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Fosphenytoin sodium Injection USP

500 mg PE in 10 mL (PE = phenytoin sodium equivalents)
(50 mg PE in mL)

FOR INTRAMUSCULAR OR INTRAVENOUS USE

A APOTEX CORP.

Material - po96g5 | Rroduct CTN USA FOSPHENYTOIN NA INJ USP 75MG/ML 10ML
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10 x 10 mL Single Dose Vials | Forimorivuse. |

! Each vial contains fosphenytoin sodium 750 mg

NDC 60505-0765-4 10 x 10 mL Single Dose Vials

equivalent to 500 mg phenytoin sodium,
tromethamine as a buffer, hydrochloric acid and
water for injection. Additional hydrochloric acid
and/or sodium hydroxide may be added to adjust
pHt08.31t09.3.

Usual Dosage: See prescribing information.

Note: Administration differs from parenteral
phenytoin. See Dosage and Administration.
Store under refrigeration at

2°C to 8°C (36°F to 46°F). The
product should not be stored at room
temperature for more than 48 hours.
Vials that develop particulate matter
should not be used.

DOSES OF FOSPHENYTOIN SODIUM INJECTION
ARE EXPRESSED AS THEIR PHENYTOIN SODIUM

EQUIVALENTS
(PE = phenytoin sodium equivalents).

Fosphenytoin sodium Injection USP

500 mg PE in 10 mL (PE = phenytoin sodium equivalents)

(50 mg PE in mL)

FOR INTRAMUSCULAR OR INTRAVENOUS USE
R Only

A APOTEX CORP.
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Manufactured by:
Apotex Inc.
Toronto, Ontario
Canada MIL 1T9

Manufactured for:
Apotex Corp.
Weston, FL
33326
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| NDC 60505-0746-5 25 x 2 mL Single Dose Vials

Fosphenytoin sodium Injection USP

100 mg PE in 2 mL (PE = phenytoin sodium equivalents)
(50 mg PE in mL)

FOR INTRAMUSCULAR OR INTRAVENOUS USE
R Only

A APOTEX CORP.

For IM or IV Use.

Each vial contains fosphenytoin sodium 150 mg equivalent to 100 mg phenytoin sodium,
tromethamine as a buffer, hydrochloric acid and water for injection. Additional
hydrochloric acid and/or sodium hydroxide may be added to adjust pH to 8.3 to 9.3.
Usual Dosage: See prescribing information.

Note: Administration differs from parenteral phenytoin. See Dosage and Administration.

Store under refrigeration at 2°C to 8°C (36°F to 46°F). The product
should not be stored at room temperature for more than 48 hours.
Vials that develop particulate matter should not be used.

DOSES OF FOSPHENYTOIN SODIUM INJECTION ARE EXPRESSED AS THEIR PHENYTOIN
SODIUM EQUIVALENTS (PE = phenytoin sodium equivalents).

AQUEOUS FREE
AREA

DIVIDER 8 PER CARTON

. NDC 60505-0746-5 25 x 2 mL Single Dose Vials

Fosphenytoin sodium Injection USP

100 mg PE in 2 mL (PE = phenytoin sodium equivalents)
(50 mg PE in mL)

3 |6050507465| 5

Manufactured by:

FOR INTRAMUSCULAR OR INTRAVENOUS USE

R Only

Manufactured for:

Apotex Inc. Apotex Gorp.
A Toronto, Ontario Weston, FL
APOTEX CORP. Canada MIL 1T9 33326
AQUEOUS [FREE

AREA




APOTEXINC.
L RAPOTEXINC: gichmong hil site 350 Elgin Mills Rd, E., Richmond Hill, Ontario, L4C 5H2 Phone: (905) 884-2050)

PRINTED PACKAGING MATERIAL Copy: of Date: January 02, 2007
Matrial Product
Coder 229681 Names INS USA FOSPHENYTOIN NAINJUSP 75MG/ML 10ML
Previous \/» Flate size: ~ 374.65 mm x 317.5 mm (14.75" x 12.5") Change: New
Code:

Finished
insert [l Outsert [ ] | Folded Size: 53.975 mm x 31.75 mm (2.125" x 1.25")
Paper Type

Glue Spots: 2 & Weight:

