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Among diabetic patients, pregabalin-treated patients gained an average of 16 kg
{range: -1 to 16 kgl, compared 1o an average 0.3 kg {range: -10 to 9 kg) weight gain
in placebo patients In a cohort of 333 diabetic patients who received pregabalin for
at least 2 years, the average weight gain was 5.2 k.

While the effects of ueuabalm -associated: wa 1 gain on glycemic control have not
been open label clinical tnals
with diabenc patients, ;I-egabalm lrsamnl dld not appear to 1 10 be associated with
Inss of glycemic contral {as measured by HbA,

Dizziness and Somnolence

Route of Dosage Form/ Chinicalty Relevam
Administration Strength Nonmedicinal Ingredients
Oral mmu%sg?s me, Lactose monohydrate
. farmg, For a compiete i see
150 mg. 300 mg Dosage Forms, Cwmrrfusrrmam
Packaging section
INDICATIONS AND CLINICAL USE

Adults: |YRICA (pregabalin) i3 indicated for the management of neuropathic pain
associated with

* [abenc penpheral neuropathy and

* Postherpatic neuralgis
Geriatrics (>65 years of age): Pregabalin oral clearance tended to decrease

with increasing age. This decrease in pregabalin oral clearance is consistent with
age-related decreases in creatining clearance. Reduction of pregabalin dose may

be required in patients wha have age-related compromised renal function (see
WARNINGS AND PRECAUTIONS, Geriatrics (65 years of age])
Pediatrics (<18 years of age}: The safety and efficacy of pregabalin in padiatric
patients (<18 years of age| have not been established and its use in this patient
population is not recommended [see WARNINGS AND PRECAUTIONS, Feclatncs)
CONTRAINDICATIONS

Patients wha are h to pregabalin o to amy ingredient in the formul

or component of the container

WARNINGS AND PRECAUTIONS

Tumaorigenic Potential

In standard prechinical in vivo ifetime carcinogenicity studies of pregabalin, a high

was identified in two different strains of mice (see
The :I||u:a| sngmhcau:a of mls finding is uncertain.
prowides no durect

incidence

SXpenence P
rrmmmmmmaﬂmmngmrm-nw
In clinical studies across various patient populations, comprising 6336 patient-
years of exposure in BE66 patients ranging in age from 12 to 100 years, new of
Wworsening-preexisting tumars were eported in 57 patients. The mast comman
malignant tumor diagnased was skin carcinoma (17 patients) followed by breast
carcinoma (8 patients), prostanic carcinoma |6 patients), carcinoma not otherwise
specified (6 patients) and bladder carcinoma (4 patients]. Without knowledge of the

meidence and recurrence in similar populations not treated with LYRICA
(pregabalin], it is impossible to know whether the incidence seen in these cohorts is
o is not affected by treatment
In led studies, was associated with wision-related
MMMaummmﬁH&%u@mtmwn placebo)
and diplopéa (2% pregabalin and 0.5% placebo). Approximately 1% of pregabalin-
b‘sa'hod patients d|snnn||nuad treatment due to vision-related adverse events
(primarily blurred vision|. Of the patients who did not withdraw, the biurred vision
resolved with continued dosing in ap‘ﬁolimllﬂlf half of the cases (see Post-
Marketing Adverss Drug Reactions

ly planned op logic testing, -\tltdngumlacmn testing, formal
mnlrudmwm g 4 in over 3600
hmﬁum mmmwm‘d’bm panenlsn'g:iw;m
W plmmudpaneﬂs fisua dmpesm tected in
of pregabalin-treated, and change
WWmﬁolmemmd mz%mummm:msm
this time, clinical significance of the ophthalmalogic findengs is unknown
Patients should be informed that if changes in vision occur, they should notify thesr
physician. f visual disturbance persists, further assessment, including discontinuation

for patients who areaieady routinely monitored fo oeular conditions
Peripheral Edoma

cinical mals penpheral edema n 6% of pavents
T e T R
re mw!w
In controlled clinical rials of :3mm¢ linically
ot heart or vascular disease, there was o apparent association
o e

of detenoration in renal or hepatic function.

in 3% of patients
ks pnly, 8% (68/859) of patients who were treated with

mmm af patients who were on both pregabalin and thiazolidinedione

snhdhhw: agents. Similarly, weight gain was reported in 0% |0/60] of patients
on thiatolidinedionas only. 4% (35/859] of patients on pregabalin only, and 7 5%

wmum on both drugs
As the Wmm class of antidiabetic drugs can cause weight gain and/or
% ibly exacerbating or leading to heart failure, care should be taken

wdmnmtarmq LYRICA and these agents
Because there are limited data on congestive heart Failure patients wath New York
Heart Association (NYHA) Class IIl or IV cardiac status, LYRICA should be used with
cauton in these patients

Iin treatment was assaciated with weight gain. In pregabalin controlled
chmical trials of up to 13 weeks, a gain of 7% or more over baseling weight was
observed in 8% of pragabalin-treated patients and 2% of placebo-treated patients
Few patients tmaed with in (0. 2%) withdrew from controlled trials due to
weight gain Isee INS. Weight Gain) Pregabalin associated

tganmrala!edludmwmralm of exposure, but did not appear to be
associated with baseling BMI, gands 1 gain was not limited o patients
with edema (see WARNINGS AND Peripheral Edema)
Although weight gain was not associated wath chmcally important changes in blood
Pressure in -term controlled studies, the long-term cardiovascular effects of
pregabalin-associated weight gan are uniknown
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23% of patients
1424/1831) compared 10 7% in placebo (58/857). Somnolence was experienced

clearance. Reduction of mﬁbalm dose may be required in patients who have age-
related compromised renal function, In general, the incidence of adverse events did
nat increase with age:

Creatine Kinase Elevations

Pregabalin treatment was associated with creatine kinase elevations. Mean :tmrss
in creating kinase from baseling 1o the mavmum value were 60 /L for pregabalin-
treated patients and 28 U/L for the placebo patients. In all controlled trials across
maltiple patient populations, 2% of patients on pragabalin and 1% of placebo patients
had a value of creatine kinase at least three times the upper limit of normal. Three
pregabalin-treated subjects had evaﬂts rapoﬂsd as rhabdomyolysis in rmutstlnu
Lima! tiafs. The relatipnsh y events and pregabalin is

d because the cases had ‘dotumented factors that may hm

by 14% (256/1831) and 4% (33/857) of the patients treated with pregabalin and
placeba, respectively ThasemmunnshonlvaﬁuﬂEwmnnafmawaﬂ
generally occur mare frequently at higher doses. In these studies, dizziness and
somnalence led to withdrawal of 3.5% and 2 6% of the preuahim-mlad patients,

ramﬁnrmrmad to these events. Prescribers should instruct patients to promptly
teport unexplained muscle pain, tendemess or weakness, particularly if thesa muscle
symptoms are w:nmnamed by malaise of fever ngabalm treatment should be

respectively, For the remaining patients (359 and 208, respectively| ed
these events, dizziness and somnolence pemslnd until the landm of :sgahalm in
:3:. ag:d 58% of the pamenli resnecmelv (see ADVERSE

or operate complex machnery of
engage in other hazardous actnaties until they have gained sufficient experience on

if myopathy is diag or suspected or if markedly elevated creatine
kinase levels ocour
Laboratory Changes, Decreased Platelet Count
Pregabalin treatment was associated with a decrease n platelet count Pregabalin:
treated subjects experignced a mean maxmal decrease in platelet count of 20 x
U’Iul.l wmparad 1o 11 x 10°%/pL in placebo patients. In the overall database of

whether or not it affects their mental and/or matar perfi
INFORMATION).

Abrupt or Rapid Discontinuation
Following abrupt or rapid discontinuation of pragabalin, some }gahams reported
symptoms including insomnia, nausea, headache and diarrhea lin should
be tapered gradually over a minimum of one week rather than ﬂusconllmed
abruptly (see ADVERSE REACTIONS. Adverse Events Following Abrup?
Discontinuation).

Sexual Function/Reproduction

Im M il

Preclinical Data

In fertility studies in which male rats were orally ad hin {50 to

of placebo patients and 3% of pregabalin patients expenenced
a Wten!:alﬂy :hmtam significant decrease in platelets, defined as 20% below
baseling value and <150 x 10/l
In randomized controlled trials, pregabalin was not associated with an mcrease in
bleeding related adverse events.
ECG Changes, PR Interval Prolongation

lin treatment was associated wath mild PR interval prolongation. In analyses
of climcal tnal ECG data, the mean PR interval increase was 3-6 msec at pregabalin
doses 2300 mg/day. This mean change difference was not associated with an
increased nsk of PR increase 225% from baseling. an increased percentage of
subjects with on-treatment PR >200 msec, or an increased risk of adverse events of
second or third degree AV block

2500 /gl piof to and during mating with untreated females, a number of adverse
reproductive and developmental effects were observed. These included decreased
sperm counts and sperm motility, increased sperm abnommalities, reduced fertility,
increased preimplantation embryo loss, decreased litter size, decreased fetal body
weights and an increased incidence of fetal abnormalities. Effects on sperm and
fertility parameters were reversible in studies of this duration (3-4 months|. The
no-effect dose for male laprrnduclwe toxicity in these studies nm mg/kg| was
associated with a plasma preg, exposure (ALC] approxi 3 times human
exposure at the maximum recommended dose IMIIDiaf 600 mg/day

In addition, adverse effects on reproductive organ testes, epididymides)
tistopathology were observed in male rats exposed to pregabalen (500 to 1250 mg/
kgl in general taxicology studies of four weeks or greater duration. The no-effect
dose for male reproductive organ histopathology in rats (250 mg/kg) was associated
with a plasma exposure approximately 8 times human exposure at the MRD

In a fertility study in which female rats were given pregabalin (500, 1250 or
2500 mey/kg) orally prioe 1o and during mating and early gestation, disrupted estrous
cyclicity and an increased number of days to mating were seen at all doses and
embryolethality occurred at the highest dose. The low dose in this smu&
 plasma exposure approumately 9 times that m humans receiving the

effect dose for female reproductive toxicity in rats was not estabiished The :Imu:al
significance of female fertility findings in animals is unknown

Human Data
In @ double-blind, placebo-controlled cimical tnal to assess the effect of pregabalin
on sperm matility, 30 healthy male subjects were exposed to p 600 mg/

Inf ion for Patients

Dizziness and Somnolence

Patignts should be counseled that LYRICA (pregabalin) may cause dizziness,
somnolence, blurred vision and other CNS signs and symploms. Accordingly, they
should be adwised not to drve, operate complex machinery of engage in other
hazardous activities until they have gained sufficient experience on pragabalin
to gauge whether o not it affects their mental, visual and/or motor performance
adversely,

Visual Disturbances

Patients should be counseled that LYRICA may cause visual disturbances. Patients
should be informed that if changes in vision occur, they should natify thesr physician
Isee AND PRECAUTIONS, Ophthalmologic Effects|

Abrupt or Rapid Discontinuation

Patients should be advised to take LYRICA as prescribed Abrupt of rapid
discontinuation may result in insomivia, nausea, headache or diahea.

Edema and Weight Gain

Patients should be counseled that LYRICA may cause edema and weight gain
Patients should be advised that concomitant treatment with LYRICA and a
thiazolidinedione antidiabetic agent may lead to an additve effect on edema and
weight gain. For patients with preexisting cardsac conditions, this may increase the
risk of heart failure

Muscle Pain, Tendemness or Weakness

Palnms should be mamacled to pruﬂwyr;'purl unuplamed muscle pain, tendamess

day for 3 months |one complete sperm cycle). Pregabalin did nat exhibit sugnificant
detrimental effects on the ranrouu:lwe function of healthy male subjects, as
measured by semen analysis, when compared with placebo (n=16). However, due
to the small sample size and short-term exposure to pregabalin (onty one complete
sperm cycle], no conclusions can be made regarding possible reproductive effects of
pregabalin during long-term expasure. Effects on other male reproductive parameters
in humans have not been adequately studied

Special Populati

Renal

Because pregabalin is elimnated primarily by renal excretion, the dose of lin
should be adjusted as noted for elderfy patients with renal impairment (see

AND PHARMACOLOGY and DOSAGE AND AD

Adjustment of Dose in Renally-Impaired Patients

In patients with a medical hustory of significant renal insutficiency, daily
should be reduced accordingly {see Table in DDSAGE AND ADMINISTRA
Dlocins Cinsidaratioas)

w ts or rabbits. Pregabalin induced fetal
Wa5 not tEratogenic in MICe, rats of r 5. Pregabalin 1

in rats and rablxts at =39 times the mean human al the maximum
! dose of 600 ma/day | AUCs . of 123 pgehr/m] In the prenatal-
postnatal mmmmfmmm :uu:u!ymrats
81 25 times the

No developmental effects
muzmmmmm PRODUCT
MONOGRAPH!

Human Datn

Pregnant Women

There are no adequate and well-controlled studies in pregnant women. Pregabalin

should be wsed during pregnancy only if the potential benefit justifies the potential

risk to the fetus.

Labour and Delivery

The effects of pregabalin on labour and delivery in pregnant women are unknown

In the prenatal-postnatal study in rats, pregabalin prolonged gestation and

induced dystocia at exposures =47 times the mean human expastre [AUCaz of
*hr/ml] at the maximum recommended clinical dose of 600 mg/day (see

MONOGRAPH).

Nursing Women

It is not known if pregabalin i excreted in human breast milk; however, it is present
in the milk of rats. Because of the potential for adverse reactions in nursing infants
from pregabalin, a decision should be made whether to discontinue nursing of to
discontinue the drug, taking into account the importance of the drug to the mother
s PRODUCT MONOGRAPH

Pediatrics (<18 years of age)

The satety and efficacy of pregabalin in pediatnc patients (<18 years of age| have
not been established

Geniatrics (>65 years of age)

Df the 1831 patients who received pregabalin in neuropathic pain studies, 528
were 65 1o 74 years of age, and 452 were 75 years of age or older. No significant
differences in efficacy were observed between these patients and younger patients.
Pregabalin oral clearance tended to decrease with increasing age. This decrease
in pregabalin oral clearance is consistent with age-related decreases in creatining

A-18

or particularly if acc

Concomitant Treatment with CNS Depressants, Iluh!
Patients wha require concomitant with central
such as opiates or benzodiarepines should be informed that they may expenence
additive CNS side etfects, such as somnolence

Patients should be told to avosd consuming alcohol while taking LYRICA, as LYRICA
may potentiate the impairment of motor skills and sedation of ai:nhnl

Pregnant Woman

Patients should be instructed to natity their physician if they become pregnant or
intend to become pregnant during theragy. and to notify their physician if they are
breast-feading or intend to breast-feed during therapy.

Animal Studies in Male Reproduction

In prechinical studies in rats, associated with an increased nsk of

pregatialin was
malg-mediated teratogenicity (see \\'MHIIIBS AND PRECAUTIONS, Sexual
Pﬁg@&l The clinical significance of this finding is uncertain,
owever, men being treated with LYRICA who plan to father a child should be

informed of the patential risk of male-mediated teratogemicity

Skin

Diabetic patients should be instructed to pay particular attentson to skin integrity
while being treated with LYRICA. Some animals treated with pregabalin developed
skin ulcerations, although no increased incidence of skin lesions associated wath
LYRICA was observed in clinical trials (see MONOGRAPH|

Patients should ba informed of the availability of a information feaflet, and
they Shouk b instcte 10 e the el g o taing LYRCA

Preclinical Toxicology

Carci ,

A dose-dependent increase in the incidence of malignant 'lISﬂllIl tumors
(hemangiosarcomas) was observed in two strains of mice CD-1) gr
pregabalin (200, 1000 or 5000

1 in the diet for two nm Haml

expasure |ALC) |n mice receiving the dose that increased

aﬂmn Ilnlhhmawumatlrnmammnw
dose | ulﬂlimg{dwimdfec!dmhrwﬂtﬂmﬂmwmm
mice was not established. In an investigative study in female BGC3F1 mice, chronic
treatment (24 months} with pregabalin at 1000 mg/kg caused an increased incidence
of hemangiosarcoma, consistent with previous studies. but nat at 50 or 200 mg/kg
Discontinuation of treatment after 12 months at 1000 mg/kg did not significantly
reduce the incidence of at 24 months. Bndence of carcinogenicity
was not seen in two studies in Wistar rats followang dietary administration of
pregabalin for two years at doses (50, 150 or 450 mg/kg in males and 100, 300 or
900 mg/kg in females) that were associated with plasma exposures in males and
females up to approximately 14 and 24 times, respectively, human exposure at the
MRD. The chnical significance in humans of this finding in mice is umknown

Mutagenesis )

Pregabalin is not genotoxic based on results of a battery of in vitro and i vivo
tests. Pregabalin was not mutagenic in bacteria or in mammalian cells in vitro,
was not ¢ ic i mammalian systems in witro and in vivo, and did not induce
unscheduled DNA synthesis in mouse o rat hepatocytes

Dermatopathy

Skin lesions ranging from erytherma 10 necros:s were seen in repeated-dosa toocology
studies in both rats and monkeys. The et ol these skin kesions i unknown. At the
maximum recommendad human dose (MRD) of 600 me/day, there is @ 2-fold safety
margn for the dermatological lesions. The more severe dermatopathies invahang
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necrosts were associated with pregabialin exposures (as expressed by plasma AUCs)
of approxsmately 3 to B times those achieved in humans given the MAD. No increase
i incidence of skin lesions was observed in clinical studies

Qcular lesions

Ocular lesions |charactenzed by retmal atrophy [including loss of photoreceptor
cells] and/or corneal inflammation/mineralization] were observed in two lifetime
carcinogenicity studies i Wistar rats. These findings were observed at plasma
pregabalin exposures (ALIC) 22 times thase achieved in humans given the maximum
recommended dose of 600 mg/day A no-gffect dose for ocular lesions was not
established. Similar lesions were not observed in lifatime carcinogenicity studies
i two stramg of mice of in monkeys treated for 1 year. The clinical significance of
thus finding in rats 15 unknawn

Monil

Routine therapeutic monitarng o clinical laboratory festing i5 not required for
patignts treated with LYRICA (pregabalin) (sez ADVERSE REACTIONS|

ADVERSE REACTIONS

Adverse Drug Reaction Overview

Clinical Trial Adverse Drug Reactions
In all controlled and uncontrolled trials, more than 8666 patients have recanved
LYRICA [pregabialin], wath 83% of exposure at dosages of 300 mg/day or above and
37% at dosages of 600 mg/day or higher. Appeoximately 4010 patients had at least
& months of expasura. 2415 had at least 1 year of exposure, and 939 had at ieasr
2 years of exposure to pregabalin, In controlled tnals, 1831 patients

ial senses
Blumedwsio® | 15 | 26 | 14 | 28 | 1§

Conwrctiatis | 02 | 26 | 14 | 08 | 03
a Thinking abinormal pimanity consists of events related to difficulty with
concentration/attention but also includes events refated to cognition and

language problems and slow thinking
b term; summary level term |5 amblyopia

Pregabalin (mg/day) Pregabalin (mg/day)

