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DESCRIPTION

The incidence of ievodopa-induced nausea and vomiting is

PARCOPA™ (carbidopa-fevodopa orally
tablets) is a combination of carbidopa and levodopa for the
treatment of Parkinson's disease and syndrome. PAR-
COPA™ is an orally administered formulation of carbi-
dopa-levedopa which rapidly disintegrates on the tongue
and does not require water 10 aid dissolution or swallow-
ing. -

Carbidopa, an inhibitor of aromatic amino acid decarboxy-
latian, is a white, crystalline compound, slightly soluble in
wiater, with a molecular weight 01 244.24. It is designated
i as {-}L-o ihyl-p-(3,4-dihy-

1 ic acid Its empirical

formula is GygH14N204°H20, and its structural formula is:

on
i
HO- CH;CCOOH HaO

NHNHy

Tablet content is expressed in terms of anhydrous carbi-
dopa which has a molecular weight of 226.23.

Levodopa, an aromatic amino acid, is a white, crystalline
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slightly soluble in water, with a molecular
weight of 197.2. It is designated chemically as {-)-L-o-
amino-B-(3.4-dihydroxybenzene) propanoic acid. Its empir-
ical formuta is CgHy {NO4. and its structural formula is:

OH

HO CHCHCOOH
NHy

PARCOPA™ is supplied as tablets in three sirengths:
PARCOPA™ 25/100. containing 25 mg of carbidopa and
100 mg of levodopa.

PARGOPA™ 10/100, containing 10 mg of carbidopa and
100 mg of levodopa,

PARCOPA™ 25/250, containing 25 mg of carbidopa and
250 mg of levodopa.

Inactive ingredients are aspartame, citric acid, crospovi-
done, magnesium stearate, mannitol, microcrystatline cel-
luose, natural and artificial mint flavor and sodium bicar-
bonate. PARCOPA™ 10/100 and 25/250 also contain
FD&C blue #2 HT aluminum lake. PARCOPA™ 25/100 also
coniains yellow 10 iron oxide.

CLINICAt PHARMACOLOGY

less with i levodopa than with levodopa. in many
patients, this reduction in nausea and vomiting will permit
more rapid dosage titration.

Since its decarboxylase lnhlbmng amwny is limited to

fissues, i idopa wilh
levadopa makes more levodopa avallable for transport to
the brain.

Pharmacokinelics

Carbidopa reduces the amount of tevodopa required to
produce a given response by about 75 percent and, when
administered with levodopa, increases boih plasma levels
and the plasma haif-fife of levodopa, and decreases plas-
ma and urinary depamine and homovanillic acid.

The plasma half-life of levodapa is about 50 minules, with-
out carbidopa. When carbidopa and levodopa are adminis-
tered together, the half-life of levodopa is increased to
about 1.5 hours. At steady state, the bioavailability of
carbidopa from carbidopa-levodopa tablets is approxi-
mately 99% relative to the concomitant administration of
carbidopa and levodapa.

In clinical pharmacologic studies, simultaneous adminis-
tration of carbidopa and levodopa produced greater uri-
nary exeretion of levodopa in proportion to the excretion
of dopamine than administration of the two drugs at sep-
arate times.

Pyridoxine hydrochloride (vitamin Bg), in oral doses of 10
mg to 25 mg, may reverse the effects of levodapa by
increasing the rate of aromatic amino acid decarboxyla-
tion. Carbidopa inhibits this action of pyridoxine; there-
fore, PARCOPA™ can be given to patients receiving sup-
plemental pyridoxine {vitamin Bg).

INDICATIONS AND USAGE
PARCOPA™ is indicated in the treatment of the symptoms
of ldlopathlc Pavklnsons disease (paralysis agitans},

and ic parkin-
sonism which may lollow injury to the nervous system by
carbon ion and/or intoxica-

tion. PARCOPA™ s indicated in these conditions to permit
the administration of lower doses of fevadopa with
reduced nausea and vomiling, with more rapid dosage
titration, with a somewhat smoother response, and with
supplemental pyridoxine (vitamin Bg).

in some patients, a somewhat smoother antiparkinsonian
effect results from therapy with carbidopa-levodopa than
with levodopa. However, patients with markedly irregular
(“on-off") responses to levodopa have not been shown to
benefit from carbidopa-levodopa therapy.

Anhough the administration of carbidopa permits control
of ism and Parkinson's disease with much lower

Parkinson's disease is a
disorder of the extrapyramidal nervous system affecting
the mobility and control of the skeletal muscular system,
s characteristic features include resting tremor, rigidity,

doses of levodopa, there is no conclusive evidence at
present that this is beneficial other than in reducing nau-
sea and vomiting, permitting more rapid litration, and pro-

and
such as levadopa therapies, may permit the palient better
mobility.

Mechanism of Action

Current evidence indicates that symptoms of Parkinson's
disease are relaled to deplenon of dopamme in the COTpUS
Striatum. i of is in the
treatment of Parkinson's disease apparently because it
does nol cross the blood-brain barrier. However, levodopa,
the metabolic precursor of dopamine, does cross the
blood-brain barrier, and presumably is converted to
dopamine in the brain. This is thought to be the mecha-
nism whereby levodopa relieves symptoms of Parkinson's
disease.

Pharmacodynamics

When levodopa is administered orally it is rapidly decar-
boxylated to dopamine in exiracerebrat tissues so that
only a small portion of a given dose is transported
unchanged 1o the central nervous system. For this reason,
large doses of levodopa are required for adequate thera-
peutic effect and these may often be accompanied by nau-
sea and other adverse reactions, some of which are attrib-
utable to dopamine formed in exiracerebral tissues.

Since levodopa competes with certain amino acids for
transport across the gut wall, the absorption of levodopa

. may be impaired in some patients on a high protein diet.

Carbidopa inhibits decarboxylation of peripheral levodopa.
It does not cross the blood-brain barrier and does not
affect the metabolism of levodopa within the centrai ner-
vous system.

viding a smoother response to levodopa.

Gertain patients who responded poorly to levodopa have
improved when carbidopa-| Ievcdopa was substituted. Thls
is most likely due 1o

Because levodopa may activate a malignant melanoma,
PARCOPA™ should not be used in patients with suspi-
cious, undiagnosed skin lesions or a history of melanoma,

WARNINGS
When PARCOPA™ (carbidopa-levodopa orally disinte-
grating 1ablets) is lo be given to patients who are being
freated wilh levodopa, levodopa must be disconlinued
at leasl twelve hours before therapy with PARCOPA™
levodopa orally di: tablsis) is
started. In order 1o reduce adverse reactions, it is nec-
essary 10 Individualize therapy. See DOSAGE AND
ADMINISTRATION saclion belore Initiating therapy.

The addition of carbidopa with levodopa in the form of
PARCOPA™ reduces the peripherat etfects (nausea, vom-
iting) due to decarboxylation of levodopa; however, carbi-
dopa does not decrease the adverse reactions due to the
central effects of levodopa. Because carbidopa permils
more levodopa to reach the brain and more dopamine to
be formed, certain adverse CNS effects, e.g.. dyskinesias
{involuntary movements), may occur at lower dosages
and sooner with PARCOPA™ than with levodopa alone.

Levcdopa alone, as well as PARCOPA™, is associated with
The of inesias may require
dosage reduction.

As with levodopa. PARCOPA™ may cause mental distur-
bances. These reactions are thought to be due to
increased brain dopamine following administration of
levodopa. All patients should be observed carefully for the
development of depression with concomitant suicidal ten-
dencies. Patients with pasl or current psychoses should
be treated with caution.

PARCOPA™ should be administered cautiously to patients
with severe cardiovascular or pulmonary disease,
bronchial asthma, renal, hepatic or endacrine disease.

As with levodopa, care should be exercised in administer-
ing PARGOPA™ to patients with a-history of myocardial
infarction who have residual atrial, nodal, or ventricular
arthylhmias. In such patients, cardiac functien should be
monitored with particular care during the period of initiat
dosage adjustment, in a facility with provisions for inten-
sive cardiac care.