Century 27# Opaque - Luminescent stock

" Reg Affairs
Perforation: No Pantone Colours (S): Black Heglsm No: o
Word
Prepared by: Date: Doc No: 0
14.75" (374,65 mm)
2.125" (53.975 mm) } } 2" (50.8 mm)
£ Prescribing Information Fllwing eistationof sl ospenyn o fctn s o 001 1200m P, et il et st
© concentations ncrease in proporion 10 dose, but do not change appreciably vith changes in nfusion rte. In Contast, mean  Hemopoletc System
b3 R Only Humwmeﬂm complications, some Izh\ navu occasionally been reported n assnclanun with administration of phenytoin.
o AvsorptonBioavaablty
i " in Sodium Injection USP osphenytoin is completely converted to phenyton following IV administration, with a halt-ife of approximately 15 minutes.  marrow suppression.
- L ! henyt IM administration and k- There have been a number of reports that have Suuqesled a relationship between phenytoin and the development of
DESCRIPTI in approximately 3 hours. ymphadenopathy (ocal or generalized), nclucing benign ymph node hyperplasa, pseudolymphor:

CRIPTION
Fospheytan Sodium nfecion USP i 3 prodrug intended for parenteral admiistation; s active meabolt s phenyloin. Each Vol dease Altough o caseand afect etonsp | has not been establshed, the e ol mptaeraat

‘

o

lue Spot

dsn uonaalu|
wnipog uiojhuaydsoq

Fosphenytoin Sodium
Injection USP

i
229681

vl contains 75 mo/mL (hereafer refeed 1o

Phenytoin is highly bound to plasma proteins, nnmamy uni, sough o3 e eden an sphnyn. n e absars of
fosphenytoin, approximately 12% of total plasr is unbound over the cincally relevant concentration rang ‘.

added to adjust pH to 8.3 0 9.3. Fosphenyloin sodiu injecton s a clear,coloress to pale yelow, stere soluton.
“The chemical name of fosphenytoin is 5.5-diphenyl-3-(phosphonoosy)methy-2 4-imidazolidne-ione disodium salt.  The
molecular stucture offosphenytoin s

-2Na®

ndicate
o it it symptoms and signs rzsumbhm; ‘onum stous, e, o . ang o b oot

i fom psma rten binin i, Ths nceses the actonof

x 0a

unbound) during theperiod required fo conversion offosphenytoin to phenytoin (approximately 0510 1 hour nusﬂmusmn)

Metabolism and Elmination

Phenytoin derived from administration of fosphenytoin sodium injecton is extensively metabolized in the liver and excreted in

urine primariy as 5-{p-hydroxyphenyl)-5-phenylnydantoin and it olucuronide; ltle unchanged phenytain (1% to 5% of the dose)
recovered in urine. Phenytoin hepatic metabolism is saturable, and following administration of single 1V fosphenytoin sodium

injecton doses of 400 to 1200 mg PE, ttal and unbound phenytoin AUC values increase disproportinatey with dos. Mean tofal

afte equal doses of parenteral iantin and tend o be greater at higher plasma phenytoin concentrations.

Special Populations

Paients with Renal or Hepatic Disease

Due to an increased fraction of unbound phenylin in patients it renal or hepatic disease, o in those vith hypoalbuminenia,

control using altemative antiepilptio drugs
Alcahal Us

Acute alcohol iniake may increase plasma phenytoin concentrations while chronic alcohol use may decrease plasma
concentrations,

Usage in Pregnancy

A Ristks to Mother
An increzse in seizure frequency may occur during pregrancy because of atered phenytoin pharmacokietis.  Periodic
measurement of plasma phenytoin concentrations may be valuable i the management of pregnant women as a guide to
approprite adjustment of dosage (see PRECAUTIONS, Labaratory Tests). However, postpartum restoration of the orginal
dosage will robably be ndicated.

the interprtaton of total phenytoin plasma concentratons should be made with caution (sec DOSAGE AND ADMINISTRATION).

B Aisks o the Fetus
fthi o

T orif taking the drug, be apprised

increased without a similr ncrease i phenytoin clearanc. This has the potential to increase the frequency and severtty of adverse
events (see PRECAUTIONS).

of
Prenatal exposure to phenytoin may increase the risks for congenital malformations and other adverse developmental
utcames, ncease fequencie of o malormatons (suh 3 orofacl cefs and cardia dfets), minr anles

Age features, nail and (including microcephaly), and mental deficiency
AT T Tt 3 sl i iy i e ot st o[22 s e T e Pl o e R
fosphenytoin i expressed in terms of uzateﬂ with antiepileptic drugs (phenytain and/or others) during pregnancy is about 10%, or two-to three-fold that in the
Gender on fosphenytain or general population. However, the relative contributions of antiepileptic drugs and other Qac\ws associated with tmlwsy to
et T Tt o 10 A s s 151 ot PSS AT ST opeT S

equivalent units (PE) (see DOSAGE AND ADMINISTRATION).
CLINICAL PHARMACOLOGY

Introduction

Folloving parenteral administation of fosphenytoin sodium injetion, fosphenytoin is converted to the antcomvulsant phenytoin.