Placebo b} 150 300 600 Body System | Placebo 5 150 300 600
Body System | (n=459) | (n=77) | (n=212) | (n=321) | In=369) Preferred n=3%) | n=84) | (n=302) | In=312) | (n=154)
Preferred Term | % % % % % Tarm % % % % %
Abnormal gait 00 13 00 06 27 Rhnitis 18 12 07 06 12
Reflexes Skin and

17 39 05 12 14
w 5 T 55 = 5 Rash 30 [ 2a ] 20 [ 29 [ 52
5id L Special senses
| Hypesthesa 07 28 00 00 08 Blunedvison' | 25 12 50 51 a1
| Hyperalgesia 02 28 00 00 03 Diplopia 00 00 17 19 19
M—'% 03 00 0 16 52
| Dyspnea 07 | 26 | oo | 19 | 19 vision
im_m-mfng ] ] I l ital
Prunitus 13 26 a0 03 0 Urmary tract
infection 19 | 0o l 2 | 18 | o

a Thinking abnormal primarily consists of events related 10 ditficulty with
concentration/attention but also includes events related to cogmtion and
language problems and skow thinking

b Investigator temm; summary level term is amblyopia

Discontinuation in Controlled Clinical Studies of Postherpetic Neuralgia

Approximately 14% of patients receiving pregabalin and 7% recenang placebo

pain received pregabalin i . trolled Clinical Stud f Diabetic P ) discontmued from controdled postherpenc nealgea studies due 1o adverse events The

Most Cammg: Adverse Events in All Controlied Clinical Studies of ﬂﬁz;;ig:‘mm B Comtedfine Khikcat Sxidies; of-lahetc, Aacphere mwtma:mlimmi; leading lnmmr;g;m are wmanhsllur;.:ah‘l?l

Neuropathic Pain A tely 9% of patient balin and 4% laceb ree Events Most Frequeatly yusr- e

The st commonly s aere events (5% ad e the e o thl S ionwed fom %ﬁ?&%@éﬁfi‘;&?fiﬁ?ﬂw:&iﬁy sudes e 10 avese RO 1 Pt St e ”“':

in placebo) in pregabalin-treated patients were: dizziness, somnolence, peripheral  events. The adverse events most commonly keading fo disc po Neuropathic Pain Associsted with

edema and dry mouth, Adverse events were usually mild to moderate i intensity in Table 2 Number (%) of Pllnnls

Discontinuation Due to Adverse Events Table 2 Adverse Events Most Frequently tamhrlllml Lnllln 10 B -

In all comrolled studies, the discontinuation rate due to adverse events was 14% Discontinuation in Hu-bn-ﬁnmuud COSTART il ' dd |

lor patignts recening pregabalin and 7% fof patients recening placebo. The most Neuropathic Pain Associated with Preferred Placebo 75 150 300 600

commeon reasons for discontinyation due to adverse events (=2%) in the pregab N %1 of Pa Term (n=338 | (n=B4) | (n=302) | In=312) | (n=154)

e s wer dizvess and somclocs Oter hese oens that et o umber [ )0t Fiathints Diuzmess 08 | 000 | 1136 | 1238 | 1208
mare in 0 group than b0 group f

atauad (1%) and asthenia, contusion, headache and nausea (<1 % each) Rroatialin (mafdzv) ________gu?ﬂoience '—-": Igg{ g %'g g: g ;E g{ T; l? :g 12 lg :l

In controlled newropathic pain studies, the discontinuation rate due to adverse | COSTART Placebo 5 150 300 600 P:n us»onl . ! l (2

events was 11% lo¢ pregabalin and 5% for placebo. The most common reasons for | Preferred Term | (n=459) | [n=77) | n=212) | (n=321) | fn=363) ohesa 103 | o0 207 | s0e | 5B

discontinuation due to adverse events 2% i the pregabalin treatment groups were | Dizziness HI oo | 304 [ epe | 2167 edema

dizzness and somnolece. Other thatled 10 witckawal more frequenth [ Somnolence | 000 | 000 | 0100 | 506 | 15141 | phas o0g | 0Bl | L3 1 506 | 428

in the pregabalin group than the placebo group were confusion (1% and asthenia, P = = Aboormal gait | 0(0,0) 000 0{00} 4013 4[26)

penpheral edema and ataua <1% each) Posthernetic Newraigia Hallucnations | 0(00] | 0@0) | 0(@o) | 1103 | 4@28l

Incdence of Adverse Eents n Contrlled lnical Sudies of Newropathic Pain 3¢ 3155 SLxherse s, fogessy consaly, uriog M 20 S BHAs (oot | 11031 | 0000 | 0000 0100 | s8]

In of adverse events, gator's terms for indwidual adverse events have
been grouped into a smaller number of standardized categones using the COSTART
IV dictionary. The prescriber shoukd be aware that the percentages i Table 1 through
Table 6 cannot be used to predict the frequency of adversa events in the course of usual
medical practice where patient charactenstics and other factors may differ from those
prevailing during chinical studies. Similarly, the cited frequencies cannot be directly
compared with figures obtained from other chinical investigations imvolving ditferent

at least one of the pr lin groups, and for which the incidence was greater than
 the placebo group. A majonty of pregabalin-treated patients in these studies had
adverse events with a maximum imtensity of mild or moderate. [n these studies, 852

patients received pregabalin and 398 patients received placebo for up to 13 weeks.

Table 3. Incid (%) of Tr E Adverse Events in Placebo-
Controlled Studies in Neuropathic Pain Associated with

J'Encpdmce of Most Common Dose-Related Treatment-Emergent Adverse
vents

Most common dose-related treatment- em"genl adverse events are presented in
Table 5 [diabetc
Table 5. Incidence (%) of Most Common Dose-Related Tmlllnl-

Emergent Adverse Events in Placebo-Controlled Studies in
neatments, uses or investigators. An inspection of these frequencies, however, does Postherpetic (Events in at Least 2% of Patients R Neuropathic Pain Associated with Diabetic Peri Neuropathy
proade: the prescriber with one: basis to estimate the relative contribution of drug and Pregabalin and More Frequent Than in Placebo-Treated Patients) -
nor-dnug factors to the adverse event incidences in the population studed Pregabalin (mg/day] Adverse Pregabalin (mg/day)

Adverse Events From Controlled Clinical Studies of Neuropathic Pain Event Placebo s 150 300 600
Diabetic Peripheral Neuropathy gﬂﬂé Syn {P'ﬂ_'?;;"l ‘ 35&“ | [-'gn 1 ?“aul 2 800 | |Preferred | in=458) | n=77) | (=212) | In=320) | (n=369)
Table 1 hists all adverse events. regardless of causalty, occurnng in 22% of patents ‘I‘er:m ! " Iy A P a % )| In % in % Term % % % % %
with neuropathic pain associated with diabetic h hy recening Duniness 13 78 a 231 250
pregabalin for at least one of the pregabalin groups, and for which the incidence | Body as a whole Somnolence 76 39 51 131 163
was greater than in the placebo group. A majonity of pregabalin-treated patients i | Infection 15 143 83 fid 26 Peripheral
these studies had adverse events with a maximum intensity of mild or moderate In Headache 53 AR 84 45 B4 eckinid 24 39 B1 93 125
these: studies, 79 patients recenved pregabalin and 453 patients recenved placebo — [pyy 18 IT] 43 54 45 TR
for up 10 13 weeks thenia 24 39 18 44 13
Table 1. Incidenc |$:luf'lrlml||ill|r||mmE nts in Placebo- | Accidl '31 - - i “ o ol - L o i =
e 1. Incidence vents in Place idental 5
I:omallll ies in Neuropathic Pain Associated with Diabetic | injury 15 38 26 ko s E.Mel Lgam ?; gg ;i g; :;
(Events jn at Least 2% of Patients Receiving | Fi, synarome 13 17 17 77 E | Constipation
Progateiin sad Than in Placebo-Treated Patients) [+ 00 | 17 E 7 o 15 | 28 | 14 28 57
Pregabalin (mg/day) mss o 10 24 03 06 00 al term, summary level term is amblyopea
Placebo i) 150 00 500 ] 3 ] Table 6. Incidence (%) d Most Common Dose-Related Im
BodySystom | Inod59 | (o7} | (no22) | fnoden) | nogeey | (oscdlomon | 13 [ 24 1 10 [ 06 ] 00 Adverse Events in Placebo-Controlled Studies in Neuropathic Fan
wwwlml &1 5 0 % s B Dy mouth 78 G T T LT s v a2
Bedr a whole - T TR = Constipation |23 36|45 51 52 Kivirie Pregabalin (mg/day)
e Diarthea 40 24 43 35 45 Event Placebo | 75 150 0
Asthenia 24 39 19 44 13 Flatulence 10 74 13 16 17 Preferred | (n=39) | (n=84] | [n=302) | (n=312) | In=154)
Fan e e e 08 | 12 | 0 | 29 | 26 | {em L) 3 ] %
Accidenial injury 8 52 4 r a7 Metabolic and nutritional disorders Durziness 33 107 179 34 370
{ Back pain 04 00 4 ! 18 Perpheral Somnolence 53 83 123 178 u1
1| 39 A 16| |odana 35 e L L Peripheral I v W
Face edoma 04 00 | 09 | 0o 22 [Weightgain |03 7 T 7 3 i | edema 3 ! 62
13 00 10 } 58 Dry mouth 2 11 1) Bl 149
Dry mouth Al 26 19 47 65 | Hyperplycemia 08 4 03 [T Blumed wision* 2 12 5 51 1
Constipation I 00 4 37 60 Nervous system Ataxia . 12 2 54 1
| Diarrhea 4 52 L 1 30 Diaziness 33 7| 18 314 370 | Weight gain_ 12 17 54 85
| Flatulence 1 26 ! 2] 27 Somnalence 53 83 123 179 %7 Abnomal gait 00 20 38 18
\'crrul!gu‘ 15 13 8 2. 11 Mawa 05 1. F1 54 91 @ Imvestigator term, summary level term 1s amblyopia
_ﬂ#‘_-lm . Abnormal gait 05 0 2 38 18 Adverse Events Following Abrupt or Rapid Discontinuation
| Ecchymosis 02 26 T o5 | oe [ 03 Confusion 03 1 2: 29 65 Following abrupt or rapid discontinuation of pregabalin, some patients reported
Metabolic and patritional disorders Thinking ' o | 1 13 58 symploms including insomnia, nausea, headache and diarrhea Pregabalin should
Peripheral edema 24 33 6.1 913 125 aboormat® : be tapered iy over & mimmum of one week rather than discontinued abruptly
Weight gain 04 00 42 37 52 Incoordination | 00 24 17 13 6 (see AND PRECAUTIONS, Abrupt or Raid Discontinuation)
Edema 00 00 19 40 19 Amnesia il 0o 10 13 39 WM : e s . ko kot
1 1 1 11 Speech Ina of ecreational ysers n=15 o tve: e , InCluding A
L“";ﬂ"!l;.”w! : = £ disonar 00 00 03 13 a2 a single dose of LYRICA [pregabalin] 450 mg received subjective ratings of “good
Insomnia 18 00 07 22 00 drug effect”, “high, and “liling” to a degree that was similar to a single dose of
Dhzzingss - ; : ; g : ': f: } i’: g Eahora 20 T 00 13 1 dety ::u rr:g Irr:é:n;r::u;e; Eh;x:smf;s mtn:: 5500 pﬁ\uentat 4;& nﬁnltﬂ
Somnalenc reated pateents a lacebo-treated patients overall reported euphona as
Neurapathy 35 a1 19 22 54 Nenvousness 05 00 10 03 8 an adverse event, However, in ciinical tnials of diabetic peripheral neuropathy,
Aavia 13 65 09 12 43 Tremar 15 12 00 10 16 euphoria was reported as an adverse event by 1 8% of LYRICA-treated patients
Vertigo 1 13 19 75 15 Hallucrnations 00 00 03 03 32 muhﬂ% of plncehu-uxted mtm. and in cl-;;:gl ;:Isfofmét:wpen; neurialw.
4 1 uphofia was reported as an 1se event o reated patients
Conhssion 07 00 14 22 33 | Hperesthess |03 £ s L 2 and 0% of placebo-treated patients. In clinical studies. following abrupt or rapid
Euphoria 00 0o 05 34 16 M_'# I .[ ] ] discontinuation of pregabalin, some patients reported symploms including insomsa,
Thisking 10 13 00 19 20 Bronchitis 08 00 13 10 8 nausea, hearlache of diarthea suggestive of physical dependence (see WARNINGS
abnomal Pharpgtis [ 08 | 00 | 26 ] 08 | 06 | ANDPRECAUTIONS, Abrugt or Rapid Discontinuation
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Pregabalin is not known to be active at receptor sites associated with drugs of
abuse. As with any CNS active drug, physicians should carefully evaluate patients
for history of drug abuse and observe them for signs of LYRICA misuse or abuse (e.g.
development of tolerance, dose escalation, drug-seeking behaviour)

Other Events Observed During the Premarketing Evaluation of LYRICA
Following 1s a list of treatment-emergent adverse events reparted during
premarketing assessment of LYRICA in clinical trials over B600 adult subjects)
except those already listed in the previous tables ot elsewhens in labeling. In the
tabudations that follow, a COSTART-based dictionary of terminology has been used
to classify reported adverse events. The frequencies presented, therefore, represent
the proportion of the over B600 adult indrviduals exposed to multiple doses of LYRICA
who expenienced an event of the type cited on at least 1 occasion while recening
LYRICA. It is important 1o emphasize that although the events reported occurred

Body lemEum
System

Metabolic and nutritional

Companson of Gender and Race
The overall adverse event profile of pregabalin was similar between women and
men, There are insulficient data to support a statement regarding the destribution of

Infrequent | Hyperglycemia, SGFT mcreased, hypoglycemia, hypokalernia,
hypercholesteremia, SGOT increased, weight loss, hyperlipemia,
amylase increased, hyperuncemia, alkaling phasphatase
W' creatining increased, hyponatremia, gout, dehydration.

4, healing abaormal

reports by race.
Penpheral Edema
Incidence of penpheral edema in controlied neuropathic pain studies was 10.4% in
the pregabalin group compared with 2 9% in the placebo group. In clinical trials,
these events of penpheral edema were dose-related, mostly mild to moderate in
.mmw and rarely led to withdrawal Peripheral edema was not associated with
lar complications such as hypertension or congestive heart failure and

Rare Hypercalcemia, yperkalemia, hypocalcemia, bilirubi

alcohol intolerance, hypoglycemit reactian, ketosis, calcium
disorder, hypochloremia, hypomagnesemia, hypoproteinemsa, NPN
increased, uremia, a\:ﬂm awlamnoss mmhcauwmalrr\r

trlere was no evidence of hemadilution or cha

5 in any laborat rameters
indicative of underlying organ dystunction (see W m%m
Peripheral Edema)

during treatment mh{‘rﬂlb\mmmt mammusadwu gamma globulins i phatemia, Weight Gain
O . lactic acidosis, obesity In the ! P pain studies, patients on pregabalin had a higher
T T e T el T e T
occurming on 1 or more occasions in at least 1/100 patients; infrequent adverse | Frequent | Arthralgia, myalgia, arthsitis, leg cramps, myasthenia ms an .mm."n??s tgu mmd with u?st; in the pla':ebu group; lswm
events are those occurring in 1/100 to 1/1000 patients; rare events are those p v | Tordon dsordec artie 1 disorder, bone d p 1%) withdrew due to weight gasn, This weight gain was dose-related, and
occurting in fewer than 1/1000 patients Lo e Ma! b Ism L isorder. - ot associated with clinically impartant changes in blood pressure or cardiovascular
Body Adverse Events ¢, bone pain P adverse events. There was no relationship between baseline body mass index and
Systom = :’9“" i —— — the incidence of 7% weight gain n the contolled trials.
eLmatol IS, Based on the results of a contralled study of reproductive function in healthy
Body as a whole uscla srophy, myosits. pyogonic sl , bon negplasm, male volunteers, the =7% weight gain on pregabalin appeared to be reversible
frequent | Flu syndrome. back pain. allergec reaction. fever, generalized edema congenital anomaly. pathological fracture: In this study, there were no reports of perpheral edema (see WARNINGS AND
Infrequent Neclihpam ;ugm i.ellrhn_s. cyst, chills, malaise, wdnss.l Norvous system “ w
monihasis, hermia, wral infection, photosensitivity reaction, pelc Tequent i personalization, hyperton = ;
sll.]ahd?mnenslada'ned. abscess, nscknqﬂ&gb wah-ng!ﬂ f [nsunma. ey it duzeend, 84 el ® In Iall n:umilm tnals 10% nlnnah;ms m:ﬂ pcggahalm lanrll1 lifs% of ?Im
level increased, carcinoma, sepsis, suiide attempt, reaction patients had an increase in creatine kinase of >3x upper limit of normal
mErdluaNe 5 Infrequent Re‘lleuasdwaased Sleep disorder, abnarmal dreams, m‘“""l' dysfunction was generally not associated with the elevated creatine kinase in

Rare Infection fungal, unexpected benefit, chills and fever, body

odor, drug level decreased, halitosis, hangover effiect, injection
site reaction, hormone level altered, hypothermia, infection
bactenal, injection site hemarthage, intentional overdose, mucous
mesmbrane disorder, accdental overdose, adenoma, anaphylactod
reaction, ascites, chest pain substernal, death, sarcosdosis, sudden
death, immune system disorder, increased drug effiect, injection
site pain, Lupus Erthematosus syndrome, medication armor,
sarcoma, shock, tolerance decreased

Cardiovascular

Frequent | Hypertension, vasodilatation

Infrequent | Palpitation, migraine, tachycardia, penipheral vascular disorder,
electrocardiogram abnormal, cardiovascular disorder, angina
pectoris, congestive heart failure, hemorrhage, myocardial infarct,
hypatensson, postural hypotension, I les, atrial

halhucinations, v y disorder,
hyperesthessa, hypohnesm “ccumoral pareslhasna libédo
increased, muralga vestibular disarder, aphasia, movement
disorder, hyperalgesia, apathy, b facial
paralysis, ps

Rare Dn.? dependence, neuntis, paranowd reaction, CNS depression,
CNS neoplasia, manic reaction, neurosis, extrapyramidal

syndrome, meningitis, hemiplegia, reflexes increased, akathisia,

delmum pcnfvsls withdrawal svndrmf;{aneduna CNS

drop,
comvulsion, hypslmsla pmphml neysitis, psydm:dnmssm
addiction, arachnaiditis, cerebellar syndrome, cogwhel rigidity,
dementia, dystonia, Guillain-Barre syndrome, intracramial
hemorthage, multiple sclerosis, myelitis, schizophrenic reaction,

hemorrhage, torticollis
Respiratory system

fibnilation, coronary artery dhsorder, bradycardia, cerebrovascular
accident, amhythmia, cerebral ischemia, vascular disorder, sinus
bradycardia, myocaedial ischemia, bundle branch block, AV block
first degree, artenosclerosis, deep thrombophlebitis, phiebitis,
artenial anomaly, heart failure, pulmonary embolus, retinal vascular
disorder, varicose ven

Rare Heart arrest, vascular anomaly, occlusion, supraventncular
tachycardia, alnaja'rhmlu atnal flutter, ceretral |nlm
coronary occlusi i
extrasystoles, pdlur a\\rbiu:k AV block second degres,
angrene, (T mterval prolonged
rstunal mw:iwon wmmtulal emmmles cerebral
. dhgitalis , B0TTiC
SIENOSIS, blqemm\t cerebrovascular disorder, left heart failure,
ventricular tachycardia, AV biock complete, carotid occlusion,
carotid thrombasss, cor pulmonale, embolus lower extremity,
endocarditis, heart block, increased capillary fragelity, intracransal
aneurysm, nodal tachycardia, 0T interval shortened. retinal vein

Frequent | Sinusis, rhinitis. dyspea. cough increased. pneumonsa, lung disorder

Infrequant | Asthma, epistaxis, laryngitis, voice alteration, respiratory disorder,
M

Rare yperventi
Muadema pleural disorder, atelectasis, hemouwarmn
fypoxia, laryngismus, lung fibrosis, pleural effusion, lung function
decreased, pulmonary hypertension, yawn, bronchiectasis,
brurmoims carcinoma of lung, hypoventilation, laryngeal

plasia, nasal septum disorder, p

Skin and appendages

Infrequent | Pruntus, sweating, skin disorder, acne, dry skin, alopecia, skin
ulcer, herpes simplex, urticaria, nail disorder, eczema, herpes
toster, skin benign neop
rash, mncdnm!m rash, skin carcinoma, furunculosis, skin

d skin hypertrophy, psoriasis, seborrhea, hirsutism

Rare Skin nodule, angioedema, cutaneous monihiass, skn atrophy,

ntestinal nhmnl:lm enteritis, peptic ulcer, anlammllhs um
mmwnmlam uawsn, tenesmus, biliary

hepatoma, intestinal intestinal stenosis, intestinal
ulcer, levkoplakia of itis, pancreas
disorder, pseudomembranous coliti, sialadenits, stomach uicer
\age. tongue ¢
Endocrine system
Infrequent | Diabetes mellitus, hypothyroidism
Rare wmmmmmmmm

insufficency, parathyron dsorder, thyoid carcinom o

Hemic and lymphatic

Infrequent | Anemia, leukopenia, thrombocytopena, lymphadenapathy,
hypochromic anemia, leukocytosis, eosinophiia

Rare I.'."W\'Wsns petechia, |rm¢ef|wt\;d:|unn Cyanosis,

menalnhlamc anemia, saianmgah- purpura, nrunbowlwma.

