méting were In 8 reareduotive study in rats in which b
tillde was administered Grally td Raih saxes up fo d of 30 mg/xg/day. On a mg/m? dasls,
gorecied far 3% bipavailabiity. the highest dase. testes was approximately faur times the
maximum récommended human deui AHD). - N )

Pregnancy: Pregnancy Category C. lbulifide adminiatered orally was Yerstogenic (sbnor
malilles Inciuded, adaotyly,. interventrioylar geptal del and scallosis) and emb gut In
repraduction studies in rats. On 8 mp/m? basis, oor: for the A% oral bloavallabliity, the
“‘no sdverse sfisct dose” (3 mo/kg/day I’gon orelly) was sppreximately ihe aame as the
maximum reoommended human doss (MRHD): the teratogenic dose (20 mp/kg/aay given
rally) was about four timew the MAHD on @ maimebasis, of 16 times phé MAHD on & mpky
baals, l::'gﬂv:&"l; ﬂ‘o:l? n‘g!. b':':.dmmlm!« \g‘i pragnant woman uhiess ciiniae! penefit
] ntial sk to . oL K . : |
N‘:::‘.Ig there: The axcretion af ibutiide into breast mAK has het been studied.” aocond-
ingly. breastiasding should be discouraged during theragy with CORVERY. e
P-Jl-m: Use: Clinical trialy with CORVERT In gatients with strial fiddilglion and atag) flut
wor &d not Indlude anmm‘«r tha age o7, 18. Balety and affecivenass of Ibutliide in pedi-
alric patients has not lighad. o R -
Qerlatric Use: The mean sge 'rut ots (17 $linice) trigle was 685. U? 4g8-relatad diftersnces
were odservéd in pharmacpkinatic, atficacy, or safely paramelgrs for patisnts lsas then 85
aomparéd fo patienta 65 years and older. L , - L
Use (n Prtienta With ) o¢ Renel Dystunctien: The gafety, ottectivensss, and phar-
macnkinatira nf CORVERT have not Been setablished in palienié with hepstic of avs-
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aopmunlm and oertaln antihistaming $r .
4 Bleok: O the mine (1.6%) Ibuiide-Fasted pmlonis wi reperis o roveroloie hean  ©
block five had ﬂm degres. thrae nNad seoond degree, and one hed complste heart Block.

¥ Tont inte None known
' Dw. |nurmlcm. No upocmc Pnummmoth or athar fornai drug injeraction studiss

wure donducted

Diguxin: § may mask the cardiotoxiolty assooiated with exces

sive elgoxln levels. Thersfora, It Is advigable to be particularly cautious in patients whoas
tasma digoxin tevels are sbove or suspected io be above the usual therapeutic range.
oadministration of digoxin did not have eftects on elther the satety o elficacy of ibutlilidy In

the clinical triats.

Calcium ohanne! bispking egents: Coadministration of oalolum channel blockers did not have

any sffect on sliher the safety or omuey of ibutllide In the clinical \rigts.

ols-adrenerglo b of bata-adrenergic blocking agents did

not have sny elfect on sliher the uto ar efficapy of Ibutiiide In the clinical trigle

Carcinogenesls, lluuuonuls. Impairment of Pentiiity: No animal studies have bean con-

ducted to of CORVERT; howsver. it was not genotoxic
In g battery of uuyl. {Ames uofy, mammalian ool torwerd gene mutetion sesay.
neduled DNA sy assay, ANd mouse micronucious gesay). Simjlany, no drug:

