PREGABALIN
LIGABA

75 mg Capsule
150 mg Capsule
Antiepileptic
FORMULATION:

Each hard gelalin capsule contains:
Pregabalin T5mg
Pregabalin 150mg

DOSAGE AND ADMINISTRATION:
The maximum recommended dose range is 150- EOD r'nn per day.
Given orally with or without food. Whan aper ovar a minimum of 1
weok. Because it is eliminated primarily by renal mn;rencm, adjust the dose in patients with
reduced renal function.
Neur Pain A with iph Neuropathy
The maximum recommended dose is 100 mu three times a day (300 mg/day) in patients
with creatinine clearance of at least 60 mL/min. Bagin dosing at 50 myg three times a day
(150 mg/day). The dose may be increased to 300 mg/fday within 1 week based on efficacy
and tolerability.
Postherpetic Neuralgia
The recommended dose is 75 to 150 mg two times a day, or 50 to 100 mg three times a day
{150 to 300 mg/day) in patients with creatinine clearance of at least 60 mL/min. Begin
dosing at 75 mg two times a day. or 50 mg three times a day (150 mg/day). The dose may
be increased to 300 mg/day within 1 week based on efficacy and tolerability.
Patients who do not experience sufficient pain relief 0 2 to 4 weeaks of with
300 mg/day, and who are able 1o tolerate, may be treated with up to 300 mg two times a
day, or 200 mg three times a day (600 mg/day). In view of the doss-depandent adverse
reactions and the higher rate of reatment discontinuation due 0 adverse reactions, reserve
dosing above 300 mg/day for those patients who have on-going pain and are tolerating
300 mg daily.
Adjunctive Therapy for Adult Palients with Partial Onzet Selzures
A dose of 150 to 600 mg/day has been shown to be effactive as adjunctive therapy in the
treatmeant of partial onset sei in adults, the total daily dose in two or three
divided dosas. in ganeral, it is recommended that patients be started on atotal daily dosa no
greater than 150 mg/day (75 mg two times a day, or 50 mg three times a day). Based on
individual patient responsa and tolerability, the doss may be increased to a maximum dose
of 600 mg/day.

of
The rscommnndsd dosei ls 300 10 450 mg/day. Bagin dosing at 75 mg two times a day (150
mg/day). The dose may be increased to 150 mg wo times a day (300 mg/day) within 1
‘week based on eflicacy and tolerability. Patients who do not experience sufficient benefit
with 300 mg/day may be further increased to 225 mg two times a day (450 mg/day). In
viaw of the dose-depandent adverse reactions. traatment with doses above 450 mo/day is
not recommended.
M PainA with Spinal Cord Injury
The recommended dose range Is 150 to 600 mg/day. The recormmended starting dose is
75 mg two timas a day (150 mg/day). The dose may be increased to 150 mg two times a
day {300 mg/day) within 1 week based on efficacy and tolerability. Patients who do not
experience sufficient pain relief after 2 10 3 weeoks of reatment with 150 mg two times a day
and who tolerate. may be treated with up to 300 mg two times a day,
Dosage Adjustment with Renal Impalrment

Table 1: Pregabalin Dosage Adlu‘lmnnl Bnnd on Romﬂ Funclion

» and efficacy profiies for BID and TID dosing regimens were similar.

“in clinical trials up to 12 weeks for both paripheral and central thic pain, a

in pain was seen by week 1 andwasr the riod.

In controlled clinical trials in periphesal nuumaxlhk: pain 35% of the pregabalin treated
patients and 18% of the patients on placebo had a 50% improvemnent in pain score. For
patients nol experiencing somnolence, such an improvement was ohserm in 33% of

patients treated with pregabalin and 18% of on who
experienced somnolence the responder rates were 48% on graqauaﬂn and 16% on
placebo.

In the controlied clinical trial in central neuropathic pain 22% of the Pregabalin treated
patients and 7% of the patients on placebo had a 50% improvement in pain score.