WW wa Iedm ooam!a
isor

MACrocytic anemia. mmmne vntmmuweased ruplure
of spleen, sedimentation rate increased

from 9.6 to 26.3 U/L for

these patients. Mean changes in creatine kinase ranged
prs%abelm -treated patients and 48 U/L for the placebo patients (sea DOSAGE
STRATION, Patients with Renal Impairment). Routing therapeutic

or clinical laboratory testing is not required for patients treated with
AND |

:‘l‘ﬂ{gﬂlm

Thn wnrlm post-l'nal‘tal experience to date with LYRICA is consistent with

the clinical program. The most ly reparted adverse events from spontanaous

past-marketing reports for LYRICA are shown below. There are insufficient data to

support an estimate of their incidence of 1o establish causation

Eye disorders: diplopia, vision blurred, visual disturbance, There have also been

rate mﬁs of accommodation disorder, eyelid edema and eye redness (see
AND PRECAUTIONS, Ophthalmological Effects)

Gastrointestinal disorders: diarhea, dry mouth, nausea, vomiting

General disorders and administration site conditions: faligue, feeling
abnormal, pain

Ilrnluphu disorders: ataxia, coordination abnormal, dizziness, dysarthria,

‘n'manmnt paresthesia, somnolence, speech disorder, tremor
Imwm W

Psychiatric di | state, d msomnia, psychotic disorder
There have been rare reponts of psychatic disarders in patients receiving pregabalin
Renal and urinary disorders: urinary retention
Hrlm Micﬂmmoﬁnﬂa

disorders: pruritus

Overview

Since pregabalin is predominately excreted unchanged in the unne, undergoes
igible metabolesm in humans (<2% of a dose recovered in unine as metabolites|,

does not inhibét drug metabolism in witro, and is not bound to plasma proteins, LYRICA

(pregabalin} is unlikely to produce, or be subject to, pharmacokinetic interactions.

Pharmacokinetic

In Vitre Studies: In vitro drug metabolism studies revealed that pregabalin at

concentrations which were, in general, 10-fold greater than observed in 23

clinical trials, does not inhibit human CYP1AZ. CYP2AB, CYP203, CYP2(19, CYP2D6,

CYPZE1, and CYP3A4 enzyme systems,

In Vivo Studies: The drug interaction data described in this section were obtained

from studies involving healthy adults, patients with epilepsy, and patients with

chronic pain disorders.

Carbamazepine, valproic acid, lamotrigine, phenytoin, phenobarbital, and

I vitro and in vivo studies showed that LYRICA is unlikely to be involved in significant
pharmacokinetic drug interactions. Specifically, there are no clinically sugmlunl
pharmacokinetic interactions bameen pregabal and the f q P

drugs: carbamazapine, valproic acid, | g henobarbital, and

ST elevated, T inverted, vascular headache, vasculitis exfoliative dermatitis, pustular rash, ichthyosis, skin melanoma,
Digestive system subcutanagus nodule, sweating decreased, hair disorder, lichenowd
Frequent | Nausea, dearhea, anoresa, gastrontestinal disorder mm'mmﬁ —— "
Inf G ois tooth disorder, )I | abscess, colitis, Special sense
tis, liver function tests abnormal, increased - — -
m nouses and ulmhlm ru:tal msnrdu gmwus. hag Fraguent | Eye disorder, conjunctivitis, otitis media
. mouth Infrequent | Retinal disorder, tinnitus, in, cataract specified, dry
gaswmlwnnnl hmorrmpe g!nwus tomin:anes abnormal eyes, taste perversion, B;EIDI':WIMIMEW ear
stools, cholecystitis, melena, oral momiliasis, esophagitis, tongue disorder, deafness, eye photophobia, glaucoma,
dusorder, cheilitis. tongue edema vitrecus disorder, comeal lesion, ofifis externa, refraction
Rare Eructation, p stomach ulcer, uk disorder, blepharits, retinal edema, taste loss, of
5, fecal

Rare Hyperacusis, keralitis, mydriass, parosmea, plosis, retinal
hemarrhage,

i
%

wplﬂnmhm prostatic , vaginiis,
ummkﬂwcalmlus.hrmpammdm
amenorrhea, menorhagia, kidney function abnormal, nephritis,
uring ak i wwal' hag mmmmm
tract disorder, leukomhea, breast oliguria,
polyuria, albuminuria, pyuria

Tore Brasst ponis (e, " :
fibrocystic breast, prostatic carminoma, utenne fibroids enlarged,
‘acute kidney failure, creatinine clearance decreased, nephrosis.
noctunia, polycystic kidney, bladder carcingma, breast enlargement,
cenvicitis, cervix disorder, female tactation, glycosuria, gynecomastia,
ypomenorrhea, kidney pam, mastitis, pyelonephritis, dney failure,
breast abscess, epididymitis, orchitis, peostate neplasia, prostatic
specific antigen increase, salpingitis, urogenital disorder, urolith

pharmacokinetic interactions would also not be expected 1o
occur between pregabalin and commonty used antiepileptic drugs.
Tiagabine: The results of a population pharmacokinetic analysis indwated that
|npalmlamw“¢lwﬂn“y*hldﬁn

l.mnpll. Multlple dose administration of pregabalin (300 mg BID) in
healthy subjects had no effect on the rate and extent of lorazepam single dose
pharmacokinetics and single dose administration of Iurampam {1 mg| had no
clinically significant effect on the steady state pharmacokinetics of pregabalin
codone: Multiple dose administration of pregabalin {300 mg BID) n
suhmhadnueﬂaclmlhe ra:aanda:tanmin:mdoms le dose
mmmsm administration u:vamnlmrnulhndmdnmﬂy
significant effect on the steady state pharmacokinatics of pregabalin
Ethanal: Multiple dose adman of pregabalin (300 mg BID) in healthy subjects
tulmsmcl on the ra'reamimanlnaut ethanol smglemmnnwW' and

Lﬂnnnednsudu wvulvovaginal disorder, balaniss, bladder calculus,
calcium crystaliuria, mnmm dyspareunia, endometrial

cancer, mmimdedprm mm pain, memnlls. wrogenital
anomaly, urogenital neoplasia, uterine e

‘ovanan
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1hadnodmlh; significant effect on
the steady state pharmacokinetics of
Diuretics, Oral ics, and Ilulu A population pharmacokinetic
analysis in patients with chronic pain showed no chinically sigmificant effect on
pregabalin clearance with the concomitant use of diuretics, oral hypoglycamics,
and insulin
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Pharmacodynamic

Multiple oral doses of pregabalin co-admmistered with oxycodone, lorazepam, or
ethanol did not result in climcally important effiacts on respiration. Pregabialin appears
10 be additive in the impasrment of cognitive and gross motor function caused by
oxycodone. Pregabalin may potentiate the effects of ethanol and lorazepam.

Drug-Food Interactions

The rate of pregabalin absorption is decreased when given with food rBSuIring
in @ decrease in Cu. by approximately 25% to 30% and an increase in Ta,
approximately 3 hours. However, administration of pregghalm with Imd has nn

1 or Manag of Overd
There 15 no specific antidote for overdose with pregabalin If indicated. elsmination
of unabsorbed drug may be attempted by emesis or gastric lavage. usual precautions
should be observed to maintain the airway. General supportive care of the patient is
indicated including monitaring of vital signs and ohsenvation of the chinical status
of the patient. A Certified Poison Control Center should be contacted for up-to-date
informatioa on the management of ovardose with pregabalin

Standard hemodialysis procedures result in significant clearance of fregabahn
ly 50% in 4 hours] and should be considered in cases of overdo

climcally relevant effect on the total amount of pi
pregabalin can be taken with or without food

Drug-Herb Interactions
LYRICA [pregabalin) has no known drug/herb interactions

LYRICA

balinl has no known drug ¥ test

HTEL:

DOSAGE AND ADMINISTRATION

Pmamll is prinnilL

renal excretion as unc|

of significant uul in:
accordingly (see De

hmmmmmﬂdmwpm ﬂLm:pembdermmhsmm
1t 15 recommended this should be dane gradually over a minimum of 1 week {see
WARNINGS AND PRECALTIONS. Abrupt or Rapid Discontinuation!

Neuropathic pain associated with diabetic peripheral neuropathy

Tha recommended starting dose for LYRICA 15 150 mg/day, given in twao of three
dwided doses (75 mg BID or 50 mg TID), with or without food in patients with a
creatining clearance rate of at least 60 mL/min. EHicacy of LYRICA has been
damonstrated within the first week. Based on individual pabent response and
toberability, the dose may be increased to 150 meg BID {300 mg/day] after one week
For patients who experience significant and ongoing pain and can tolerate pregabalin
300 mg/day well. maximum daily dose of 600 mg (300 mg twice a day, BID} can
be used However, in clinical wials, LYRICA 600 mg/day did not provide additional
significant efficacy and patients treated with this dose wenancad markedly hi
rates of adverse events and discontinued the trial more f

Neuropathic pain associated with postherpetic neuralgia

The recommended starting dose for LYRICA is 150 ma/day, given in two or three
divided doses (75 mg BID ot 50 mg TID), with or without food in patients with a
creatining clearance rate of at least 60 mL/min. Efficacy of LYRICA has been
demonstrated within the first week. Based on individual patient respanse and
talesability, lha dose may be mcmamd 1o 150 mg B1D {300 mg/day) after one met
For patients wh and and can tolerate pr

300 mg/day well, maxmum daily dase of 600 mg (300 mq twice a day, BID)

be used However, in clinical trials, LYRICA 600 mg/day did not provide adcllllonal
significant efficacy and patients treated with this dose experienced markedly higher
tates of adverse events and di thee trial more f

LYRICA 15 primanly ehminated by renal excretion. Therefore, the dose should be
atjusted for patients with reduced renal function Pregabalin clearance is directly
propartional to creatining clearance. Therefore, dosing adjustment should be based
on creatining claarance (Clo ), as indicated in Table 7

To usa this dosing table, an estimate of the patient’s creatinine clearance (CL) in
ml/min is . CLe, in mL/min may be estimated from sanm creatining [mg/dL}
determination using the Cockeroft and Gault equation:

1140 - age (years)| x weght (kg)
72 x serum creatining [megy/dL)

Praguhahn is effectively remaved lrom plasma by hemodialyses. Over a 4-hour
, plasma pregabal are reduced by
awunmmlu 50%. For patients lecewm$ hemodialysis, pregabalin daily dose

Cle= |x 085 for female patients)

Although nat been perf in the few known cases of overdose,
it may be indicated brﬂaenahen!s thinical mte of in patients with significant renal
impastment

ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

Pharmacodynamics

LYRICA (pregabalin) binds with high affinity 1o the alpha;-delta protein (a calcium
channel suhumt! of brain tissues and has analgesic, annapnlep:-t and &njlcll'ﬁlt
activity, Pregabalin is known ch Iy as (S}-3 U

Distribution: In prechnical studies, prlgahalm has been shown to readily cross
the blod brain barriar in mice, rats and monkeys. Pregabalin is a substrate for
system L transporter which 15 responsible for the transport of large amino acids
across the blood-brain barner Pregabalin has been shown to cross the placenta im
rats and is present in the milk of lactating rats. In humans, the apparent volume
of distribution of pregabalin following oral administration 15 approximately 0.5 Lkg
Pregabialin ts not bound to plasma proteins. At clinically etficacious doses of 150 and
600 mg/day, the average steady-state plasma pregabalin concentrations were
approximately 1 5and 60 pg/ml, respectively,
Metabolisa: Pregat L

" glig bolism in humans, Followng a
in, appr 98% of ms :adboa:!mn' ru:mrnd

‘Inrﬂﬂnrrhadnae
| did not undeego rac to the

the
In prechinical studies, pregabalin (S
Rmamummmmm rats, rabbits or monkeys

Preqabali

is el d from the systemic circulation primanly by
renal elu::allnn as unchanged drug. Pregabalin mean 1, ; 1s 6.3 howrs, Pregabalin

P to creatinine ch Pmﬁﬂn clearance is reduced
in patients wﬂh impaited renal function (see DOSAGE AND ADMINISTRATION|
wﬂm

acd Preg: j i “‘dmgnsmhlmndmﬂagru::wmsmu
Although the mechanism of action nlpegabalm s unknown, results with geneticall i umamd by renal excretion. Clinically important
modified mice and with ds stru -related to Jin indicate that dllferenm in mgabllm pharmacokinetics due to race and gender have not been

selective binding to the alpha,-delta protein is required for analgesic, antiepieptic
and anxiolytic action in ammal models. In vitro, pregabalin reduces the release of
several . Suggesting a y action on calcwm channel
function

Pregabalin does not mimic GABA at GABA, or GABA, receptors, nor does it augment
(ABA, responses like benzodiazepines or barbiturates. In contrast to vascular
calcium channel blockers, pregabalin does not alter systemic blood pressure or
cardiac function. Vanous in vitra and in vivo results ditferentiate pregabalin from
GABA uptake inhibitors or GABA ih In addition, pregabal
does not block sodium channels, it is not active at opeate receptors, 1t does not alter
cyclooxygenase enzyme activity. it is not a sarotonin agonist, it s not a dopaming
antagonist, and it 15 not an inhibitor of dopamine, seratonin or noradrenaling
reuptake

Pregabalin treatment reduces pain-refated behavior in nesropathic ammal models
n!d!abefes penplmlm or chematherapeutic insult and in a model of
museul | iated pain. Pregabalin given intrathecally prevents pain-
refated behaviors and reduces pain-related behavior caused by spinally administered
agents, suggesting that it acts directly on tissues of the spinal cord or brain

All pharmacological actions are due to the

activity of the parent compound, pragahalln 1s not appreciably rnelabuhxed in

humans. Mean steady-state plasma pregabalin concentration-time profiles follow

75, 300 and 600 mg/day given in equally divided doses every 8 hours (TID) and
mg/day given in equally divided doses every 12 hours (BID) are shown in Table 8

Pregabalin pharmacokinetics are linear over the recommended daily dose range

Inter-subject pharmacokinatic variabality for pregabalin is low (<20%)

Table 8. Pregabalin Mean Steady-State Pharmacokinetic Parameter
mimm

observed and are nat anticipated

Pediatrics: Pharmacokinetics of pregabaiin have not been studied in pasdiatnc
patients

Geriatrics: Pregabalin oral clearance tended to decrease with increasing age This
decrease in pregabalin oral clearance is consistent with age-related decreases in
creatiming clearance. Reduction of pregabalin dose may be required in patients
who have age rslatsd wrn omised renal function (see WARNINGS AND
HEWIIOEOS AND ADMINISTRATION).

Gender: 4 popuialm phanw:nhmﬂ: analysts of the Phase 2/3 clinical program
showed that the relationship between daily dose and pregabalin drug exposure 1
si:lilm batween ganders when adjusted for gender-related differances in creatinine
clearance
Race: A poputation pharmacokinetic analysis of the Phase 2/3 cliucal program
showed that the relationship between daily dose and pregabalin drug exposure is
similar among Caucasians, Blacks and Hispanics
Renal Because renal elimination is the major elimination pathway,
dosage reduction in patients with renal dysfunction is necessary Pregabalin is
effectively removed from plasme by hemodiatysis. Following a 4-hour hemodialysis
plasma p are reduced by appronmately 50%
For patients on hamndna!vsns dosing must be modified (see DOSAGE AND
ADMINISTRATION!.

STORAGE AND STABILITY
Store at 15°C-30°C

DOSAGE FORMS, COMPOSITION
AND PACKAGING
Each capsule of LYRICA (pregabalin) contains 25, 50, 75, 150 or 300 mg pregabalin,

lactose monghydrate, maize starch and talc. The capsule shelis contain gelatin and
titanium dioxide In addition, the orange capsule shells contain red iron oxide and

should be adjusted based on renal function. [ addition to the daily dose ad)
a supplemental dose should be given immediately following every 4- hour
hemodialysis treatment (see Table 7)

Table 7. Pregabalin Dosage Adjustment Based on Renal Function

g“ﬁ"m Total Pregabalin Daity D
earance otal Pregabalin Daily Dose ;
CLo) ?""!W ay)* Dose Regimen
{mL/min)
260 150 300 600 BiD o TID
3060 75 150 300 BID or TID
1530 1550 5 150 0D o BID
<15 5 2550 75 an
Suppl y dusage following ysis {mgF
mem the 25 mg 0D regimen: take one supplemental dose of 25 mg
S0mg
Pu??uunm 2550 mg QO regimen take one supplemental dose of 50 mg
mg
Pa"'ﬂlsm the 75 mg 0D regimen: take one supplemental dose of 100 mg
o 1 mg

TID = Theee divided doses; BID = Two divided doses; 0D = Single daily dose
a Total daily dose (mg/day) should be drided as indicated by dose regimen to

mg/dose.
b mmm dose is a single additional dose.
Geriatrics (>65 years): Pregabalin oral clearance tended to decrease with
increasing age. This decrease in pregabalin oral clearance is consistant with age-
related d in inine clearance. Aeduction of pregabalin dose may be
required in patients who have age-related compromised renal functi
Pediatrics (<18 years of age): The salety and efficacy of pregabalin in pediatnc
patients (<18 years of age) have not been established and its use in this patient
population is not recommended.