related anects on ferility or mating were nated In 8 reproductive siudy in rats in which Ibu-
tillde was administered orally (o both sexes up to dosss of 20 mg/kg/day. On a mg/m® basls,
correoied for 3% bioavallgbllity, :-0 hlhhut dose lested was approximetsly fQur limes the
maximum fsgommended human doss
Pragnancy: Fregnancy Category C. Ibutuld- |dmlnlutnud oraily was teratogenic (abnor:
mellties included adactyly, interventricular 3l defects, and scoliosis) and embryocidal In
repraduction stuties In rals. On s mg/mt basle, corrected for the 3% oral bicavailsbillty, the
*no udeu affect aooo (5 mg/kg/dey given onlly) was spproximately the same a3 the
(N?RHD) the teratogenio dose (20 mglgnlny glven
oratly) was #Dout four limas the HRHD on & mg/m? baais, of 18 limes the MRHD on 8 mulk?
tasle. convtﬂ'll; :mld not be administered (o & pregnant womsn unless chnical benetit
Quitweighs polenlla to the (etus.
lN\«irllrt:. Mothere: ‘I'.h;" ol:cv:.llm\ of Ibulii:; h:‘w b';'-ut m*l: hlcl one‘r’ g:l.l'n studled: accord-
ngly, breastfesding u scoural uring thera, th COA
Podisivio Uge: Clinioal triale with conelm in uonb’!mh atrisl 1ibiation and strinl Nut-
tor aid nlot I&v‘l‘u.do snyone undel lhw. ot 18. Salety and efisctiveness af Rulilide in pedt
atric patlen ¢ ngt besn eslablisl
Garlstric Uss: The mean age of E:clunu v clinical trials was 85. NO age-related difsrences
wers chasrved in pharmacokinat omuoy, or safety paramsters lor palients less than 85
Qompured to patients 85 yesrs and old
Uss in l'.ltbl:m'lcwolgtvga?m or R.ml;ul” Dylmnmn‘ m sulety, l:oc"vonno. and
macokinetics ¢ have no n with hepaetic or rensl d
function. Howaver, itis Unlikﬂz that dosing Adluulmlnu wouu b Neasssary in patients ulth
Ised renal o h based an the ¢liowing congiderations: (1) CORVERT
s livl\del.o."udg hr rapid lnuw.n:tu’: thm-r (luutlt;rl s':O mlnl:tu) nd is d:ltod to M' z\o\;no\
waell-define a ar mig) or to & maximum 0 10-
minyte infusions; (2) less than 10% of tha dose of COAV I8 axorated unchanged in the
urine: and (al'lt;ue distriaution llppurl to be one of the pnmw moohm anisme rasponeible tor
o glc efect. N b | fiver tunetion
shoutd be monitored Dy islemetry for more than the 4- hour pernod generslly recommended.
In 888 patisnts with airial fibrillation or atrigl fluiter who were trealed with CORVERT, the
clearance uf lbutlice was Independent of renal function, ss sssessed by orutlnlnv clear
ance (range 21 to 140 mL/min).

ADVERSE REACTIONS
CORVERT Injection was generally well totersted in olinical irials. Of the 588 pallents with
atrial fibrilistion. or atrdul tlutter who raceived CORVERT in phase [L11] studiss. 149 (28%) *
reported medical svenis related to the cardiovasoular system. including sustained poly-
" memmlhl(u’v;*n;ﬂwm tachycardia (1.7%) and nonsusteined palymorphic ventrioular taehy-
! cardia
N Other clinicatly Impartant sdvarse svents with an uncertain relationship to CORVERT
‘{ include the foliowing (0.2% reprasents ans patient): sustained monomorphic vonmeular
u tachyoardls (0.2%), nonsustaingd monomorphic ventricular tunywdla (4.9%), A
-+ (1.6%), bundls branch dioek (1.9%), I8! exirgsystoles (3.1%), --nrlculu
axtrasyetoles (0.9%), hypotension/posiural hypetsnaion {2.0%), buwumvlﬁ'm bradycar
uln (1 ﬂ) nadel wrrthythmia (0.7%), congestive heart Taliute (0.5%), ta sinus
rais/aupraventriovlar tachycardia (2.7%), idioventricular mythm (0.2%). synoope
), 8nd renal tailure (0.3%). The incidence of these esvents, o:oopl tor syngope, was
o'um in the greup treated with COHVIRT than in the placeto growp.
Ancihgr adversn reaction shat may be gesociated with (he administration of CORVERT
| was neussa. which ooourred with a mquonay grester than 1% mare In Ibutilide-treated
e, palients than thoss treated wilh
N The medionl evants nrem rer h\oro than 1% of the placebo. and mutiNde-iresied
- patignts are shown in the

