FELBAMATE - fokamate suspension
Novitium Pharma LI

Felbamate Oral Suspension, USP 600 mg/5 mL
Before prescribing felbamate, the physician should be thoroughly familar
rmatior

with the details of this prescribing info

EELBAMATE SHOULD NOT BE USED BY PATIENTS UNTIL THERE HAS BEEN A
COMPLETE DISCUSSION OF THE RISKS AND THE PATIENT, PARENT, OR GUARDIAN

PATIENT/PHYSICIAN ACKNOWLEDGMENT FORM).

BOXED WARNING
1. APLASTIC ANEMIA
THE USE OF FELBAMATE 5 ASSOCIATED WITH A MARKED INCREASE INTHE
NCIDENCE OF APLAST ACCORDINGLY, FELBAMATE

IN PATIENTS wHoSE TRLEPSY 16 30 SEVERE THAT THE RISKOF APLASTIC ANEMIA |

T

AGCEPTABLE IN LIGHT OF THE BENEFTTS CONFERRED BY TS USE (SEE
mmcnlous) ‘ORDINARILY, A PATIENT SHOULD NOT BE PLACED ON
CONTINUED O FELBAMATE #1THOUT CONSIDERATION OF APPROPRIATE EXPERT
FEMATOLOGIE CONSULTATION

AMONG FELBAVATE TREATED PATIENTS, APLASTIC ANEMIA (PANCYTOPENIA IN
THE PRESENCE OF A BONE MARROW LARGELY DEPLETED OF HEMATOPOIETIC

OF 20 TO 30%, BUT RATES AS HIGH AS 70% HAVE BEEN REPORTED IN THE PAST.

THERE ARE TOO FEW FELBAMATE ASSOCIATED CASES, AND TOO LITTLE KNOWN
0 PROVIDE A RELIABLE ESTIMAT

INCIDENCE OR 175 CASE FATALITY RATE R TO/ IDENTIRY THE PACTORS I ANY,

THAT MIGHT CONCEIVABLY BE USED TO PREDICT WHO IS AT GREATER OR

LESSER RISK.

IN MANAGING PATIENTS ON FELBAMATE IT SHOULD BE BORNE IN MIND THAT
THE CLINICAL MANIFESTATION OF APLASTIC ANEMIA MAY NO EN UNTIL
AFTER A PATIENT HAS BEEN ON FELBAMATE FOR SEVERAL MONTHS £, ONSET
OF APLASTIC ANEMIA AMONG FELBAMATE EXPOSED PATIENTS F

RREAVATLABLE HAS RANGED FROM 5 T0 30 WEEKG) HOWEVER, THE MURY T
'BONE MARROW STEM CELLS THAT IS HELD TO BE ULTIMATELY RESPONSIBLE FOR
‘THE ANEMIA MAY OCCUR WEEKS TO MONTHS EARLIER. ACCORDINGLY, PATIEN
WHO ARE DISCONTINUED FROM FELBAMATE REMAIN AT RISK FOR DEVELOPING
ANEMIA FOR A VARIABLE, AND UNKNOWN, PERIOD AFTERWARDS.

ITIS NOT KNOWN WHETHER OR NOT THE RISK OF DEVELOPING APLASTIC
ANEMIA CHANGES WITH DURKTION OF EXPOSURE. CONSEQUENTLY, IS NOT
SAFE TO ASS! ELBAMATE WITHOUT
SIGNS OF HEMATOLOGIC ABNGRMALITY FOR LONG PERIODS OF TWE 13
WITHOUT RISK.

ITIS NOT KNOWN WHETHER OR NOT THE DOSE OF FELBAMATE AFFECTS THE
INCIDENCE OF APLASTIC ANEMIA,

IT1s NOT KNOWN WHETHER OR NOT CONCOMITANT USE OF ANTIEPLEPTIC DRUG
AND/OR OTHER DRUGS AFFECTS THE INCIDENCE OF APLASTIC ANEM

APLASTIC ANEMIA TYPICALLY DEVELOPS WITHOUT PREMONITORY CLINICAL OR LABPRATORY SIGNS, THE FULL BLOWN SYNDROME PRESENTING WITH SIGNS O
INFECTION, BLEEDING, OR ANEMIA. ACCORDINGLY, ROUTINE BLOOD TESTING CANNOT BE RELIABLY USED T0 REDUCE THE INCIDENCE OF APLASTIC ANEMIA, BUT, ITWILL,IN SOME CASES, ALLOW THE DETECTION OF THE HEMATOLOGIC CHANGES BEFORE THE SYNDROME DECLARES ITSELF CLINICALLY. FELBAMATE SHOULD BE DISCONTINUED IF ANY EVIDENCE OF BONE MARROW DEPRESSION OCCURS,

2. HEPATIC FAILURE
EVALUATION OF POSTMARKETING EXPERIENCE SUGGESTS THAT ACUTE LIVER FAILURE IS ASSOCIATED WITH THE USE OF FELBAMATE. THE REPORTED RATE IN THE

U.S. HAS BEEN ABOUT 6 CASES OF LIVER FAILURE LEADING TO DEATH OR TRANSPLANT PER 75,000 PATIENT YEARS OF USE. THIS RATE IS AN UNDERESTIMATE BECAUSE OF

UNDER REPORTING, AND THE TRUE RATE COULD BE CONSIDERABLY GREATER THA| THIS. FOR EXAMPLE, IF THE REPORTING RATE IS 10%, THE TRUE RATE WOULD BE ONE CASE PER 1,250 PATIENT YEARS OF USE.

OF THE CASES REPORTED, ABOUT 675 RESULTED IN DEATH OR LIVER
ISET OF SIGNS AND
vaPToMs ‘OF LIVER FAILURE. THE EARLIEST ONSET OF SEVERE MEPATIC
ION FOLLOWED SUBSEQUENTLY BY LIVER FAILURE W,

AETERINTIATION OF FELBAMATE ALTHOUGH SOME REPORTS DESCRIBED DARK
URNE AND NONSPECIFIC PRODROMAL SYMPTOMS (£ 5. ANOREXIA, MALAISE,

ITESTINAL SYMPTOMS), IN OTHER REPORTS IT WAS NOT CLEAR IF
ANY PRODROMAL SYMPTOMS PRECEED THE ONGET OF JAUNDICE

1715 NOT KNOWN WHETHER OR NOT THE RISK OF DEVELOPING HEPATIC
FAILURE CHANGES WITH DURATION OF EXPOSURI

ITIS NOT KNOWN WHETHER OR NOT THE DOSAGE OF FELBAMATE AFFECTS THE
INCIDENCE OF HEPATIC FAILURE,

IT1S NOT KNOWN WHETHER CONCOMITANT USE OF OTHER ANTIEPILEPTIC
DRUGS AND/OR OTHER DRUGS AFFECT THE INCIDENCE OF HEPATIC FAILURE.

ELBAMATE SHOULD NOT BE PRESCRIBED FOR ANYONE WITH A HISTORY OF
HEPATIC DYSFUNCTION.

TREATUENT WITH FELBAMATE SHOULD BE INTIATED ONLY IN INDIVIDUALS
CTIVE LIVER DISEASE MAL BASELINE SERUM
YRANSAM\ NASES Thas noT SEEN PROVED THAT PERIODIC SERUM
(G WILL PREVENT SERIOUS INJURY BUT IT IS GENERALLY
BEUEVED YHAT EARLY DEYECTION | OF DRUGINDUCED HEPATIC INURY ALONG

PECT DRUG ENHAN
umwoon ma nzcovmv YHERE N0 INFORATION AVALABLE T TNAY
NTS CAN PROGRESS FROM NORMAL
ruucnoN 70 LVER FAILURE, BUTOTHER DRUGS KNOWN TO BE, stm)mst
USE LIVER FAILURE RAPIDI

FAILGRE T 23 WEEES) ACCONDINGLY, HONITORNG OF SEROM TRANSAMINASE
LEVELS (AST AND ALT)I5 RECOMMENDED AT BASELINE AND PERIODICALLY
‘THEREAFTER. WHILE THE MORE FREQUENT THE MONITORING THE GREATER THE
CNAN(ES OF EARLY DETECTION, THE PRECISE SCHEDULE FOR MONITORING IS A

MATTER OF CLINICAL JUDGEMENT.