Administration
LYRICA {pregabalin| 15 given orally with or without food (see ACTION AND
CLINICAL PHARMACOLOGY)

OVERDOSAGE

Signs, Symptoms and Laboratory Findings of Acute Overdosage in Humans,
The highest knawn dose of pregabalin received in the climcal development program
was 15,000 mg in 1 patient. The types of adverse events expenienced by patients
wha received an overdose were not chiically different from ather patients receiving
recommended doses of pregabalin

Daily the white capsule shells contain sodum lauryl sulfate and colloidal silicon dioxide
Dose [ — Cocsy |AUC, Cis Colloidal silicon diowide is @ manufacturing aid, which may not be prasent. The
Dose| (mg/ |I1E} Loy | (ng/ |fugeht/] to | (mly/ markings on the capsules are i black ink, which contains shellac. black iron cxide
{mg) | Regimen | day) | n | mL) | (hr) | mL) | mL) | (b} | min] ghycal, droide and watet
B8 1139 (09 |045) 67 | 59 | 641
I k HOPE bott i
G| W )G AL CALRT] iU e ool ueie sVl
wo | mo | g L8503 108 1184|252 | 63 [6A3 | pHARMACEUTICAL INFORMATION
213] -3 |-3836 | 23 |-196]-209 Drug Subst
00| TD | 600 |1 [B52| 098|347 |63 &
248 | 222 292 | 128 [138] 17|  Proper name pregabalin
30| B | 600 | B |907 | 14] 26 | 59 |67 |81
205 15711 155 | 84 11621 %2 Chemical name 15+ 3-{aminomethyl}-5-methyihexanoic acid
[ Steady-state peak plasma concentration lecular formut NO»
tw  Time of peak plasma concentration at steady state Molecutsr formude GHING,
Steady-state trough plasma concentration
AUCs Area under the plasma concantration-time curve dunng one dosing mtenal Mulecular mass: 159.23
at steady state

Lz Elsmination half-lite

C+ Ol clearance

a Parcent coetficient of variation

b Total daily dose given in equalty dwided doses every 8 hours

¢ Total daily dose given in equally divided doses every 12 hours

Absorption: Pregabalin is rapidly absorbed when administered in the fasted state,

wath peak plasma concentrations octurming within 1 Ehaurs following both single- and
multiple-dose admsnestration Pregabalin oral bioavaik 15 290% and 15

of dose. C.u (Figure 1] and AUC values increase proportionally following single- and

multiple-dose administration Fnliumnq repeated administration, steady state 15

achieved mﬂ?i to 48 hours, Multiple dose pharmacokinetics are predictable from

Figure 1. Individual

mﬂ.“mnm—mlﬂu
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Daily Dose (mg/day)
a Solid line is the regression line going through the ongan,
indrvidual (O} and mean (@) values
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Structural formula

CO.H
NH,
Physicochemical Pregabalin is a white crystalling solid. It is soluble in
proparties: | water and i both basic and acidic aqueous solutions
|
Product Monograph svailable upon request
Last revised: June 3, 2005,
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CE
ramipril

PHARMACOLOGIC CLASSIFICATION:
Angiotenzin Converting Enzyme Inhibitor

ACTION AND CLINICAL PHARMACOLOGY

ALTACE (ramipril) is an angiotensin converting enzyme (ACE) inhibitor.

Fallowing oral administration, ALTACE is rapadly hydrolyzed to ramiprilat, its prncipal
active metabolite.

INDICATIONS AND CLINICAL USE: ion. ALTACE (ramipril) is
indicated in the treatment of essential hypertension. It may be used alone of in
association with thiazide diuretics. ALTACE showd normally be used in patients in

patients { life id reactions while
receiving ACE inhibitors during desensitization treatment with hymenoptera (bees,
wasps} venom. In the same patients, these reactions have been avoided when ACE
inhibitors were temporarily withheld for at least 24 hours, but they have reappeared
updn inadvertent rechallenge.

Hyperkalemia and Potassium-Sparing Diuretics: Elevated serum potassium (greater
than 5.7 mEg/L) was observed in approximately 1% of hypertensive patients in
clinical trials treated with ALTACE. In most cases these were isolated values which
resoived despite continued therapy. Hyperkalemia was not a cause of discontinuation
of therapy n any hypertensive patient. Risk factors for the development of
diabetes mellitus, and the concomitant
use of agents to mbymkabmhuuﬂm&ugsmmmimmmmm
potassium (see PRECAUTIONS — Drug Interactions).
Surgery/Anesthesia: (n patients undergoing surgery or anesthesia with age
producing hypotension, ALTACE may block angiofensin Il formation seomdary to
enin release. if Curs and 10 be due to this.

‘whom freatment with a diuretic or a beta-blocker was found i has been

associated with unacceptable adverse effects. ALTACE can also be tried as an initial
agent in those patients in whom use of diuretics andfor beta-blockers are
ients with itions in which thess :_lms

recommended. The safety and ellm of concurrent use of nmCE with
antihypertensive agents other than mlaxids uiwﬁcs have not been estabiished.

Treatment Followi

ALTACE is Indlicated atute myocardial infarction in clinically stable patients

wilh Nhﬂmmmmmw:mmwmmmredm
for heart

ofpabmls
with severe (NYHA class V) heart failure immedi

ly after

nmarbe ted by volume replelion.
Thera is concern, on theoretical grounds, that patients with aortic
stenosis might be at particular risk of decreased coronary perfusion when trealed
mvmmmmnnmmwmmmm

; Hegatitis (hepatoceliular and/or ¢

10 thre days before begmmn? therapy with ALTACE to reduce the likelihood of
Irypotension (see WARN If the diuretic cannot be discontinued, an initial dose
of 1 ZSdeMkEsncumbemedmhmml medical supervision for several
hours and until biood pressure has stabitized. The dosage of ALTACE should
subsequently be titrated (as described above] to the optimal response.

Use in Renal Impairment; For patients with a creatinine clearance below 40 mUimin/
1.73 m* {serum creatining above 2.5 mg/dL), the recommended initial dose is
1,25 mg of ALTACE once daity. Dosage may be titrated upward until blood pressure
s controfied or to @ maximum total daily dose of 5 myg. in patients with severe renal
impairment (creatining clearance below 10 mLfmin/1.73 m’) the maximum total daily
dnseol!ﬁmgofALTwEshouldmtbemww

Muu
Initiation of therapy requi e consideration of concomitant medication and baseine
blood pressure and should be instituted under close medical supervision, usually in
a hospital, three to ten days following an acute myocardial infarction in
haemodynamically stable patients with clinical signs of heart failure, The
recommended initial dosage of ALTACE is 2.5 mg given twice a day (b.i.d ). one in
the morning and one in the evening. If tolerated, and depending on the patient’s
fespanse, dosage may be increased by doubling at intervals of one to three days.
The maximum daily dose of ALTACE should not exceed 5 mg twice dal!v:u i.d) After
?:rng;tmofm.ﬁ&d , the patient should be vision

elmmni Immmmsenlnhhm have occused during therapy with

kCE inhibitors in patients with o without pre-existing kiver abnormalities. In most
ases the changes were reversed on discontinuation of the drug.

Bmaﬂnns of liver enzymes and/or serum bilirubin have been lepoﬂed with ALTACE

(see ADVERSE AEACTIONS). Should the patient receiving ALTACE anr

has stabilized for at least an additional

hour. If a patient becomes hypotensive al this dosage, it is recommended that the

dosage be lowered to 1.25 mg bid Tollowing effective management of the
i0n, (see WARNINGS — Hypotensi

Patients who have been fluid or salt deplsted, or treated with diuretics are at an
of

unexplained symptoms particutarly during the first weeks or months of
is recommended that a full set of liver function tests and any other necessau'y

not yet availatie. (See WARMINGS ~ Hypatension.}

MANAGEMENT OF PATIENTS AT INCREASED RISK OF CARDIOVASCULAR

EVENTS: ALTACE may be used to reduce the risk of myocardial infarction, stroke or

cardiovascular death in patients over 55 years of age who are at high risk of

cardiovascular events because of a history of coronary artery disease, stroke,

pemheral am.ry disease, or diabetes that is accompanied by at least one other
visk factor such as evaled

ied out. of ALTACE should be considered when
appropriate. There are no adequate studies in patients with cirhasis and/or liver
dysfunction. ALTACE should be used with parlicular caution in patients with pre-
existing liver abnormalities, In such patients basafine liver function tests should be
obtained before administration of the drug and close monitoring of response and
metabolic effects should apply.
Hursing Mathers: Ingestion of a single 10 mg oral dose of ALTACE resulted in
unﬁete:tanle amaunts of ramipril and its metabolites in breast milk. However,

a5 hypertension, el total cholesteral levels, low
lnghwutyhpwmlmm dgamle smoking, or
The incidence of the primary out dial intarction, stroke and
death from cardiovascular causes) was reduced trnm 17.8% in the placebo-treated
group to 14.0% in the ramiprit-treated group.

GENERAL: In using ALTACE consideration should be given to the risk of angioedema
(see WARMINGS). When used in pregnancy during the second and third
trimesters, ACE inhibitors can cause injury or even death of the developing
fetus. When pregnancy is detected ALTACE should be discontinued as soon as
g:ulhle (see WARNINGS - Use in Pregnancy, and INFORMATION FOR THE

CONTRAINDICATIONS: ALTA.CE ramipril) is contraindicated in patients who are
inthe fs orin patienits

toany

wha have a history of anuneﬂema

WARNINGS: Angivedema Angicedema has been renunnd in patients with ACE
with |

low milk concentrations that are not predictable
from single dases ALTACE &‘mlﬂ not be administered to nursing mothers.
Pediatric Use: The safety and effectiveness of ALTACE in children have not been
established; therefore use in this age group Is not recommended

Use in Eldarly; Although clinical experience has not identified differences in response
betwean the eldery (>65 years) and younger patients, greater sensitivity of some
okder individuals cannot be ruled out.

Patient Aleriness: ALTACE may lower the state of patient alertness and/or reactivity,
particularly at the start of treatment (see ADVERSE REACTIONS).

Cough: A dry, persistent cough, which usually disappears only after withdrawal or
lowering of the dose of ALTACE, has been reportad. Such possibility should be
congidered as part of the dilferential ulagnnsa of cough.

Dlun Inferactions: itant DI : Hypotension may result but can
ized by discontinuing dlurebc or increasing saft intake price to ramipril

inhibitors, including ALTACE (ramipeil). Angloedem
involvement may be fatal. iflﬂmealsmnnrnranmm the face, mnoue.u
glottis occurs, ALTACE should be giscontinued immediately, the patient treated

mﬂwﬂ andfor reducing initial dose. Agents increasing serum potassium: Use
diuretics with caution and monitor frequently. Agents causing
m,mm gﬁammmwe effect increased. Ltmull.mwmlmlsm

inac care, and carefully obsarved until
the swelling disappears, In inst i lling | tace and lips,
the wnulllun mﬂlrmwﬂhou! Irsalrrlem allmum antihistamines may be
Where there s | of tangue, giottis, of larynx,
likely 1o cause airway obstruct therapy (i but not mited o
03100 5mL of subcutaneous ennneptrlne solution 1: 1000:5«“0 be administered
promptly (see ADVERSE REACTI
The incidence of

wmmmdmm!mmmr been reported to be
mmm ﬂmmmmmm Patients with a history of angioedema
10 ACE inhibitor therapy may be af increased risk of angioedema while

mmﬂmmmm
d after administration of ALTACE,

Hypotension;
mnllyﬂmmm:umm«mmeﬂmmnmm Itis more Bkety
to accur in patients who are volume depleted by diuretic therapy, dietary salt
restriction, dialysis, diarthea, or vomiting. In patients with ischemic heart disease or
disease, an fall in blood pressure could result in a
dial infarction or accident (see ADVERSE REACTIONS).
Because of the potential fall in blood pressure in these , Ineragy with ALTACE
should be started under close medical supervision. Su paﬁm shouid be followed
closely for the first weeks of treatment and whenever the dose of ALTACE is increased.
In patients with severe congestive heart failure, with or withou! associated renal
insufficiency, ACE inhibitor therapy may cause excessive hypotension and has been
associated with oliguria, and/or progressive azotemia, and rarely, with acute renal
failure anwuasm

) e
feceive an Intravenous infusion of 0.9% sadium chioride. A transient hypotensive
response may not be a contraindication to further doses which usually can be given
without mmm once the blood pressure has increased after volume ewaﬂslon in
Mypertensive palients. However, bower doses of ALTACE andor reduced concomitant

ADVERSE REACTIONS -~ Treatment Fammﬂm Mh@ﬂm
AND ADMINISTRA i

Neutropenia/Agranulocylosis: mnmmm and bong marrow d-aorasﬂon have
been caused by ACE inhibitors. Several cases of agranulocytosis, neutropenia or
leukopenia have been reported in wiich a causal relationship to ALTACE cannot be
exchaded. Current experience with the drug shows the incidence to be rare. Periodic
! Itoeing of white blood cell counts should be
collagen vascular disease and/or renal disease. Use in Pregnancy: AC
cause fetal and neonatal morbidity and mortality when administered to pregnant
women, Several dozen cases have been reparted in the world literature. When
pregnancy is dalected, ALTACE should be discontinued as soon as possible.
PRECAUTIONS: Renal Impairment: As a consequence of inhibiting the renin-
-aldosterone system, changes in renal function have been seen in
individuals. in patients whose renal function may dépend on the activity
of the renin-angiotensin-aldosterone system, such as palients with bilateral renal
artery stenosis, unilateral renal artery stenosis to a solitary kidney, or severe
congestive heart system

may
appropriate assessment of renal function, ALTACE
should be used with caution in patients with renal i

monitoring of renal function during therapy should be performed as deemed
Wﬂmmmmmm m&m‘iaaw

iaphylactoid Reaction: ne Exposure; Anaphylactoid reactions have
been reported in paﬂems tialyzsd M!! iugh -fiux membranes (e.g. polyacrylonitrile
{Pmd}}anﬁumcmmmﬂywﬂhanﬁ inhibitor, Dialysis should be stopped
inal cramps, burning, angioedema,
shortness of brealn and severe hypotension occur. Symptoms are not refieved by
antihistamings. In hese patients consideration should be given to using a different
type of ttuysns merrlnns ot a (lffemt ciass of antiypertensive agents.
actions ign: There have been isolated reports of

See page A-15
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Anfacids.

The nmvailamnh of AU‘M.‘.E and the pharmacokinetics of ramiprilat were not
ected Digoain; Mo change in ramipnl, ramigrilat or digoxin serum levels, Warfarin:
ﬂlecuﬂanﬂlMalMMmhm‘l‘mn didf ot alter the anticoagulant effects.
Acenocoumarnl; No significant changes. Non-glerpidal anti-inflammatory agents
(NSAID): The antihypertensive effects of ACE inhibitors may be reduced with

concomitant administration of NSAIDs (e.g. indamethacin),

ADVERSE REACTIONS: Essential Hypertansion. S i L fring in

diuretic and/or when Increasng the dose of the concomitant diuretic. If appropriate,
fhe dose of any concomitant diuretic should be reduced which may diminish the
likelihood of hypotension (see PRECAUTIONS — Drug Interactions). Consideration
should be given to reducing the initial dose to 1,25 mg of ALTACE in these patients,
Use in Renal Impalrment; (n patients with impaired renal function (creatining
clearance of 20-50 mL/min/1.73 m* body surface area), the initial recommended
dosage is generally 1.25 mg of ALTACE once daily. This dosage may be increased with
cauliomg 10 1.25 mg of ALTACE twice dally, depending upon clinical response and

Insufficient data is available conceming the use of ramipril foliowing acute

hfsc‘rm in patients with heart failure and severe renal tailure. (see N AN
CLINICAL PHARMACOLOGY - Pharmacokinetics and Metabolism, PRECALITIUNS -

Renal impairment),

Use in Hepatic |mpairme| erming the wse of ramipril
following acule myocardial infarction in patients with heart failure and hepatic
dysfunction. Dose reduction and carelul manitaring of these patients is required {see
ACTIONS AND CLINICAL PHARMACOLOGY — Pharmacokinetics and Metabolism,
PRECAUTIONS — Patients with Impaired Liver Function).
Management of Patients at | d Risk of Cardi lar Events:
Recommended initial dose: 2.5 mg of ALTAGE once daily. Depending on the
tolerability, the dose is gradually increased. It is recommended to double the dose
after one week of treatment and — after another three weeks - to increase it to
10myg. Usual maintenance dose: 10 mg of ALTACE daily (see ACTION AND CLINICAL
PHARMACOLDGY, WARNINGS and PRECAUTIONS). Dosage recommendations for
special risk groups such as patients with renal or henehc impairment, or a an
increased risk of (fhuid o sat depletion, treated with ) are to be
followed as previously described (see WARNINGS and PRECAUTIONS).
DOSAGE FORM
a) Composition
ALTACE (ramipril) capsules 1,25 mg, 2.5 mg, 5.0 mg, and 10.0 mg contain the
rnsdlclwmgmmramlnri Inquantities of 1.25 mg, 2.5 mg. 5.0 mg, and 10.0 mg
fior all p if ALTACE is: ramipril, pre-

North American placebo- conlmlled clinical trials with ramipeil monotherapy in

(m=972) were: 1%); myocardial infarction (0.3%);
cerebrovascular accident (0,1%); edema (0.2%); syncops g all North
American ramipeil patients {n=1,244), angicederna occurred in peuanlshaahedmm

stan:h NF {as filler, giiding agent and disintegration agent) and empty
gelatin capsules, Emply gelatin capsules for all potencies of ALTACE are composed of
gelatin NF and colonng agents specific to each potency (see below).

ey T e T = =
jents (n=651) were: headac . = -
(15.1%); dizzingss (3.7%): asthama (3.7%); chest pain (2.0%), nausea (1.8%); 120" Yol e Thaskinenide
peripheral edema (1.8%); somnolence (1.7%); imnoteme (1.5%}; rash (1.4%);
arthritfs {1.1%); mpnea {1.1%). Discontinuation of therapy due to clinical adverse 25mg Yellow iron oxide Tianium dioxide
events was required in 5 patients (0.8%). In placebo-controlled trials, an excess of FO&Credno. 3
mrsswammcﬁmammwnmemswn in the ramipsil ?ruup..ﬂsﬂnnse Titanium diguide
studies were caried out before the relationship of cough to ACE inhibitors was e
recognized, some of these events may represent ramiprl-inducad cough, In a later 50mg FD&Cblugno. 2 Titanium dioxide
1-year study, increased cough was seen in almost r‘z%o'rALTﬁCE patients, with FD&Credno. 3
?ouu% these patients requiring discontinuation of reatment. Approximately 1% Titanium dioxide

patients treated with monotherapy in North American controlied clinical b d
s (1-572 e e dscoptionttaos of o L ee o2 Thaoher dexloe
Tregtme cute Myocardial infarctio Black iron oxide
Mfarwlsmmm mmmmammmmmmu- Titanium dioxide
AMY patisnts with clinical related
mMTMEmoocmmmmemnmem (n=1,004} were:

5.6%),  b) Stability and storage recommendati

hypotension (10.7%); increased cough (7.6%); dizzingss/vertigo |
nausea/vomiting {38%} angina pectoris (2.9%); postural hypotension ;2295;_
syncope (2.1%); heart failure faiiure (2.0%);
infarction (1,7%); vomiting (1.6%); headache (1.2%); abnarmai kidney function
r:zw abnormal chest pain (1.1%); diarrhea {1.1%). (solated cases of death have
been reported with the use of ramiprif that appear fo be related to hypotension
(inciuding first dose effects), but many of these are difficult to differentiate from
wdummmmrmm&m Hypotension). Discontinuation
of theragy due o adverse reactions was required in 368/1,004 post-AM! patients
ummmmmmmwmmmmzmmmmmwmﬁm
T b!u'aased creatinine; increases In blood urea
memgen[nm} decreases

of liver enzymes, serum uwm uric acid, bluod nlucose; proteinuria and significant
increases in sarum potassium.