For every mmol of fosphenytain admiistered. one mmol of phenytoi s produced.  The pharmacological and toxicological

effects offosphenytoin include those of phenytoin. However,the hydrolysis of fosphenytoin to phenytain yilds two metabolites,

phosphate and formaldehyde. Formaldshyde is subsequently converted to formate, which is in tum metabolized via a folate
these effects

typically occur at concentrations considerably in excess of thoss obtained when fosphenytoin sodium injstion is administered
under conditions ofuse recommended in his labelng
Mechanism of Action

Only limited pharmacokinetc data are avaiable in chidren (N=8; age 5 to 10 years). In these patients with status epileptcus

who received loading doses of fosphenytoin sodium inection, the plasma fosphenytoin, tota phenytoin, and unbound phenytoin

concentration-time profles did not signal any major diferences from those in adul patients with status epiepticus recefving

comparable

Clinical Stuties.

Infusion tolerance was evaluated in clinica studies. One double-bling study assessed infusion-site toerance of equivalent loading
“The study

demonstated betr lcal toerane (pai and burningat the nfusion e, feer disrgtons of th nfusion, and a shore nfusion

peod forspheni sudmineln-eted s TALE T

TABLE 1. Infusion in Sodium In

jon and IV Phenyloin

d accordingl Isant effe
IV Fosphenytoin Sodium Injection IV Phenytoin
ftor N=%0 N=22
effectiv for phenytoin. In addition to ts abilty to suppress maximal electroshock seizures in mice and rats, phenytoin exhibits
Local Intolerance 9%t 90%
of the brainstem in rats. The cellular mechanisms of phenytoin thought to be responsible for its anticonvulsant actions include Infusion Disrupted 21% 67%
modulation of voltage- neurons, inhibiton of calcium modulation Average Infusion Time 13 min 44 min
of voltage-dependent calcium channels of neurons, and enhancement of the Sodium-potassium ATPase actviy of neurons and

+Percent of patients

glal el
sovera other aniconvulsants in addition to phenytoin.
Pharmacokinetics and Drug Metabalism

tin

Absorption/Bioavaiabilty

Intravenous: When fosphenytoin sodium injecton i administered by IV infusion, maximum plasma fosphenytain concentrations
are achioved at the end of the infusion. Fosphenytoi has a hal-ife of approdmately 15 minutes

Intramuscular: Fosphenytain is completly bioavailable following 14 administraton of fosphenytoin sodium inection. Peak
concentrations occur at approximately 30 minutes postdose.  Plasma fosphenytoin concentrations following M administration
are lover but more sustained than those folowing 1V administration due 1 the time requred for absorption of osphenytoin from
the inction st

Fosphenytoin Sodmm injection-treated patients, however, experienced more systemic sensory disturbances (see PRECAUTIONS,
ensory Disturbances),

Infusion msmmmns in (asnhenymm sodum nicton e pats were primary e t systenic uring, s, andlor
E1).

Ina doubleind sty ivestgating tampoary substuton o fosphenyon sodu s for oral penyn, \M Inspnuny\mn
safhnfcton wes g wekteced 45 I e, (W osgheyto sudum ncton euled i a st crese i ansent.
 time during the study). This study also

to particular antiepileptc irugs.
ang

Postpartum Period
Apoentaly

in

ed to phenytoin n utero. This prevented with vitamin K tothe

mother before defvery and to the neonate afer birth,

Preclinical

Increased frequencies of malformations (brain, cardiovasoular, digit, and skeletal anomalies), death, growth retardation,

and functional \mwm\em {tromodaryortie. yparaty,iing) wareosed amorgthe o of s ehing
P

or igher 4aupmmmamy 50 of o s rman g dose o gt on 2 mg/n® ey wmm ot e
materal plasma phenytoin concentrtions of approximately 20 meg/mi.or reate. Materal toxicity s often assocated
A e i 10 s Cnc. vt e 1o G S0 et e vapmen et e
secondar to the matermal efets b malomaon s of 17mg
PEfkg (approximatay 10% of the maximum mgim? basis) The
Govelpartl s ofosphanion I s were St ( 10 WHEN rave, e rpara lowig dintton o
phenyton to pregnant rats

Mo effects on embryo-fetal development were observed when rabbis ere given up 0 33 mg PENKg of fosphenytoin
approximately 50% of the maximum human loading dose on a mg/n? basi) during pregnancy. Increased resorption and
malormaton rates have been reportd following adminisiration o phenytin doses of 75 mglkg or higher (approximaely
120% of the maximum human loading dose o higher on a my/m? asis) o pregnant rabbts