Tuwmnl-lmu‘mt pul Svents With
PFroquency of More Than 1% and nl.lm Than Thet of Plaoebo

t - ' ' . Piroste Al {butilide
—— e : N=187 L)
Bvent . Patients Patients” " 1
' n ) n %
- CARDIOVASCULAR
, Vomdqullr axtraayatoles 1 ("X ] b1 8.9
. hic VT 1 0.8 &% 49
Nonaustained polymerphic vY - — 18 a2y
) Hypotenalon 2 18 12 20
Bundls braneh black — —_ " 1.9
Sustained polymorphic VT - — 10 17
AY biack 1 -08- 9 1.5
Hypertsnsion — ~ 7. 1.8
QT sepment prdongn . - — 7 1.2
Gradycardls - 08 .7 1.2
Palpitation K 0.8 8 1.0
Techysardls 1 0.8 18 34
GASTROINTEETINAL

. t Nausea 1 X)) " 1.9

T conmn Nlllvoul luv.u
| - Heudeche R ) A | - RERa- X |

1

| In the post-cardiap nirgery study (ses CLINICAL §TUDIES), llml’lr u of madicsl
everts were reported. In tho 1 my lbumldl 'umtmo lrulmoru group (N=?70), 2 patients
_{£.0%) developed nyo dis and 2 other nu jerte (2.0%)
- developed nenmutuu polymorphio trioul
: cardia was not raporied In the 73 patlent lnthoolmguuorovalnonnulm;
'the 0.28 mg dose group. . ;
OVERDOSAGE .
- Acute Experiance in Animalu: Acule ovardoss in animals results in CNO toxict noubw
CNS depression, rapld gasping breathing, end convulsions. The intravenous an letha)
glase in he ral was more than S0 mg/Ag whioh Is, on a mg/m? Gasls, a1 lesst 250 times the
maximum repommanded human dose.
Muman Experience: (n IM tration trisly with CORVERT Injection, four patisnis were
unintentien ovoruoud largest does was 8.4 mn wdministeres over 16 Minutes. One
pationt (00! mg‘ /Mg) devel m monomerphic ventrioular
10.032 mg/kg) developed AV —38nd degree snd nongus-
tained polymorphic W wnd M patients {0.030 and 0.020 mghq) hed no medical evant

MANAR Raxad An KNAWR ARAsmerninme the rlininel efasdn al aa aumedamamn o o,
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in the posi-cardiac surgery study (s89 CLINICAL 8YUOIES), simites types of madical
ovenis ware reporied. In the 1 mg (butllide lumarate trestment group {N#70), 2 patisnis
(2.8%) developed sustaingd polymarphic vantriculsr tachyasrdia and 2 other patisnts (2.9%)
daveloped nonsustained polymorphic vantriculsr tachyoardis. Polymorphic veatricular uchr
cardia 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 v
Acute Experisnos In Animals: Acute Gverdoss (n animaly results in CNB toxially: notadly,
CN8 depresaion. rapid gasping breathing. and sl The Int median lethe!
gose in the rat was more then 80 mg/kg whioh is, on & mg/m® basis, at least 250 times the
maximym recommended human doss.
Humen Bxperienoe: (n the uqlo"ltklﬂ trisls with CORVERT Injection, four patients were
lenell The (argest doss was 3.4 mg administered aver 18 minutes. Qne
patient (0.028 mp/kg) developed inarassed ventricular scto and monomorphic veniricular
taohycardia, mmwlllom (0.032 mp/kg) developed AV block—13rd degras and aonsus-
tainea potymorphia VY, and two pailents (0.038 snd 0.020 mg/kg) had no medical svent
reports. Bused on known pharmecalogy. the diinical effects of an cverdossge with ibutilide
could exaggersts (he axpeated prolongstion d_mellﬂlltlon asen 8! ysual Oliniag) doses.
Medical events (eg, prosrhythmis, AV hiock) that acaur sfter the overdosage ahould be
trealad with measures sppropriate for that qondpion. .
DOSBAGE AND ADMINISTRATION ; :
Tha recommended doss based on controlled trials (ase CLINICAL BTUDIES) is cutlined in
the Table below. (bulllise infusion should be #to as s00n us the presenting arhythmia
is tormingted af In the svent of sustained or nonsustained ventrioular taohyosrdia, or marked
protongstion & QT or QTe. . .

Recommended Dese of CORVERT injestion
Initial infusion (over 10 Mmirnes) 8eopnd Infusion
1 the eriythmia doss not termi-
nate within 10 minutes after the
- and of the intilal intusion, & sec-
0.1 mifg . . Oermin,
- {0.01 mg/kg ibutiiide humarate) | strength may de sominiatersd
) s 18 minutes sfter completion of
R - the first infusion.