ELBAMATE SHOULD BE DISCONTINUED IF EITHER SERUM AST OR SERUM ALT
LEVELS BECOME INCREASED = 2 TIMES THE UPPER LIMIT OF NORMAL, OR IF
CLINICAL SIGNS AND SYMPTOMS SUGGEST LIVER FAILURE (SEE PRECAUTIONS).
PATIENTS WHO DEVELOP EVIDENCE OF HEPATOCELLULAR INJURY WHILE ON
FELBAMATE AND ARE WITHDRAWN FROM THE DRUG FOR ANY REASON SHOULD
BE PRESUMED TO BE AT INCREASED RISK FOR LIVER INJURY IF FELBAMATE IS
REINTRODUCED. ACCORDINGLY, SUCH PATIENTS SHOULD NOT BE CONSIDERED
FOR RE-TREATMENT.

DESCRIPTION
Felbamate, USP is an antiepieptic avaiable as a 600 mg/5 mL
suspension for oral administration. Its chemical name i 2-phenyl-1,3-
propanediol dicarbamae.
Febamate, USP i a white to off-
white crystaline powder with a characteristic odor. It s very sightly soluble
i waer, slghty soube n ethanol, sparngl sole n methanol, and fee solle n dmethyl
e molecular weight is 238.24; felbamate, USP’s molecular formula
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‘The inactive ingredients for Felbamate Oral Suspension, USP 600 mg/5 mL are.

sodium, glycerin, .
saccharin sodium monohydrate, bubblegur flavor (contains arabic gurm, and natural
and artifcial flavor), FD&C Red No. 40, FD&C Yelow No. 6, and purified water.

CLINICAL PHARMACOLOGY
Mechanism of Actio

& mechanism by which febamate exerts s antKonuuant aciy & unknown, but n analtest
systems designed to detect antonvulsant acthiy, febamate has prapertes i comrmon w
arketed antconvulants. Febamte s efective 1 mice and rats nthe maxdmaldectroshock et the
picrotoxin seizure test. Febamate also
of

exhibits activty ag et
gutamate i rats and N-methyD.L-
aspartic acid in mice. Protection against maximal electros

sho
Tuced selzures suggeszs ot ot may e seure spread, anefect possiy predcve of
efficacy in generalz:

clonic or Protecton against

Seizures suggests to be predictive of
potential efficacy in absence seizures.

Receptor-bindng studes n viro ndicte tha febmate as weak nNbrory effects o
suraceptor Biing, benzodiazepie receptorbinding an b Gevol ofsctey o the
MK-801 receptor bindRg ske of the NMDA receptar-onoph ore compiex. Howew
febamete does nteract b an antagonist at he stryehie sensHve giycine recogniton
e o the NMDA receptor-onophore complex. Febamate & ot ffect n protecing
embryo retina tissue against the neurotoxic effects of the excitatory amino acid
agonists NMDA, kainate, or quisqualate i vitro.

‘The monocarbamate, p-hydroxy, and 2-
hydroxy metaboltes were inactiv in the maximal electroshack-
and p-

activty compared with felbamate in the subcutaneous pentylenetetrazol seizure test. These metaboltes
did not contribute significantly to the anticonvulsant action of febamate.

Pharmacokinetics:
“The numbers in the pharmacokinetic section are mean  standard deviation.

Felbamate & wel absorbed aferoralagminiraton. e 90% of the radactyty afer
a dose of in the urin (oralvs.
Sarencar hos ek e et e SUspension were cach shown to be
bioequivalent to the capsule used in clinicaltrials, and pharmacokinetic parameters of the
tablet and suspension are simiar. There was no effect of food on absorption of th

tablet; the effect of food on absorption of the suspension has not been evaluated.

Folowing orl acminstration, febamate & thepredominant plasma specie (about 90%
of plasma radioactivity). About 40-50% of absorbed dose appears unchanged n urine,

and on addional 40% & present a5 unkdentiiod metaboltes and conpigates. About 1%
s present as parahyﬂmxyfa\bamats Zhyaroxyfebamte,and febamate
ctivty.

Binding offebamate o human plasma praten was ndspendent of ebamate
concentrations b 0 micrograms/mL.. Binding ranged from 22% to 25%,
oty 1o i, and wes dependent on the Abumin Coneentraton.

Felbanates excated ki o ermialha e o 20-23 ours, Wik & unaReredstr
es. Clearance after a single 1200 mg dose & 26+3 mLjhrfkg, a
R oy Sosts o 3500 m - 3055 L2 The appera Vol of vt
756:282 mLkq after @ 1200 mg dose. Felbamate Cay and AUC are proportionate
to dose after single and muliple doses over a range of 100-800 mg single doses and
1200-3600 mg daily doses. Co (trough) blood levels are akso dose proportional.
Mutiple daly doses of 1200, 2400, and 3600 mg gave Cy values of 30=5, 5528, and
21 micrograms/ml (N=10 patients). Linear and dose proportional pharmacokinetics
were also observed at doses above 3600 mg/day up to the maximurm dose studied of
6000 mg/day. Felbamate gave dose proportional steady-state peak piasma
concentrations in chiiren age 4-12 over a range of 15, 30, and 45 malka/day with peak
concentrations of 17, 32, and 49 micrograms/mL.

The effects of race and gender on felbamate pharmacokinetics have not b
Systematcaly cvauated B pias Concentratons i males (N3) and femaks (.




given febamate have been similar. The effects of felbamate kinetics on hepati functional
impairment have not been evaluated.

Renal Impairment:

Febamate's parameters 12

otherwise heatthy individuals with renal impairment. There was a 40-50% reduction in
total body clearance and 9-15 hours prolongation ofnaf-e I renaly mpared subjects
compared to that in subjects with normal renal function. Reduced felbamate clearance
a5 Ionger haRfe were a<56Cted weh dmihing rene funcion,

Pharmacodynamics:
Typical Physiologic Responses:
1. Cardiovascular:

In aduts, theres o ffctoffebamate on bood pressure. Smal but statsticaly
Sgnificant mean ncreases i heat rate were seen during achctive therapy an
ety howeves st o hcresses of p. ko S borh were o ikl
oot chran: i cEveaty el cnanger i boor 1 pressure or heart rate were
seen during adjunctive therapy or monotherapy with febam:
2. Other Physiologic Effects:

only other change n vital signs was a mean decrease of approximately one
e per e n tecbisiry ok g chmcive topy i e, 1y s,

uctions in

monotherapy and adjunctive therapy. In chikiren, there were mean decreases in body
weight during adjunctive therapy and monotherapy; however, these mean changes were.
not statistically significant. These mean reductions in adults and chiren were
approximately 5% of the mean welghts at baseine.

CLINICAL STUDIES
e resutsof contoted ol s estabiehed the cfccy of febomte o2

with or without
evondany averaation el e v generatoed Sesures secaconed wih Lo
Gastaut syndrome in chidren.