PRECAUTIONS
General
(Fosphenytoin sodium injection specific)
isturbances
Severe buming, thing, andior pord by 7 of

adjustments needed hen iniiating IM o returing to oaltherapy. In contrast,Switching between M and oral phenytoin requires
bs uscle

1500 mg e a he maimum Emi
lsted from 3 to 50 minutes i 6o these subjcts i o 4 bt v Sk, I Some cios, s Sensry

Distbution INDICATIONS AND USAGE most frequently as an area " dasomton n a separate cohortof 16 normal volunteers (taken from 2 other studies) who
Fastytan s srsely ound (0% 0 99%) 0 pasd s, prary i, B 0 pasma s s means of adose of 1200 mg PE at the maximum vatxmadmms(va\mn(immn
resul tht he percent
unavailable, PE/min),
Spenon o :é“':,“"fs”;;’;""f e e wotame of ihlno ostenon nceses W osphnyo s necion ot been systematclly valuated for more than 5 cays. Patients adminitered fosphenytoin socium mlmmn at doses of 20 g PEIkg at 150 mg PE/min are upumn to experience.
o Fosphenytoi sodium njection can be used for I ' prevention and treatment
Metabolism ano Elimination of it hortterm,for oral phenytoin. thenfusion.
The conversion halt-ie of osphenytoin to phenytoin is approximatey 15 minutes. The mechanism of fosphentoin conversion The efectof koown. o have boen

has not been determined, but phosphateses probably play a major role.Fosphenytoin is not excreted i urine. Each mmol of
fosphenytoin is metzbolized to 1 mmol of phenytoin, phosphate, and formate (see CLINICAL PHARMACOLOGY, Introduction and
PRECAUTIONS, Phosphate Load for Renally Impaired Patients)

" qmvau 1M administraton of fosphenyain Sodium injecton generates systemic phenyloin concentrations that are similar

T Dhalmnnkmﬂms offosghenln olowing IV adminsation ofFsphenyon Sodun nectn, howevr 19 comple, and
nytoin could b crtcal Studies
have therefore empirically e o fosphenytoin sodium injecton tht gves a fate and extnt of phenytoin
systemic avalabity simila to hat of a 50 mg/min phenytoin sodium infusion.

A dose of 15 to 20 mg PEkg of fosphenytoin sodium injecton infused at 100 to 150 mg PE/min yields plasma free phenytoin
(69, parenteral Dilantin®)

0 my/min WARNINGS).
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FIGURE 1. Mean plasma unbound phenytin concentrations following IV administration of 1200 mg PE fosphenytain sodium
150 mg
(N=12). Inset for

(diamonds) i sampling period.

CONTRAINDICATIONS
Fosphenytoin sodium injecton s contraindicated in patients who have demonsirated hypersensitvity to fosphenytoin sodium
Injecton or s ingredients,or to phenytoin o other hydantoins

reported thus far. The pharmacologic basis fo these positive sensory phenomend is unknown, but ofher phosphate ester
drugs, which delver smalle phosphate loads, have been associated with buring, iching, andior tingling predominantly in
the groin area.

Because f th efectof y, patients
vithsinus bradycardia, sino-tial block, second and thid degree A~V block,and Adaims-Stokes syndrome.
WARNINGS resticion, impairment.
DOSES OF FOSPHENYTOIN SODIUM INJECTION ARE EXPRESSED AS THEIR PHENYTOIN SODIUM EQUIVALENTS IN THIS
(PE=phenytoin sodium equivalent). i
DO NOT, THEREFORE, MAKE ANY ADJUSTMENT IN
INJECTION FOR PHENYTOIN SODIUM OR VICE VERSA. and AL fal Populations, anc DOSAGE AND
shenytin. Dosing in Special Populations),
ral
tausEplepcs Dusin Regimen e ssaite)
Th s ol IV losghnyan s fcton (1510 20 mg P)ht 6 s o et st g s sdminstred t o ecton s o Sow

botwean and 7 mines. ot tal h doery fan enical molrde f phenlin usin prenaalDianin or gonei

Tack of

1t i hemton oo s ¢ piary gt admistrasion ofosphanon sofen o s peeed berause e fime to

Additionally,
cauon shoudbe e s chuly imlr (e, brturts, succinies,aaroldnediones,wnd oter et
compounds) inthese same patint

AOMINISTRATON,

Withdrawal Precipitated Seizure, Status Eplepticus

Antpileptic drugs should not b abruptly discontinued because of the possibiy o increesed selzure frequency, nciuing status

piepticus. When, in the judgement ofth clnician, the need for dosage reductio, discontinuation, o subStuton f aerative

anteieptic medicaton arises this shou be done radually. Howsver,inthe eventofanalergc o hyprsensitty eactio, apid
atrnative therapy may b necessary. In tis case, aernativetherapy shold be n antepiepic orug ot belonging

1othe hydanton chemical lass

Cardiovascular Depression

sodium injecton i used in ptients with tis disease.
Hyprgbcami, esulig o ohenin's oy efect on s elease, s ben eorted. Pheno may ko rae

imal ange
r mm\m ot casholar

may produce confusional states refered to as “delrium,
yshucton,Aecordgh,

(see PRECAUTI

are emesswe‘ be discontinued.

