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WARNING: When usad oraly, kstoconzzole has besn associatsd with hepatic toxicity, inchuding some hitaiises. Patisnts
receiving this drug should be informed by the physician of the risk and should be closely monitorsd. Ses WARNINGS and
PIIEM IDIS sections.

[¢ o with tablets is i Rare casas of sanious cardiovascutar advarse
wmu Including death, ventricular tachycardia and torsadas de pointes have been obsarved in patients Bikdng ketoconazols

with due to induced by ublets. Ses
commcmous. WARNINGS, and PRECAUTIONS Secions.

Pharmacuhnm: 5 indncm that onl unhuh:l: [ olism of rasulting in etevatad plasma lav-
as of which may prolong QT intarvals. Coadministration of astem-

ﬂ'

izole with ketoconazole wm is therefors contraindicated. Ses CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS

DESCRIPTION

Xotoconazole is 2 synthde broas-spectrum antitungat agent. Each tablst, tor oral administration, contains 200 mg ketocorarole

bass. In addition, each tablat contains the tokowing inactive ingradiants: collaidal silicon diaxice, com starch, lactose monohy-

drate, magnesium stearats, mmocvymlﬁnc colluloss, and povidore. Katoconazold is (a)cis-1-Acstyl-4-[p-1]2-(2.4-
2-{imidazot-1-y! )-1.3-dioxoan-4-y Iphenyl)-piperazing and has tha following struchura) formua:

-
ﬁ% T

CatalIN0, MW, 53144
Katoconazols Is 3 whits to slightly beige, 0doriess powdar that is soluble in acids,
CUNICAL PHARMACOLOGY

Mazn paak plasma lsvels of approximataly 3.5 meg/mL are reached within 1 to 2 hours, tollowing oral administration of a single
200 mg dosa taken with & meal. Suhnqu-m plarn: alimination is biphasic with a haif- fife ot 2 hours during the first 10 hours

and 8 hours Fobowing trom the lract, L3 intp sevenl inactve

metaboiitss. The major identified metabofic patirways are oxidation and of the imi rings, gxida-

tha O and sromatic Abaun:'/.n“mman:m.dhmummwmzmlxuundunuod

drug. mmwmdnmnmkmwmnnmmmmwm in vitro, the plasma protsin binding is about 99%

mainty to the aibumin fraction. Ondy 3 of reaches the carsbral-spina) fuid. Kstocorarots is 3

waak dibasic agent ang thus raquires acidity for dissolution and somption.

Kstoconazols tablets are m ¥ainst cknical with 8 itichs, Candida spp.. Cocck immitis,

is, and P $pp. blets arv aiso active against

pp.. 0. ha!soacﬁvnmmmwim:nmlyo'hmd

and ynn. In uumal rnoo-ls acﬂvlry has bnn cmmmna against Candidd spp., cap-

sulatum, turtug, Cocoidloides immitis, and (i

Mods Ot Actiorr In vitro studies suggest that impairs the of erp which is 3 vital component of

fungal co membranes.

INDICATIONS AND USASE

mmﬂonﬁusmmaummmmmwnummmmmtw i idiasis, chronic

thrush, and parRcoc-
mnomm\t. uwmm\m should not be used tor wmmm: bacauss it panatrates poorly into he unbm-
$pina! Ruid,
Ketoconazole biets e 2130 indicated for the treatmant of patients with covers i
who have not rssponded Lo topicat therapy or oral grissotulvin, or who are unable to Qia grissufulvin.
CONTRAIXDICATIONS
Coasministration of tarfsnang of with fabists is indicatsd.  {Ses S0X WARIGNG, WARNINGS,
and PRECAUTIONS sections.)

Concomitant administration of kmmnazcn tablets with ciszprice Is contnindicaied. (See DOX WARNINGS, WAANINGS and
)

PRECAUTIONS sections,

Ci i of tablets with oral triarolam Is contraindicated. {Ses PRECAUTIONS ssction.)
Kstoconazole is contraindicatad In patients who have shown hypersensithity to the drug.
WARNNGS

ot the 90, kag baea aszociaied with the us of tatoconxzote tabiats, tuctudiag rare

halaiities. The reporied Incideacs of hepatotoxicity has hees adout 1:18,008 axposad pailents, bl 1his prokadly reprasents
SOMe dagres of ander-reportiag, as I3 the case for most repasted adverse reactions e drags. The medias duratios of keto-
connzsie tahiet anyy i patiesty whe wis shout 23 days, iDosgh O 3008
uxtoncsd 10 89 low 83 ) &a8. mhwchmm-um.untdmmumthmnnwduﬁumm
cooaoie BYlet trestmest. Seversl tazst of bepailtis have dess repormd e chiléree.
Prompt recognithon of tver Injury Is essential, Uiver Junction tests (such as SGG7, Skaltne phosphatass, SGPT, SGOT and ditine-
un)xmdammmummmmmmwnmwmmwmmwm Patients recelving kalocomzole

with other Grugs should de carshully monitored, pasticulrly those patients requiring
Wmmmmommmamdhr&m
mmmmamdmwmmmmummwmmwmm Of 180 patants world-
with during tablet tharapy, 61.3% tad onychamycosis and 16.6% tad
wmnmmmummm