Felbamate Monotherapy Trials in Adults

Felbamate (3600 mg/day given four times-a-day) and low-dose valproate (15 mg/kg/day)
were compared as monotherapy during a 112-day treatment period in a mulicenter and

partiakonset Sezures per 26 days and were receing one anbeplepti arug ot a

baseine seizure frequencies were 12.4 per 28 days i the felbamate group and 21.3 per

28 days in the in tril,
cauencies were 18.Lper 28 days i the febarmate group and 15.8 per 28 days I the
or

ow: e
-dsevalprok otk dyin ( 15t 26 ey fthe 113 oy wesement perod, stody
endpoints were completon of 112 sudy days of fulfng an sscape,crierion. Crteri for
scaperelive o basene were: () tnofod ncrease i moniryseire fcquency, (2)
twofold increase in highest 2-day seizure frequency, (3) single generalzed tonic-clonic
Seizure (ST 1 none accurred durag basckne o t4) sicant prokangation of GTCs.
The primary efficacy variable was the number of patients in each treatment group who
met escape criteria

In the X patients who met was 40%

{48745 n e febomte groupand 757 39/50) b the - ose varoate groupIn the

gl cener il % (3/21) in

felbamate group and 90% usmy T the owdose varaske roup. n bot e the
stat

aifterence n tically
significant (P<.001) in favor of fe\bamate Tness o sudies by design were tended to

of felbam: tudies were not
designed or intended to demm\strakz ommperate sy of the b v, For
example, tused at

Felbamate Adjunctive Therapy Trials in Adults

A double-bind, placebo-controlled crossover trial consisted of two 10-week outpatient
Uetment perlods, Patlents wih rffactory parttorisetselzures o were receling
phenytoin and febamate as add-
on therapy at  startihg dosage 105 maidey o hree e doses, wheh
increase o 2600 mgiday i twec diviied dosee. ATong the 56 patints who completed
e sy, e st sure reaquency was 20 per month Patnts treateq e
fabamat had fewsr selzuresthr pakrtstested Wk placebo for sach st

ence. The was s 330 (Po.018) diference m percentoge sooure froquency
Teaucton i over o tebamote

Felbamate 3600 myday gien fou times-a-day and placebo were compared in  26-day
double-blind add-on trial in patients who had ther standard antiepikeptic drugs reduced
e oot evakiations fo surgery of ntactable eplepsy. Al patets had
confirmed partiakonset with or without ization,

Corgen ovnaton nor xcaceing  aver o0 o oo pail seercs perday or rore
than seizure per day, and a of one partial o
Generaized tomconk seizure per day for he st 3 days of the surgil evaliation. The
primry effcacy ariabl was tme o fourth setzureafer randomizaton to reatrment

with felbamate or placebo. Thirteen (46%) of 28 patients in the felbamate group versus
29 (885%) of 33 patents Inthe plscebo group experienced a fouth sezure, The medan
times iays in d 5 days in

placebo in time to fourth
seizure was statisticaly significant (P=.002) in favor of felbamate.

Falacrate Ackunctivs Tharepy T n CHilan whh Lannox Gastace

na 70 day double-bind, placebo-controlled add-on trial n the Lennox-G:
syndrame, ebamae 45 mgrkojday glven four tmes-i-day was superior to macebo in
cantroingthe mutbe sz ypes associted e ths condrion, Paints hd ot kst
90 atonic andor onth
2065 of one or o other antiplRpti.drugs. Patients hod a past Ntor of Ush
average of eight antiepileptic drugs. The most commonly used antiepileptic drug during
the baselie period was valproic acid. The frequency of al types of seizures during the

tonic-clonic seizures (40% reduction vs. 12% increase, P=.017). Parent/guardian global
etakalons based on mpressins o qually of e it rspect o olrnss verbol

ral wel b (P<.001) favored
febamate over placebo.

1 efficacy was analyzed by gender in four wel-controlled trials of febamate a
Sehanctive i manatherapy fa partaronset seores anlenmox-Gastaut tyncome, a
simiar response was seen in 122 males and 142 females.

INDICATIONS & USAGE

ebamate oralsuspension s not indicated 3 a st ine antepletic reatment (s2e

o respend nadequately o aternate restments and whose epuensy s so severe
at a substantil rsk of and/or ver failre ight
e bametes contanad by 4 e

If these criteria are met and the patient has been fully advised of the risk, and has
provided write can

either monotherapy or adjunctive therapy in the treatment of partial seizures, with and
without generalzation, in aduts with epiepsy and as adjunctive therapy in the treatment
of partial and generalized seizures assocated with Lennox-Gastaut syndrome in
chidren.

CONTRAINDICATIONS
Febamate oral suspension is contraindicated in patients with known hypersensitivity to
febamate, its ingredients, or known sensitivity to other carbamates. It shouid not be.
used in patients with a history of any blood dyscrasia or hepatic dysfunction.

WARNINGS
See Boxed Warning regarding aplastic anemia and hepatic failure.

Antiepileptic drugs should not be suddenly discontinued because of the possibiity of
increasing seizure frequency.

Suicidal Behavior and Ideation

‘Antiepletic drugs (AEDS) ncuding febamate,icrease the rk of sucda thoughts or
behavior in patients taking these drugs for any indication. Patients treated with any AED
for any nciation should be montored for the emergence or worsenng of depression,
suicidal thoughts or behavior, and/or any unusual changes in mood or behavior.

ockd analses of 199 placebo-cantoled ciicl s (mono- and sdunctve theray)

o7 ST GiTerint DS Showe i patents randomae fo one o e ACDe

Spproximatdy e e e (e GG VLB, O CL13 27y o o

TRbiing o sehavir Compar S 10 patnes randomec to pacabe. n hese . which
irestment duraton of 12 week,theestnated ncdence e of sl

behavioror deaton among 27,863 AED-treated patets was 0.43%, ¢

% among 16,029 placebo-treated patients, representing an increa
spproximately ane case of suicdal aning o bemior T svey 330 Danenls treated.
There were four suicides in drug-treated patients in the trils and none in placebo-

e ot b e oy & o et sl ny coneton spe areq afect
on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as
one week after starting drug treatment with AEDs and persisted for the duration of

‘eatment assessed. Because most trias included in the analysis did not extend beyond
24 weeks, the ik f uicdal thoughts or behaver beyond 24 weeks coukl ot be

The risk of or behavior was g drugs in the

data analyzed. The finding of increased risk with AEDS of varying mechansms of action
across a range of indications suggests that the risk applies to all AEDs used for any.

indication. The risk did not vary substantaly by age (5-100 years) in the cinical trals

‘Table 1 shows absolute and relative risk by indication for all evaliated AEDs.

Table 1 Risk by Indication for Antiepileptic Drugs in the Pooled
Analysis

Reitve R Diference
Pt et 078 v Radkonaiorog

Indicaton whn Events per %t Patnts wih
1000 Papents Pedenincdence Events Pr 1000

1000 Patients;,"piacebo Patients Patients.

cpiepsy 10 54 S s

PEychrcs.? o5 13 25

e 30 15 bl a3

o 24 3 15 15

The refatv ik or suicidlthoughts or behavr was gher i clnica i for epiepsy
than in cinica trias for psychiatric or other conditions, but the absolute risk differences.
wiere simila for the eplepsy and psychiatrc indications.

Anyone considerng prescriong febamate or any other AED mustbaance th rik of
Suicidal thoughts o of untreated iiness. Epilepsy and many other
nesses for I AEDS e prcser b ar s hamsches assocod i mormany and
d an fcreased rsk o uiidl thoughtsand behavir, Shoukd
Troughte nd behvr amrge curhg reatment e presc b noeds
e emergence of iese Symaptom i any Gk poiont may be soted o the
finess being treated.