As with levodopa, treaiment with PARCOPA™ may
increase the possibility of upper gastrointestinal hemor-
rhage in patients with a history of peplic uicer.

Neuroleplic Matignant Syndrome (NMS): Sporadic cases
of 2 symptom complex resembling NMS have been report-
ed in iation with dose ions or of
therapy with carbidopa-levodopa. Therefore, patients
should be observed carefully when the dosage of PAR-
GOPA™ js reduced abruptly or discontinued, especially i
the patient is receiving neuroleptics.

NMSis an but Iif i Cchar-
acterized by fever or hyperthermia. Neurologncal findings,
including muscle rigidity, involuntary movements, altered
consciousness, mental slalus changes other dlstur-
bances, such as
sweating, hyper- or hypotension; laboratory

of levodopa which results from administration of carbi-

. dopa rather than to a primary effect of carbidopa on the

nervous system. Carbidopa has not been shown to
enhance the intrinsic efficacy of levodopa in parkinsonian
syndromes.

In considering whether to give PARCOPA™ to patients
already on ievodopa who have nausea and/or vomiling, the
practitioner should be aware that, while many patients
may be expected to improve, some do not. Since one can-
not predict which patients are likely to improve, this can
only be determined by a trial of therapy. It should be fur-
ther noled that in controlled trials comparing carbidopa-
[evodopa with levodopa, about halt of the patients with
nausea and/or vomiting en levodopa improved sponta-
neously despite being retained on the same dose of feva-
dopa during the controlled portion of the trial.

CONTRAINDICATIONS

Nonselective monocamine oxidase (MAO} inhibitors are
contraindicated for use with PARCOPA™, These inhibitors
must be discontinued at least two weeks prior to initiating
therapy with PARCOPA™. PARCOPA™ may be adminis-

findings, such as creatine phosphokinase elevation, leuko-
cylosis, myoglobinuria, and increased serum myoglobin
have been reported.

The early diagnosis of this condition is important for the
appropriate management of these patignts. Considering
NMS as a possible diagnosis and ruling out other acule ili-
nesses (e.g., pneumonia, systemic infeclion, eic.) is
essential. This may be especially complex if the clinical
presentation includes both serious medical iliness and
untreated or inadequately treated extrapyramidal signs
and symptomns (EPS). Other important considerations in
the differential diagnosis include central anticholinergic
toxicity, heat stroke, drug fever, and primary central nerv-
ous system (CNS) pathology.

The management of NMS should include: 1) intensive
symplomatic treatment and medical monitoring and 2)
freatment of any concomitant serious medical problems
for which specific treatments are available. Dopamine ago-
nists, such as bromocriptine, and muscle relaxants, such
as danirolene, are often used in the treatment of NMS,

Patients with chronic wide-angle glaucoma may be
Irealed cautiously with PARCOPA™ provided the
intraocular pressure is well controlled and the patient
is monitored carefully for changes in intraocular
pressure during therapy.

Information for Patients

Phenylketonurics

Phenylketonuric patients should be informed that
PARCOPA™ conlains phenylalanine 3.4 mg per
25/100 orally disintegrating tablet, 3.4 mg per
10/100 orally disintegrating tablet, and 8.4 mg per
25/250 orally disintegrating tablet.

Patients should be instructed not to remove PAR-
COPA™ Tablets from the bottle until just prior to dos-
ing. With dry hands, the tablet should be gently
removed and immediately placed on the tongue to
dissolve and be swallowed with the saliva.

The pallem should be mlormed that PARCOPA"‘ |s an
elease of

dopa that is designed to begin release of |nured|enls
within 30 minutes. It is important that PARCOPA™ be
taken at regufar intervals according to the schedule
outlined by the physician. The patient should be cau-
tioned not to change the prescribed dosage regimen
and not to add any additional antiparkinson medica-
tions, including other carhidopa-levodopa prepara-
tions, without first consulting the physician.

Patients should be advised that sometimes a “wear-
ing-off” effect may accur at the end of lhe dosing
interval. The physician should be notified if such
response poses a problem to lifestyle.

Patienis should be advised that occasionally, dark
color (red, brown, or black) may appear in saliva,
urine, or sweat after ingestion of PARCOPA™,
Although the color appears to be clinically insignifi-
cant, garments may become discolored.

The patient should be advised that a change in diet to
{oods that are high in protein may delay the absorp-
tion of levodopa and may reduce the amount taken
up in the circulation. Excessive acidity also delays
stomach emptying, thus delaying the absorption of
levadopa. Iron salts {such as in muiti-vitamin tablets)
may aiso reduce the amount of levodopa available to
the body. The above factors may reduce the clinical
effectiveness of the levodopa or carbidopa-ievodopa
therapy.

NOTE: The suggested advice to patients being treat-
ed with PARCOPA™ is intended to aid in the safe and
effective use of this medication. It is not a disciosure
of all possible adverse or intended effects.

Laboratory Tests

Abnormalities in laboratory tests may include eleva-
tions of liver function tests such as alkaline phos-
phalase. SGOT (AST), SGPT {ALT), lactic dehydroge-
nase, and bilirubin. Abnormalities in blood urea
nitrogen and positive Coombs test have alse been
reporied. Commonly, levels of blood urea nitragen,
creatinine, and uric acid are lower during adminisira-
tion of carbidopa-levodopa than with levodopa.

Carbidopa-levodopa may cause a false-pasitive reac-
tion for urinary ketone bodies when a test tape is
used for determination of ketonuria. This reaction
will not be altered by boiling the urine specimen.
False-negative tests may result with the use of glu-
cose-oxidase methods of testing for glucosuria.

Cases of falsely diagnosed pheochromocytoma in
patienis on carbidopa-levodopa therapy have been
reported very rarely. Caulion should be exercised
when interpreting the plasma and urine levels of cat-
echolamines and their metabolites in patients on
levodopa or carbidopa-levodopa therapy.

Drug Interactions

Caution should be exercised when the following
drugs are administered concomitantly with PAR-
COPA™ (carbidopa-levodopa orally disintegrating
tablets}).

however, their has not been in

tered i wilh the s

ed dose of an MAO inhibilor with selectivity for MAO type
B {e.g.. selegiline HCI) (See PRECAUTIONS, Drug
Interactions).

PARCOPA™ s contraindicated in patients with known
hypersensitivity 1o any component of this drug, and in
patients with narrow-angle glaucoma.

studies.

PRECAUTIONS

General

As vith levodopa, periodic evaluations of hepatic, hemato-
poietic, cardiovascular, and renal function are recom-
mended during extended therapy.

postural has occurred
when carbidopa-levodopa was added to the treal-
ment of a patient receiving antihypertensive drugs.
Therefore, when therapy with PARCOPA™ is started,
dosage adjustment of the antihypertensive drug may
be required.
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For patients receiving MAQ inhibitors {Type A or B),
see CONTRAINDICATIONS. G i therapy

dark saliva, bleeding,
of duodenal ulcer, anorexia, vomiting, diar-

with selegiline and carbidopa-levodopa may be asso-
ciated with severe orthostatic hypatension not attrib-
utable to carbidopa-levodopa alone (see CON-
TRAINDICATIONS).

There have been rare reports of adverse reaclions,
in¢luding hypenensnon and dyskmesm resulting
{from the use of tricyclic

rhea, constipation, dyspepsia, dry mouth, laste alter-
ations.

be taken into To date, no i has
been reported with dialysis; hence, its value in overdosage
is not known.

Based on studies in which high doses ol levodopa and/or
i i of

ytic and non-

lytic anemia,

Hypersensitivily: angioedema, urticaria, pruritus, Henoch-
in purpura, bullous lesions {including pemphigus-

and carbidopa-levodopa.