“Theliver is the primary ste of bioransformation of phenytoin; ptients vith impaired iver functon, elderly patients, or those

sychosis,” or “encephalopathy;
determination of

Hypotension may occur, especially afte IV administration at high doses and high rates of administration.
of phenytoin, severe cardiovascular reactions and fatalites have been reported with atrial and ventrcular conduction depression
‘and veniricular fiorillation. Severe complications are most commonly encountered in elderly or gravely il patients. Therefore,
carelulcardiac monitoring is needed when administeing IV loading doses of fosphenytoin sodium injection. Reduction i rate of
administration or discontinuation ofdosing may be needet

Phenytoin and other hydantoins are not indicated for seizures due to hypoglycemic or other metabolic causes. Appropriate
diagnostic procedures should be performed as indicated.

Phenytoin has the potential to ower serum foate leves

Laboratory Tests

iniection
Rash

or bullous,or i upus
erythematosus, ot be esumed and
matie orapy Should be consiered. | h rash 1 of & miler type (meals e o scartatnfor), erapy may b resumed
after the rash has completely isappeared. Ifth rash recurs upon reinstituton of therapy. further injecton or

20 megim, (unbound
phenytoin concentrations of 1 to 2 meg/mL).Following fosphenytoin sadium njection administration, i is recommended
at phnyan corcenatons nof e monioreduril covarson to heno i ssntaly compet. Thisocurs witin

T ot oo, conmony et T e, i 5 TODLE (s

phenytoin administration is contraindi
Hepatic Injury
Cases of

cross-
fosphenytoin sadium injecton dose, route and rate of admiistraton, and time of sampiing reatve to dosing), and analytcal

ncluding have been rep o These inidents  method.
Kin erupt fosphenytoin. Prior

vithin the frst 2 Other common manifestations include jaundice, hepatomegaly,

level, leukocytosis, and eosinophiia. The clincal course of acute phenytoin hepatotoxiity ranges from prompt recovery to fatal

outcomes. In these patients with acute hepatotoxicty, fosphenytoin sodium njecton should be immeditely discontinued and not

biood sampes forphenytoin monitoring should be collected ntubes containing
EDTA as an antcaaguiant o minimize ex vivo conversion of fosphenyoin o phenytoin. Hovweve, even vith specifc asay

methods, phenytoin concentatons measured before conversion of osphenytin 1 complte il ot rflect phenytain
concentrations ulimatey achieved




Drug Interactions

fosphenytoin o phenytoin by alterations
i e vl afposptas i ut Gven he sbundance and wide TN of phospatases e bocy 15 unkely
that drugs would affect ths actvty enough to afect conversion of fosphenytoin o phenytoin. Drugs highly bound to albumin
Cobd e e npoun rachon fosphenytoin. ARhough, it s unknown whether this could result n clinically signficant
efects, caution 0 o seum
albumin
The pharmacokinetcs and protein binding of fosphenytoin, pheny'tin, and diazepam were not alered when diazepam and

‘The most signifcant drug interactions following adminitration o fosphenytoin sadium inection are expected to accur with

drugs that interct with phenytoin. Phenytoin is extensively bound to serum plasma p nd is prone to compettve

displacement._Phenytoin s metabolized by hepatic cytochrome 450 enzymes and is partcuary Susceptbe to nfibitory
drug ineractons because it is Subjectto saturable metabolism..Inhibition of metabolism may produce sgnificart increases
in circulating phenytoin concentrtions and enhance the risk o drug toxcty. Phenytoin i a potent inducer of hepatic drug-
metabolizing enzymes.

ing drug interactions are sted bl

* s hat may s pesn Py concenors s ot ke, aiadrons, oy
chlordazepoide, cimetdine, diazepa, dicumarol, disulfram thosuximide, fluoxetine, H-antagonists
i sonaz, e SRR SO, Sl e SocH M, Slorate e,
trazodore.

+ Drugs that may reserpine.