Epllepsy:
Pregabalin has been studied in 3 controlled clinical trials of 12 week duration with sither

Uwice a day dosing (BID) or three times a day (TID) dosing. Overal, the safety and officacy
profiles for BID and TID dosing regimens were similar. A reduction in seizure fréquency was
absawed by \Noclc 1

e
Pmu-malnnas been siudied in 6 controliad tnials of 4-6 weak duration, an elderly study of &
week duration and a long-term relapse prevention study with a double blind relapse
prevention phase of & months duration,
Relief of the symptoms of GAD as reflected by the Hamilton Anxiety Rating Scale (HAM-A)
was obsarved by Week 1.
In controlled clinical trials (4-8 week duration) 52% of the pregabalin treated patients and
38% of the patients on placebo had at least a 50% improvement in HAM-A total score from
baseline endpoint.
In controlied trials. a higher proportion of patients treated with pregabalin reported blurred
vision than did patients treated with placebo which resolved in a majority of cases with
cantinued dosing. Gpnmalmaloulc tesﬂng (lm:ludinn wsuaf acuity testing, formal visual
field testing and dilated in over 3600 patients
within controfled clinical trials, h'! muss patients, vlaual aculty was reduced in 6.5% of
patients treated with pregabalin, and 4.8% of placebo-treated patients, Visual field changes
were detected In 12.4% of pregabalin-treated, and 11.7% of placebo-treated patiants.
Funduscopic changes were obsarved In 1,7% of pregabalin-treatsd and 2.1% of placebo-
treated patients.

PHARMACOKINETICS:

Pregabalin steady- slaln pharmacokinetics are similar in healthy volunteers, patients with

apilepsyr i drugs and with chronic pain,

Abzorplion

Pregabalin is rapidly absorbed when administerad in the fasted state, with peak plasma

concentrations occurring within 1 hour following both single and multiple dose
ation. Following administration, steady state is achieved within 24 to 48

hours. The rate of pregabalin absorption is decreased when given with food resulting in a

uacrsase In Cr by approximately 25-30% and a delay in to. to approximately 2.5 hours.

ar ion of p with food has no clinically significant effect on the
enanlorm&gabsﬂnabsomﬂon
Distribution

In preclinical studies, pregabalin has been shown 1o cross the blood brain barrier in mice,
rats and monkeys. Pregabalin has been shown to cross the placenta in rats and is present in
the milk of lactating rals, In humans, the apparent volume of distribution of pregabalin
following oral administration s approximately 0.56 Vkg. Pregabalin is not bound 1o plasma
proteins
Biotranstormation

i in humans. F

F'reuaballn undergoes

98% ur the ¥ red in the urine was unchanpscl
prsuabalin The N-methylated derivative of . the major
found in urine, accounted for 0.9% of the dose. in preciinical siudies, lhera was no
indication of race: afp balinS ntiomer to the R-enantiomer.

g & dose of radiolabalied

'CREATININE Eimination
CLEARANCE (CL. TOTAL PREGABALIN Pr is from the e primarily by renal excretion as
CE (CLor) DAILY DOSE (MG/DAY)* DOSE RE unchanged drug. Pregabalin mean half-life is 6.3 hours, Pregabalin plasma
(ML/MIN) - . ST TTIERS SN TP SR clearance and renal clearance are directly proportional to creatinine clearance. Dose
= B0 150 300 . 600 BID or TID adjustment in patients with reduced renal function or undergoing hemodialysis is
LI v 0. P oy Asnily
Lot ;. 25-80 | 78 QD or BID Pregabalin pharmacokinetics are linear over the recommended daily dose range. iInter-
=15 | 25 | 25-50 50—75 ao subject pharmacokinetic variability for pregabalin is low (< 20%)

Supplementary dosage !oluwmn hemodialysis (mg)t

Patients on the 25 mg QD 1ake one wental dose of 25 myg or 50 mg
Patients on the 2550 mg QD regimen: Inlne one supplamental dose of 50 mg or 75 mg
Patients on the 50—75 mg QD reg dose of 75 mg or 100 mg
Patients an the 75 mg QD ! dose of 100 mg or 150 mg

PHARMACOKINETICS IN SPECIAL PATIENT GROUPS
Gonder:

Clinical trials indicate that gender does not have a
plasma concentrations of pregabalin

Renal Impairment:

Pregabalin clearance is directly proportional to ¢ reatinine clearance. In addition, grenaballn

an the

TID = Three di Two rlhrbuau aose : 0D = smnla daily dose.