Dopamine Oy receptor antagonists (e.9., phenothi-
azines, butyrophenones, risperidone) and isoniazid
may reduce the therapeutic effects of levodopa. In
addition, the beneficial effects of levodopa in
Parkinson's disease have been reported to be
reversed by phenytoin and papaverine. Patients tak-
ing these drugs with PARCOPA™ should be carefulty
observed for loss of therapeutic response.

Iron salts may reduce the’ bioavailabitity of levodopa
and carbidopa. The clinical relevance is unclear.

Alihough metociopramide may increase the
bicavailability of levodepa by increasing gastric emp-
tying, metoclopramide may also adversely affect dis-
ease control by its dopamine réceptor antagonistic
properties.

Carcir £ i i of Fertility
In a two-year bioassay of carbidopa and fevodopa, no
evidence of carcinogenicity was found in rats receiv-
ing doses of approximately two times the maximum
daily human dose of carbidopa and four times the
maximue daily human dose of levodopa.

In reproduction studies with carbidopa and levodopa,
no eftects on fertility were found in rats receiving
doses of approxi ly two times the il daily
human dose of carbidopa and four times the maxi-
mum daily human dose of levodopa.

Pregnancy

Pregnancy Gategory C. No teratogenic efiects were
observed in a study in mice receiving up to 20 times
the maximue recommended human dose of carbi-
dopa and levodopa. There was a decrease in the
number of live pups delivered by rats receiving
approximately two times the maximum recommend-
ed human dose of carbidopa and approximately five
times the maximum recommended human dose of
levodopa during organogenesis. Carbidopa and levo-
dopa caused both visceral and skeletal malforma-
tions in rabbits at all doses and ratios of
carbidopa/levodopa tested, which ranged from 10
fimes/5 times the maximum recommended human
dose of carbidopa/levadopa to 20 times/10 times the
maximum recommended human dose of carbi-
dopalevadopa.

There are no adequate or well-controlled studies in
pregnant women. It has been reporied from individ-
ual cases that levodopa crosses the human placental
barrier, enters the fetus, and is metabolized.
Carbidopa concentrations in fetal tissue appeared to
be minimal. Use of PARCOPA™ in women of child-
bearing potential reguires that the anticipated bene-
fiis of the drug be weighed against possible hazards
to mother and child.

Nursing Mothers

It is not known whether this drug is excreted in
human milk. Because many drugs are excreted in
human milk, caution should be exercised when PAR-
COPA™ is administered to a nursing woman.

Pediatric Use

Safety and effectiveness in pediatric patients have
not been established. Use of the drug in patients
below the age of 18 is not recommended.

ADVERSE REACTIONS

The most common adverse reactions reported with
carbidopa-levodopa therapy have included dyskine-
sias, such as choreiform, dystonic, and other invol-
untary movements and nausea.

The following other adverse reactions have been
reported with carbidopa-levodopa:

Body as a Whole: chest pain, asthenia.

like reactions).

Musculoskeletal: back pain, shoulder pain, muscle
cramps.

Nervous System/Psychiatric: psycholic episodes including
delusions, hallucinations, and paranoid ideation, neuro-

were D
rats and mice given single oral doses of Ievodopa of
approximately 1500-2000 mg/kg are expected to die. A
significant proportion of infant rats of both sexes are
expected to die at a dose of 800 mgrkg. A significant pro-
portion of rats are expected to die after treatment with
simitar doses of carbidopa. The addition of carbidopa in a
1:10 ratio with levodopa increases the dose at which a sig-
nificant proportion of mice are expected to die to 3360
mg/kg.

DGSAGE AND ADMINISTRATION

leptic malignant syndrome (see WARNINGS),
episodes (“on-ofi” phenomenon), confusion; agitation,
dlmness somnolence, dream abnormalities lncludlng
, insomnia, ia, headache,

with or wnhout development of suicidal tendencies,
dementia, increased libido. Convulsions also have
occurred; however, a causal relationship with carbidopa-
levodopa has not been established.

Respiratory: dyspnea, upper respiratory infection.
Skin: rash, increased sweating, alopecia, dark sweat.

Urogenital: urinary tract infection, urinary frequency, dark
urine.

Laboratory Tests: in and

ities in alkaline SGOT (AST), SGPT
(ALT), lactic dehydrogenase, bilirubin, blood urea nitrogen
(BUN), Coombs test; elevated serum glucose; white blood
celis, bacteria, and blood in the urine.

Other adverse reactions that have been reported with levo-
dopa alone and with various carbidopa-levedopa formula-
tions, and may occur with PARGOPA™ are:

Body as a Whole: abdominal pain and distress, fatigue.
Cardiovascular: myocardial infarction.
sialor-

pain,
rhea, flatulence, hrumsm burning sensanon of the lengue,
heartburn, hiccups.

Metabofic: edema, weight gain, weight [oss.

Musculoskeletal: leg pain.

for ing PARCOPA™ Tablets
Just prior to administration, GENTLY remove the tablet
from the boitle with dry hands. IMMEDIATELY place the
PARCOPA™ Tablet on top of the tongue where it will dis-
solve in seconds, then swallow with saliva. Administration
with fiquid is not necessary.

The optimum daily dosage of PARCOPA™ must be deter-
mined by careful titration in each patient. PARCOPA™ is
available in a 1:4 ratio of carbidopa to levodopa (PAR-
COPA™ 25/100) as well as 1:10 ratio (PARCOPA™ 25/250
and PARGOPA™ 10/100). Tablets of ihe two ratios may be
given separately or combined as needed to provide the
optimum dosage.

Studies show that peripheral dopa decarboxylase is satu-
rated by carbidopa at approximately 70 to 100 mp a day.
Patients receiving less than this amount of carbidopa are
more likely to experience nausea and vomiting.

Usual Initial Dosage

Dosage is best initiated with one tablet of PARCOPA™
25/100 three Yimes a day. This dosage schedule provides
75 mg of carbidopa per day. Dosage may be increased by
one tablet every day or every other day, as necessary, until
a dosage of eight tablets of PARCOPA™ 25/100 a day is
reached.

1t PARCOPA™ 10/100 is used, dosage may be initiated
with one tablet three or four times a day. However, this will
not provide an adequate amount of carbidopa for many
patients. Dosage may be increased by one tablet every day
or every other day until a tota! of eight tablets

(2 tablets g.i.d.) is reached.

How to Transfer Patients from Levodopa
Levodopa must be disconlinued ai feast twelve hours
helum starling PARCOPA™ (carbidopa-levadopa orally

Nervous System/F jc: ataxia, disor-
der, fatling, anxiety, gait abnormalities, nervousness,
decreased mental acuity, memory impairment, disorienta-
tion, euphoria, blepharospasm {which may be taken as an
early sign of excess dosage; consideration of dosage
reduction may be made at this time), trismus, increased
tremor, numbness, muscle twitching, activation of latent
Homer's syndrome, peripheral neuropathy.

Respiratory: pharyngeal pain, cough.

Skin: malignant melanoma (see also CONTRAINDICA-
TIONS), flushing.

Special Senses: oculogyric crises, diplopia, blurred vision,
dilated pupils.

Urogenital: urinary retention, urinary incontinence, pri-
apism.

Miscellaneous: bizarre breathing patterns, faintness,
hoarseness, malaise, hot flashes, sense of stimulation.

Laboratory Tests: decreased white blood cell count and
serum potassium; increased serum creatinine and uric
acid; protein and glucose in urine.

OVERDOSAGE

Management of acute overdosage with PARGOPA™ is the
same as management of acute overdosage with levodopa.
Pyridoxine is not effective in reversing the actions of PAR-
COPA™,

General supportive measures should be employed, along
with il iate gastric lavage. fluids should
be administered jugiciously and an adequate airway main-
tained. Electrocardiographic monitering should be institut-
ed and the patient carefuily observed for the development

GCardi cardiac i
i effects including
hypertension, syncope, phlebitis, palpitation.

of ar ias; if required, ap anti-archythmic
therapy should be given. The possibility that the patiant
may have taken other drugs as well as PARCOPA™ should

tablets). A daily dosage of PARCOPA™
should be chosen that will provide approximately 25 per-
cent of the previous levodopa dosage. Patienls who are
taking less than 1500 mg of levodopa a day should be
started on one tablet of PARGOPA™ 25/100 three or four
times a day. The suggested starting dosage for most
patients 1aking more than 1500 mg of ievodopa is one
tablet of PARCOPA™ 25/250 three or four times a day.