+ Drugs that may either increase or decrease plasma pherytain concentrations include: phenobarbita, valproic acid and
sodum valproate.  Similar, the effecs of phenytoin on phenobarbital, valprolc acid and sodium plasma valproate
concentations are unpredictabe

+ Although ot a true drug interacton, tricyclic antidepressants may precipate sezures in susceptble patients and
fosphenytin sodium inection dosage may need t be agjusted

« Drugs whose eficac is impaired by phenytoin include: anticoagulants, corticosteroids, coumarin, igitaxi, doxycycin,
estrogens, furosemide, oal conraceptives, rfampin, quinidin, theophyline, viamin D.

TBLEL P nytoin ataia, and o ude tremor, lethargy, lured speech, nauses
g "and Rate 1o patient With Eplepsy or Neurgsurgial ati Voniling,cons, and ypatensio. Depiesn of vesmmwvznﬂ ciculor st sds o . T e nones v
(Events in at Least 2% of Fosphenyoln
SO0V STSTEN W Fosphenytai 20 mog/m, ataxia at 30 megimL and dysathria and ltharoy appear when ¢ 40 mogimL. However,
Sodium Injection IV Phenytoin oxiciy
Adverse Event =90 N=22 phenytoin dose has been taken,resuling n 100 meg/m,
NERVOUS The adequacy of
gmus a4 591 Hemodalysis
Dizziness 311 273 canbe conseredshcs gy s 0 ol bun 0 plsns wmems ot sxhange tansusion 1 ban s 1 e
Somnolence 200 273 reatmen o other
taxa i1 182 vesomein e,
et ation n b Formate and phosphate are metabolits of fosphenytoin and therefore may contriute to signs of toxcity following overdosage.
et s 00 Sigrns of formate toxicly are simiar to those of methanol toxicity and are associated vih Severe anion-gap metabolic acidosis
Extrapyramidal Syndrome o brd phosprt, et . couk muscle spasms,and sizues
Tremor 33 91
tat 33 00 DOSAGE AND ADMINISTRATION
Himestres 2 o The dose, concentration in dosing solutions, and infuion rate of IV fosphenytain sodium injection is expressed s phenyloin
Vertigo 22 00 s o pertorm mojec t " e “
in Edema 22 45 -
equivalent units (PE). Fosphenyloin sodium injection has important diferences in administraton from those for parenteral
‘SKIN AND APPENDAGES 0 s ‘phenytoin sodium (see below).
Pior o V infusion,
SPECIAL SENSES o0 o dextrose or 0.9% saline solution for injecton o & concentration ranging from 1.5 to 25 mg PE/ML
Diplopia 33 00 Status Epilepious
Taste perversion 33 00 fosphenytoin is dministered at 100 to 150 mg PE/Min.
mblyopia 22 91 * Bacus o he ik of trion st e o st than 150 PEin. oo oty
Deainess 22 00 biood pressure, and e patient should b observed throughout the

Monitoing of
Tests)

Drug/Laboratory Test Interactions

Phenytoin may decrease Serum concentrations of Ti. It may also produce artfactually low results in dexamethasone or
metyrapone test. Phenytoin may also cause increased serum concentratons of glucose, alkaline phosphatase, and gamma
olutamyl transpeptidase (GET).

Care should be taken when using immunoanalytical methads to measure plasma phenytain concentrations folloving

Epilepsy
TABLE 3 liss treatment-emergent adverse events that occurred in at least 2% of fosphenytoin sodium injection-treated patients
in'a double-blind, randomized, controled ciinical tial o adult epilspsy patents receiving sither IM fosphenytoin sodium injection
g oral Dilantin days,

i Injection
Least 2

TABLE 3. et A
for Oral Dilantin in Patients With Epilepsy

Inection nusions.
* Becaie el antpepiefect of e, wteter given 5 gty s rcon or e o, s o
immediate, other the contr

of s siapcs.
« The loading dose should be followed by maintenance doses of fosphenytain sodium injecton, or phenytoin either oraly or
parenteraly.

other A

appropriate

fosphenytoin sodium inection adminisration (sce Laboratory Tests). BODY SYSTEM T Fosprenyton
Carcinagenesis, Mutagenesis, Impairment of ertl Sodium Ijection 0ral Dilantin TRSUIES Shoud be considered.
The carcinogenic potenial of fosphenytoin has not been studied. Assessment o the carcinogenic potantial of phenytoin in | _ Adverse Event N=179 N6t M fosphenyoin sodium inection should not be_used in the treatment of status epilepticus because therapeutic phenytain
mice and ats s ongoing. S0DY A3 A WHOLE concentrations may not b reached as quicky as with V adminstaton. IV access is mpossibe, lading doses of fosphenytoin
Structural chromosome aberration frequency in cutured V79 Chinese hamster lung cells vias increased by exposire to Headache 89 49 i ijcton v ban ety the 1M ot or ater nicatons
fosphenyloin in the presence of metabolic activation. No evidence of mutagenicity was observed in bacteia (Ames test) o sthenia 39 33 Nonemergent Loading and Malntenance Dosing
1ung cells in vitr, and no evidence for clstogenic acity was observed in an i1 vio mouse bone marow | Accidental Injury 34 66 [

micronuceus test sodium ijcion should be no greater than 150 mg PE/min. Contnuous maniorng of the lctocardogram, bood pressure,