DOSAGE AND ADMINISTRATION

il must be

ons
Store ALTAGE {ramiprif} in original container at room temperature, below 25°C and
not beyond the date indicated on the container,

AVAILABILITY: No. 4 hard gelatin capsules:

= 1.25 mg {white/yeRow):

.. g 3 mg MIWW]

-

*10.0mg {Mihuhlual

ALTACE capsules 1.25 mg, 2.5 mg, 5.0 mg and 10.0 myg are packaged in cartons of
30 {2 x 15 blister-packed) capsules. Bottles of 100 capsules and 500 capsules also

Product monograph available upon request

Eamml Hyperiension: Busage of Mg’.L:E {
|

the extent ;fnhrllnod pmsule elevation and salt rss'mcum The doeaqe of other
antihypertensive agents being used with ALTACE may need 10 be adjusted.
m?:?’m recommended initial dosage of ALTACE in patients not on diuretics
2.5 0 000 daily. D
neneralm.allnmmlsnlatmnmmThawaiduserangeszsmﬂmum
daily. A daily dose of 20 mg should not be exceeded.
Insome patignts treated claity, the effect may diminish towards
me end of the dosing Interval. Irus nan be evaluated by measuring biood pressure
ust prior 10 dosing to determing whether satisfactory control is being maintained for
24homs It itis not, either twice daily administration with the same total dally dose,
or an increase in dose should be considered. If blood pressure is not controlled with
ALTACE alone, a diuretic may be added. After the addition of a diuretic, it may be
possible to reduce the dose of ALTACE,

muanmmﬁw ptomatic hypatension occasionally may oceur
following the inifial dose of ALTAGE and is more likely in patients who are currently
being treated with a diuretic. The diuretic should, if possible, be discontinued for two

A-22

1. ALTACE Product mevgh . 2. The Heart Dutcomes Prevention Evaluation Study
Investigators (HOPE) Trial. Effects of an angiotensin-converting-enzyme mhﬂubur
ramipril, on cardsovascular events in high-risk palients. N Engf J
2000;342{3):145-53.

Distributed by
sanofi-aventis Canada Inc. Laval, Quebec HTL 4AB
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atorvastatin calkciurm

ratksts

power you can trust”

"LIPITOR* (atorvastatin caicium) 10 mg, 20 mg, 40 mg and 80 mg tablets

THERAPEUTIC CLASSIFICATION: Lipid Metabolism Regulator

ACTIONS AND CLINICAL PHARMACOLOGY

Please refer to the Product Monograph for complete ACTIONS AND CLINICAL PHARMACOLOGY information.

Hypercholesterolemia
LIPITOR (atorvastatin calcium) is indicated as an adjunct to ifestyle changes, including diet (at least equivalent to the Adult
Treatment Panel M (ATP ln TLC diet), for the reduction of elevated total cholesterol total-C), LOL-C, TG and apolipaprotein B
{apo B) in hyperlipid ditigns, when response to diet and other nonpharmacological measures alone
has been inadequate, |nclumng
Primary hypercholesterolemia (Type Hla), Combined (mued) hyperipidemia (Type Hb), including familial combined
hyperiipidemia, regardiess of whether cholesterol or trighycerides are the lipid abnormality of concern; Dysbetalipoproteinemia
(Type 1, Hypertrighycenidemia (Type V), Familial hypercholesterolemia (homozygous and heterozygous). For homozygous
tamilial hypercholesterolemia, LIPITOR shoukd be used as an adjunct 1o treatments such as LDL apheresis, or as monotherapy
I such treatments are not avaiable; an adjunct 1o diet 1o reduce total-C, LDL-C, and apo B levels in boys and postmenarchal
girls, 10 to 17 years of age with heterozygous familial hypercholesterolemia, if after an adequate trial of diet therapy the
following findings are sbil present:

4. LOL-C remains 24.9 mmol/L (190 mg/dL) or

b. LDL-C remains 24.1 mmaobL (160 mg/dL) and:

« there is a positive family history of premalure cardiovascular disease of
* two or more other CVD risk factors are present in the pediatric patient

LIPITOR alsg raises HOL-cholesteral and therefore lowers the LOL-C/HDL-C and total-CHOL-C ratios in patients with primary
hypercholesterolemia and combined (mixed) hyperligidemia (Fredrickson Type la and b dysfipidemia). In pooled data from
24 controlled clinical rials, LIPITOR raised HDL-C levels 5%-7% in primary hypercholesterolemic (Type lla) patients and
10%-15% i mixed (Type i) dyslipidemic patients.
In clinical trigts, LIPITOR (10 to B0 myg/day) significantly improved lipid profiles in patients with a wide variety of hyperlipidemic
and dyslipidemic conditions. In 2 dose-response studies in mildly to moderately hyperlipidemic patents (Fredrickson Types lla and
Uiby, LIPTOR reduced the levels of total chotesterol (20-45%), LOL-C (39-60%!, apo B (32-50%), TG (19-37%). and increased
high density lipoprotein cholesterol (HOL-C) levels {5-9%). Comparable responses were achieved in patients with heterozygous
familial hypercholestecolernia, non-familial forms of hyperc yperiip , inchuding familial combined
yperlipidemia and patents with non-insulin dependent diabetes melitus. In patients with hypertrighyceridemia (Type M), LIPTOR
(10 to 80 mg daily) reduced TG (25-56%) and LDL-C levels (23-40%). LIPITOR has not been studsed in conditions where the
majoe abnormality is elevation of chylomicrons (TG levels >11 mmobL), i 2., Types | and V.
In an open-label study in patients with dysbetalipogroteinemia (Type M), LIPMTOR (10 to B0 myg daily) reduced total-C
(40-57%), TG {40-56%) and IDL-C + VLOL-C levels (34-58%).
In an open-Label study in patients with homazygous famiial hypercholesterolemia (FH), LIPITOR (10 to 80 mg daily) reduced
mean LDL-C levels (22%). In a pilot study, LIPTOR 80 mg/day showed a mean LDL-C lowering of 30% for patients not on
plasmapheresis and of 31% for patients who continued plasmapheresis. A mean LDL-C lowening of 35% was observed in
receptor defective patients and of 19% in receptor negative patients.
Prior to initiating therapy with LIPITOR, secunﬂary causes should bs excluded for Ble\ralmns in plasma lipid levels (e.g., poorly
controtied diabetes mellitus, h Iiver disease and alcoholism),
and a lipid profile per!urmeu o measwre fotal cholesterol, LOL-C, HOL-C and T6. For patients with T6 <4.52 mmolL
<400 mg/dL), LDL-C can be estimated using the fallowing equation
LDL-C (mmolL) = total-C - [(0.37 x (TG) + HOL-C)]
LOL-C (mg/dL} = total-C - (0.2 x (TG) + HOL-C))'
For patients with TG leveis >4 52 mmol/L {>400 mg/dL), this equation is less accurate and LOL-C concentrations should be
measured directly or by uitracentritugation,
Patients with high or very high tnglyceride levels, 1 e., >2.2 mmol/L (200 mg/dL) o >5.6 mmol/L (500 mg/dL), respectvely,
may require trighyceride-lowering therapy {fenofibrate, bezafibrate or nicotinic acid) alone or in combination with LIPTOR
hmmmmmmummnmnm&mﬂm
[seemllm Muscle Ettects; PRECAUTIONS - Pharmacokinetic Interaction Studies and Potential Drug

Elevated serum triglycendes are most often observed in patients with the metabolic obesity, i
dyslipidemia [elevated riglycerides, small dense LDL particles and low HDL-cholesterol], insulin resistance with or without
glucose intolerance, raised blood pressure and prothrombic and proinflammatory states)

(For the treatment of specific dyslipidemias, refer 1o the Report of the Canadian Working Group on Hypercholesterolemia and
Other Dystipidemias or fo the LS NCEP Expert Panel on Detection, Evaluation and Treatment of High Biood Cholesterol in Adults
[Aduit Treatment Panel I, under REFERENCES).

When drugs are prescribed, attention to therapeutc Ifestyle changes (reduced intake of saturated fats and cholesterol, weight
reduction, increased physical activity, ingestion of soluble fibres) should aways be maintained and reinforced.

Prevention of Cardiovascular Disease

LIPITOR s indicated to reduce the risk of myocardial infarction in adult hypertensive patients without clinically edent coronary
heart disease. but with at least 3 additional risk factors for coronary heart disease such as. age 255 years, male sex, smoking,
type 2 diabetes, left veniricular hypertrophy, other specified abnormalities on ECG, microalbuminuria or protesnuria, ratio of
plasma total cholesterol to HOL-C 26 or premature family history of coronary heart disease.

LIPITOR is also indicated 1o reduce the nisk of myocardial infarction and strowe in adult patents with type 2 diabetes mellitus and
fypertension without cinically evident coronary heart disease, but with other risk factors such as age 255 years, refinopathy,
albuminuria o smoking

CONTRAINDICATIONS

Hypersensitivity to any component of 1!15 medication.

Active liver disease or i levations of serum 0 3 times the upper limit of normal
(see WARNINGS).

Pregnancy and nursing women: Cholestero! and oiher products of ¢ 7] are essential for fetal
development (including synthesis of sterosds and cell membranes). LIPTOR should be admi d to women of childbear

age only when such patients are highly uniikely to conceive and have been informed of the possible harm nmeumm
becomes pregnant while taking LIPITOR, the drug mmuumueummmnanomemmm musednumpummai
harm 1o the fetus. Atherosclerosis beng a chronic process, disconti g drugs during
pregnancy should have little impact on the outcome of long-term meramr 01 primary rr.'percmlestemlemla (see
PRECAUTIONS - Use in Pregnancy, Use in Nursing Mothers|

Pharmacokinetic Interactions

The use of HMG-CoA reductase innibitors has been associated with severe myopathy, incluging rhabdomyolysis, which may
be more frequent when they are co-administered with drugs that inhibit the cytochrome P-450 enzyme system. Atorvastatin
Is metabolized by cytochrome P-450 isoform 3A4 and as such may interact with agents that inhibit this enzyme (see
WARNINGS Pharmacokinetic Interaction Studies and Potential Drug Interactions,

Cytochrome P-450-mediated Interactions|

Muscle Effects

Effects on skeletal muscle such as myalgia, myopathy and very rarely, rhabdonTyolysis have been reported in patients treated
with LIPITOR, Very rare cases of rhabdomyolysis myoglobinuria, have been

with acute renal failure secondary to
reported with LIPITOR and other HMG-CoA reductase inhibitors,

https://doi.org/10.1017/50317167100116336 Published online by Cambridge University Press

Myopathy, defined as muscle pain or muscle weakness in conjunction with increases in creating kinase (CX) values to >10
times the upper fimit of normal, should be considered in any patient with diffuse myalgia, muscle tendemess or weakness,
and/or marked elevation of CK. Patients should be adwised to report promplly any unexplained muscle pain, tendemess or
wegkness, particularly If accompanied by malaise or fever. Patients who develop any signs or symploms supgestive of
myopathy should have their CK levels measured. LIPITOR therapy should be discontinued it markedly elevated CK levels are
measured or myopathy is diagnosed or suspected.

Factors for Myopathy, LIPITOR, as with other HMG-CoA reductase inhibitors, shoukd be
prescribed with caution in patients with predisposing factors for myopathy/rhabdomyolysis. Such factors include:
Persuuluf!annlyhmydheredm‘ymuscuhfdm lemmn'n!ﬂuﬁciﬁmncm with another HMG-CoA
reductase inhibitor, Concomitant use of a fibrate or niacin; Hypothy abuse; E physical exercise;
Age >70 years, Renal impairment; Hepatic impairment; Diabetes with hepahc fatty change. Surgery and trauma; Fraitty,
Stuations where an increase in plasma levels of active ingredient may occur.

LIPITOR therapy should be temporarily withheld or discontinued in any patient with an acute serious condition suggestive of
myopathy or having a risk factor predisposing to the development of renal failure secondary to thabdomyolysis (such as sepsis,
severe acute infection, hypotension, major surgery, trauma, severe metabolic, endocring and electrolyte disorders and

uncontrolled seizures).
LIPITOR therapy should be discontinued if markedty elevated CPK levels occur or myopathy is diagnosed or suspected. The risk
myopathy and rhabdomyolysis during treatment with HMG-CoA reductase inhibitors is increased with concurrent administration
of cyclosporin, fibric acid dervatives, erythromycin, clarithromycin, niacin (nicotinic acid), azole antifungals or nefazodone. As
there is na experience to date with the use of LIPITOR given cancurrently with these drugs, with the exception of pharmacokinetic
subjects with erythromycin and clarithromycin, the benefits and risks of such combined theragy
- Pharmacokinetic Interaction Studies and Potential Drug Interactions|

In clinical trials, persistent increases in serum transaminases >3 times the upper limit of normal occurred in <1% of patients
who receved LIPTOR. When the dosage of LIPITOR was reduced, or when drug treatment was interrupted or discontinued,
serum transaminase levels returned 1o pretreatment levels, The increases were generally not associated with jaundice of other
clinical sngns or svmnim Most patients mtmuw mmm with a reduced uusa ui LIPITOR without clinical sequelae.

g function t g perfjrme B i g eatter. Special attention should
nepamnnammmmalevaladmmuanwnmm wmhesemmmasurementsmldbemated
promptly and then performed mare frequently.

I increases in alanine aminotransferase (ALT) or aspartate aminotransferase (AST) show evidence of
progression, particularly if they rise to >3 times the upper limit of normal and are persistent, the dosage should
be reduced or the drug discontinued.

LIPITOR, as well as other HMG-CoA reductase should be used with caution in patients who consume
substantial quantities of alcohol and/or have a past of liver dissase. Active Iiver disease or unexplained
transaminase elevations are contraindications to the use of LIPITOR; it such a condition should develop during therapy, the
drug should be discontinued.

PRECAUTIONS

General

Before instituting therapy with LIFTOR (atorvastatin calcium), an attempt should be made to control elevated serum lipoprotein
levels with appropriate diet, exercise, and wesght reduction in overweighl patients, and to freat other underlying medical
problems (see INDICATIONS AND CLINICAL USE). Patients should be advised to inform subsequent physicians of the prior
uge of LIPITOR or any other lipid-lowering agents.

Effect on the Lens

Current long-term data from climcal trials do not ndicate an adverse eflect of atorvastatin on the human lens.

Effect on Ubiguinone (Colls) Levels

Significant decreases in circulating ubiquinone levels in patients treated with atorvastatin and other statins have been
observed. The clinical significance of a potential fong-term statin-induced deficiency of ubiquinane has not been estabiished
It has been reported that a decrease in myocardial ubiquinone levels could lead fo impaired cardiac function in patients with
borderting congestive heart fatiure.

Effect on Lipoprotein (a)

In some patients, the beneficial effect of lowered total cholesterol and LDL-C levels may be partfy biunted by a concomitant
increase in Lp(al b in Cone ions. Present knowledge suggests th i  of high Lpia) levels as an emerging
nisk factor for coronary heart disease. 1 is thus desirable to maintain and reinforce lifestyle changes in high nsk patients placed
on atorvastatin therapy.

Hypersensitivity
Anapparemh-rperw\sr!mwWumehasmrepmedmmuharmﬁwmmmhwammm 1 ot
more of the following features: lupus ke

vasculitis, purpura, wwmmwenm leukopenia, hemolylic anemia, posmMESme eosinophiia, anhrms
arthralgia, urticaria, asthenia, photosensitivity, fever, chils, flushing, malaise, dyspnea. toxic epidermal necrolysis, erythema
multiforme, including Stevens-Johnson syndrome. Although to date hypersensitivity syndrome has not been described as
such, LIPITOR should be d it hyp Y Is Susp

Use in Pregnancy

LIPITOR is contraindicated during pregnancy (sz2 CONTRAINDICATIONS).

There are no data on the use of LIPTOR during pregnancy. LIPITOR should be administered to women of childbearing age only
when such patients are highly uniikety to conceive and have been informed of the potential hazards. If the patient becomes
pregnant while taking LIPTOR, the drug should be discontinued and the patient apprised of the potential risk o the fetus.
Use in Nursing Mothers

In rats, milk concentrations of atorvastatin are simikar 1o those in plasma. It s not known whether this drug is excreted in
human milk. Because of the potential for adverse reactions in nursing infants, women taking LIPITOR should not breast-feed
(se CONTRAINDICATIONS).

Pediatric Use

Safety and effectveness of LIPTOR In patients 10-17 years of age (N=140) with heterozygous familial hypercholesterolemia
have been evalualed in a controlled clinical trial of 6 months duration in adolescent boys and postmenarchal giris. Patients
treated with LIPITOR had a safety and tolerability profile generally similar to that of placebo. Doses >20 mg have not been
studied in this patient population.

LIPITOR hiad no effect on growth or sexual maturation in bays and in girls. The effects on menstrual cycle were not assessed
[s2e ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION for Heterozygous Familial Hypercholesterolemia in
Pediatric Patients (10-17 years of age)|.

Adolescent females should be counselled on approprigte contraceplive methods while on LIPITOR therapy (see
CONTRAINDICATIONS; PRECAUTIONS - Use in Pregnancy).

LIPTOR has not been studied in controlled clinical trials
invalving pre-pubertal patients or patients younger than 10 years of age.
Doses of LIPITOR up to B0 mg/day for 1 year have been evaluated in B pediatric pabents with homozygous familial
hypercholesterolemia.
Geriatric Use
Treatment experience in adults 70 years or older (N=221) with doses of LIPITOR up to 80 mg/day has demonstrated that the
safety and effectiveness of atorvastatin in this population was similar to that of patients <70 years of age. Pharmacokinetic
evaluation of atorvastatin in subjects over the age of 65 years indicates an increased AUC. As a precautionary measure, the
fowest dose should be administered initially.
Elderly patients may be more susceptible to myopathy (se2 WARNINGS - Muscle Etfects - Predisposing Factors for
Myopathy/Rhabdomyolysis).