* Tatal daily dose (mgroay; should be divided as by dos: o provide mg is d from by Iy (f g a 4 hour herr I

t Supplementary dose is a single additional dose. treatment conc by rately 50%).

INDICATIONS: renal elimination Is tha major elimination pmrvww dose reduction in patients with renal

&k it of pain d with diabetic peripheral neurcpathy impairmeant and dose suf a alysis is ¥

- - dult p e Eoncn Aaradkel Sk Ve Farigd aut 1 patients with impaired liver
spec pharmacokinatic studies w paire

: Biboin i i e function. Since pregabalin does not undergo significant metabolism and is excreted

= Managementof fibromyalgia

pr y as unc drug In the urine, impaired liver function would not be
CLINICAL PHARMACOLOGY: expected o sigr alter preg lasma concer
Mechanism ol Action: Elﬁ-rlv {over 65 years of age):
Pragabalin binds with high affinity to the alpha2-delta site (an auxiliary subunit of o tends to with inc g age. This decrease in pregabalin

gated calcium channeis) in central nervous system tissues. Although the mechanism of
action of pregabalin has not been fully elucidated, resulls with W‘m‘lil:ally modified mice
and with compounds structurally related to p balin (such as gab ggest that

ural clearance is consistent with decreases in creatinine clearance associated with
increasing age. Reduction of pregabalin dose may be required in patients who have age
related promised renal

binding to the alpha2-delta subunit may be immtved in pregabalin's anti- i ive and
antiseizure effects in animals. In animal models of nerve damage, pregabalin has been
shown to reduce calcium-dependent release of pro-nociceptive neurotransmitters in the
spinal cord, possibly by disrupting alpha2-deita containing-calcium channel trafficking
and/or reducing caleium currents. Evidence from other anlmal maodels of nerve damage
and parsistent pain suggest the anti aptive may also be
malﬂatcu through interactions with descending notadrnnevwc aﬂd serotonergic pathways
rom i that modulate pain transmission in the spinal cord.

While pregabalin is a structural derivative of the inhibitory neurotransmitier
gammaaminobutyric acid (GABA), it does not bind dimcuy Ia GABAA, GABAB, or

. does not GABAA . does
not alter rat brain GABA concentration or hava acute eil'ecls on GABA uplake or
degradation. Howeaver, in cultured neurons prolonged application of pregabalin increases
the density of GABA transportar protain and increases the rate of functional GABA
transport. Pregabalin does not block sodium channels, is not al:tlvn atoplate receptors, and
does not alter cyclooxygenase enzyme activity. It is an
receplors and does not inhibit dopamine, serotonin, or nomdmnailne reuptake,

Pharmmﬂvnamlu'
stherap

CLINICAL EXPERIENCE:

group: Antiepileptics, other

Efficacy has been shown in trials in diabetic neuropathy, post herpetic neuralgia and spinal
cord injury. Efficacy has not been studied in other modals of neuropathic pain,

Pregabalin has been studied in 10 controlled clinical trials of up to 13 weeks with twice a
day dozing (BID) and up to 8 weeks with three times as day (TID) dosing. Overall, the safety