Maintenance

Therapy should be individualized and adjusted according
1o 1he desired therapeutic response. At least 70 to 100 mg
of carbidopa per day should be provided. When a greater
proportion of carbidopa is required, one tablet of PAR-
COPA™ 25/100 may be substituted for each tablet of PAR-
COPA™ 10/100. When more levodopa is required, PAR-
COPA™ 25/250 should be substituted for PARCOPA™
26/100 or PARCOPA™ 10/100. If necessary, the dosage of
PARCOPA™ 25/250 may be increased by one-half or one
tablet every day or every other day to a maximum of eight
tablets a day. Experience with totat daily dosages of carbi-
dopa greater than 200 mg is limited.

Because both therapeulic and adverse responses occur
more rapidly with PARCOPA™ than with levodopa alone,
pallenls should be monl(ored closely during the dose
period.

will occur more rapidly with PARGOPA™ lhan with levo-
dopa. The occurrence of involuntary movements may
require dosage reduction. Blepharospasm may be a useful
early sign of excess dosage in some patients.

Addition of Other Antiparkinsonian Medications
Standard drugs for Parkinson’s disease, other than levo-
dopa without a decarboxylase inhibitor, may be used con-
comitantly while PARCOPA™ is being administered,
although dosage adjustments may be required.

Interruption of Therapy
Sporadic cases of a symptom complex resembling
Neuroleptic Malignant Syndrome {NMS) have been asso-

ciated with dose ions and wi of
levodopa. Patients should be observed carefully if abrupt
reduction or discontinuation of PARCOPA™ is required,
especially if the patient is receiving neuroleptics. (See
WARNINGS.)

1 general anesthesia is required, PARCOPA™ may be con-
tinued as iong as the patient is permitted to lake fluids and
medication by mouth. If therapy is interrupted temporari-
ly, the patient should be observed for symptoms resem-
bling NMS, and the usual daily dosage may be adminis-
fered as soon as the patient is able to take oral medication.

HOW SUPPLIED

PARCOPA™ (carbidopa-levodepa orally disintegrating
tablets} 25/100 are vellow, round, flat-faced, mint-fla-
vored, scored and engraved “25/100” on the unscored
side and “SP" above and “342” below the score on the
other side. They are supplied as follows:

Bottles of 100 NDC 0091-3342-01
PARCOPA™ (carbidopa-levodopa "orally disintegrating
{ablets) 10/100 are blue, round, flat-faced, mint-flavored,
scored and engraved “10/100" on the unscored side and
“SP" above and “341" below the score on the other side.
They are supplied as follows:

Bottles of 100 NDC 0091-3341-01
PARCOPA™ (carbidopa-levodopa orally disintegrating
tablets) 25/250 are blue, round, flat-faced, mint-flavored,
scored, and engraved “25/250" on the unscored side and
“SP" above and “343” below the score on the other side.
They are supplied as follows:

Bottles of 100 NDC 0091-3343-01
Storage
Store at 20° to 25°C (68 to 77°F); excursions permitted
between 15° to 30°C (59° to 86°F) [See USP Controlied
Room Temperature]. Protect from moisture and light.

Dispense in a tight, light-resistant conlalner as defined in
the USP/NF.

Manutactured for:

SCHWARZ
PHARMA

Mitwaukee, W1 53201, USA

By:
CIMA LABS ING.®
Eden Prairie, MN 55344, USA

PARCOPA™ uses CIMA® U.S. Patent Nos. 6,024,981 and
6,221,392,

PC4578
Rev. 01/03
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PROPOSED LABELING

PARCOPA™
(carbidopa-levodopa orally disintegrating tablets)

Rx Only

DESCRIPTION

PARCOPA™ (carbidopa-levodopa orally disintegrating tablets) is a combination of carbidopa
and levodopa for the treatment of Parkinson's disease and syndrome. PARCOPA™ is an orally
administered formulation of carbidopa-levodopa which rapidly disintegrates on the tongue and
does not require water to aid dissolution or swallowing.

Carbidopa, an inhibitor of aromatic amino acid decarboxylation, is a white, crystalline
compound, slightly soluble in water, with a molecular weight of 244.24. It is designated
chemically as (—)-L-a-hydrazino-a-methyl-3-(3,4-dihydroxybenzene) propanoic acid
monohydrate. Its empirical formula is C;oH;4N,04°H,0, and its structural formula is:

"OH
e
HO CH,CCOOH ~H,0

I
NHNH

Tablet content is expressed in terms of anhydrous carbidopa which has a molecular weight of
226.23.

Levodopa, an aromatic amino acid, is a white, crystalline compound, slightly soluble in water,
with a molecular weight of 197.2. It is designated chemically as (—)-L-oi-amino-f-(3,4-

dihydroxybenzene) propanoic acid. Its empirical formula is CoH;1NO,, and its structural formula

is:

HO CH,CHCOOH

|
NH,
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PARCOPA™ s supplied as tablets in three strengths:

- PARCOPA™ 25/100, containing 25 mg of carbidopa and 100 mg of levodopa.
PARCOPA™ 10/100, containing 10 mg of carbidopa and 100 mg of levodopa.
PARCOPA™ 25/250, containing 25 mg of carbidopa and 250 mg of levodopa.

Inactive ingredients are aspartame, citric acid, crospovidone, magnesium stearate, mannitol,
microcrystalline cellulose, natural and artificial mint flavor and sodium bicarbonate.
PARCOPA™ 10/100 and 25/250 also contain FD&C blue #2 HT aluminum lake. PARCOPA™
25/100 also contains yellow 10 iron oxide.

CLINICAL PHARMACOLOGY

Parkinson's disease is a progressive, neurodegenerative disorder of the extrapyramidal nervous
system affecting the mobility and control of the skeletal muscular system. Its characteristic
features include resting tremor, rigidity, and bradykinetic movements. Symptomatic treatments,
such as levodopa therapies, may permit the patient better mobility.

Mechanism of Action

Current evidence indicates that symptoms of Parkinson's disease are related to depletion of
dopamine in the corpus striatum. Administration of dopamine is ineffective in the treatment of
Parkinson's disease apparently because it does not cross the blood-brain barrier. However,
levodopa, the metabolic precursor of dopamine, does cross the blood-brain barrier, and
presumably is converted to dopamine in the brain. This is thought to be the mechanism whereby
levodopa relieves symptoms of Parkinson's disease.

Pharmacodynamics

When levodopa is administered orally it is rapidly decarboxylated to dopamine in extracerebral

tissues so that only a small portion of a given dose is transported unchanged to the central

nervous system. For this reason, large doses of levodopa are required for adequate therapeutic
“effect and these may often be accompanied by nausea and other adverse reactions, some of

which are attributable to dopamine formed in extracerebral tissues.

Since levodopa competes with certain amino acids for tranépoﬂ across the gut wall, the
absorption of levodopa may be impaired in some patients on a high protein diet.

| Carbidopa inhibits decarboxylation of peripheral levodopa. It does not cross the blood-brain
barrier and does not affect the metabolism of levodopa within the central nervous system.

The incidence of levodopa-induced nausea and vomiting is less with carbidopa-levodopa than
with levodopa. In many patlents this reduction in nausea and vomiting will permit more rapid
dosage titration.

Since its decarboxylase inhibiting activity is limited to extracerebral tissues; administration of
carbidopa with levodopa makes more levodopa available for transport to the brain.
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Pharmacokinetics

Carbidopa reduces the amount of levodopa required to produce a given response by about

75 percent and, when administered with levodopa, increases both plasma levels and the plasma
half-life of levodopa, and decreases plasma and urinary dopamine and homovanillic acid.