Patiant Weight -

20 kg (132 ib) *
ormore '':
Less tvan 80 kg
A1RBD)

One vis! . .
" (1 mg butiids fumarate)

In o tria) comparing ibutllide. wnd sotatol (see CLINICAL 8TUDIES), 2 mg ibutliiae
jumarate agministered.as & ¢ingle Intusion 19 patients weighing more then 60 kg was also
aftactive [n terminating atrial idrliation or atrisl futter.

In the post-aardiac surgery study (sse CLINICAL IT'UDIEU!. one of two Intravenouu inf
slans of 0.8 mg (0.008 mg/kg per dose 151 patients walghing less than 6D kQ) was siective
In terminsting atrdal lidMiiation or rmul flutter, .

Patients should bs ohse with oontimjous ECO monmn:a tor ut ledist ¢ houts folldwing
Infusion &r until GTe has retumed o baseiine. Langer monltoring Is required it anz nm&m
mio activity is noted. Bkilled parsonne! and proper equipment (aee WAANINGS,
Proarrhythmia), such s 8 ceriovariar/defiaillator, and medication for lreatmant of sus-
Wined vmmmurhohmrdlo.-lneluulﬂ polymorphio veniriouiar taohyoardia, myst be avail
able during administration of CORVERT. and-subsbauent moniioring ef the patient.
Oliution: CORVEAT injection may be adminletared undiiuted or diluted in 80 mL of aliuent.
R CORVEAT may ba added to 0.0% Sodium Cniorida injectian or §% Dextross Injection

Dbetore infuston. The oeatents of one 10 mi, vial (0.1 v;glmu may be $isd 10 & 84 ml infu-
sien tsg 1o form an sdmixtiire.of approximately 0.042 mo/mi. ibutilide tumarate. Parenteral
drug products shoaid be inspected visually-for pasioulste matter and discolaration grior to
' saministration whensver sofution ang oontainer pesmit, .
, %rp:b{l)lty and Stabliity: Tha feliowing dlluents sre compatibie.with GORVERT Injestion
.1 mg/mL): -
- 5% Dextross In) Co :

— e

Jeotion - - L . L
0.4% Sodium Chioride (njection. . . ..
The following intravenous solution oonteiners sre compalilbls with
. CORVERY Injpotion (0.1 mg/mL): . o . .
, vpol ohl pisstic bags S T [T
' polyoietin bugs S lv Wb e . e .
Admixtures of the produat, with uppwv:s;' ace ohemioaily and p lly stabie foy
24 hours st room emperaturs (18" 1o 30° & or 84 (o 88° F) and for 48 hours 8t feiggeratet
temperatures (2° 1o 8°C or 38° {0 48°F). Strict adherence to the tide of asepfic tecrniqus

' duting the preparation of the admixiure is recommended ln-ardef to maidtaln stertiity. -
HOW SUPPLIED ) B ! i
CORVERT Injection (ibutilige fumarete injection Is supplisd as &n acelate-bufiered (3o
tonlc solution at & concentration of D.1 m?lmL thet hes been 'adjusted to approximately pH
4.8 1n 10 mL clear glass, single-tiose. fiip-iop viels. o '
' Single-dose 10 mL vis!, 1 mg/f0 mL (0.1 mg/mL}

admixtures of
'

§3<5
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OVERDOSBAGE -

Aouts Experience in Animale: Acule gvardoss in anl
CNS depression, rapld gasping breathing, and Isions. The

doss In the et was more tan ‘mm which is, on u mg/m® basis, at leas! 250 times the

sults |6 CNB toxicity; notably.
travenous medign lathel

oss.

Muman Expasisnce: In the tration tnats with CORVERY lajsction, {our patients were
unintentionally overdesed. The largest doss was 3.4 mg administered aver 15 minutes. One
patient (0.025 mg/kg) developed inoreased venircular oetogr and maongmerphio ventricular
tachycardia, anoiner pailent (0.032 mg/Ag) developsd AV block—3rd degres and nonsus:
1sinsd polymorphic VT, and two patisnts {0.038 and 0.020 mp/kg) hed no medical svent
reports. Basad on known ghamacalogy, he glinical effecty of an overdosage with ibutlids
could exaggerate the expeoted prolengation of repolarizetion seen at usva elinicut dosse.
Wedioal events (g, prosrmythmia, AV biook) that ooour after the overdosage should be
trasted with measures eppropriste for that oongition.