DIGESTIVE and ospitoy fncion s esanal and the paentshou b obsare ihougout e pecd whore marial srum ponysin
o fcts o oy were e i s f it , delayed e s o i

jomiting
. gt Jnd sttt doses o S0 g PE o g of Toading dose - infction i 410 6 mg PEAg/day
or higher on a mg/m basis). HEMATOLOGIC AND LYMPHATIC 1M or IV Subsitution For Oral Phenytoin Therapy
Ecchymosis 73 49 o an

NERVOUS Diantin capsues are approximately 90% bicavalable by th oral rout. Phenytan, supplied as fosphenytin sodium imection, s

1t notknown whether fosphenytin is excrted n human ik, Nystagmus 151 82 100 syl bt e M and Vo, Fr i aon, fasna hyonconcntatons may s ety hen
Diantin Therefore, beast- Tremor 95 131 o for W
. Aaxia 84 82
feeding s not recommended for women receiving fosphenytoin sodium inection i nation N 82 in 150 mg PEMIn
Pediatrc Use Somnolence 67 98 In controlled trias, IM fosphenytoin sodium injection vz administered 2s a single nz\\y dose utizing ether 1 or 2 njction stes.
The ety of fosphenytoin sodium injection i peatic patiets has ot bee estabishe. Diziness 50 33 Some patents may reqire mare fequent dosing
Geriatic U Paresthesia 39 33 Dasing in Special Populations
No systematic studies in geriaric paients have been conducted. Phenytoin clearance tends to decrease with increasing age Reflexes Decreased 28 49 Patients with Renal or Hepatic Disez
(e CLINICAL PHARMACOLOGY: Special Populaions) 'SKIN AND APPENDAGES Due o an increased fraction of unbound phenytoin in ptiens with renal o hepatic disease, o in those with hypoalbuminer
ADVERSE REACTIONS Pruris 28 00 it oty poem cnentatats h s e i oo o NG PRARWACOLGEY: Spc

The more important adverse clinical events caused by the IV use of fosphenyloin sodium inection or phenytain are
cardiovascular collapse anlor central nervous system depression. Hypotension can occur when ether drug is administered
apidly by the V foute, The rate of administration is very important;fr fosphenytoin sodium injsction, tshouid not exceed

The adverse clinica events mast commonly observed ith the use of fosphenytoin sadium njecton in clnical trials vire
nystagmus, dizziness, prurius, paresthesia, headache, somnolence, and ataxia. With two exceptions, these events are
ammonly assosted th e aémintaton of V phnytin. Parstesa and prrtus, hovese et see much more
often ollowing 0 more often with IV fosp injection
ost alert

patints (41 of 64; 64%) administered doses of 15 mg PEIkg at 150 mg PE/Min experienced discomfort of some degree.
e sensations, generally described s itching, burning, o tingling, were usualy not a the nfusion site. T location of

the discomfort vared with the groin mentioned most fraquently as a site o involvement. The paresthesia and pruritus were
it evens i acred i soveral i o the st o o nd enraly resched it 10 e e

Adverse Events During Al Clnical Trials
Fosphenytain sodium injection has been administered to 859 individuals during all cinicaltrias. Al adverse events seen at least
tice are isted i the following, except those already included in previous tables and lsings. Events are further classiied within
body system categories and enumerated in order of decreasing frequency using the following definitons: frequent adverse events
are defined as those occurring in greater than 1/100 individuals;infrequent adverse events are those occuring in 1/100 to 1/1000
individuals.
Body As a Whole
Frequent: ever, n fection, chlls, fz

sepis, inctonsite inflammtio, njctonsit sdams,nection-sfe hemorrhage, fu yncrome, mlise, genraized
edema, shock, photosensitity reacton, cachexia, cryptococcoss.
Cardiovascular
o um peterson:

atialflutter,

Populations). Unbound phenytoin concenrations may be more useful in these patient populations. Afer IV fosphenytoin sodium
injecton administration to patients with renal and/or hepatic disease, o poalbuminemia, fosphenytoin clearance to
phenytoin may be increased without a similar increase in phenytan clearance. This has the potential to increase the frequency and
severiy of anvzls! events (see PRECAUTIONS)

Elderly Patie

Age does ot e 2 Snan imget o the pramacokinets of ksphnyun oo ophanfon swmm ecton
agninistaton.