The plasma half-life of levodopa is about 50 minutes, without carbidopa. When carbidopa and
levodopa are administered together, the half-life of levodopa is increased to about 1.5 hours. At
steady state, the bioavailability of carbidopa from carbidopa-levodopa tablets is approximately
99% relative to the concomitant administration of carbidopa and levodopa.

In clinical pharmacologic studies, simultaneous administration of carbidopa and levodopa
produced greater urinary excretion of levodopa in proportion to the excretion of dopamine than
administration of the two drugs at separate times.

Pyridoxine hydrochloride (vitamin Bg), in oral doses of 10 mg to 25 mg, may reverse the effects
of levodopa by increasing the rate of aromatic amino acid decarboxylation. Carbidopa inhibits
this action of pyridoxine; therefore, PARCOPA™ can be given to patients receiving
supplemental pyridoxine (vitamin Bg).

INDICATIONS AND USAGE

PARCOPA™ js indicated in the treatment of the symptoms of idiopathic Parkinson's disease
(paralysis agitans), postencephalitic parkinsonism, and symptomatic parkinsonism which may
follow injury to the nervous system by carbon monoxide intoxication and/or manganese
intoxication. PARCOPA™ is indicated in these conditions to permit the administration of lower
doses of levodopa with reduced nausea and vomiting, with more rapid dosage titration, with a
somewhat smoother response, and with supplemental pyridoxine (vitamin B).

In some patients, a somewhat smoother antiparkinsonian effect results from therapy with
carbidopa-levodopa than with levodopa. However, patients with markedly irregular ("on-off™)
responses to levodopa have not been shown to benefit from carbidopa-levodopa therapy.
Although the administration of carbidopa permits control of parkinsonism and Parkinson's
disease with much lower doses of levodopa, there is no conclusive evidence at present that this is
beneficial other than in reducing nausea and vomiting, permitting more rapid titration, and
providing a somewhat smoother response to levodopa.

Certain patients who responded poorly to levodopa have improved when carbidopa-levodopa
was substituted. This is most likely due to decreased peripheral decarboxylation of levodopa
which results from administration of carbidopa rather than to a primary effect of carbidopa on
the nervous system. Carbidopa has not been shown to enhance the intrinsic efficacy of levodopa
in parkinsonian syndromes. ‘
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In considering whether to give PARCOPA™ to patients already on levodopa who have nausea
and/or vomiting, the practitioner should be aware that, while many patients may be expected to
improve, some do not. Since one cannot predict which patients are likely to improve, this can
only be determined by a trial of therapy. It should be further noted that in controlled trials
comparing carbidopa-levodopa with levodopa, about half of the patients with nausea and/or
vomiting on levodopa improved spontaneously despite being retained on the same dose of
levodopa during the controlled portion of the trial. - '

CONTRAINDICATIONS

Nonselective monoamine oxidase (MAQ) inhibitors are contraindicated for use with
PARCOPA™., These inhibitors must be discontinued at least two weeks prior to initiating
therapy with PARCOPA™. PARCOPA™ may be administered concomitantly with the
manufacturer's recommended dose of an MAOQ inhibitor with selectivity for MAO type B
(e.g., selegiline HCI) (See PRECAUTIONS, Drug Interactions).

PARCOPA™ is contraindicated in patients with known hypersensitivity to any component of
this drug, and in patients with narrow-angle glaucoma.

Because levodopa may activate a malignant melanoma, PARCOPAT should not be used in
patients with suspicious, undiagnosed skin lesions or a history of melanoma.

WARNINGS

When PARCOPA™ (carbidopa-levodopa orally disintegrating tablets) is to be given to
patients who are being treated with levodopa, levodopa must be discontinued at least
twelve hours before therapy with PARCOPA™ (carbidopa-levodopa orally disintegrating
tablets) is started. In order to reduce adverse reactions, it is necessary to individualize
therapy. See DOSAGE AND ADMINISTRATION section before initiating therapy.

The addition of carbidopa with levodopa in the form of PARCOPA™ reduces the peripheral
effects (nausea, vomiting) due to decarboxylation of levodopa; however, carbidopa does not
decrease the adverse reactions due to the central effects of levodopa. Because carbidopa permits
more levodopa to reach the brain and more dopamine to be formed, certain adverse CNS effects,
€.g., dyskinesias (involuntary movements), may occur at lower dosages and sooner with
PARCOPA™ than with levodopa alone.

Levodopa alone, as well as PARCOPA™, is associated with dyskinesias. The occurrence of
dyskinesias may require dosage reduction.

As with levodopa, PARCOPA™ may cause mental disturbances. These reactions are thought to
be due to increased brain dopamine following administration of levodopa. All patients should be
observed carefully for the development of depression with concomitant suicidal tendencies.
Patients with past or current psychoses should be treated with caution.
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PARCOPA™ should be administered cautiously to patients with severe cardiovascular or
pulmonary disease, bronchial asthma, renal, hepatic or endocrine disease.

As with levodopa, care should be exercised in administering PARCOPA™ to patients with a
history of myocardial infarction who have residual atrial, nodal, or ventricular arrhythmias. In
such patients, cardiac function should be monitored with particular care during the period of

- nitial dosage adjustment, in a facility with provisions for intensive cardiac care.

As with levodopa, treatment with PARCOPA™ may increase the possibility of upper
gastrointestinal hemorrhage in patients with a history of peptic ulcer.

Neuroleptic Malignant Syndrome (NMS): Sporadic cases of a symptom complex resembling
NMS have been reported in association with dose reductions or withdrawal of therapy with
carbidopa-levodopa. Therefore, patients should be observed carefully when the dosage of
PARCOPA™ is reduced abruptly or discontinued, especially if the patient is receiving
neuroleptics.

NMS is an uncommon but life-threatening syndrome characterized by fever or hyperthermia.
Neurological findings, including muscle rigidity, involuntary movements, altered consciousness,
mental status changes; other disturbances, such as autonomic dysfunction, tachycardia,
tachypnea, sweating, hyper- or hypotension; laboratory findings, such as creatine phosphokinase
elevation, leukocytosis, myoglobinuria, and increased serum myoglobin have been reported.

The early diagnosis of this condition is important for the appropriate management of these
patients. Considering NMS as a possible diagnosis and ruling out other acute illnesses

(e.g., pneumonia, systemic infection, etc.) is essential. This may be especially complex if the
clinical presentation includes both serious medical illness and untreated or inadequately treated
extrapyramidal signs and symptoms (EPS). Other important considerations in the differential
diagnosis include central anticholinergic toxicity, heat stroke, drug fever, and primary central
nervous system (CNS) pathology.

The management of NMS should include: 1) intensive symptomatic treatment and medical
monitoring and 2) treatment of any concomitant serious medical problems for which specific
treatments are available. Dopamine agonists, such as bromocriptine, and muscle relaxants, such
as dantrolene, are often used in the treatment of NMS, however, their effectiveness has not been
demonstrated in controlled studies. '

PRECAUTIONS

General

As with levodopa, periodic evaluations of hepatic, hematopoietic, cardiovascular, and renal
function are recommended during extended therapy.
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Patients with chronic wide-angle glaucoma may be treated cautiously with PARCOPAT™
provided the intraocular pressure is well controlled and the patient is monitored carefully for
changes in intraocular pressure during therapy.

Information for Patients

Phenylketonurics

Phenylketonuric patients should be informed that PARCOPA™ contains phenylalanine 3.4 mg
per 25/100 orally disintegrating tablet, 3.4 mg per 10/100 orally disintegrating tablet, and 8.4 mg
per 25/250 orally disintegrating tablet.

Patients should be instructed not to remove PARCOPA™ Tablets from the bottle until just prior
to dosing. With dry hands, the tablet should be gently removed and immediately placed on the
tongue to dissolve and be swallowed with the saliva.