Transient minos sievations in that snzymes hawe occurrad during reaiment with ketocomazole tablets. The drug should be dis-
continued It these persist, if the abnormalities worsen, or il the adnormalities becoma accompanked by symptoms of possibls
Tiver Injury.

8 rary cazas anspiytaxia hag bese reporind afier B first dose. Savena! cases of yparsansithvity reactions inchuding urticara
faw aho besn reported.

( o hblol:tnd Mbomauwuamwmmmmmunm:y
prolong OT intarvas, rsuting in cardiac Casas of torsades Oe paintses and other sark-
unv-miwhvmnmnmm Innuamlndnnqmmulty munmmmmwmumnwmmnm
with Qblets and tarfenading is contraindang.
o' izols with abdists Is i (Ses BOX WASDENG, CONTRABIDICAIONS, and
rna'.nmon wwon:.)
v of mmmmbmwmmmnvnmnmmmmum
od cisapride plasma concenirations and prolonged OT interval, and has ranly been y and
torsades 0v pointes. (See BOXED WARNING, CONT and PREC ndlom.)

tn European clinical triats Wvoiving 350 patients with metastatic prostabic cancer, skeven deaths wery reported within two wesks
of starting treatmant with high doses of kstoconazpie tablts (1200 mg/day). It is not possible to ascariain from e information
availzble whether death was refated to ketoconarole thenpy In thess patients with serious underlying dissass. Howevar, high
00383 of kstoconazole tabists are known to SUPpress adrenal corticosiarcid secretion.

In temale rats treated three 1o six Months with ketoconazole 3t doss levels of BO MmO/ and highey, Increased fragility of long
bones, in $ome tases iading 1o factre, was ssen. The maximum “nO-+fact” 5059 level in these studies was 20 Mo/ (1.5

times the maximum recommendsd hunan dots). The for (his is obscure. Limited stud-
iss In dogs flled to damonstrats such an sttect on the metacarpals and rids.
PRECAUTIONS

Gersral: Katnconarole tablets have been demonstraltad ¥ lowsr serum testostarons. Once therapy with katoconazols has been
discontinued, serum tstosterons evels retum to baseling values. Testostarons levels are impaired with doses of 800 mg per
day and abolishad by 1600 mg per day. Kstoconarals tabieis aiso decreass ACTH induced corticostaroid sarum levels at simitar
high ooses. The recommanded dose of 200 mg to 400 mg dadly showld be followsd closaly.

mmmmmmm 3 Marked ont i was observed. Kstoconarole
nblts requine acidity for It antacids, inergice, and H,-blockers are nesdad, they should be
given at isast two hours aftar administration of ketoconazole ablets. In cases of achiorhydria, the patents should be instructed
to dissoive sach diet in 4 mL aquecus sofution of 0.2 N HOL For ingesting the resutting midurs, they should use 3 drinking
Straw 50 33 10 3vid contact with the teeth. This administration should be fodowed with 3 cup of tap water, -




\ntormatios tor Patlents:  Patlents 3hould be lagtrucied to report amy 3ipns aad rymptoms which may gpes! liver dys-
fuactice to (dat sppropriste dlochemical lesting cas be done. Such sipas 3pd symptoms may Include unusual tatigue,
3norvgs, eauses Indor vomiting, jsundice, dark urine or pale gools (s8¢ WARNINGS section).

Drug inferactons: Katoconazole is 3 potent inhibitor of the cylochroms P450 3A4 snzyma systam. Coadministration of keto-
conazote tablets and drugs primarily metabolized by the cytochroms P450 JA4 snzyme system may result in increased plasma
concantrations of m. drugs that coudd increase of projong both therapeutic and adverse effects. Tharetore, undess Otherwise
specified, cdosge may be The tollowing drug intsractions have besn identifisd invoiving
ketoconazole tablts and other drugs mmbolmc by the cytochrome P450 enzyme system.

Ketoconarols tablets inhibit the ism of , resulting in an i plasma ion of ine and 2
delay in e slimination of its a0d metadolite. The increased plasma ion of ine o7 it ita may result
in prolonged QT intervaly. (See BOX WARNING, CONTRAINDICATIONS, and WARNINGS sections.)