Renal Insutficiency

Plasma concentrations and LDL-C lowering efficacy of LIPTOR was shown 1o be simitar in patients with moderate renal
insufficiency compared with patients with normal renal function. However, since several cases of rhabdomyolysis have been
reported In patients with a history of renal insufficiency of unknown severity, as a precautionary measure and pending further
experience in renal disease, the lowest dose (10 mg/day) of LIPITOR should be used in these patients. Similar precautions
apply in patients with severe renal insufficiency [creatine clearance <30 mUmin (<0.5 mL/sec)); the kwest

be used and implementad cautiously (see WARNINGS - Muscle Effects; PRECAUTIONS -

Studies and Potential Drug Interactions). Refer also to DOSAGE AND ADMINISTRATION.
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Endocrine Function

HMG-CoA reductase inhibdors interfere with cholesterol synthesss and as such might theoreticalty blunt adrenal and/or
gonadal steroid production. Clinical studies with atorvastatin and other HMG-CoA reductase inhibitors have suggested that
these agents do not reduce plasma cortisol concentration or impair adrenal reserve and do not reduce basal plasma
testosterone concentration, However, the effects of HMG-CoA reductase inhibitors on male fertility have not been studied in
adequate numbers of patients. The effects, It any, on the pituitary-gonadal axs in premenopausal women are Lnknown,
Patients treated with atorvastatin who develop clinical evidence of endocring dysfunction should be evaluated appropriately.
Caution should be exercised if an HMG-CoA reductase inhibitor or other agent used to lower cholesterol levels is administered
to patents receiving other drugs (2.9., ketoconazole, spironolactone o cimetiding) that may decrease the levels of endogenous
steroid hormones

Pharmamhnelx m!sramm sludnes oum:ted with dmgs in neallhy smjaus may not detect the possitility of a potential drug
interaction In some patients due 1o differences in underlying diseases and use of concomitant medications {see
PRECAUTIONS - Geriatric Use, Renal ; Patients with Severe W]

Concomitant Therapy with Other Lipid Metabolism Regulators: Based on post-mar
fenofibrate, other fibrates and lipid-lowering doses of niacin (nicotinic acid) may increase the risk of rnywamy when gmzn
concomitantly with HMG-CoA reductase Inhibitors, probably because they can produce myopathy when given alone (see
WARNINGS - Muscie Effects). Therefore, combined drug therapy should be approached with

“Wﬁm

caution

tign 3le emig, LOL-C reduction was greater when LIPITOR 10 mg and colestipol 20 g
were coaummlsbeted [+ -15%} ﬁm mn eﬂw drug was administered alone {-35% for LIPITOR and -22% for colestipol).

: L LOL-C reduction was similas (-53%) when LIPTOR 40 myg and cokestipol 20 g were
mmmmedeweﬂmUPﬂﬂﬂ&]mam Plasma concentration of atorvastatin was lower {approximately 26%) when
LIPITOR 40 mg phes colestipol 20 § were coadministered compared with LIPTOR 40 my alone. However, the combination drug
therapy was less effective in lowering triglyeerides than LIPITOR monatherapy in both types of hypercholesteroiemic patients.
When LIPITOR is used concurrently with colestipol or any other resin, an interval of a1 least 2 hours should be maintained
betwean the two drugs. since the absarption of LIPITOR may be impaired by the resin.

Fibric Acid Derivatives (Gemfibrozil, Fenofibrate, Bezafibrate) and Niacin (nicotinic acid): Althougn there is limited

experience with the use of LIPITOR given concurrently with fibric acid derivalives and niacin, the benefits and risks of such

combined therapy should be carefully considered. The risk of during with drugs in this class, including
)

Laboratory Changes and Adverse Events

The criteria for chnically significant laboratory changes were >3 X the upper limit of normal (ULN) for iver enzymes, and »5 X ULN
for creatine kinase. A total of 8 unique subjects met ong o more of these critena during the double-biing phase. Hence, the
incidence of patients who expenenced abnormally high eroymatic levets (AST/ALT and creatine kinase) was 4% (8/187)

Five atorvastahn and one placeDo subjects had increases n CK >5 X ULN dunng the double-blind phase: two of the five
alorvastatin-freated subjects had increases in CK =10 X ULN, Two subjects had clinicalty significant increases in ALT

P g Reaction: The following atverse events have also been reported during post-marketing experience
with IHTDH mqarﬂ%dmﬁlnyawmmmrnrem severe myopathy with o withou! habdomyolysis (see
WARNINGS - Muscie Effects; PRECAUTIONS - Renal Insufficiency, Pharmacokinetic Interaction Studies and Potential
Drug Interactions). fsolated reports: Gynecomastia, thrombocylopenia, amrmaaﬂoaﬂergnc reactions. including urticaria,
angioneurotic edema, anaphylaxs and bullous rashes (including erythema multiforme, Stevens-Johnson syndrome and 1oxic
epderrnajnecrwssslw\‘angw Thasemynavewwsalmiamwnmmmmn

|aboratory Tests: Increases in serum transaminase levels have been noted in clinical trials (see PRECAUTIONS)
DOSAGE AND ADMINISTRATION
Patients should be placed on a standard ¢

lowering diel [at least equivalent 1o the Adult T

Paned il
(ATP 1) TLC diet) before recening LIPTOR, and should continue on this diet during treatment with LIPTOR. i
appropriate, a program of weight control and physical exercise should be implemented
Prior to initiating therapy with LIPITOR, secondary causes for elevations m piasma lipid levels should be excluded. A lipw
plohls should also be perl'urrnecl

The recommended stamnu dose ui LIPiT[JH 15 10 or 20 mg once aany depenﬂm on lhe panenl 5 LDL C rauucnon required
(see Tables 1 and 2). Patients wha require a large reduttion in LDL-C (more than 45%) may be started at 40 mg once daily.
The dosage range of LIPITOR is 10 to B0 mg once daily, Doses can be given at any time of the day, with o withou! food, and
should preferably be given in the evening. A significant therapeutic response is evident within 2 weeks, and the maximum
Tesponse ks uswally achieved within 2-4 weeks. The response is maintained during chronic therapy. Adjustments of dosage, if
necessary, should be made at infervals of 2 10 4 weeks, The maximum dose is 80 mg/day.

TABLE 1. Dose-Response in Patients With Mid-to-Modarate Hypercholesterolemia (Mean Percent Change from Baseline)'

atorvastati, is increased with concurrent administration (sse WARNINGS — Muscle Effects LIPITOR Dose (mg/day)

Coumarin Anticoagulants: LIPITOR had no clinically significant effect on p in time when 1 1o patients Lipid Parameter 10 20 40 80
recening chronic warfarin therapy. (N=22) (N=20) (N=21) (N=23)
Digoxin: In healthy subjects, in pharmacokingtics al steady-state were not signﬂicanhy altered by Total-C: 7.1 mmolL" (273 mg/dLy -29 -3 a7 -45
digoxin 0:25 me and LIPITOR 10 meg daily. However, digoxin steady-state cong ncreased ly 20% !nllowmg LDL-C: 4.9 mmotL* (190 mg/aL 19 43 50 0

coadministration of digoxin 0.25 mg and LIPITOR 80 mg dally. Patients taking digoxin snuula be monitored appropriately.

Antihypertensive agents (amlodipine): in clinical studies, LIPITOR was used concomitantly with antifypertensive agents
without evidence to date of clinically significant adverse interactions. In healthy subjects, atorvastatin pharmacakinetics wera
not altered by the coadministration of LIPITOR 80 mg and amiodipine 10 mg at steady state.

quinapril): In & randomized, open-label study (n healthy subjects, Steady-state quinapn! dosing (B0 mg Q) did not
significantly atfect the pharmacokinetic profile of atorvastatin tablets (10 mg QD).

Oral Contraceptives and Hormone Therapy: Coadministration of LIPITOR with an oral contraceptive
containing 1 mg norethindrone and 35 wg ethinyl estradiol increased plasma concentrations (AUC kevets) of norethindrone and
sthinyl estradsol by approximately 30% and 20%, respectively. These increases should be considered when selecting an oral
contraceptive. In clinical studies, LIPITOR was used concomitantly with estrogen replacement therapy withoul evidence of
chnically signdficant admsa interactions.
Antacids: and based anacids, such as Maalox® TC Suspension, with LIPITOR
decreased plasma wmmﬂﬂm of LIPITOR by appruma!aly 35%. LOL-C reduction was nat altered but the trighyceride-
lowering eftect of LIPITOR may be attected
Cimetidine: Administration of cimetidine with LIPITOR did not alter plasma concentrations or the LOL-C lowering efficacy of
LIPITOR, however, the trighyceride-lowering effect of LIPITOR was reduced from 34% 1o 26%.

Cytochrome P-450-mediated Interactions: Atorvastatin 5 metabolized by the cytochrome P-450 ispenzyme, CYP 344
Erythromycin, a CYP 344 inhibitor, increased mowamann nlasma lipvels by 40% Cuaummlslrannn of CYP 3A4 inhibitors, such
s grapefrult juice, some macrolide antibiotics (i.e., ery {tyclosporing), azale
antitungal agents (1.e., itraconazole, ketoconazole), ptmease |rm1t||lms of Ihe anildwassm nefazodang, may have the
potential o increase plasma concentrations of HMG-CoA reduciase inhibitors, including LIPITOR. Caution should thus be
enercised with concomitant use of these agents (see WARNINGS - Pharmacokinetic Interactions, Muscle Effects;

PRECAUTIONS - Renal Insufficiency, Endocrine Function; DOSAGE AND ADMINISTRATION,
Terfenadine: In healtfy

subjects, coadministration of maximum doses of aorvastatin (80 mg) and terfenadine (120 mg),
& CYP 3A4 substrate, was shown 0 produce @ modest incraase in terfenading AUC. The QTc interval remained unchanged.
However, since an inferaction between these two drugs cannot be excluded in patients with predisposing factors for
arrhythmia, (8.0., pre-existing profonged QT interval, severa coranary arery disease, hypokalemia), caution should be
exgrcised when these agents are coadministersd (see WARNINGS - Pharmacokinetic Interactions; DOSAGE AND
ADMINISTRATION)

Antipyrine: Antipyrine was used as a non-specific model for drugs metabolized by the microsomal hepabc enzyme
{cytochrome P-450) system. LIPITOR had no effect on the pharmacokinetics of antipyring, thus interactions with other drugs
metabolized via the same cytochrome isozymes are niol expected.

Macrolide Antibiotics (azithromycin, clarithromycin, erythromycin): In heatthy adulls, coadmmstration of LIPITOA
(10 mg QD) and azithromycin (500 mg 00 did ot significantly alter the plasma concentrations of atorvastatin, However,
coadministration of atorvastatin (10 mg QD) with erythromycin (500 mg GI0) or clarithramycin {500 mg BID), which are bath
CYP 3A4 Inhibitors, increased plasma concentrations of atorvastatin by approximately 40% and 80%, respectively (see
WARNINGS - Muscle Effects).

Protease Inhibitors (nelfinavir mesylate): in healthy adults, coadministrabion of nelfinavir mesylate (1250 mg BID), a
kniown CYP 3A4 inhibitor, and atorvastatin (10 mg QD) resulted in increased plasmma concentrations of atorvastatin AUC and
Cm.. of atorvastatin were increased by 74% and 122% respectively

Higher drug msauas (B0 mo«‘uav! tequlred for some patients with severe hypercholesterclemia (inchuding familial
hypercholesteralemia) are associated with increased plasma levels of atorvastatin. Caution should be exercised in such
patients who are also severely renally impaired, elderly, or are concomitantly being administered digoxin or CYP
3A4 inhibitors (se2 WARNINGS - Pharmacokinetic Interactions, Muscle Effects; PRECAUTIONS - Pharmacokinetic
Interaction Studies and Potential Drug Interactions; DOSAGE AND ADMINISTRATION)

Drug/Laboratory Test Interactions

LIPITOR may elevate serum transaminase and creatine kinase levels (from skeletal muscle). In the difierential hagnosss of chest
pain in a patient on therapy with LIPITOR, cardiac and noncardiac fractions of these enzymes shoukd be datermined

ADVERSE REACTIONS

LIPITOR s generally well-tolerated. Adverse reactions have usually been mild and transient. In controlled clinical studies
{placebo-controlled and active-controfled comparative studies with other lipid-lowering agents) involving 2502 patients, <2%
of patients were discontinued due to adverse experiences attributable to LIPITOR. Of these 2502 patients, 1721 were treated
for at least & months and 1253 for 1 year or more:

Adverse experiences occutring al an incidence 21% i patients participating in placebo- ncmmlleu rhnlcal sluﬂles of LIFITOR
and reported to be possibly, prabably or definitety drug related include consti diarrhea, Nausea,
headache, pain, myaigia and asthenia.

The following additional adverse events were reported i chmcal Inals (not all have been assocwated with & causal relationship
to LIPITOR therapy): muscle cramps, myositis, myopathy, paresthesia, peripheral neuropathy, pancreatitis, hepatitls, cholestatic
|aume anorexia, vnmlnnu glopecia, ;uunm rash, 1m1enca "I\‘qul‘,tamla and hypoglycemia.

hn a 26 weeh cunhulled s‘mﬂv in Doys and poshmnarchal gﬂs n= 187 nhm 1 i pahenrs received LIPITOR), the safety and
tolerability profile of LIPITOR 10 to 20 my daily was similar to that of placebo. The adverse events reported in 21% of patients
were abdominal pain, depression and headache (see PRECAUTIONS - Pediatric Use)
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* Results are pooled from 2 dose-response studies

* Mean basetine values

The dosage of LIPITOR should be individualized according fo the baseding LOL-C, total-C/HDL-C ratio and/er TG levels to
achieve the recommendad targed lipid values at the lowest dose needed to achieve the LDL-C target (see Recommendations
for the Management of Dystipidemia and the Prevention of Cardiovascular Dissase [Canada), summarized below in Table 2,
andfor the Third Report of the US National Cholesterol Education Program [NCEP Adult Treatment Pang! 1}, and the patient’s
respanse. Lipid levels should be monitored periodically and, If necessary, the dose of LIPITOR adjusted based on target lipid
levels recommended by guidelines.

TABLE 2. Canadian Recommendations for the Target Lipid Values Based on Level of Risk

Risk Category Target Leveis

LOL-C level (mmol/L) Total-C/HDL-C ratio
High' {10-year tisk of CAD 220%, or a history of <25 and <40
diabetes mellitus” or any atherosclerotic disease)
Moderate (10-year risk 11%.19%) <15 and <50
Low'™ (10-year risk <10%)] <45 and <60

Mate: LDL-C = low-density lipoprotein cholesterol

* Apolipopratein B can be used as an altemative measurement, particularty for follow-up of patients treated with statins. An
optimal level of apolipagrotein B in a patient at high risk is <0.9 g/L, in a patient &t moderate risk <1.05 g/l and in a patient
at fow risk <1.2 gl

"ncludes patients with chronic kidney disease and those undergoing long-term dialysis

"I the ‘very low’ risk stratum, treatment may be defered if the 10-year estimate of cardiovascular dsease s <5% and the
LDL-C level is <5.0 mmolil

i lipige mi;
In patignts with severe i Including M v and heterozygous famikial hypercholesterolemia and
:Pﬁbe!allpommuem LTyne 11l higher dosages (up to B0 m/day) may be required (see WARNINGS - Pharmacokinetic
Interactions, Muscle Effects; PRECAUTIONS - Pharmacokinetic Interaction Studies and Potential Drug Interactions)

Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10-17 years of age)

In this population, the recommended starting dose of LIPITOR s 10 mg/day; the maximum recommended dose i 20 mo/day
(doses >20 mg/day have not been studied in this patient population), Doses should be individualized according to the
recommended goal of theray {see NCEP Pediatric Pangl Guidelines, INDIGATIONS AND CLINICAL USE) Adjustments should
be made at intervals of 4 weeks or more.

NCEP (National Cholesteral Education Program) Pediatric Panel Guidelines: Classtfication of cholesterol levels in pediatric
i below.

patients with a familial history of hyp olemia or ular disease is
Category Total-C (mmol/L [mg/dL]) LDL-C (mmol/L [mg/dL])
Acceptable <44 170] <2810
Borderline 4.4-51 [170-199) 28-33110-129)
High =5.2 [200] =34 [130]
Concomitant Therapy

See PRECAUTIONS - Drug/Laboratory Test Interactions

Dosage in Patients With Renal Insufficiency

See PRECAUTIONS.