The patient should be informed that PARCOPA™ is an immediate-release formulation of

- carbidopa-levodopa that is designed to begin release of ingredients within 30 minutes. It is
important that PARCOPA™ be taken at regular intervals according to the schedule outlined by
the physician. The patient should be cautioned not to change the prescribed dosage regimen and
not to add any additional antiparkinson medications, including other carbidopa-levodopa
preparations, without first consulting the physician.

Patients should be advised that sometimes a “wearing-off” effect may occur at the end of the
dosing interval. The physician should be notified if such response poses a problem to lifestyle.

Patients should be advised that occasionally, dark color (red, brown, or black) may appear in
saliva, urine, or sweat after ingestion of PARCOPA™. Although the color appears to be
clinically insignificant, garments may become discolored.

The patient should be advised that a change in diet to foods that are high in protein may delay the
absorption of levodopa and may reduce the amount taken up in the circulation. Excessive acidity
also delays stomach emptying, thus delaying the absorption of levodopa. Iron salts (such as in
multi-vitamin tablets) may also reduce the amount of levodopa available to the body. The above
factors may reduce the clinical effectiveness of the levodopa or carbidopa-levodopa therapy.

NOTE: The suggested advice to patients being treated with PARCOPA™ is intended to aid in
the safe and effective use of this medication. It is not a disclosure of all possible adverse or
intended effects. :

Laboratory Tests _
Abnormalities in laboratory tests may include elevations of liver function tests such as alkaline !
phosphatase, SGOT (AST), SGPT (ALT), lactic dehydrogenase, and bilirubin. Abnormalities in

blood urea nitrogen and positive Coombs test have also been reported. Commonly, levels of

blood urea nitrogen, creatinine, and uric acid are lower during administration of carbidopa-

levodopa than with levodopa.
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Carbidopa-levodopa may cause a false-positive reaction for urinary ketone bodies when a test
tape is used for determination of ketonuria. This reaction will not be altered by boiling the urine
specimen. False-negative tests may result with the use of glucose-oxidase methods of testing for
glucosuria.

Cases of falsely diagnosed pheochromocytoma in patients on carbidopa-levodopa therapy have
been reported very rarely. Caution should be exercised when interpreting the plasma and urine
levels of catecholamines and their metabolites in patients on levodopa or carbidopa-levodopa
therapy.

Drug Interactions
Caution should be exercised when the following drugs are administered concomitantly with
PARCOPA™ (carbidopa-levodopa orally disintegrating tablets).

Symptomatic postural hypotension has occurred when carbidopa-levodopa was added to the
treatment of a patient receiving antihypertensive drugs. Therefore, when therapy with
PARCOPA™ is started, dosage adjustment of the antihypertensive drug may be required.

For patients receiving MAO inhibitors (Type A or B), see CONTRAINDICATIONS.
Concomitant therapy with selegiline and carbidopa-levodopa may be associated with severe
orthostatic hypotension not attributable to carbidopa-levodopa alone (see
CONTRAINDICATIONS).

There have been rare reports of adverse reactions, including hypertension and dyskinesia,
resulting from the concomitant use of tricyclic antidepressants and carbidopa-levodopa.

Dopamine D; receptor antagonists (e.g., phenothiazines, butyrophenones, risperidone) and
isoniazid may reduce the therapeutic effects of levodopa. In addition, the beneficial effects of
levodopa in Parkinson's disease have been reported to be reversed by phenytoin and papaverine.
Patients taking these drugs with PARCOPA™ should be carefully observed for loss of
therapeutic response.

Iron salts may reduce the bioavailability of levodopa and carbidopa. The clinical relevance is
unclear.

Although metoclopramide may increase the bioavailability of levodopa by increasing gastric
emptying, metoclopramide may also adversely affect disease control by its dopamine receptor
antagonistic properties.

Carcinogenesis, Mutagenesis, Impairment of Fertility

In a two-year bioassay of carbidopa and levodopa, no evidence of carcinogenicity was found in
rats receiving doses of approximately two times the maximum daily human dose of carbidopa
and four times the maximum daily human dose of levodopa.
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In reproduction studies with carbidopa and levodopa, no effects on fertility were found in rats
receiving doses of approximately two times the maximum daily human dose of carbidopa and
four times the maximum daily human dose of levodopa.

Pregnancy

Pregnancy Category C. No teratogenic effects were observed in a study in mice receiving up to
20 times the maximum recommended human dose of carbidopa and levodopa. There was a
decrease in the number of live pups delivered by rats receiving approximately two times the
maximum recommended human dose of carbidopa and approximately five times the maximum
recommended human dose of levodopa during organogenesis. Carbidopa and levodopa caused
both visceral and skeletal malformations in rabbits at all doses and ratios of carbidopa/levodopa
tested, which ranged from 10 times/5 times the maximum recommended human dose of
carbidopa/levodopa to 20 times/10 times the maximum recommended human dose of
carbidopa/levodopa.

There are no adequate or well-controlled studies in pregnant women. It has been reported from
individual cases that levodopa crosses the human placental barrier, enters the fetus, and is
metabolized. Carbidopa concentrations in fetal tissue appeared to be minimal. Use of
PARCOPA™ in women of child-bearing potential requires that the anticipated benefits of the
drug be weighed against possible hazards to mother and child.

Nursing Mothers _
It is not known whether this drug is excreted in human milk. Because many drugs are excreted
in human milk, caution should be exercised when PARCOPA™ is administered to a nursing
woman.

Pediatric Use ‘
Safety and effectiveness in pediatric patients have not been established. Use of the drug in
patients below the age of 18 is not recommended.

ADVERSE REACTIONS _

The most common adverse reactions reported with carbidopa-levodopa therapy have included
dyskinesias, such as choreiform, dystonic, and other involuntary movements and nausea.

The following other adverse reactions have been reported with carbidopa-levodopa:

Body as a Whole: chest pain, asthenia.

Cardiovascular: cardiac irregularities, hypotension, orthostatic effects including orthostatic
hypotension, hypertension, syncope, phlebitis, palpitation.

Gastrointestinal: dark saliva, gastrointestinal bleeding, development of duodenal ulcer, anorexia,
vomiting, diarrhea, constipation, dyspepsia, dry mouth, taste alterations.
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Hematologic: agranulocytosis, hemolytic and non-hemolytic anemia, thrombocytopenia,
feukopenia.

Hypersensitivity: angioedema, urticaria, pruritus, Henoch-Schonlein purpura, bullous lesions
(including pemphigus-like reactions).

Musculoskeletal: back pain, shoulder pain, muscle cramps.

Nervous System/Psychiatfic: psychotic episbdes including delusions, hallucinations, and
paranoid ideation, neuroleptic malignant syndrome (see WARNINGS), bradykinetic episodes
("on-off" phenomenon), confusion, agitation, dizziness, somnolence, dream abnormalities _
including nightmares, insomnia, paresthesia, headache, depression with or without development
of suicidal tendencies, dementia, increased libido. Convulsions also have occurred; however a
causal relationship with carbidopa-levodopa has not been established.

Respiratory: dyspnea, upper respiratory infection.

Skin: rash, increased sweating, alopecia, dark sweat.

Urogenital: urinary tract infection, urinary frequency, dark urine.

Laboratory Tests: decreased hemoglobin and hematocrit; abnormalities in alkaline phosphatase,
SGOT (AST), SGPT (ALT), lactic dehydrogenase, bilirubin, blood urea nitrogen (BUN),

Coombs test; elevated serum glucose; white blood cells, bacteria, and blood in the urine.

Other adverse reactions that have been reported with levodopa alone and with various carbidopa-
levodopa formulations, and may occur with PARCOPA™ are:

Body as a Whole: abdominal pain and distress, fatigue.
Cardiovascular: myocardial infarction.

Gastrointestinal: gastrointestinal pain, dysphagia, sialorrhea, ﬂatulence bruxism, burning
sensation of the tongue, heartburn, hiccups.

Metabolic: edema, weight gain, weight loss.
Musculoskeletal: leg pain.