Patients, their caregivers, and familes should be informed that AEDs increase the risk of
suicidal thoughts and behavior and should be advised of the need to be alert for the
emergence or worsening of the signs and symptoms of depression, any unusual
changes in mood or behavior, or the emergence of suiidal thoughts, behavior, or
thoughts about sef-harm. Behaviors of concern should be reported immedately to
healthcare providers.

PRECAUTIONS.
Dosage Adjustment in the Renally Impaired: A study i otherwise healthy
individuals with renal dysfunction indicated that prolonged halfIfe and reduced
clearance of felbamate are associated with diminishing renal function. Febamate should
be used with caution In patients with renal dysfunction (see DOSAGE AND.
ADMINISTRATION)

Information for Patients: Patients should be informed that the use of febamate is



associated with aplastic anemia and hepatic failre, potentialy fatal conditions acutely or
over along term,

The physician should obtain written acknowledgement prior to intiation of febamate
therapy (see PATIENT/PHYSICIAN ACKNOWLEDGMENT FORM section).

Patnts shoud be structed to read the Mediaton Gude suppled 2 requrec by i
1 felbamate s dispensed. The complete text of the Medication Guide s reprinted at
thent of 18 document

aplastc anemi 1 the generalpopultion s reatvely rare. e absolte sk for the
individual patient is not degree of relabil patients on febamate

My be at more than a 100 fok areater rskfor GeveoPING e Synarome than the
general popuiation.

The long term outiook or patients Wkh apistcsneri s varisbe Athough many
patients are apparently cured, others require repeated transfusions and ot

< 1o relapses, and Some, akhough surviingfor years, ukimately deveiop
serious compications that sometimes prove fatal (e.g., leukernia).

At present there is no way to predict who  ikely to get aplastic anemia, nor is there a
documented efective means to mantor th patien s0 2o auoid andor reduce the
isk. Patients with a history of any blood dyscrasia shoukd not receve fek

Patients shoukd be advised to be alert for signs of infection, bleeding, easy bruising, or
signs of anemia (fatigue, weakness, lassitude, etc.) and should be advised to report to
the physician immediately if any such signs or symptoms appear

Hspaic alurenthe generl oo reltiey rare. The sbsolute sk or an
ndidusl paent & not ko any degree of reiabity but patients on febamate are
o Greater ik for developing hapatk fafore han the goneral popuaton

At present, there is no way to predict who s liely to develop hepatic failure, however,
patients with a history of hepatic dysfunction should not be started on felbamate.

Patients should be advised to follow their physician's directives for liver function testing
both before starting febamate and at frequent intervais while taking felbamate.

Patients shoukd be advised to be alert for signs of iver dysfunction (jaundice, anorexia,
gastrointestinal complaints, malase, etc.) and to report them to thei doctor immediately
if they should occur.

Laboratory Tests:Ful hematologic evaluations should be performed before febamate
therapy, requenty durng therapy. and or s sgnffcant peiod of time afte
discontinuation of felbamate therapy. Whie it mght appear prudent to perform frequer
CBCs n patents (on[mmng on felbamate, there s no evidence that such monitoring wm
allow early detection of marrow suppression before apiastic anemia occurs (see.
Worninge). Compat praweatren Dot counte. nexing arames o reeuiocyies
should be obtained as a baseline. If any hematologic abnormalties are detected during
the course of treatment, immediate consultation with @ hematologist fs advised.
Febamate should be discontinued if any evidence of bone marrow depression occurs,
e Bax Warningsfor recommendeq monkorig of serum ransaminases. I sgnifcan,
confmed er abrormaites of
namate thou e decontensed mmodoscly wkh conunos et Toncion momtorig
until values return to normal (see PATIENT/PHYSICIAN ACKNOWLEDGMENT FORM).

Suic g and Behavior: Patients, ther caregivers, and families should be
ook Tt D o i oy Icrenea e ok f St thodgin and
behavir and should b advsed of the need t be et fo th emergence o warsening
of symptoms of depression, any unusual changes in moor havior, o

et gince of Sk thoughie, behavor, o toudhts doout serharm Benavors of
concern should be reported immedately to heakhcare providers

o enrol in the North i
Drug (NAAED) Pveqnancy Reg\suy Finey pecore pregnant T egiury & i
information about the o anplogtc rugs Guring pregnancy. To enrol patkes
Can okt o ree mumivr 635.233.5554 (50 Pregancy secton)

Drug Interactions:
drug interactio in this section btained fr clincal

i o G PG Seroice ooy scuns e apiepey.

Use in Conjunction with Other Antiepileptic Drugs (see DOSAGE AND

ADMINISTRATION):

The additon of felbamate to antiepllptic drugs (AEDS) ffects the steady-
concentrations of AEDs. The net effect of these interactions i
Suromarzed n Table 2.

Table 2 steady.state Plasm Concentrations of Felbamate When
Coadministered Wh o

Felbamate Concentration

Condmstered Concentration
Phenytoin 1 .
Vaproate 1 e
Corbamazephe CB2) 4 .
+CBZ ef 1

Prenosarital i 1

**No signffcant effect.

‘Specific Effects of Felbamate on Other Antiepileptic Drugs:
increase in
otherwise healthy subjects with ep\bprsymgullng henytoin, the
sy e oG (Cop) Brenyio Pl contemredt o 17 5 mcrogramsm.
The steady-state iy Percased 10 2125 Merogramsiml when 1200 mgiday o
Increasing the s to 1800 moiday ot

increased nto In
order 0 A phemyton v, ik oduerSe experontes. and ochiné the ebmate
dose of 3600 mg/day, a phenytoin dose reduction of approximately 40% was necessary
for eight of these 10 subjects.

3 controled clinical tral, a 20% reduction of the phenytoin dose at the intation of
febamate therapy resulted in phenytoin levels comparable to those prior to felbamate
administration.

decrease in
and an increase n the
n

jects with eplepsy ingesting
trough (Crin) was 822
micrograms/mL. The carbamazepine steady-state Crn decreased 31% to 5=1
micrograms/mL when felbamate (3000 mg/day, divided nto three doses) was.

min increased
57% from 1.0:40.3 to 1.6:£0.4 micrograms/mL with the additon of felbamate.

In clincal trias, simiar changes in carbamazepine and carbamazepine epoxide were.
seen.

Valproate: an in
Tour sublects with eplepsy ingesting valproate, the steady-state trough (Cpyi) valproate.

as min INCreas

414 when 1200 mg/day of Increasing

the 2400 mday icreased t pr min t0 96225
< were

7+3,9+4, and 1126 2400
Tepecivty e atos o e ALCA o anbtind vaprost o me AUCs o the mla\
valproate were 11.1%, 13.0%, and 11.5%, with coadministrator

iy of bt respoctiny. T caes g th potam g o aproste
not change appreciably with increasing doses of felbamate.

B s conc i e, 1 13 atner s g e vkt nGeetng
(Cr

micrograms/mL. The steady-State Cjn concentration ncreased to 17.8 micrograms/mL.
when 2400 mg/day of felbamate was coadministered for one w

Effects of Other Antiepileptic Drugs on Felbama
Bhenvtaln: Phenyton causes an opproximote doubing of the clarance of febamate ot
steady-sate and,threfore,the adton of phenyton causes an op

ecrease nthe steadystate rough concentatonsof febamate a5 oot e
o ot of temare gen  masotnaran

increase in the clearance
of felbamate at sxeaay Stte and. therefor, the addion o Corbamaz pine résuks nan
of felbamate as

compared to the same dose of felbamate given as monotherapy.

Valproste: Avslabl dats uggest tht there & o snfcantefec o valproste on the
Clarance of febamate at steady.tate. Therelore, the addiion of vaproate & not
Ceeetes s caee = Gy mporiant chect on Fhammate pmems concemtatons

it appears that plesma febam
eloundto be2sn

lower han the mean concenttations o a group of newl disgnosed subjets i

eplepsy aiso receiving 2400 mg of febamate a day.