Preclinical safety data:
In conventional safety pharmacology studies in animals, pregabalin was well-tolerated at
clinically ralevant doses. In repeated dose toxicity studies in rats and monkeoys GNS effects
were observed, including hypoactivity, hyperactivity and ataxia. An increased incidence of
retinal atrophy commonly observed in aged albino rats was seen after long term exposure
to pregabalin at exposures > 5 limes the mean human exposure at the maximum
recommended clinical dose.
Pregabalin was not teratogenic In mice, rats or rabbits. Fetal toxicity in rals and rabbits
occurred only at exposures sufficiently above human exposure. In prenatal/postnatal
loxicity studies, pregabalin ind. d oftspring toxicity in rats at exposures
== 2 times the maximum recommendead human exposure.
Adverse effects on fertility in male and female rats were only observed at exposures
sufficlently in excess of therapeutic exposure. Adverse effects on male reproductive organs
and sperm parameters were reversible and occurmed Oﬂly at exposures sufficiently In
excess of therapeutic B OF were
processes in male reproductive organs in the rat. Therefora ms effects were considered of
little or no clinical relevance.
Pregabalin is not genotoxic based on resulls of a battery of in vilﬂ:l and in vivo tests.
Two-year genicity were ted in rats and mice. No
tumors were observed in rats at mcnosums up to 24 times the mean human exposure at the
maximum recommended clinical dose of 600 mg/day. In mice, no increased incidence of
Iumnm was found at exposures similar to the mean human exposure, but an Im:mased
of oma was observed at higher The:
mechanism of pregabalin-induced tumor formation in mice Inmhras annLe‘t changes and
associated endothelial cell proliferation. These p in rats or
in humans based on short term and limited long Ieﬂh cllﬂlcaldala Thuruls no evidence to




suggest an associated risk to humans.

In juvenile rats the types of toxicity do not differ qualitatively from those observed in adult
rats. However, juvenile rats are more At . there was
evidance of CNS clinical signs of hyperactivity and bruxism and some changes in growth
{transient body wuom galn suppruwon] Emm on !he astrus cycle were observed at 5-
Told the human th startie resp was observed in
juvenile rats 1-2 weeks alter muaum at =2 times the human therapeutic exposure. Nine
weeks after exposure, this effect was no longer observable.

SIDE EFFECTS:
The most commen side effects of Pregabalin ane;
* Dizziness * Blurry vision * Weightgain * Sleepiness

= Trouble concentrating  * Swelling ofhands andfeet = Dry mouth

WARNINGS AND PRECAUTIONS:
Anglosdema

There have been postmarketing reports of mg-uudema in patients during Initial and chronic
treatment. ific symp @ of the face. mouth (longue, lips, and
gums), and neck (throat and larymnx). There were reports of life-threatening angioedema
with respiratory compromisa requiring emergancy treatment. Discontinue immediately in
patients with these symptoms. Exercise caution when preseribing to patients who have had

ap ol of 3. In 1, who are taking other drugs
i with angi (e.g.. ang 15in converting enzyme inhibitors [ACE-

inhibitors]) may be at riskof ping ar

Diabetic Patients

In accordance with current clinical practice, some diabetic patients who gain weight on
pragabalin treatment may need to adjust hypoglycemic medicinal products.
Hypersensilivity Reactions
There have been reports in the
including cases of molonaama P'rennmuln should be dlaomununu knmeqialehr i
symplams of angiosdema, sucn as facial, perioral, nrunpsrairwayswelllnu oceur.

There are insuﬂ‘lciam data for the withdrawal of canr:umnam :n\:hullantlc medicinal
products, once ssizure control with pr n the has been reached, in
order to reach monotharapy on pregabalin.

Suicidal ideation and Behavior

Suicidal ideation and huhamur have bean reported in patients with anti-epileptic agents In
several & Y of r controlled studies of anti-
aplleptic drugs has also shown a small increasad risk of suicidal ideation and behavior. The

administered with medications that have the potential to produce constipation, such as
opioid analgesics. When pregabalin and opiolds will be used in combination, measures to
ion may be ¢ d (especially infemale patients and elderly).

2l P
Abuse Potential
Cases of abuse have been reported, sn wid be din with a history
of substance abuse and the patient should be monitored for symptoms of pregabalin
abuse.

Encephalapathy

Cases of encephalopathy have been reported, mostly In patients with underiving conditions
that may precipitate encephalopathy.

Lactose intolerance
Pregabalin capsules contain lactose anhydrous. Pat:ems wnn rarg heredﬂary pmnlems of
galactose Intolerance, the Lapp lactase defl g beorption

should not take this madicinal produet.

ADVERSE REACTIONS:

= BODYAS A WHOLE: Ir &, pain, Injury and face edema.