Nervous System/Psychiatric: ataxia, extrapyramidal disorder, falling, anxiety, gait abnormalities,
nervousness, decreased mental acuity, memory impairment, disorientation, euphoria,
blepharospasm (which may be taken as an early sign of excess dosage; consideration of dosage
reduction may be made at this time), trismus, increased tremor, numbness, muscle tw1tch1ng,
activation of latent Horner's syndrome, peripheral neuropathy.
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Respiratory: pharyngeal pain, cough.

Skin: malignant melanoma (see also CONTRAINDICATIONS), flushing.
‘Special Senses: oculogyric crises, diplopia, blurred vision, dilated pupils.
Urogenital: urinary retention, urinary incontinence, priapism.

Miscellaneous: bizarre breathing patterns, faintness, hoarseness, malaise, hot flashes, sense of
stimulation.

Laboratory Tests: decreased white blood cell count and serum potassium; increased serum
creatinine and uric acid; protein and glucose in urine.

OVERDOSAGE :
Management of acute overdosage with PARCOPA™ js the same as management of acute
overdosage with levodopa. Pyridoxine is not effective in reversing the actions of PARCOPATM.

General supportive measures should be employed, along with immediate gastric lavage.
Intravenous fluids should be administered judiciously and an adequate airway maintained.
Electrocardiographic monitoring should be instituted and the patient carefully observed for the
development of arrhythmias; if required, appropriate anti-arrhythmic therapy should be given.
The possibility that the patient may have taken other drugs as well as PARCOPA™ should be
taken into consideration. To date, no experience has been reported with dialysis; hence, its value
in overdosage is not known.

Based on studies in which high doses of levodopa and/or carbidopa were administered, a
significant proportion of rats and mice given single oral doses of levodopa of approximately
1500-2000 mg/kg are expected to die. A significant proportion of infant rats of both sexes are
expected to die at a dose of 800 mg/kg. A significant proportion of rats are expected to die after
treatment with similar doses of carbidopa. The addition of carbidopa in a 1:10 ratio with
levodopa increases the dose at which a significant proportion of mice are expected to die to
3360 mg/kg. '

DOSAGE AND ADMINISTRATION

Instructions for Use/Handling PARCOPA™ Tablets

Just prior to administration, GENTLY remove the tablet from the bottle with dry hands.
IMMEDIATELY place the PARCOPA™ Tablet on top of the tongue where it will dissolve in
seconds, then swallow with saliva. Administration with liquid is not necessary.

The optimum daily dosage of PARCOPA™ must be determined by careful titration in each
patient. PARCOPA™ is available in a 1:4 ratio of carbidopa to levodopa (PARCOPA™ 25/100)
as well as 1:10 ratio (PARCOPA™ 25/250 and PARCOPA™ 10/100). Tablets of the two ratios
may be given separately or combined as needed to provide the optimum dosage.
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Studies show that peripheral dopa decarboxylase is saturated by carbidopa at approximately
70 to 100 mg a day. Patients receiving less than this amount of carbidopa are more likely to
experience nausea and vomiting.

Usual Initial Dosage

Dosage is best initiated with one tablet of PARCOPA™ 25/100 three times a day. This dosage
schedule provides 75 mg of carbidopa per day. Dosage may be increased by one tablet every day
or every other day, as necessary, until a dosage of eight tablets of PARCOPA™ 25/100 a day is
reached.

If PARCOPA™ 10/100 is used, dosage may be initiated with one tablet three or four times a
day. However, this will not provide an adequate amount of carbidopa for many patients. Dosage
may be increased by one tablet every day or every other day until a total of eight tablets

(2 tablets q.1.d.) is reached..

How to Transfer Patients from Levodopa

Levodopa must be discontinued at least twelve hours before starting PARCOPA™
(carbidopa-levodopa orally disintegrating tablets). A daily dosage of PARCOPA™ should be
chosen that will provide approximately 25 percent of the previous levodopa dosage. Patients
who are taking less than 1500 mg of levodopa a day should be started on one tablet of
PARCOPA™ 25/100 three or four times a day. The suggested starting dosage for most patients
taking more than 1500 mg of levodopa is one tablet of PARCOPA™ 25/250 three or four times a
day.

Maintenance

Therapy should be individualized and adjusted according to the desired therapeutic response. At
least 70 to 100 mg of carbidopa per day should be provided. When a greater proportion of
carbidopa is required, one tablet of PARCOPAT™ 25/100 may be substituted for each tablet of
PARCOPA™ 10/100. When more levodopa is required, PARCOPA™ 25/250 should be
substituted for PARCOPA™ 25/100 or PARCOPA™ 10/100. If necessary, the dosage of
PARCOPA™ 25/250 may be increased by one-half or one tablet every day or every other day to
a maximum of eight tablets a day. Experience with total daily dosages of carbidopa greater than
200 mgis limited.

. Because both therapeutic and adverse responses occur more rapidly with PARCOPA™ than with
levodopa alone, patients should be monitored closely during the dose adjustment period.
Specifically, involuntary movements will occur more rapidly with PARCOPA™ than with
levodopa. The occurrence of involuntary movements may require dosage reduction.
Blepharospasm may be a useful early sign of excess dosage in some patients.
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Addition of Other Antiparkinsonian Medications

Standard drugs for Parkinson's disease, other than levodopa without a decarboxylase inhibitor,
may be used concomitantly while PARCOPA™ is being administered, although dosage
adjustments may be required.

Interruption of Therapy

Sporadic cases of a symptom complex resembling Neuroleptic Malignant Syndrome (NMS) have
been associated with dose reductions and withdrawal of carbidopa-levodopa. Patients should be
observed carefully if abrupt reduction or discontinuation of PARCOPA™ is required, especially
if the patient is receiving neuroleptics. (See WARNINGS.)

If general anesthesia is required, PARCOPA™ may be continued as long as the patient is
permitted to take fluids and medication by mouth. If therapy is interrupted temporarily, the
patient should be observed for symptoms resembling NMS, and the usual daily dosage may be
administered as soon as the patient is able to take oral medication.

HOW SUPPLIED

PARCOPA™ (carbidopa-levodopa orally disintegrating tablets) 25/100 are yellow, round,
flat-faced, mint-flavored, scored and engraved “25/100” on the unscored side and “SP” above
and “342” below the score on the other side. They are supplied as follows:

Bottles of 100 NDC 0091-3342-01

PARCOPA™ (carbidopa-levodopa orally disintegrating tablets) 10/100 are blue, round,
flat-faced, mint-flavored, scored and engraved “10/100” on the unscored side and “SP” above
and “341” below the score on the other side. They are supplied as follows:

Bottles of 100 NDC 0091-3341-01
PARCOPA™ (carbidopa-levodopa orally disintegrating tablets) 25/250 are blue, round,
flat-faced, mint-flavored, scored, and engraved “25/250” on the unscored side and “SP” above

and “343” below the score on the other side. They are supplied as follows:

Bottles of 100 | NDC 0091-3343-01
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Storage
Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59° to 86°F) [See
USP Controlled Room Temperature]. Protect from moisture and light.

Dispense in a tight, light-resistant container as defined in the USP/NF.

Manufactured for:

SCHWARZ
PHARMA

Milwaukee, WI 53201, USA

By: CIMA LABS INC.®
Eden Prairie, MN 55344, USA

PARCOPA™ yses CIMA® U.S. Patent Nos. 6,024,981 and 6,221,392.