Effects of Antacids on Felbamate:

‘The rate and extent of absorption of a 2400 mg dose of felbamate as monotherapy

given as tablets was not afected when coadministered with antacids.

Effects of Erythromycin on Felbamate:

The costminitation o srthramycn (1000 mjdoy for 10 days di o aker the

Bhermecckinett: prameters o Cmay Cin AUC, CIkg or Toox o febamate diy doses

3303 0 5600 e i 10 o ety scbjcs Wik e

Effects of Felbamate on Low-Dose Combination Oral conmcemm

A group of 24 nonsroking, heskhy whisfemae vokinteers estabshed onan oal

containing 3

e S o rocenes 3400 maiday of Tabamate o meycle dsy 191 16 mecyce

(day 14) of oo comterutve orn contraceptive cycks: Febamate estment resuted in 3
was observed

on me  pharmaconei parametes of Linyl estradion. No vokntoer showed pormor

of ovulation, but one volunteer reported intermenstrual bleeding
iame trestment

Drug/Laboratory Test Interactions: There are no known interactions of felbamate
with commonly used laboratory tests.

Carcinogenesis, Mutagenasis, Impairment of Fartiy, Carchogenicty studies
were conducted in mice and rats. Mice received felbamate as a feed admixture for 9:
s ot doses of 300, 600, and 1200 mg/kg and rats were akio dosed by fesd
xdmixture for 104 weeks at doses of 30, 100, and 300 (males) or 10, 30, and 100
Temalea ek, T maxemun doses i these studes prodced stesdy-stte plama
or less than
I epleptic paints recehing 3600 mgjday. Thee was astatstcalysgnficant ncrease

icoate myparommy s S0NMandy meroased 1 dose oRtes maer ke
primariy males, but also in females. Hepatic hypertrophy was not found in female rats.
‘The relationship between the occurrence of benign hepatocelllar adenomas and the
g ofber ypertropty resutng frm e eneyme pductin s notbeer

ease in b
the testes in mgn dose e et e reeuanee of these tnnge 1o
humans i un

As a result of the synthesis process, felbamate coukd contain small amounts of two.
known the genotoxic and

its possiole that a 50 kg
patient ecexing 3800 mg o febamatecould b exposed 0 up ( 0.72 micrograms of
0 micrograms of methy carbamate, These da
aDDrax\male\y 1735,000 kuve(hane) o 15 300 ek Carpamate o kg bass,
1/10,000 (urethane) and 1/1,600 (methyl carbamate) on a mg/m? basis, of the dose
T Shown 6 s cotchogere I rodert, Ay presence of st wo corpounds
febamate used in was inadequate to

Microbial and mammalian cell assays revealed no evidence of mutagenesis in the Ames.



‘Samonelajmicrosome plate test, CHO/HGPRT mammalian cell forward gene mutation
assay, sister chromatid exchange assay in CHO cells, and bone marrow cytogenetics
assay.

Reproduction and fertity studies In rats showed no effects on male or female fertiity at
oral doses of up to 13.9 times the human total daiy dose of 3600 mg on a ma/kg basis,
or up to 3 times the human total dally dose on a mg/m? basks

Pregnanc
ed compared to control in offspring of rats o rabbits given doses up to 13.9
imes ra) and 4.3 s {130y the Haman s dose on m%/kg ot 0P e (ra
and less than 2 times (rabbi) the human daly dose on a mg/m: However, in rats,
Ehere was 2 Gecraase i pup WG andan ncrease 1 pup deaths dring nctaton
cause for these deaths & not known. The no effect dose for rat pup mortaity was 6.9
times the human dose on a mg/kg basis or 1.5 times the human dose on a mg/m bass.

regnancy Category C. The ncience of maformatons was not

Placental transfer of febamate occurs in rat pups. There are, however, no studies in
pregnant women. Because animal reproduction studies are not ahways predictive of
human response, this drug should be used during pregnancy only i clearly needed

To provide information regarding the effects of in utero exposure to felbamate,
arysicans ore advied 1o recommend that pregnant patents akig febamate enrollin
ARED Pregnancy Registry. T can bs done by caling th tol fres number 1:655-
2352534 g o be done by patirts hemeees foimaton on e reghiry can
255 e found at the websie NLp . cdpregnancyreGoty. oo,

Labor and Delivery: The effect of febamate on labor and delivery in humans is
unknown.

ing Mothers: Felbamate has been detected in human mik. The effect on the
e o & unkow (s rognancy Secsom)

afety and effectiveness of febamate in chidren other than those
T CemmoCactaus ynatome hae ok catomEoned

Geriatrc Use: No systematic studes i geraric patlents have been conducted, Cincal
studies of felbamate did not include ers of patients aged

determne whether they espond Gisrenty rom ybunoe patents. St repotes
clnical experience has not dferences in responses between the eder!
Jounger patients, In general, dosage seecton fo an ery patent shoud be cotos,
usualy starting a he'ow end of thedosing range, eflectng he reater requen
Gecteasee hepoti, rena, o cardac function, and of concomkant dsease or otner drug
therapy.

ADVERSE REACTIONS
To report SUSPECTED ADVERSE REACTIONS, contact Novitium Pharma LLC at
or FDA at ‘or www.fd:

The most common adverse reactons sesn n ssocation wth eamate n duts durng
monotherapy are anorexia, vomiting, insomnia, nausea, and headache. The

Cammon atueree resctons seen i b4sociton wih febamate h aduks durng adinctive
therapy are anorexia, vomiting, insomnia, nausea, dizziness, somnolence, and

ost common adverse reactions seen in association with febamate in chidren
during adjunctive therapy are anorexia, vomiting, insomnia, headache, and somnolence.

‘The dropout rate because of adverse experiences or intercurrent ilnesses among adult
febamate paiets wes 12 parcent (120/377). The dropout rate because o adverse
periences or among pedarc i percent
(22/357). In adutt
order o equency were: aesive 4 3%), psychak:g\ca\ 2%, whole body (1.7,
neurobogcal (1.5%) 5%). In chiren, the.
oelted i caLomG heas wheHowst Inorder of reqsency were:digestve (1.7%),
nerolgical 1 %), dermatoloical (1%} peychologcl 1136, o wole body
0.0%) In sk, specceven wih an ncience of 19 o gt ear ssocstod with
Causing these wihdrawas, n order of I were anorexa (165% nausea (1.4%).
rash (12%), and weght decrease (1 150 In chidren, spectic events wii an ncilence
¥ 1% or greater associote] wih CaLsing these wihdiawas, In order of frequenty was
ash (150

Incidence in Clinical Trials:
The prescriber should be aware that the figures cited in the folowing table cannot be
used to predict the incidence of side effects in the course of usual medical practice
where patient characteristics and other factors differ from those which prevaied in the
clinical trias. Similrly, the Cited frequencies cannot be compared with figures obtained
investigations involving different investigators, treatments, an

including the use of felbamate as adjunctive therapy where the incidence of adverse

lue to drug interactions. The cited figures, however, do provide
the prescribing physician with some basis for estimating the reiative contribution of rug
and nondrug factors to the side effect incidence rate in the popuation studied.

Aduks.