DOSAGE AND ADMINISTRATION
The recammanded doss based on controtiad triaje (see CLINICAL STUOIES) Is outlined In
ihe Table below. (bulilide intusion lrfuul_u be s10ppe ll.l‘ soon a5 the presenting lrmymmls

is terminated or In the evani of or ioular tachycardla, or
profongation of QT or QYo. .
Reoommended Dose of COAVERT Injsotion
Fatlent weight | initial infusion (over 10 minules) Second infusion
60 kp (139 1) * | One vial , if the arrhythmia doss not termi- -
of more |t mg ibutltide fumaraie) pate within 10 minutes sfter ihe
- ond of the iniial intusion, & sec-
Luss than 60 kg .t mikg and 10-minuie intusion of squal
(1) (6.01 mg/kg ibutilige tumerats) | strength may be administersd
10 minutes ater gompietion of
the first infusion.

In a trlal comparing ibutitide and sotalyl (ses’ CLINICAL STUDIES), 2 mg loutiilde
fumarale adminietersd us & lh1ln Intusion to patienis weighing more than 60 kg was also
offwclive In teminating atria! fidrillation or atrial fluner.

In the posi-Grciag surgery study {sew GLINICAL 8TUODIES), one of wo Intravenous infu-
sions cf 0.5 mg (0.008 mg/kg per dose for patlenis weighing isse than 80 kg) was sffeciive
I ferminating atrlal flbriliation o atrinl flutter.

Pativnis should be cbserves with continuous ECG menitoring for at least & hours tollowing
Intuslon or unill QTc hes returned to baseline. Longer monitaring (e required it ulx mhxn-
mi¢ activity (s noted. gkilled personnel and proper aquipmaent (306 WARNINGS,
Proarhythmia). suoh As 8 osraioveneridstibrliator, and medication for treatment of sus:
1eined ventricular tachyoardia, including pefymorphio ventricyiar lachyoarois, must be avelk
able during adminisirstian of GORVERT and subssquent monitorin of the patient. -
Bilution: CORVEAT Injsction may ba sdministered unaliuted or in 80 mL of diluent.
CORVEAT may be sdded o 0.9% Bodlum Chiaride Injection or 6% Doxt ject
elore Infusion. The contents ol one 10 mL vig! (0.1 mg/mL) mey be sdded to & 59 mL infu-
sion beg 10 form an admixure of approximstaty 0.017 mg/ml, ibutdide fumarate. Parentera)
érug products shotiid be Inspecied visuslly for particutate matier and discoloration prior to

dministration or solution an tainer peymil,

. ﬁ::np?ib{!lly and Stabllity: The foliowing diiuents are campatible with GORVERT Injection
-1 mg/ml):
. 8%

Dextross l&mbﬂ
0.6% Bodlum Chiorids injecticn
The follawing Intravenous solution inets arw galible with sdmixt of
 CORVERT Injaction (0.1 mg/mL): .
. poiyvltxl chioride plastic bage
polyotefin bags
Admixtures of the product, with approved dlivents, are chemically and physically stabls for
26 houra at room temperature (15° s 80° C or 89° to 88* F) and for 48 hours 8t refigerated
temparaiures (210 8°C or 26° 1o ¢8°F). Birici adhsrence 10 the use of aseptio technigue
during the prepareti of the Ixture ts ded in order lo maidtaln stedlity.
HOW SUPPRLIED
CORVERT Injection (ioutilide tumarate injection) ls supplied as an wostate-bufiered lvo-
{anic solylion st & concentration of 0.1 mg/mL thal has besn adjusted 10 approximatety pH
4.8 In 10 mL clesr glass, single-doss. tilp-top visls. .
. 8ingle-gose 10 L vial, 1 mg 110 mL (0.1 mg/mL) NDC 0009-3794-01
Btore al controlied room tamperature 20° to 28°C (86" t0 77°F) {see USP). Store via! in
canon until ysed. . .

- Bonty .. . ) .
P I8 & Uplohn Company = Kalarnazeo, Mishigan 45001, USA
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