PC4578
Rev. 01/2003
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PROFESSIONAL SAMPLE ﬂ

PARCOPA"

opa - levodopa
orally disintegrating tblet)

10 mg/ 100 mg
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PROFESSIONAL SAMPLE

PARCOPA”™

{carbidopa - levedopa
orally disintegrating tablet)

10 mg/ 100 mg
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#
a PROFESSIONAL SAMPLE

PARCOPA"™

(carbidopa - levodopa
orally disintegrating tablet)

10 mg/ 100 mg

-

Lor:

SCHWARZ PHARMA, Inc.
Milwaukee, W1 53201, USA
BU334106 01/03

EXP:

RxOnly  Keep out of reach of children. Rx Only  Keep out of reach of Rx Only  Keep out of reach of children.
Phenyl conalns cs: contalns 1 les: contains

3.4 mg per wablet. 3.4 mg per tablet 3.4 mg per tablet

Distributed by: Distributed by: Distributed by:

SCHWARZ PHARMA, Inc.
Milwaukee. WI 53201, USA
BU334106 01/03

EXP:

SCHWARZ PHARMA, Inc.
Milwaukee, WI 53201, USA
BU334106 01/03

LOT: EXP;

/ LOT:

A




X3 a1
E0/10 90ZPEEND
VST T LOTES [AA ‘DMneaviy
U ‘YINYYH Z9YAAHDS
q pranguIsiGy
29(qu sod B py
puejeduayd suaued isal
Py 40 e jo M day

i
Aug

Y

Wxa ol

£G/10 90LFLENY

VSO LOTES 1AA "aminemyy

VNG YHA ZYYAHDS
g pranqunsiq

g ad fw pg

Y

~
101

£0/10 90TFEENT

VSN 'LOLES IAA ‘SoNneasiiL]
P VlHVHd ZHYAMHOS
14q paangnsig

2919 00 B g

4d sujvauos 353), 3
3 jo yoros joane davy Ao

Tojdaoyd surauoy 1 i
“URIPJI JO Y. o ano daoy Ay Xy

el ] WESK 14

{30191 Zupeaasusip Ao
edopoAs| - edopigJed)

-VdODuvd

&)

FdWYS TYNQISSIA0Ud

AN L

#
PROFESSIONAL SAMPLE %

PARCOPA™
(carbidopa - levadapa
orally disintegrating @bles)

25 mg/ 100 mg
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PROFESSIONAL SAMPLE

PARCOPA™

{carbldopa « levodapa
orally disintegrating tablet)

25 mg/ 100 mg
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PROFESSIONAL SAMPLE

PARCOPA”

(carbidopa - levadopa
orally disintegrating tablec)

25 mg/ 100 mg

Ry Only

TGy~ Reep e T reach ol cldram,

Rx Only Keep out of rea

3.4 mg par ublux.
Distributed by:
SCHWARZ PHARMA, Inc,
Milwaukee, W| $3201, USA
BU34204 01703

K LOT

EXP:

Pheny ics: contalns
3.4 mg per wbloc

buted by:
SCHWARZ PHARMA. Inc.
Milwaukee, Wl 53201, USA
BU334206 01703

EXP:

F 5: conmins ph
3.4 mg per tablet,
Distributed by:

SCHWARZ PHARMA, Ine.
Milwaukeo, W1 53201, USA
BUII4206 01/0)

LoT: EXP:

/ LOT:
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PROFESSIONAL SAMPLE g

PARCOPA"

opa - levodopa
onally disintegrating tablet)

25 mg! 250 mg
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PROFESSIONAL SAMPLE

PARCOPA”™

lopa ~ levedopa
disitegrating tablet)

25 mg/ 250 mg

&
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-PARCOPA"

Bu g7 /8w g7
(1219 Bunz.Bausip Apeso
edopoaaf « edopig.us)
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#
g PROFESSIONAL SAMPLE

evadopa
y disintegrating tablet)

25 mg/ 250 mg

Milwaukee, VY| 53201, USA
BUX34306 01701

( 0T

EXP:

L/' 10T

Rx Only  Keep out of reach of ¢ Rx Only  Keop out af reach of <h Rx Only  Keep ot of raach of
Pheny : contains ph 7 cs: containe pheny henyll ies: confains phenylal
8.4 g per wblot. 8.4 mg per tablet.

Distributed by. Distributad by:

SCHWARZ PHARMA. Inc.

SCHWARZ PHARMA, Inc,
Milwaukee, Wi 53201, USA
BUI34306 01701

AN

SCHWARZ PHARMA, Inc.
Milwaukee, WI 53201, USA
BU3I4306 01/0)

Lot EXP:
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PARCOPA"

(carbidopa - levedopa
orally disintegrating tablets) 18 mg/ 100 mg

Each mint-flavored, orally disintegrating tablet contains
10 mg of carbidopa and 100 mg levodopa.

Phenylketonurics: contains phenylalanine 3.4 mg per tablet.
USUAL DOSAGE: See package insert for further information.
Store at 20° to 25°C (68" to 77°F); excursions permitted
between 15° to 30°C (59° to 86°F) [See USP Controlled Room
Temperature].

Protect from moisture and light

KEEP OUT OF REACH OF CHILDREN.

SCHWARZ
PHARMA

CRaST1
Rev. 01103

© 2004, Schwarz Pharma, Inc. |” | | "ll‘lml m I ‘ II I‘l

Mitwaukee, W1 53201, USA CR4571

Manufactured for:

SCHWARZ

PHARMA
Milwaukee, VI 53201, USA

by:
CIMA LABS INC?
Eden Prairie, MN 55344, USA

Uses CIMA®U.S, Patent Nos.
6,024,981 and 6,221,392

./'/.
././.
././

/'/
1
NDC 0091-3341-99 Professional Sample \
Not for Sale :
PARCOPA" |
1
{carbidopa - jevodopa :
orally disintegrating tablets) 10 mg/ 100 mg !
1
i
Rx Only X
1

Sv s‘an;pies “I HN
6 tab 8

ablets each 0091334199
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PARCOPA"

(carbidopa - jevodopa
orally disintegrating tablets) 25 mgl/ 100 mg

(1T TTTT I —

Each mint-flavored, orally disiﬁtegrat.ing tablet contains

25 mg of carbidopa and 100 mg levodopa.

Phenylketonurics: contains phenylalanine 3.4 mg per tablet.
USUAL DOSAGE: See package insert for further information.
Store at 20° to 25°C (68" to 77°F); excursions permitted
between 15° to 30°C (59" to 86°F) [See USP Controlled Room
Temperature].

Protect from moisture and light.

KEEP OUT OF REACH OF CHILDREN.

Manufactured for:

SCHWARZ g SCHWARZ
: PHARMA
P H A R M A Milwaukee, W1 53201, USA
by:
'g CYIMA LABS INC:
Eden Prairie, MN 55344, USA
CRAST4

Uses CIMA®U.S. Patenc Nos.
6,024,981 and 6,221,392

AR

CR4574

©2004, Schwarz Pharma, Inc.
Mitwaukee, W1 53201, USA-

NDC 0091-3342-99 Professional Sample

Not for Sale

PARCOPA"

(carbidopa - levodopa
orally disintegrating tablets)

25 mgl 100 mg

Rx Only

B camples
tablets each

6
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PARCOPA"™

(carbidopa - levodopa
orally disintegrating tablets) 25 mg/ 250 mg

Each mint-flavored, orally disintegrating tablet contains
25 mg of carbidopa and 250 mg levodopa. '

Phenylketonurics: contains phenylalanine 8.4 mg per tablet.
USUAL DOSAGE: See package insert for further information.
Store at 20" to 25°C (68" to 77°F); excursions permitted
between 15° to 30°C (59" to 86°F) [See USP Controlled Room
Temperature].

Protect from moisture and light.

KEEP OUT OF REACH OF CHILDREN.

SCHWARZ )
PHARMA 5

-] , Schwarz Inc.
e S CR4577

3w gz /3w g (513197 BupesSaaussip Ajjeso '

. -
' NDC 0091-3343-99 Professional Sample 1
' Not for Sale |
1 .
. 1
PARCOPA™ i

(carbidopa - levodopa
orally disintegrating tablets) 25 mg/ 250 mg

Rx Only

Manufactured for:

SCHWARZ

PHARMA
Milwaukee, W1 53201, USA

by:
CIMA LABS INC?
Eden Prairie, MN 55344, USA

Uses CIMA®U.S. Patent Nos.
6,024,981 and 6,221,392

1 7
i .

’