Incidence in Controlled Clinical Trials-Monotherapy Studies in Adults:

‘The table that follows enumerates adverse events that occurred at an incidence of 2%

or more among 58 adult patients who received felbamate monotherapy at dosages of

3600 ma/day in double-blind controlled trals. Table 3 presents reported adverse events
that ing standard

Teble 3 Aduks Trastmaent: Emergent Adverse Event Incidence in
rolled Monotherapy Tr

Febamater (=58 Lo Dose Vabroater:
Sody System Event % %
Body o2
69 40
Vioaht becrease 34 0
e Edema 34 0
Central Nervous System
Insomnia 86 40
Headache 69 180
y 20
Dermatological
Acne 34 0
Rash 34 0
Digestive
Dyspepsia 86 20
mitng 86 20
Constipation 69 20
Dirrhea 52 0
SGPT Increased 52 20
Wetabolc/Nutritonal
Hypophosphatemia 34 0
Respratory
Upper Respratory Tact g6 w0
nfec
Rhintis 69 0
Special senses
Dipopia 34 40
O Media 34 0
rogental
IntramensiryalBeedng 34 0
Urinary Tract Infect 20

5000 oy 15wy

Incidence in Controlled Add-On Clinical Studies in Adults:
Table 4 enumerates adverse events that occurred at an incidence of 2% or more among
174 0uR patents who receed febamate adncte therapy n 5dd-on Controled (i
at dosages up to 3600 mg/day. Reported adverse events were classified using standard
WHO-based dictionary terminology.

o oy b a ek of

drug interactions. ing
ararson 1o monobarany, 5 wih seuStment of the dosaae of ol et
ugs.

Table 4 Adults Treatment-Emergent Adverse Event Incidence in
Control n Trials

Febamate Placebo
(N-118) 3)
SodySystemEvent %
Body a5
Fatigue 168
Fever 26
Chest 26
Central Nervous System
Headache 368
Somnolence 193
Dizziness 184
Insomnia 175
Nervousness 70
Tremor 61
Anxiety 53
Gat Abnormal 53
Depression 53
Paraesthesia 35
xia 335
Mouth Dry 26
por 26
Dermatological
Rash 35
Digesti
Nausea 3.2
Anorexia 193
Vomiting 167
pepsia 123
Constpation 14
jorrhea
Abdominal Pain 53
GPT Increas 35
Musculoskeletal
o 26
Respi
Upper Re RespratoryTract 70
Sinusits 35
Pharyng; 26 0
Special senses
iplopia 61 0
Taste Perversion 61 0
n Abnormal 53 23
Chidren

Incidence in a Controlled Add-On Trial in Children with Lennox-Gastaut
Syndrome:
‘Table 5 enumerates adverse events that occurred more than once among 31 pediatric
patients who received felbamate up to 45 mg/kg/day or a maximum of 3600 ma/day.
Reported adverse events were classified sing standard WHO-based dictionary
terminology.

Table 5 Children Treatment-Emergent Adverse Event Incidence in Controlled
Add-On Lennox-Gastaut Trials

Febamate Placebo.
(N=31) 7)
Body System/Event
Body as a Whole
ever %
Fatigue
65 o
W:»ght Decrease o H

Pain
Centralervous System

Somnole 84 11
Insomnla 161 148



Nervousness 161 185
o7

Gat Abnormal o
Headache 65 185
Tinking Abnorma! 65 37
ax) 65 37
Urinary Incontinence 65 74
Emotional Labity 65 o
osis 65 o
Dermatological
Rash 07 74
Digestive
Anorexia 548 18
Vomiting 387 143
Constipation 129 0
Hiccup. o7 37
Nausea 65 0
Dyspepsia 65 37
Hematologic
Purpura 129 74
Leukopenia 65 o
Respirato
Upper Respiratory Tract
nfection 452 29
Pharyngts 97 37
Coughing 65 o
Special Senses
Ottis Media 97 o

Other Events Observed in Association with the Administration of Felbamate:
In the paragraphs that follow, the adverse clinical events, other than those in the.
preceding tabes, tha occurre na toalof 977 adls ad 357 chidren exposed to
felbamate and that are reasonably associated wkth ks use are presented. They arelsted

er of decreasing frequency. Becouse the reports cke events observed 1 op
Givand uncontroked stucics, te 10 of elbamate n thor cousation cannot be reably
determined,

Events are classified within body system categories and enumerated in order of

decreasing freq| 9 -
defined as those occurring on one or more occasions in at least 1/100 patients;

i + and rare
events are those occurring in fewer than 1/1000 patients.

Event frequencies are calculated as the number of patients reporting an event divided by
the total number of patients (N=1334) exposed to febamate.

Body s a Whaleifrequent; Weight ncrease, asthenia malaise, nfuenza-ike
symptoms; Rare: anaphylactod reaction, chest pain subster

Cardiovascular:Frequent:Paptaton, tachycardia; Rare supraventriculr tachycard

Central Nervous System: Frequent: Agitation, psychological disturbance, aggressive
reaction;

Infrequent: hallucination, euphoria, suicide attempt, migraine.

Digestive:frequent: SGOT increased; Infrequent: esophagits, appetite increased; Rarer
GGT olevated.

Hematalogicinfrequent Lymphadenopthy, eukopent kukocytoss,
posiive, qualtative
platekt disorder, agranulocytosis.
Hypokalemia, LOH increased, akaine
Raré: creatinne increased

Musculoskeletal:nfrequent: Dystonia

Dermatological:Frequent: Prurius; Infrequent: urticaria, bulous eruption; Rare: buccal
mucous membrane sweling, Stevens-johnson Syndrome.

Special Senses:Rare: Photosensitivty alergic reaction

Postmarketing Adverse Event Reports:
Voluntary reports of adverse events in patients taking febamate (usualy in conjunction
vt athr i) nave been recevd snce market ntroducton and oy have o causl
relationship with the drug(s). These include the following by body

Body as 2 Whole: neoplasm,sepsis, L. syndrome, SIDS, sudden death, edema,
hypothermi, rigors, hyperpyre:

Cordiovascular at it vl athythm,cardc arrest torsade de potes,
Cardiac faiure, hypotens jpertension, flushing, thrombophlebits, ischemic necrosis,
ot poiohe Beher, bradyeard, Henech Sehamn parpera seuk
Cantral & perigharal Narvous Svstem: deusion paralysis, mononeurts,

ianic reaction,
Saronod recetn, aystogman, chorcommCrouD. Exeaty oAl oordit, contutin,
Peyehosts, sttus epiepteus, dyskinesa, dyeartiri. respratory depression, apahy.
concentration impaired

Dermatological: abnormal body odor, sweating, ichen planus, livedo reticularis,
slopecia, toxic

epidermal necrolyss.

Digestive: (Refer to WARNINGS) hepatits, hepatic faiure, G.I. hemorrhage,
PYperamimonamia, ancreatks, hematamess, gastrts, rectal hemorhage, ratulence,
ginghval bleeding, acquired megacolon, leus, intestinal obstruction, enterlts, ulcerative
stomatits, glossits, dysphagia, jaundice, gastric ulcer, gastric diatation,
gastroesophageal e

Fetal Disorders: fetal death, microcephaly, genttal maformation, anencephaly,
encephalocele.

Hematologic: (Refer to WARNINGS) increased and decreased prothrombin time,
anemia hypochTomc anemia, spiastic aner, pancytopeni, hemoytic ureric
syndrome, increased mean corpuscular volume (mcv) with and without aneria,
coagulation disorder, embolsm-mb, d\ssem\naled travasculr cosguiton,
osinophilla, hemolytic anemia, leukemia, including myelogenous leuke,
Nraphama, nchxiing T-cel and b.cel ymphoproReraive dsorders

hypoglycemia, SIADH,

dehydration,
hyperglycemia, hypocaicermia.
arthralgia, 3 contraction,

rnahdumvn'ys\s

espiatory:dyspnes, preuronia preumorits hyposia, epstaxs, pleuralefusion,
e iancy pomonary hemormage, oot

Special Senses: hemianopsia, decreased hearing, conjunctiviis.