AVAILABILITY OF DOSAGE FORMS

LIPITOR (atorvastatin calcium| is avaitable in dosage strengihs of 10 mg, 20 mg, 40 mg and B0 myg atorvastalin per tablet,
1. Friedewald W1, et al, Clin Chem 1972, 18(6).489-502

For & copy of the Product Monograph or full Prescribing Infarmation, please contact:
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Brief Prescribing information

‘BETASERON

Interferon beta-1b

Descripfion: BETASERON™ (interferon beta- 1b) is & punfed,
sterile, yophalized protein product produced by recombinant
DNA technigues and formulated for use by ngction interteron
beta- 1h s manutactured by bactenal fermentation of a stram
of Escherichig coll that bears a g g plasmid
containing the gene for human interferon beta:; The native
gene was obtamed from human fibroblasts and aftered in 3
wary that substitutes serine for the cysteine residue found at
position 17, interferon beta- 1 is @ highly purified protein that
has 165 aming acids and an approwimate molecular weight of
18,500 daftons. 1t doas not include the carbohydrate side
chaing found i the natural mater

General: Interferons are a family of naturally occwmng
proteins, which have molecular weights ranging from 15,000
to 21,000 dattons. Three major classes of interferons have
been identified: alpha, beta, and gamma_ Interferon beta-1b,
interferon alpha, and interferon gamma have overapping yet
distingt biologic actvibes. The actwities of interferon beta
are species-resiricied and, therefors, the most pertment phama-
cological information on BETASERON (interferon beta- 1h) is
derived from studies of human cells in culture and i vivo

Biologic Activities: interferon beta-1b has been shown
1o possess both antiviral and immunomodulatory activibes
The mechanisms by which BETASERON exerts its actions in
multiple sclerosis (MS} are not clearly understood, However,
s knawn thal the biologi: response-moditying properties of
interferon beta-1b are mediated through its interactions with
specific call receptors found on the surtace of human cells,
The binding of inferferon beta- 1b to these receplors induces
the expression of 8 number of interferon-induced gene
products (e.g., 2°.5'-olgoadenylate synthetase, protein kinase,
and indoleamine 2,3-chorygenase) that are bebeved o be
Ihe medsators of the biological actions of interferon beta-1b
A number of these interferon-induced products have been
readhly measured in the serum and cefiudar fractions of blood
collected from patients treated with interferon beta-1h,

INDICATIONS AND CLINICAL USE
BETASERON (interferon beta-1b) is indicated for
* the reduction of the irequency of clinical exacerbations in
mnmmmmweiw;;ummmmm
I5C

should be instructed in infection technigues to assure the sate

self-adménistration of BETASERON, (See below and the

BETASERON® INFORMATION FOR THE PATIENT section |
Instruction on Self-infection

e m]

vty
at dases ranging from 0.028 mg (0.89 MiUYkgy/day (2 B times
the recommended human dose based on body surface area

It & recommencied that the first ingection be administerad by,
or under the direct supervison of, @ physician. A

parison) o 0 42 mg (13.3 MILkAgiday (40 tmes the recom-
mended human dose based on body surface area coMparison).

instructions for reconstitubion of BETASERON and seff-njection,
using asepbc techniques, should be given fo the patient.
A careful review of the BETASERON® INFORMATION FOR
THE PATIENT section s also tecommended

Patients should be cautioned against the re-use of needies
o synnges and instructed in safe disposal procadures, Informa-
1ion on how to acquire a punchure-resistant container for

disposal of used needies and syrmges should be given to the
patient along with instrucsions for safe disposal of full containers.
Overall, B0% of patients in the two controlled climcal trials
reported injection sité reactions at ane of more times during
therapy. Post ] has been cons with
this finding, with infrequent reports of ingecbon site necrosis.
The onset of ingection site necrosis usually appears early in
therapy with most cases reported to have occurmed in the first
two to three months of therapy, The number of sites where
necrosis has been pbserved was variable

Raredy, the area of necrosis has extended 10 subcutaneous
tat or tascia. Response to treatment of ingection site necrosis
with antibiotics and/or sterods has been variable. In some of
these patients elective debrdement and, less frequently, skin
grafting took place to taciktate healing which could take from
three 1o six months

Some patients experienced healing of necrotic skin lesions
while BETASERON therapy continued. In other cases new

necrofic lesions developed even after therapy was dscontinued
The nature and severity of all reported reactions should be
carefully assessed. Patient understanding and use of aseptic
seil-injection tech and shoukd be dically

The y of animal doses to human doses s not
known. Lower doses were not studied in morkeys. Spontaneous
abortions while on treatment wera reported in 4 patients who
participated in the BETASERON RR-MS chnical trial, whereas
there was one induced abortion in each of the placebo and
BETASERON groups in the SP-MS trigl. BETASERDN given to
rhesus monkeys on gestabion days 20 to 70 did not cause tera
togenic effects: however, it is not known if teratoganic effects
exist In humans. There are ng adequate and well-controlled
shuckes in pregnant women, Women of childbearing potential
should take reliable confraceptive measures. If the patient
becomes pregnant o plans to become pregnant while taking
BETASERON, the patient should discontinue theragy. it is not
known if interferons alter the efficacy of oral contraceptives,

Nursing Mathers: ! s not known whether BETASERON
excreted in human mik. Given that many drugs are excreted in
uman milk, there is a potential for serious adverse reactions n
nursing nkants, therefore a dacision should be made whether fo
discontnue nursing or descontinue BETASERON treatment

Pediatric Use: Safety and etficacy in chikiren under
18 years of age have not been established.

Dependence Liability: Mo ewdence or axpenence suggests
hat abuse or dependence occurs with BETASERDN therapy,
Inowever, the risk of 2 has not been sy i
evaluated,

ADVERSE REACTIONS

The following adverse events were observed in placebo-
controlled clinical studies of BETASERON (interferon beta- 1b),
atthe dose of (.25 mg (B ML), in patients with

reevaluated

Flu-like sythploms are not uncommaon following initiaton of
therapy with BETASERON. In the controlled MES clinical trals,
acetaminophen was permitted for refiet of fever or myalgia

Patients should be cautioned not to change mmsamnr
the schedule of without medical

Awareness of Adverse Reactions Patients should be
advised about the common adverse events assocaled with the
use of BETASERON, particularfy, injection site actons and the
Hlu-like symptom comples (se: ADVERSE REACTIONS).

Patients should be cautioned to report depression or
sucidal ideaton (see WARNINGS)

Patients should be advised about the abortifacient potential

by

tecurtent attacks of neurclogic dysfunction followed by
complete o mcomplete recovery

* the siowing of progression in disability and the reducton of
the frequency of clinical exacerbations in patients with
secondary-progressive multiple scierosss.

The safety and etficacy of BETASERON in primary progressive

MS have not been evaluated

CONTRAINDICATIONS
BETASERON (inerferon beta- 1b) is contrandicated in patients
with @ history of fyps ity 10 natural or

inferferon beta, Albumin Human USP, or any other component
of the formulation.

WARNINGS

The admnstration of cytoknes o patients with a pre-gxsing
monocional gammopathy has been associated with the
deveiopment of systemic capillary leak syndrome with shock:
ke symptoms and fatal outcome

In the AR-MS clinica! tnial, one suicide and four attempted
suicides were observed among 372 shudy patents during a

prior fo initiating BETASERON therapy and at
periochc intervals thereatter: thyroid function test, hemogiobin,
compiete and differential white blood cefl counts, platele!
counts and bilood chemistries including Iver function fests.
A pregnancy test, chest and ECG should also
be performed prior o initiating BETASERON therapy. In the
controfied MS trals, patients were monitored every 3 months.
The study protocol stipulated that BETASERON therapy be
descontinued in the event the absolute neutrophil count fedl
below 750/mm’. When the absolute neutrophil count had
refurned 1o a value greater than 750/mm’, therapy could be
restarted at @ 50% reduced dose. No patients were withdrawn
o dose-reduced for neutropenia o

Sirrilarty, it AST/ALT (SGOT/SGPT) levels exceeded 10 tmes
Ihe upper it of normal, o if the serum bilubin exceeded
smmmumumd herapy was disconfinued. In

2 0 died MS trial, hepatc enzyme

awmm;tmmwwm of

relapsng-remitfing M3 (n=124) and secondary-progressive
MS {n=360):

1. Relapsing-remitting MS: Injecton site reactions (85%)
and Injection site necrosis (5%) occured after administration
of BETASERON. Inflammation, pain, hypersensitivity, necrosis,
and ron-spectic reactions were sign‘icantly assocated (p<0.05)
with the 0.25 mg {8 MLI) BETASERON-treated group.compared
reported s severe events. The incidence rate for injection site
reactions was caloulated over the course of 3 years. This
incidence rate decreased over time, with 79% of patients
expenencing the event dunng the first 3 months of treatment
compared 10 47% during the Last & months. The median time
1o the first occurrence of an injection site reaction was 7 days.
Patients with injecton site reactions reported these events
183 Tdays per year. Three patents withdrew from the 025 mg
{8 ML) BETASERON-treated group for injection site pain

Flu-like symptom complex was reponed in 76% of the
patients freated with 0.25 mg (8 MIL)) BETASERON. A patient
was defined as having a flu-like symptom complex i flu-tike
syndrome or at least two of the following symploms were
concurrently reported: fever, chills, myalgea, malaise of sveating.
Only myaigia, fever, and chilis were repored as savere in more
than 5% of the patents, The incidence rate for Hu-like
Ssymplom complex was also calculated over the course of
3 years, The Incidence rate of these events decreased over
time, with 60% of patients experienceng the event during the
first 3 months of treatment compared to 10% during the last
6 months. The median time to the first occurrence of flu-like
symptom complax was 3.5 days and the median duration per
patient was 7.5 days per year

Laboratory abnormalities included:
count < 1500/mm’ (82%),

theragy. When measurements had decreased to below these
leveis, therapy could be restarted & a 50% dose reduction,
chnically appropriate. Dose was reduced in two patients due
fo increased Inver enzymes; one continued on treatment and

3-year period. Al five pat BETASERDN (i

0ne was uitimated

Dbeta- 1b) (three in the 0 05 mg [1.6 MIU) group and two in the
0.25 mg [8.0 M group) Thera were no attempled suicides
in patients on study who did not racesve BETASERDN. In the
5P-MS study there were 5 suicide aftempts in the placebo
group and 3 in the BETASERON group Including one patient in
each group who commifted suwcide. Depression and sucide
have been reported to occur in patients recenng interteron
alpha, a retated compound. Patents treated with BETASERON
should be informed that depression and suickdal igeation may
be a side eflect of the treatment and should report thesa

atedy to the g physician. Patients
exhibiting depression should be monitored closely and
cessation of therapy should be considered

PRECAUTIONS

General: Fare cases of cardomyopathy have been
reported. I this occurs. and a relationshi 1o BETASERON
{interferon beta- 10} is suspectad, treatment should be
discontined

Rare cases of thyroid dyshunction (fyper- as well as
ypothyroidism) associated with the use of BETASERON have
been reported

Symptoms of lu syndrome observed with BETASERON
therapy may prove stressul to pabents with severe cardac
conditions Patients with cardiac disease such as angina,
congestive heart faiure or arrfrythmia should be monitored
closely for worsening of their clinical conditions.

Information to be Provided to the Patient: Patients

mqhh-mu.mmmmmﬁmmn
ofher drugs have not been evaluated. Aough studies designed
1o axaming drug nieractons have not bean doce. it was noted
that BETASERON paftients in=160) have received comicosterod
or ACTH treatment of reapses for penods of up to 28 days

BETASERON administered in three cancer patients over a
mranoeelODiSwiDﬂMlﬂhZZwm MILY led to a

inhibition of imi The effect

of aternate-day adminstration of .25 mg (8 MIL)) BETASERON
on drug metabolism in MS patients i unknown

Interferons have been reporied fo reduce the activity of
hepatic cytochrome P450-dependent enzymes in humans and
animais. Caution should be exercised when BETASERON is
administered in combination with agens that have a namow
therapeutic ndex and are largely dependent on the hepate
cytochrome PA50 system for clearance

Impairment of Fertility: Studies 1 female mesus monkeys
with normal menstrual cycles, at doses upto 0.33 mg
(10.7 MiLvkg/day (equivalent to 32 times the recommended
human dose based on body surface area companson) showed
no apparent adverse effects on the menstrual cycle of on
mmmmmwmmamam
ini cycles. The
mmwuwanmmmmmnmm
Etfects of BETASERON on women with normal menstrual
cycles are not known

‘Use in Pregnancy: BETASERDN was not teratogenic al dosss
up to 0.42 myg (13.3 MiUVkg/day in rhesus monkeys, but

https://doi.org/10.1017/S0317167100116336 Published online by Cambridge University Press

-mwn:smmmnm
* absolute neutrophil count < 1500/mm” (18%)
{no pabents had absolute neutrophil counts < S00/mm),
* WBC < 3000/mm" (16%j, and
» total bifirubin > 2.5 times basaling value (B%)

Three patients were withdrawn from treatment with 0.25 mg
{8 MIL)) BETASERON for abnormal lver enzymes including one
foliowing dose reduction (see PRECAUTIONS, Laboratory
Tests),

Twenty-one (28%) of the 76 females of childbearing age
weated at 0.25 mg (8 MIL) BETASERON ana 10 (13%) of the
76 females of chikdbearing age treated with placebo reporied
menstrual disorders. All reports wera of mild 1o moderate
early or delayed menses, decreased days of menstrual fiow,
and clotting and spatting during menstruation.

Mental disorders such as depression, anxiety, emotional
labutity, depersonalization, suicide atternpts and confusion
were observed in this study. Two patients withdrew for
contusion. One suicide and four attempted suicdes were also
reported. It i not known whether these symptoms may be
related to the underlying neurciogical basis of MS, 1o
BETASERON treatment, or to a combination of both. Some
simikar symptoms have been noted in patients recehing
interferon alpha and both interferans are thought to act
throwgh the same receptor. Patients who experience these
symptoms should be monitored closely and cessation of
therapy should be considered.

Additional common clinical and laboratory adverse events
associated with the use of BETASERON are listed in the
Toliowing paragraphs. Thase events ocourred at an incidence
of 5% or more in the 124 MS patents treated with 0.25 mg

A-26
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(8 MILJ) BETASERON every other day for periods of up 1o
3 years in the controlled trial, and at an incidence thal was al
least twice that observed in the 123 placebo patients
Common adverse chnical and laboratory events associated
with the use of BETASERON were:

* njection sife reaction (B5%;,

« ymphocyte count < 1500/mm” (82%).

* AT (SGPT) > & times basaline value {19%),

« ansolute neutrophil count < 1500/mm’ (18%),

* menstrual disorder (17%),

* WBC < 3000/mm’ (16%),

* palpdation (8%,

* dyspnea (8%},

* cystitis (B%).

= hyperansion (7%).

* treast pain (7%),

* tachycarda (%),

* gastromtestingl disorders (6%),

* iotal biirubin > 2.5 times basekne value [B%),

* somngience (%),

* lanyngitis (6%)

® pebac pain 6%),

* menorrhaga (6%).

* injection site necrosis (5%). and

= peripheral vascular disorders (5%)

A total of 277 MS patients have been treated with
BETASERON in doses ranging from 0.025 mg (0.8 ML) o
0.5 mg (16 MILY. Duning the first 3 years of treatment,
withdrawais due to clinical adverse events or laboratory
abnormalities not mentioned above inchuded:

* fabigue (2%, 6 patents),

* cardiac ahythmia (< 1%, 1 patient),

* ailergic urticanal skin reaction o inections (< 1%, 1 patent),
* headache (< 1%, 1 patient),

» ynspecified adverse events (< 1%, 1 patient], and

® “fait sick” (< 1%, 1 patient)

The table that follows enumerates adverse events and
laboratory abnormalities that ocourred a an incidence of
2% or more among the 124 MS patients treated with 0.25 mg
{8 MIL) BETASERON every other day for periods of up 1o
3 years in the controfied tnal and at an incidence that was at
|ast 2% more than that observed in the 123 placebo matents.
Reported adverse events have been re-classified using the
standard COSTART glossary o reduce the total number of
terms employed in Table 1. In the following table, terms o
general as to be uninformative, and those events where a
drug cause was remote have been excluded.

Table 1: Adverse Events and Laboratory Abnormalities

Adverse Event Placebo 0.25mg
n=123 (8 MIU)
n=124
Body as a Whole
Injecton site reaction* I B5%
Headache % Bd%
Fever* 41% 50%
Flu-Hhke symptom complex” 6% 76%
Pain 48% 52%
Asthenia® 5% 49%
Chills* 19% 46%
Abdominal pain 24% 2%
Malaise® 3% 15%
Generalized edema 6% B%
Pelvic pain 3% 6%
Injection site necros:s” 0% 5%
Cyst 2% %
Necrosss 0% ad
Suicide attempt % &%
Cardiovascular System
Migraine 7% 12%
Palipétation® 2% 8%
Hypertension % %
Tachycardia % 6%
Peripheral vascular disorder 2% %
Hemorrhage 1% %
Digestive System
Diarrhea 29% 35%
Constipation 18% 4%
Vomiting 19% 21%
Gastrointestinal disorder % 6%
Endocrine System
Goiter 0% %
Hemic and Lymphatic System
Lymphocytes < 1500/mm’ 7% 82%
ANC < 1500/mm’™ 6% 18%
WEC < 3000/mm*™ 5% 16%
Lymphadenopathy 1% 14%
Metabolic and Nutritional Disorders
ALT (SGPT) > 5 times baseline™ 6% 19%
Glucose < 55 mg/dL 13% 15%
Total bilinsben > 2.5 times baseline 2% 6%
Lnine protein > 1+ 3% %
AST (SGOT) > 5 times baseline™ 0% a%
Weight gain 0% 4%
Weight loss 2% 4%
Musculoskeletal System
Myalgia® 28% 4%
Myasthenia 10% 13%
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Nervous System Cardiovascular System Spesch disorder 5% 2% baseling value), Elevations were also observed in AST (SGOT)
Dunness 28% 35% Vasodilatation 4% B% a 4% 2% and gamma-GT values m the BETASERON group throughout
Hypertonia 24% 26% Peripheral vascular disorder 5% 5% Spastic paralysis 1% 3% the study. In the BETASERON group, most ALT (SGPT)
Depression 24% 25% Chest pain A% 5% Comulsion 2% 2% abnarmalities resolved spontaneously with continsed
Anxiety 13% 15% Migraing % 4% Hyperesthesia % 2% treatment whereas some resolved upon dose reduchon of
Nervousness 5% 8% Hypotension A% 2% Amnesia % 1% temporary descontinuation of treatment
Somnolence * 6% Hypertension” 2% 4% Dry mauth ” 1% Lymphopenia {«1500/mm’} was obsarved in 90.9% of
Contusion % a% Palpitation % % Hemiplegia 2% 1% BETASERON patents compared 10 74 3% of placebo patents
Speech disorder 1% ki Syncope % 2% Thinkang abnormal 2% 1% and neutropenia (< 1400/mm’ was noted in 18 0%
Convulsion 0% % % 2% Myoclonus 2% 0% BETASERON and 5. 1% placebo patients.