Pharmacokinatic data indicate that orat inhibits the ism of i resulting in slevated plasma lavels
of asternizois and its active metabolits uusmcmylammuolo which may prolong QT intsrvals. Coadministration of astemizols
with kstoconazole abists is theretors {See 80X CONTRAINDICATIONS, and WARNINGS sections.)

Human pharmacokinstics data indicate that oral katoconazole potantly inhibits m- metabolism of cisapride resulting in 3 maan

eight-fold increase in AUC of cisaprige. Data suggsst that oI and cisapride can risult in pro-

longation of the QT interval on tw ECG. Therstors i 01 nblets with cisapride is con-
. (See 80X 10M3 2nd WARNINGS sections.)

K#toconarois tablets may altsr e and Y i nsulﬂno in slevated plas-
ma concentrations of the latter drugs. Dosage ad;unmom may be required il ine, L or
are given concomitantly with ketoconarols tablets.
G inistration ol e tablets with mi ot trizzolam has rasulted in slavated plisma concantrations ot thw lat
tar two drugs. This may potentiats and prolong hypnotic and sedative effects, sspecially with repeated dosing or chronic admin-
istration of Dwse agents. These agents should not be usad in patients treated with katoconazols tablets. If midazolam ts admin-
istared parentarally, special precaution is required sincs Te sedative sifect may be prolongsd.
Rare cases of eievatad plasma concantrations of digexin havs betn reportad. 1t is not clear whather this was due to the com-
bination of therapy. it is, thersfors, advisable o monitor digaxin concentrations in patisnts nwivino atoconarole,
Whan taken onlly, imé [17] may snhancs the in-like Snugs.

i with imi drugs and in drugs, the anti IM xhouid b carehully Strated and

monitored.

Becauss severs hypoglycamia has besn reported in patisnts concomitantly receiving oral miconazols (an imidazols) and oral
hYPOGHTHDK 2gants, such 3 potential interaction invotving the lattes 2psnts when used concomitanty wilh katpcorarols tablets
{an mmu) an nol bo nisd oul

G ot nablels with phamytoin my ater the ism of ond Or both of te drups. tis
suggestad to monitor both katocomazole and phemytoin,

Concomiant administration of rifampin with ketoconazole tablets reduces tha biood lsvels of te hitter. INH (Isoniazid) is also

reported to attect y. These drugs should not be given concomitanty.

Altsr the coadministration of 200 mg oral kstoconazole twics daily and one 20 mp dose of loratagine to 11 subjects, the AUC
nd €, of lontdine avraged JUZ% (2 142 5.0.} and 251% {2 68 S.D.), respectively, of thase obtainad aftar co-treatment

with piacebo. The AUC and €, of an actve its, averaged 155% {5 27 5.D.) and 141%

(1 35 5.0.). respsctively. Howsvet, no reiatsd changes ware noted in the QT, on ECG Blan a2, 6, and 24 hours aftar the coad-

minisinton.  AlSo, thers war no dinicatly significant dithrences in avarsh svents whan loratagine was administarsd with oF

without ketoconazole.

Rars cases of disulfiram-iike reaction to akcohol have beon reported. These ave besn ized by Rushing,
nsh, ponphnnl sdema, rnusn, and hadache. Symptoms resolved within a faw hours.
C: J Of Fartilty: The letha) muttion test in male and famals mite revealed that

singis oral doses of ketoconazole as high 33 80 mp/kg produced no mutation in any stage of germ call developmant. The Ames
Saimonelis microsomal activator assdy was a0 negative. A long tsrm teading study in Swiss Albino mice and in Wistar rats
showed no evidence of oncogenic activity.

Pragnancy. Tentoganic etfects: Pregnancy Catagory C: Ketoconaroke has besn shown 10 be teratogenic (syndactytia and oligo-
dactytia) in the rat when given in te dist at 80 mg/kg/day (10 timss the maximum recommanded human doss). Howsver, thess
athacts may be ntatad to matsma) toicily, $vidence of which 23S0 was seen at this and higher 0oss levels.