Pediatrc:
Trosietyof has not

HOW SUPPLIED
Fosphenytoin Sodium Injection is supplied as fllows:
10mL per o
NDC 60505-0765-4. Packages of 10.

d
ummmznz\y bl mar,posnal oSO, pumory o O o Dm\unqzﬂun ventricular

dyspepsia, darthea, anorexi tenesmus
tnnnue edema, dysphagia, flatulence, gasris leus

completon of fosphenytoin Sodium infecton infusion. Some patients experinced symptoms or hours. These events did g artest,migran
T hrase I Svy wih eeted ATISaion, GOt athrs s o A abortrychange suggetg an
een exlvasyslal:s congestive ear e,
. Freauem constpation:
ypatension (0.3%), and bradycardia 0.2%)
rat ncrsased. I partculr, atdoses of =15 mg  Endocrine:
s, nystagmus, somnolen Infrequent: diabets insiid

often than a lower doses o ates.

IniderainCotolCla Tl

Al averse events were recorded during the trls by the cliical investiators using terminology of their own choosing
Simir e of e were ©oupd Mo sadarized ctegores usin Mot GOSTART dtnay ominooy The

Hematologic and Lymphatic:
quent: leukocytosis,cyanosis, leukopena, petechia

2l per my
NOG 60505-0746-5. Packages of 25.

Both sizes of vils contai tromethamine, hydrochloric aid and water fo injecton.  Addtional hydrochloric acid andior sodium
ydroxide may be added to ajust pH 10 8310 9.3

Fosghenytoin Sodium Injection should always be prescribed in phenyloin sadium equivalent units (PE) (seo DOSAGE AND
Almlulsmmn ).

Sore mer rerigerationat 24 o 7 ($°F to 46°F). The prodict should ot be sored at room emperature o mor fan
hours. Vials that develop particulate matter should nat

Metabolic and Nutrtional:
Frequent: hypolalemi

the frequences representing
fospenyan sodm mucmn or comparative therapy.

The prsershouk b amare tl s s canttbe usd 1 rdi e oy of athr vt o uuse
of usual medical practice where patient characteristis and other factors may diffe from those prevaiing during clnical
s, Simlary. h fed equenes wmnt be drectycompard i Tguresobtalned o o il mestgaons

denydrat

Infrequent: hypergly alalosis, acid
Musculoskeletal:

Frequent. myasthenia;

e wyopay. I cramps, g, ke

M

hyperkalernia, ketosis.

inspection of

s wihco i 1 Stmats th roiveconibuton of G an R acors 1 h acveSe event Ciencs n
the population studied

ot e, dysart rousness, ypesth
It cotslon wiching, b S, P el ot o, Ay
Syndrome, insomnia, meningits, Gepersonalzation, CNS depressio, depression, hypokinesia, hyperkinesia brai edema, parlys's,

T psychosis aphasia, emotional labity, coma, hyperesthesia, myoclonus, personalty disorder, acute brain syndrome, encephaits,
TABLE2 occurred n at least 2% of p alopathy,hosty, aath neurosis.
doudle-bin, phenytoinand  Respiratory
ave esuled in equivalent Fraquent: pre
TBLEZ. = e Ineqant g, sust, ypreniaton, i, apes, aspalon preuons, s, yspres, s, cough
and Rl 1o Pationt Wilh Eplspey or Neurssurgical Patienls Icteased, putm nreasd, et hypos, preumotora. hemogysis,bonchts
BODY SYSTEM IV Fosphenytoin Frequent: rash;
Sodium Inection v Phenytoin nffequent: maculopapuia rash, uticaria, weating, Skin iscoloaton, contactdermatits, pustuar rash, Skin nodule
Adverse Event N =80 N=22
BODY AS A WHOLE Frequent: taste pervrson:
ic P a4 00 Infrequent deafness, visual feld defect, eye pain, conjunctvts, photophobia, hyperacusis, mydrasis, parosmia, ear pain, taste
Asthenia 22 00 5.
nfrequent: urinary retention, oliguria,dysuria, vagints, albuminuria, genital edema, kidney faiure, palyuria, urethvl pain, urinary
CATDIOUASCULAR incontinence, vaginal moniasis.
Vasodlatation 56 5 OVERDOSARE
Tachycardia 22 00 Vs, i,y achvcrd, sy, s, crda s, o, s, hpocakena, el
DIGESTIVE osphenytoin
iausea 89 136 The i il don of mnmymm given intavenously in mice and ats was 156 mo PE/Ky and approximately 250 mg PERg, or
Tongue Disorder a4 00
Ory Mouth 44 5 it vt g, s oy
Vomiting 22 91

g of Parke Davis.
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