Urogenttal: menstrual disorder, acute renal failre, hepatorenal syndrome, hematuria,
urinary retention, nephrosis, vaginal hemorrhage, abnormal renal function, dysuria,
placental disorder.

DRUG ABUSE AND DEPENDENCE

Abuse: not evaluated in
Dependence: fots samiitered fgoamate ooy of doses .3 s e ecommenced
human dose 6 d 5 consecutive weeks demonstrated no signs

DhyEal Gepanionce 5 measured by wehtossTotowing g whnerawes on doy 7 of
each week.

OVERDOSAGE

Four subjects inadvertently received febamate as adjunctive therapy in dosages ranging
from 5400 o 7200 maday or duratons between 6 and 51 ceys. One<ublct uho
eived 5400 mg/day as herapy for 1 week reportet
Another Sublct attermpted Sukkie by Mgestig 12,006 1 of febemate a12-hou
eriod: The ony advroe oxperionces feported were i gastri dotress and a g

heart rate of 100 bpm No serlus aderse eactions have heen reported. General
measures shoukd be employed if overdosage occurs. It s not known if

felbamate is dialyzable.

DOSAGE & ADMINISTRATION

Feliamate orlsuspenson has been st s monotherapy and achnctie therapy n
sduks and 23 adiuncive therapy m chidren weh seures associat
is added to or existing

Rebak E aongy, recommendedto reduce the dosage of those AEDS n th range of
% to minimize side effects (see D ns subsect
Dosage Adjustment inthe Renally Impalred: Febamate sou be used wih
in patients with renal dysfunction. In the renaly impaired, starting and
ainianance foses shovk be reduced by one-hal (see CLINICAL

and h p
mediations which af o plsa concentratins, especily AEDS, may
Wartant further reductons n febarmate daly doses in patients wkh renaldysfunction
Adults (14 years of age and over)

The maforky of patients received 3600 mjday in clncal riss evakiating £5 use a5 both
monotherapy and adinctve therapy.

evaluated as intial monotherapy. Inttiate felbamate oral suspension at 1200 mg/day in
ivided doses ree o our tmes daiy. The prescrier & adveed T troteprevously
untrested patiens under cose clnica supervion, ncreas

crement ek o 3400 midny Bosed on it esponce snd her e to
5600 ey f cincaly inccated.

rsion to Monotherapy: Initiate febamate oral suspension at 1200 mg/day in
dhided doses three orfour times daly. Reduce the dosage of concomtant AEDS by
ane-thrd o niktion of fekamats oal suspension thersby. A week 2, ncressathe
‘dosage of other
AEDS up o an additonal, e hEd of il rna dosage At ek . meresse e
febamate dosage up to 3600 mg/day and continue to reduce the dosage of other AEDs
as clinically indicated.

Adjunctive Therapy: Febamate should be added at 1200 mg/day in divided doses
three or four times daiy whik reducing present AEDs by 20% i order to control plasma
concentrations of concurrent phenytoin, valproic acd, phenobarbital, and
corbamazephne and s metabaltes: Futher reductions of the concomkant AEDS dosage
may b necessary to mize sde efecs due to dug nteractons, Increase the
Gosege of febamate by 1200 mgjdey increments at weckly niervat (o 3600 mg/day.
Nock e et S uring obamate adneive thapy esene o the dosage of
concomitant AEDs s decreased.

Table 6 Dosage Table (adults)
WEEK 2

Dosoge educton. WEEKL
ST EoReamant” REBUEE g REDUCE orgaldose MY
Gona oy g3 DI o mcted
stoinka SOOI 3500y
1200 moidainiil Fo0n 08 e ey
e e

Febamate Dosage

e the above ebamate conversion uidines may resul i  ebamate 3600 mgldey
‘within 3 weeks, in some patients titration to a 3 dos
e S s e 8™ Goys W appraptate adustant o ot AEDS

mmmmmmmmmmm
ive Therapy: Felbamate should be added at 15 mg/kg/day in divided doses
o ot tmes oy Whievaqueing present AEDS by 20% B o 6 contrerpasma
s of concurrent phenytoin, valproic acid, phenobarbital, and carbamazepine and its

minimize side effects due to drug interactions. Increase the dosage of febamate by 15

(g/day increments at weekly intervals o 45 mg/kg/day. Most side effects seer
during felbamate adjunctive therapy resolve as the dosage of concomitant AEDs is
reased.

HOW SUPPLIED
Felbamate OralSuspensian, USP 600 mg/5 m, i a ik colored homageneous
suspension free from visile agglomeration with bubblegum odor avaiable in 8 0z botties
(NDC 70554-031-10) and 16 07 bottes (ND 70954-051-201.

well before using, 20° t0 25°C (68° to 77°F);
cursions permitted between 15° to 30°C (59° to 86°F). [See USP Controlled Room
Temperature]




Dispense in a tight container.

To report SUSPECTED ADVERSE REACTIONS, contact Novitium Pharma LLC at
or FDA at or. rd

Manufactured by:

Novitium Pharma LLC

70 Lake Drive, East Windsor
New Jersey 08520

Issued: 05/2022
18403903

PATIENT/PHYSICIAN ACKNOWLEDGMENT FORM
FELBAMATE SHOULD NOT BE USED BY PATIENTS UNTIL THERE HAS BEEN A COMPLETE
DISCUSSION OF THE RIS
AR paints trested it febamate should acknowledge that they understand te ks
formation about febamate discussed below, and physicians sh
Senowdoe e decusien

IMPORTANT INFORMATION AND WARNING:

Felbamate, taken by itsef or with other prescription andjor non-prescription drugs, can
TeSUR i severe, potentl ool bood abrormalty ("aplstc i) andor severe:
potentialy fatal ver dam:

PATIENT ACKNOWLEDGMENT

Do ok slon this form i there ks anything you do not understand about the

k your doctor about g you do not
Understand betoreyou ki any of the Rems below or Son thE Torm:

My [My s0n, daughter, ward. 51
treatment with febamate has been personaly explained to me by DY
“The folowing points of information, among others, have been
Speciically dscussed and made clear and | have had the opportuntty to ask any
questions concerning this information:

(Patient's Name),
S T A U T et e 545 o SEUres and my prosin
has told me that | have this type(s) of seizures;

INTIALS:

21 is being used have not been
Satisfactoriy treated with other antiepleptic drugs;
INTIALS:

3.1 understand that there is a serious risk that | could develop aplastic anemia and/or
iver failre, both of which are potential fatal, by using felbamate;
INTIALS:

4.1 understand that there are no laboratory tests which wil predict i | am at an
increased risk for one of the potentialy fatal conditions;
INTIALS:

5. 1 understand that | should have the recommended blood work before my treatment
weh febamate & begun (baseine)and perlodcaly threatter a5 crical dgement

ants. | understand that atthoug lood work may 1 develop one of
e conibons.  may 0o o ony e sgficans, reversbp and potently tae
damage has aready occurred;

INTIALS:
6. If | am currently taking other antiepieptic drugs, | understand that the manufacturer

ot be done in my case, heishe has explained the reason(s) for this decsion;
INTIALS:

7. understand tha | must mmedtely eport any unusual symptoms to D
pecaly aware of sy 1eshes, easy brug, besding, sore
ot Tever ancio ourk ris

INTIALS:

81 rease the risk
suicidal thoughts and behavior. | understand that | must immediately report any unusual
changes in mood or behavior, symptoms of depression or thoughts about sef-harm to
or, INITIALS:

Patient, Parent, or Guardian
Address

Telephone

PHYSICIAN STATEMENT:
1 have fuly explained to the patient, he
nature and purpose of the treatment with febamate and the potential rSKs associated
with that treatment. | have asked the patient f he/she has any questions regarding this

‘eatment or the risks and have answered those questions to the best of my abiity. |
also acknowledge that | have read and understand the prescribing information,

Physician Date

NNOTE TO PHYSICIAN: It is strongly recommended that you retain a signed copy of the
Patient/Physician Acknowledgment Form with the patient's medical records.

uPPLY OF ACKNOWLEDGMENT FORMS:

uppl o “Patenyphysican Acknowedgement Forms as prined above i valabl,
e oFcharges rom Neviiom Prorima LLe s web:
e nowlumnharma Comiproducts or may be obtaned by celing 1-855-204-1431,
Permission s tient/P)

Teproaucton 5 aso nereby granted by Noviium Pharia LLC.