There are no adequate and well controlisd studies in pregnam women. Katoconazole should be used during pragnancy ondy if
the potantial benefit justifiss the potantial risk to the fetus.

ic Ethcty: has also been found to be smbryotaxic in the rat when given in tha diet at dases tigher
than 80 m/kg during the first trimestar of gestation. In addition, dystocia (difficult labor) was noted in s administered ol
ketocomazote during the third trimaster of pestation.  This ocasrred when katoconazols was suministsred it 0oses higher than
10 mp/kg (higher than 1,25 tmes the maximum human doss).
I is likaty that both the tions and the smbryotoxicity resulting from the administration of oral katoconazole during ges-
ttonama nﬂ-:ﬁmownpamanrsmmmoimhmhmmmudm For nample, the oral LD, of kstoconazole given
by gavape to the famale rat is 166 mo/kg wherras in the mals rat T orad LDy, is 287 mo/kg.
Nursing Mothers: Since ketoconarole i$ probably excrated in the milk, mothers who ars undar treatment should not breast feed.
Pociatnc Uss: Xatoconazols Gbists have not besn sysismatically studied In chitdren of any ags, and sssentially no intormaton
is vailable on chiidren under 2 yoars. Katoconazole should not be used in pediatric patisnts unless the potsntial benefit out-
wiighs the risks.
ADVERSE REACTIONS
s rare Ca3es, snapivtaxts 3as Dess raported aRes (D6 firsl doss. Severdl Caset of hyparsensitivity reactions inchuding
urticaria have also been reportsd. Howaver, the most frequent advarse rkactions wery naussa and/or vomiting in 2pproximate-
Yy 3%, abdominal pain in 1.2%, pruritus in 1.5%, mmmmmmtxumoanom headacha, dizzinese, Som-
nolance, fever and chills, photop diarthea, ic anemia,
and buiging fontanelles. Oboosplrmh has been rupomd in investigational studis with the drug at dosages 2bove thosa cus-
rently approved. Oligospermia has not besn reportsd 3t dosages up to 400 M daly, howsver sparm tounts have been oblained

. infraquently In patients treated with thess dosages. Most of thesa reactions were mild and transtent and anly required dis-
“contima

tion of kstoconazole tablets. In contrast, the rare occurtences of hepatic dyshanction require spacial attention (see
wmmm section).

in memm"mmmuﬂwzpammm
moilmvuwmmmupmwnmmbm g ypsrtigl has 250 besn
reporad but 3 causa) with

Y suicical jas and savery sion, have occurred nrsly In patients using
nmnmumn,
ntrk QT Izarvals) hawe occurrsd with the iant use of with

Gblsts. (Ses BOX VAIIIN CONTRAINDNCATIONS, and WARISNGS sactions.)
oanmmmmmmunmmmmdaprmunmmmmmumonmmmm

ranly den with rythy {See CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS sacions.)

OUVERDOSASE

In the avent of accich rthy , induding (astric kivage with sodium bicarbonats, should ba

smploysd.

DOSAGE ARD ADMINISTRATION

Adus: e rmmmrﬂmﬂmd hmmmnhammammmmmmumnn) Inmy
of 1 clinical respx is i the sxpected time, the doss of ketoconazois m.

sarious
incTaased 1o 400 mg (two Gblets) once dally,
Crildran; In small numbars of childran over 2 years of age, 3 single daily dosa of 3.3 i 6.6 mg/xQ has been used. Xatooonazois
Tablets have not been Stdied in children unost 2 years of age.
Thare should ba laboratory 28 well as clinlcal documentation of infection prior 10 srting kstoconazole therapy. Treatment
mmummmnmwhnmmmwmﬁmwmm Inadequaty perinds of treatment may yield

poOr responss and kad to eary of clinical for Is one of Two weeks,
Patian with chronic mucocutaneous candidiasis usually requine tenpy. 6 for the other indl~
undmumkmmuummm

E ) hwmmaullmwvuzbm:mhlmaumpm
nrhhdaumumwnmmdom Apparent cures may therapy in some casas.
HOW SUPPLED

Each kstoconazols Labiet, USP contains kstoconazote 200 mg available in botthes of 100 and 1000. The tablets are whits, round,
Nat-bevelpd Labiets, debossed “53°-"500" on D scorsd side, piain on the other side.

Store at controfled room temperature 15°-30°C (59°-86°F).
Protact from moisture.

Manuhactured By:
TEVA PHAR!
Saflersville, PA 16960
Printed in USA
Rov. A 438
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S s comuto o ...i:e\ e wb prescribing information.
Protact from moisture, -7.0- =9 N )
Duperas In a tgm, (EregBint comaner as Store at controfled room sauoaaa .
ﬂ..ﬁ:y? USP Elaa dosure 15° to 30°C (59° to 86°F). : ’
YEEP THIS AND E/ru?am ouT oF THE
T - REACH CF CHILOREN, , Protect from molsture.
L1978 W PG Rev. A 490 - —
it { Dispense in a tight, light-resistant contalner as B R
defined in the USP, with a child-resistant closure
88&8& — (as required). .
—— KEEP THIS AND ALL MEDICATIONS OUT OF THE
— REACH OF CHILDREN.
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