= DIGESTIVE SYSTEM: Dry mouth, :onsﬂnatforr flatulence and vomiting

= METABOLIC AND NUTRITIONAL DISORDERS: Peripheral edema, weight gain and
edema and hypoglycemia,

= NERVOUS SYSTEM: Dizziness, somnolence,

incoordination, amnesia and spesch disorder.

RESPIRATORY SYSTEM: Bronchitis

SPECIAL SENSE: Blurry vision, diplopia, abnormal vision and eye disorder.

UROGENITAL SYSTEM: Urinary incontinence.

REPRODUCTIVE SYSTEM AND BREAST DISORDERS: Gynecomaslia and breast

enlargarnant.

DRUG INTERACTIONS:
Since It Is predominantly excreted unchanged in the uwrine, undergoes negligible
metabaolism in humans (< 2% of a dose recovered In urine as metabolites), and does not
bind to proteins, its pharr s are to be other agents
thraugh inter or protein ing i 1ent. In vitro and In vivo studies
showed that it is unlikely to be lﬂvnlvud in sipnll'l::anl pharmacokinetic drug interactions.
Specifically. there are no pharr lin and the
Tallowing pilep drugs: pine, valproic acid. Iammﬂdnn phanytoin.
ital Important pharmacokinetic interactions would also not be
expectsd o occur between this drug and commonly used antispileptic drugs.

ataxia, abnormal galt, confusion,

meachanism of the risk Is not known and the data do not lude the ty of

an increased risk for pregabalin.

Peripheral Edema

Treatment may cause peripheral edema. In shurt-wrrn trials of patients without clinically
significant heart or thare was no apparent association
betwean paripharal sdema and di such as hypartension or
congestive heart failure.

As the thiazolidinedione class of antidiabetic drugs can cause welght gain and/or fiuid
r , possibly @ or leading to heart failure, exercise caution when co-
administering with these agents.

Because there are limited data on congestive heart failure patients with New York Heart
Association (NYHA) Class 1Il or IV cardiac status, exercise caution when using in these
patients.

oral doses were co-administered with or

no pharmacokinetic interactions were seen, additive effects on cognitive and gross maotor
functioning were seen when co-administered with these drugs. No clinically important
effects on respiration were seen,

SPECIAL POPULATIONS:

Pregnancy

Pregnancy Category C. There are no adequate and well- comrolleu smmles in pregnant
women. Use during pr only if the | benefit justifi risk to the
fetus.

Breast-feeding
It is not known if pregabalin is excreted in the breast milk of humans; however, it is present
in the milk of rats. Therelore, breast-feeding is not recommended during treatment with

and it
with dizziness and somnolence. which could
increasa the occurrence of accidental injury (fall) in the elderly population. There have also
been post-marketing reports of loss of consciousness, confusion and mental impairment.
Therefore, patients should be advised 1o exercise caution until they are familiar with the
potential effects of the medicinal product.
‘Weight Gain
Treatment may cause weight gain. It was refated 10 dose and duration of exposure, but did
not appear to be assoclated with baseling BMI, gender, or age.
Withdrawal Symploms

o Loss of

hail

Padiatric Use

The safety and efficacy of pregabalin in padiatric i hi
Fartility

There are no clinical data on the effects of pmuaballn on famala fartility.

In a clinical trial to assess the effect of preg on sperm lity, heaithy male subjects
were exposed to pregabalin at a dose _01 600 mg/day. After 3 months of treatment, there
were no effects on sperm motility.

ot baen ast

DRUG ABUSE AND DEPENDENCE:

After discontinuation of short-term and lang-term with

symptoms have been ocbserved in sornu pal.iun(s_ The following events have been
mantionad: insomnia, nxdaty, fiu syndrome. narvousness,
C pain, and dizziness. The patient shouid be informed
aboutthis at the start of the treatment.

Convulsions, Including status epilepticus and grand mal convulsions. may ocour during
pregabalin use or shortly after discontinuing pragabatin.