Manufactured by:

Novitium Pharma LLC

70 Lake Drive, East Windsor
New Jersey 08520

Issued: 05/2022
1B4039-03

SPL MEDGUIDE
Felbamate (fe-BAM-ate) Oral suspensbn, usp
Read this Medication

i o g3 el There ey be v ottt T oo do ot ke .
place of talking to your heakhcare provider about your medical condtion or treatment.

What s the most important information | shouk know sbout feRamate oral
suspensi

Do not stop taking felbamate oral suspension wkhout firt talking to your
healthca

Stopping unamm oral suspension suddenly can cause serious problems.

Felbamate oral suspension can cause serlous side effects, including:

L Felbamate oral suspension may cause serious blood problems that may be
9.

life-thre:
Callyour heakthcare providar right away I you have any of the following

ymy
Fove, sore throat o ather nfections tha come and go o do not Go away
Frequent infections or an infection that does not go away.

Easy bruisin

Red or purple spots on your body

Bleeding gums or nose ble

Severe fatigue or ooty

2, Liver prablems that may be e-threatening. Cal your heakhcare provider
right have any of thes:
 yelowing ofyour ki or the whies o1 your eves (aundice)

nausea or vcmmng
loss of af
i on o gt sde o your stamach (abdomen)

iepileptic drugs, felbamate oral suspension may caus
St thoaghes oF acaians s very smal nomber of peopie, Shout 1 500.
Call your healthcare provider right away if you have any of these symptoms,
especially if they are new, worse, or worry you

thoughts about suicide or dying

feeing agitated or restless.
panic attacks
routl seeping (nsormi)
" worse iritabil
a(mg aggressive beng angry, or vlent
acting on dangerous mpulses
o exireme norease n activty s taking (ani)
other unusual changes in behavior or mood

How can I watch for early symptoms of suicidal thoughts and actions?

+ Pay atenton to any changes, espacialy sudden changes, 1 mood, behavirs
thoughts, or feeling:

+ K o olowp RS W your heakheare provkler as scheduled

Call your healthcare provider between visks s needed, especialy i you are worried
about symptoms.

Do not stop felbamate oral suspension without first talking to a healthcare
provider.

Stopping felbamate oral suspension suddenly can cause serious problems. You should
tak to your healthcare provider Stopping
tlent who has epilepsy can cause seizures,

Suicidal thoughts or actions can be caused by things other than medicines. If you have
Suicidal thoughts or actions, your healthcare provider may check for other causes.

What s felbamate oral suspension?
s medicine used when have

falled n

« aduts alone or with other medicines to treat:
= partialselzures with and without generalzation



« chidren with other medicines to treat:
" Seiures assochted with Lennox Gastaut syndrome
ould not take felbamate oral suspension?Do not take felbamate
oratsuspons
« are allrgic to felbamate, carbamates or any of the ingredients in felbamate.
e ensin. Sea ot o o e Hon Gl fo 3 compete 1t of gredonts

H

« have or have had blood problems
« have or have had iver problems.

What should | tell my healthcare provider before taking felbamate oral
suspension?

fore you take felbamate oral suspension, tell your healthcare provider if

you

have kidney problems
have or have had depression, mood problems, o suicidal thoughts or behavior
have any other medical conditions.

are pregnant or plan to become pregnant. It s not known f felbamate.

suspenon can b your Unbor by el you neathcre provier s ngm away if
you

Wil decide f you shouk pendion whie you
are pregnant.
taking talk to your
heakhcare proviier about registering wkh the North American Antepleptc Drug
NAAED) Pregnancy Registry. The purpose of this registry is to collect information

about the safey of antepeptc msmme Gurng preanancy. You can enrol r the
egistry by caling 1885
+ arc remseading o plan o breseieed. Felbamate may pass nto your reast ik
Tou nd your heskicare brovider shoukd decae  you 2o take fabamate ord
suspension whie you breastfeed

Tell your healthcare provider about all the medicines you take, including
prescription and non-prescription medicines, vitamins, and herbal supplements.
‘Taking felbamate oral suspension with certain other medicines can cause side effects or
affect how wel they work. Do not start or stop other medicines without talking to your
healthcare provider.

Know the medicines you take. Keep a list of them and show & to your healthcare
provider and pharmacist when you get a new medicine.

How should | take felbamate oral suspension?
. actly as your el you Your

when to take i,
* Your heskhcareprovidr may change your dose offebamate oral suspension. Do

Reatneart rovder

« Because of the risk of serious blood and liver problems, your heakhcare provider
may do blood tests before you start and whie you take felbamate oral suspension.

1 youtake tom much febomate oralsuspensio, ca yourheahcare proveer o ool
Poison Control Center right

Do not stop febsamate oral suspension wihout frst taking to your heakicare

provider.

What shoukd | ok whi taking felsarats oral suspassion? |

di
o take ather medicine that make you skeepy or ey ks cig {abamers o
suspension, until you tak with your doctor. Taking felbamate oral suspension with
ool o drigs that cados Sompness o dzsmesh may make your Sbepness o
diziness worse.

What are the possible side effects of felbamate oral suspension?
hat is the most important information | should know about felbamate

oralsuspansiont

Felbamate oral suspension may caus

fous side effects including:
e most common skl effectsoffebamate oal suspension nckde:
welght
ol secping
nausea
sleepiness
hesdache
double-i
Changes nthe way that food tastes

For more

of
information, ask your healthcare provider or pharmacst.

Tellyour you or that does
not go away.

Call your doctor for medical advice about side effects. You may report side
effects to

FDA at 1-800-FDA-1088 or contact Novitium Pharma LLC at 1-855-204-1431.

How should | store felbamate oral suspension?
« store 68°F to 77°F (20°C to

Keep felbamate oral suspension and all medicines out of the reach of
children.

General information about felbamate oral suspension.
Medicines are sometimes prescribed for purposes other than those lited in a Medication
Guide.

Do not use felbamate oral suspension for a condtion for which it was not prescribed.

Do ok e febamate ool sukpencion o othe eGP, aven f they have the same
symptoms that you have. It may harm them.

This Medicatir it
you would I\ke o niormaton: tak Wi o0t beatnare provklr ou on ask your
pharmac for

Reatn profeasonat

What are the ingredients in felbamate oral suspension?
Active Ingredient: febamate, USP

Inactive
glycer polysor

80, D Carchorm sadium monanyarats bebbcgum oot contans

arabic gum, and naural and artificial flavor), FD&C Red No. 40, FD&C Yelow No. 6, and

purified ws
For more information, call Novitium Pharma LLC at 1-855-204-1431

“This Medication Guide has been approved by the U.S. Food and Drug Administration.
Rx Only

Manufactured by:

Novitium Pharma LLC

70 Lake Drive, East Windsor

New Jersey 08520

Issued: 05/2022
1B4039-03

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL
Febamate Oral Suspension, USP 600 mg/5 mi. - 8 oz bottles (NDC 70954-051-10)
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