Concerning discontinuation of long-term treatment of pragabalin there are no data of the
incidence and severity of withdrawal symptoms In relation to duration of use and dose of
pragabalin,

Vision-related Effects

In controlled trials, a higher proportion of patients treated with pregabalin reported blurred
vision than did patients treated with placebo, which resolved in a majority of cases with
continued dosing. In the clinical studies where ophthaimologic testing was conducted, the
incidence of visual acuity reduction and visual field changes were greater in pregabalin-
treated patients than in placebo-treated patients; the incidence of funduscopic changes
was greater In placebo-treated Daﬂants

Pregabalin is a Schedule V controlied substance. It is not known to be active at recoplor
sites associated with drugs of abuse. As with any CNS active drug, carefully evaluate
patients for history ‘of drug abuse and observe them for signs of misuse or abuse (e.g..
development of tolerance, dose escalation, drug-seeking behavior).

Abuse

Im controlled clinical studies in over 5500 patients, 4 % of drug-treated patients and 1 % of
placebo-treated patients overall reported euphoria as an adverse reaction, though in some
patient populations studied, this reporting rate was higher and ranged from 1 to 12%.
Dependence

in ciinical studies, following abrupt or rapid discontinuation, soma patients reportad
symptoms including insomnia, nausea, headache or diarrhea, consistent with physical
dependence. In the postmarketing experience, in addition to these reported sympltoms
there have also been reported cases of anxiety and hyperhidrosis.

OVERDOSAGE AND TREATMENT:

In overdoses up to 15 g, no unexpected adverse reactions wers reparted.,

In the posi-markeiing experience, the most commonly reported adverse reactions
observed when pregabalin was taken in overdose included somnolence, confusional state,

in the p al have also been reported,
Includl-rln loss of vislon, visual bturﬂng or ather changes of visual acuity, many of which and A
ware transiant. Di ion may result inr oF of x

these visual symploms.

Crealine Kinase Elevations

Treatment was associated with creatine kinase slevations. Three treated subjects had
events reporied as rhabdomyolysis in premarketing clinical trials. Instruct patients to
promptly report unexplained muscle pain, tend . or L . par if these
muscie are led by malaise or fever Discontinue treatment If
myopathy is diagnosed or suspected or if markedly alevated creatine kinase levels occur.

Decreased Platelel Gount

wWas i with a d in platelet nunm in randomized controlled trials,
drug was not associated with an increase in ated adversa
PR Interval Prolongation
Treatment was associated with PR interval prolongation.
Renal Failure
Cases of renal fallure have been reported and in some cases discon
did show reversibility of this adverse reaction.
Congestive Hearl Fallure
There have been post reports of ! heart failure in some patients
recelving prooahaﬂn These reactions are mostly seen In elderly cardiovascular
compromised patients during pregabalin treatment for a i F

of p

or of

There is no specific antidote for overdose with this drug. If indicated, elimination of
unabsorbad drug may be attempted by emesis or gastric lavage; abserve usual
precautions to maintain the airway. General supportive care of the patient is indicated
including monitoring of vital sions and observation of the clinical status of the patient.
Although hemaodialysis has not been performed in the few known cases of overdosa, it may
be indicated by the patient's clinical state or in patients with significant renal impairment.
Standard hemodialysis procedures result in significant clearance of pregabalin
(approximately 50% in 4 hours).

STORAGE CONDITION:
= Storeal temperatures not exceeding 30°C,
& Protectfrom light and moisture.

& Keepout of reach of children.

should be used with caution in these patients. Discontinuation of gabalin may
tha reaction.

Tr f Central Pain Due to Spinal Cord Injury

In the treatment of central neuropathic pain due to spinal cord injury lna lnciomcs of
adverse reactions in gengral, central nervous system ¥
somnolence was increased. This may be attributed to an additive effect dus Itl l:uncurnﬂanl

medicinal (e.g. anti neaded for this condition. This should ba
= when p bing p linin this

Lower TraclF
There are post-marketing reports of events related to lower gastrointestinal tract
lunction (e.g. obsiruction, lleus. constip when pregabalin was co-

AVAILABILITY:
Box of 30 capsules
CAUTION: =
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