Hyperkinesia 0% % Tachycardia 1% 2% Respiratory System
Amnesia 0% 2% Digestive System Rhinitis 3% 28% DOSAGE AND ADMINISTRATION

Respiratory System Nausea 13% 13% Pharyngitis 20% 16% FOR SUBCUTANEOUS USE ONLY
Sinusitis 26% 36% Constipaton 12% 12% Bronchitis 12% 9% BETASERON (interferon beta- 1b) should only be prescribed
Dysprea® % 8% Diarihea 10% % Cough increased 10% 5% oy lor following consudtation with) dnicians who ars eqedenced
Laryngitts 2% 6% Gastroententis 5% % Sinusitis B% 6% wn the dragnasis and management of multiple scierosis

Skin and Appendages \omiting 6% 4% Preumonia 5% 5% The recommendad dose of BETASERON for both relapsing-
Sweating” 1% 2% Dysphaga 5% 4% Dyspnea 2% % remitting and secondary-progressive MS pabents is (.25 mg
Alopecia % 4% Gastrointestinal desorder 5% 4% Upper respiratory fract nfechon 2% I% (8 MIL) injected subcutaneously every other day. Limited data

Special Senses Tooth disorder 4% % Asthma % 1% regarding the activity of a lower dose in relapsing. remitting
Conjunctivitis 10% 12% Dyspepsia 4% 4% Voice alteration 2% 1% MS patents are presented above (sea ACTION AND CLINICAL
Abnormal vision 4% ™% Anorexia % % Skin and Appendages PHARMACOLDGY, Cinical Trials)

Urogenital System Fecal incontinence % a Rash® 12% 20% In the secondary-progressive MS study, patients initiated
Dysmenarrhea 1% 18% Liver funchon test abnormal 1% 3% Pruritus 6% 6% treatment with half the dosa (4 MR 5.c. every other day) for a
Menstrual disorder* B% 17% Gastritis 2% 2% Shan disorder 4% 4% period of 2 weeks prior fo escalating to the recommended
Metroraga B% 15% Flatulence 1% % Eczema 4% 2% dose of 8 MIL {5.c. every other day)

Cystiis 4% 8% Sore throat 1% % Herpes simplex 2% % Efficacy of treatment for longer than 2 years has not been
Breast pain 3% % Colitis 2% 0% Alopecia % % demonstrated in relapsing-remitting multiple
Mencerhagia % % Gastromtestinal pain 0% 2% Acne 2% 2% scierosis. For secondary-progressive multiphe sclerosis, safety
Lirinary urgency % 4% Gingmitis % 2% Dy skin 3% 1% and efficacy data beyond 3 years are not availabée
Fibrocystic breast 1% % Hemic and Lymphatic System Subcutaneous hematoma % 1% To reconstitute lyophilzed BETASERON for injection, use &
Breast neoplasm 0% 2% Leukopenia® 5% 10% Breast pan 2% 1% sterke syrnge and resde to niect 1.2 miL of the dluent suppied,
Anemia 5% sl Herpes zoster 2% 1% Sodium Chionde, 0.54% Solution, into the BETASERON val
* sgnificantly assooated with BETASERON treatment (p<0.05 Ecchymosis 2% 1% % 1% Gently swirl the wal of BETASERON 1o dissolve the drug com-
Lymphadenopathy 1% 3% Special Senses pletely, do not shake. nspect the econsttuted product visually
It should be noted that the figures cited in Table 1 cannot Injection Site Abnoemal vision 15% 1% and discard the product before use if it contains parbculate
be used to predict the incidence of side effects in the course Injection site reaction 10% 46% Amblyopia 10% ™ matter or is dhscolored After panng
of usual medical practice where patient characterstics and Ingection site inflammation” 4% 48% Diplopia % 7% diluent, each mL of solution containg .25 mg (8 MIL) interferon
other tactors ditfer from those that prevailed in the clinical Injection site pain 5% % Eye pain 5% 4% beta-1b, 13 mg Abumin Human USP and 13 mg Manniol LSP.

trials. The cited figuies do provide the prescribing physician Injection site necrosis® % 5% Dtitis medka % % Withdraw 1 mL of raconstituted solution from the vial into a

with some basis for estimating the retative contribution of drug Injection site hemorrhage 2% % Conjunctivitis * % steribe syringe fifted with @ 27-gauge '/:-inch needle and inject

and nondrug tactors to the side effect incidence rate in the Metabalic and Nutritional Disorders Eye dsorder 2% % the soiubion subcutaneously Ses for sef-inpction indude

population studied. Peripheral adema 7% 7% Deafness 3% 1% abdomen, buttocks and Tighs. A vial | suitable for single use
2. Secondary-progressive MS: The incidence of adverse Weight loss % 2% Optic newritis 2% 2% only, unused portions should be dscarded (See BETASERON®

events that occurred in at least 2% of patients treated with SGPT increased 2% 2% Ear desorder 2% 1% [interferon beta-1b] INFORMATION FOR THE PATIENT

B MIL BETASERON or placebo for up 1o three years, grwhere Hypercholesteremia 2% 1% Tinnitus % 1% section for SELF-INJECTION PROCEDURE |

an adverss event was repored at a frequancy at laast 2% Musculoskeletal System

hegher with BETASERON than that observed for placebo- Myasthenia 4% 9% Urinary ract infection 25% 22% AVAILABILITY OF DOSAGE FORMS

treated patients in the secondary-progressive study, 's Asthealgia W% 0% \Urinary incontinence 15% B% BETASERON (inter feron beta- 10} is presented in single-use

presanted in Table 2. Adverse events significantly associated Myalgia* 9% 23% Uninary tract disorder 10% % vials of lyophili 2ed powder containing 0.3 mg (9.6 MIL

with BETASERON compared 10 placebo (p<0.05) are also Bone fracture (not spontaneous) 5% % Cystitis 9% % interferon beta- 1b, 15 mg Albumn Human USF. and 15 mg

indicated in Table 2 Muscle cramps % % LUrinary urgency ™ 8% Mannstol, USP BETASERON is supplied in cartons containing
Spontaneous bone fracture % 3% Menstrual disorder 13% e 15 vials of medication and 15 vials of digent (2 mi of Sodium

Tabile 2: Incidence of Adverse Events = 2% or > 2% Artheitis 1% 2% Increased urinary frequency % 6% Chiornide 0.54% solubon, per viall

Difference (BETASERON vs. Placebo) in the Secondary Jount disorder 1% 2% Metrorrhaga 6% 12%

Progressive MS Study Hervous System Urinary retention B% 4% Product Monograph avaibie upon tequest

Headache 41% 4% Vaginitis 4% 3% BI02MES
Adverse Event Placebo 0.25mg Neuropathy 4% 8% Amenarthea 4% 3%
n=358 (B MIU) Paresthesia 9% 5% Dysuria 2% 2% REFERENCES:
n=360 Hypertonia® % 41% Iimpotence 4% % 1 Dta on e Bertex Caradd inc 1939

Body 2s a Whole Abnormal gait % 34% Menopause 4% b 2 Product Monograph of BETASERON® jrfereron beta- 1h]
Asthenia 58% 63% Depression 3% 2% Menorthagia 4% 2% Berlex Canada, June 1999
Flu syndrome” 40% 6% Ataxia 23% 19% Nocturia 1% 2% 3 The NG Wutple Sciernsss Stugy Group and the Unversty of
Pain 25% % 14% 14% Vaginal moniliasis 2% 2% Brtsh Columbea MSMA Arafyss Group, Inferfercn beta- 10 0
Fever* 13% 40% Incoordinabon 13% 1% Kidney pain % 0% the traatmant of multple stieross: Fral outcome of the randomsed
Back pain 24% 6% Insomnia &% 12% 0% 2% contolied ral. Meuroiogy 1995, 4512271285
Acoxdental injury 17% 14% Vertigo 12% 8% Prostatic disorder 1% %

Chills* 7% 2% Emotional (ability 1% 8%

Pain in Extramity 12% 14% Paralysis 10% B% iy with BETASERON ent (p<0.05)

Infection 1% 13% Somnalence % 8% Seventy-fow (74) patients dscortmnued treatment due 10

Abdominal pain® 6% N% Tremar % % adverse events (23 on placebo and 51 on BETASERON iyecton 2260 32nd Avenue, Lachine, Québec HBT 3H4
Maiasse 5% 8% Swealing ncreased 6% 6% Site reactions were sor N with early

Neck pain % 5% Neuralgia % 5% of reatment n the BETASERON group companad to placebo

Abscess® 2% 4% Maovement disorder 6% 5% p<0.05). The highest frequency of adverse events leading to Mo b
Laboratory test abnormal 1% I% Sieep disordar 5% 6% discontinuation imvoled e nenvous system, of which depression BERLEX @
Aligrgic reaction 3% 2% Ariety 5% 6% (7 on placebo and 11 on BETASERON) was the mast common.

Chills and fever* 0% 3% Hypesthesia 4% 6% Significantly more patients on active therapy (14.4% vs making medicine work @
Thorax pain % 1% Nervousness % 4% 4 7% on placebo) had elevated ALT (SGPT) values (5 times.
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versus 3 and 2 mmHg iy twe 2.5 mg doses separated by a 2 hour
time: interval). Imwmmmmmmdmnmmumm
raratriptan. Significant elevation in blood pressure, crisis, as been raported on

Table 3 Treatment-Emergent Adverse Evants in Placebo-Controlled Clinical Triats Reported by at
Least 1% of Patients With Migraine*

Mypertensive
HremnMWEM;mmmmaMWﬂWmn Piacebo AMERGE 1mg | AMERGE 2.5 mg
AMERGE in pabenis vith SONTRAIND! fiumber of Pabients m 1024 1016
_DITICIJS]. Dl il s i i Hurmher of Mgrains Altacks Treated 1059 1267 1368
n i pressure, | § Polential
A&,ﬂmmnm«.mmmwu mm;mm:mm Mﬁﬁim iptan hd -‘----—- uﬂ:n i
RIGE, Tabiets are nof for use in Because 5-HTy agonists may cause coronary anery vasospasm, patients who Mgt o 1% 21%
maragermer of ophthakmoplegic migraine (see CONTRAINDICATIONS). Salety mwammm mummwwmawma » chest sensations” 1% 08 12%
and effcacy have ot been established for custer headache which i present in an okjer, preck ! angins betore recenving addiional doses, and should be montored electro- ; ; s
e poputn P . betgi kgl upper limb sensalions 0% 05% 14%
Contraindications: AMERGE (naratsi ) Tablets dicated in paients  other symptoms o signs supgestive o decressed arteral low, Such 35 ischemic bowel syndrome of g tore 15% 1% 22%
with history, symploiss, or signs of ischemic cardiaz, cersbrovaseular or perigheral vascutac Raynaud’s syndroms followng nacatnpan adminssiration should be evaluated for of yracmfe 3% P 7%
syndromes, valvutar heart disaase or cartiac arthythmias {especially achycartias). b addition, mdmnmosmqmmmmmrsmwmmma % ; i 5% 15%
palints with ofer significant undsrying cardovascalar disease (e.5., atherscleroicdisease,  Nowrolgic Condifons: Ca sl b aken to excude other el <erious pabemeL. o i k
congenital bear dissasa) should nat receive AMERGE. tschemic candiac syndromes include, bt condiaons b M“wmlwwmmmym * headtace sersations 05% 5% 1%
are nof limiled 1, angina pectoris o any ipe (0.9.. stable angina of efort and vasaspastic lorms Wammsmmmmmnammmmmrw *Pestictn 0% Lt W
of angina such as the Priozmetal's intarction, MIMWMMMWEWSMWHMMWMH Gastrointestinal
ischamia. Carebrovascular include, bul are nol limited lo, strokes of any  evalvng neuroiogiclesion For newly diagnased pafients or patients presenting vith * sl 62% 59% 63%
mﬂwlawmmﬂmwmsmmuum mmwuwmummmmsm the first * hyposalnation 03% 05% 1.0%
disgase, of AMERGE Non-Site Specific
anmm:-iunuhmmhmtmﬂhmmmw mmmmmnmwmhmmmm;mam -mmwm (118 15% 24%
MWWWMMMJ cmhhgummm &mmmmménmmﬁm  Thewm et desr 25 pan B oo ;
reported vasospastic reactions May als0 causa coronary wmwﬂm Tablets should be admenistered with caubon 1o patisnts AU,
vasospesm and thesa effects may be addiiive, the use of AMERGE within 24 hours before or afler of hegati: hunchion (see ACTIONS AND CLINICAL PHARMACOLOGY, CONTRAINDI- mmmmmmmwmm

treatment with ofer 5-HT, receplor agonists, ummmunmammm
methysargide) is contra

impaired renat
unmwmmmm RATION).

na study of nsyummhmm in healthy wlmasmhm&m
:quos.esaimm‘i i

mwmmmmmmmﬂwvwwmmm pafnerasstmuheumnd
that y octur folowing nend with AMERGE, They should be acvised nol o perom

Dosage and jon: AMERGE I ded only for
mmumdmmmmm nuldmtbeusedrmhﬁ:ﬁiy
Adults; The minima! ﬂmg?lemmmm&mlﬂss mg. The maxmum

recommended single dose
In three of the four studies, oplmalramnlmrl rudweammnm:lz.':wm 3

mmmmmummmmmmmw slaed tasks .. g o operat oecurs wlﬂmmfwmm choice of dose should be mate on an ingrical
Wmmma iy mmﬁ:m?nmmamnﬁsmwmwormmm ?‘;; 1he possile benefit of the 2.5 mg dose with the potertial for 3 greater nisk of adverse
¥ /] or any tspenzymes imvolved, as determined by i witeo studies, supgest that sgniicant drug interactions with
componeet of ths lormulation, MMEmuﬁMMMEMnﬁMmmmMWiMT&wAWMm "“mﬂmmm“gwmammgmmmmwaw
o o e gy o ramacyanc e AGE B s ) oo
uld only be used where a clear diagnosis ol migraine has  qidase inhibiors has not been Tmm mmmmggw;s
mmu, Engot-Contaring Drugs: Ergot-containing drugs have been reported to cause prolonged vasospasic mumw;mwmm“amgw alater stige.
fis L] fverts: AMERGE has reactions. Because there is 3 heoretical basis for these effects being additive, ergot-containng of erpat- I'amanlmml mmwmmmaﬁ{ Tablets, 2 serond dose should not be taken
mmwmmmmmwmm resemble angina  hype (ke diydiroergotamine are contrandicated within 24 hours of for the same 2ttack, 25 it & unliely 1o be
mnmmkmmmmumumm«m AMERGE admirsstraion {sez CONTRAU Renal diseasefunciional impament causes muwmaumm
vasospasm or myocardial fschemia. Rar cases of serious coronary events or have wm,mmmum&mmwl,mmmw AMERGE. Consequently, if trsatment is deamed adhisatis in the presence of renal impaiment, a
WMthm,WMMdbmm patients who mwnwmkmmmo{mmﬂ 4 theoretical passibility _mmmmmmmmummmmMumwwmmuw
have documenisd artery disgase L] wmmdm,mmdmmmz4mamuus in amy 24 hour period. i impasred pahents has not been evahuated.
is strongly " e hw::a;mrm“ coronary cortraindicatsd. dm Mnum;mmurmﬁf?m mrwmmeﬂ[crmnmmds
MM M presence Faclors fe.q.,  hyperchales:  (ither igs: Rare p mms mmwﬂhwm ILfmin} s
, obesily, strong family of CAD, female who s sargically r and incoordination falowing the comb WM{SSNI&M M&w wﬁrmdmmmamm
, o mals who Es over 40 years of age) unless a cardiovascular w,mmwmmwmnMWWmm:wm smos dase of 1 mmmmmwumaw 7my mgm
saisaclory clincal midence that the pation! i reasunably ree of coronary  parmsto, setling) bcycke of Ol drug wah T ay 24 oot peed, Acson f AVERGE okt vl severe hepali: impairment
artery and ischemic myocardial or other disease. i vy & d ity observation of the patient for acute and longrtem -Pugh grade G} is contraindicaled (see CONTRAINDICATIONS).
‘The sensitivity of cardiac o or redispasition msemsad-w ) ) mwﬂ&mm be used in patierts with uncorfrolied l;{p!ﬂmsinﬂ
n coronary arlery vasuspasm is unknown. I, during the cardiovascular evaliation, the patienl's Ina poputation ph kinstic study s ooy patients, homona : mmmmm mmmunemum

the dam‘zﬂuwhh
ﬂlmu- whumi

induced cardiovastular
dﬂmmﬂﬂ administrations,
Interminient jong-term users of ‘who have or acquire risk factors predictive of CAD, 25
WM should receive periodic interval cardiovascular evaliations over the coursa of

Ilm ‘wilh angina occur after the use of AMERGE, ECG evaluation should be
mnmuummm
is intended to reduce ihe hicelihood thaf patisnts with

g di far disease will be inadvertently exposed to AMERGE

coniraceptive rse was assoclated with a 32% detrease in nasatiplan clearance.

Tobacco: tn 2 populahion pharmacokmetic study in migraine patients. fobacca e was associated with
29 increasa in naratriptan clearance

Alohol and Food- Canical shadees did nmmnalarr,«ptwmmmm when naatigtan was
ardministered together with alzohal or food

Use in Pregrancy: The safely of AMERGE mmmmg human pregrancy has nal been estabiished.
AMERGE Tabiets should be used during pragnancy onty if the patential banefil Iha potential
nisk to U fetus. To manitor fetad outcomes of pregnant women expased to Gl Welicome

In, maitains a Naratriptan Pregrancy Registry. Health cae providers are encoutaged 1o register
patients by calling (800} 722-9292, ext. 39441

Use in Mursing Mothers: AMERGE andior its metabolites are distributed into the milk of lactating rats
{at 2 hours post oral gavage dosing, levels in milk were 3.5 times higher than matiemal plasma levels).
nmfnm. wihen considenng the adminstration of AMERGE Tablets to

THIFSNgG Wl
Uula?dhm Sakety and eflectivenzss of AMERGE Tablels have not been studied in children
undes 12 years of age. Use of the drug in this age graup i, therefore, not recommended.

mmwmmm 5-HT; Agonists: AMERGE can cause cononary anery
Serious ady vents, including acuts myocardial mfasction, e threatening
disturbances of cardiac ythm, mmmmwm;mmmm

adinistration of 5-HT; mnmammm. #)onists in patents with
Prmﬁ':u&wim m approoamiztely 3500 patients with migraine
mmnwmdhra}mnlm Tablets, lour patients treated with singis

umam%mmmmwmmmmm
‘with at Jezst one, whe took 7, mq ikety due 1o coanary vasospasm.

mam

of AMERGE Tablets at single dases of 0.25, 1.0 and 2.5 my was no!
mmmdhbegmﬂmphcﬁnmddmﬁsu?ﬂml Therefare. the use of the dug
o adolescents s not recommended

Use in the Elderty: The safety and sflectiveness of AMERGE has not been adequately studied n
mididuals ouer 65 years of age. AMERGE Tablets are known 10 be substantialy excreted by the
fadney, wnrsknfmmemmrsmmdnqmayhemanmmm
feduced renal function. fn addion, elderly patients are more kel lo have decreased hepatic hunction
fhey are at hizgher sk for CAD: and bood pressure increases may be mose pronounced in the ekdedy.
Chimical studies of AMERGE Tablets did not include patients over 65 years of age. Its use m this age
roup is, terefore, not recommended,
Test Interactions: AMERGE Tabists are not knovn to inferfere with commonly

mmmmmmnm In 2 number of cases. 1 appears possible that the
Wmhrmmprhwﬂumhmhmadmmmdnmmmwm
1he sympto of migraine, when they were not. it should be noted
wmmmmmmwmmummmg.mm

hemoithage.
wwmm mm{m!ﬂ}wﬂh mmmmm

dase of

Fad normal WH‘MI‘BQAT o e

narmal coronary arenas mmmmm
Migraine patients (n=35) free of candiovascul am_ of
periissian by positron emssion b ratngta 15mg|n!he
mm:wmmwmmamwmw

(=10%), mwmmq-mrmmm«mm biood
-1%]Themuofnusahmlm doses of

is not

MNM Wnﬁmmumm may aecur in patents
mmm&bﬁ.agmamhas REMMmbeﬂemwwhﬂinm
hypersensitiily reactins o drugs are more kel to occur in indiduals with 2 history of sensituay to
WW%Mﬁwimuﬁwmw pe
reactions. in patients  history of hypersensitivily
mwmmed Jmmﬂsmmmaw_

thty o sidphonamides
mmmimsmrmmmmw reactions other than
Cororiary arlery vasospasm. Extensive post mmmmmumamw.
agonist o be associated with rare occumences of peripheral vascutar ischemia and colome: tschemza
‘with abdominal pain and bloody diarrhea.

Incrazses in Bipod Pressure: Elevations in blood pressure have been reportad foflowing use of
AMERGE. A the recommended oral doses, the elevations are

conducied in normolensive patients (n=12) and i
reatment (n=12), the pressor efacts of AMERGE were greater in WM{W
fren increases in systohc and diastob blood it 6 and 4 mmbg in subjects
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mlum‘mu:m)'
Liabiffy: In one cin 'm;mobm?suhm&almmnhadmm
uraimﬂdhu responses typically associted with many
uralmemprndmdmm treatment with AMERGE (1-5 mg) than with
codeine (30 to 90 mg) memnammmmmmma&m
tevealed ro eddence of increased drug utiization
mmmwmmmamwmmmwmm

naratriptan, radioacthity wes detected in the eyes at 3 manths post-adminestration, a finding which
mmudmmummwunmmmmmmm
significance of this finding is unknown. No sysh
mmnmmmmmmmmwm
mmmmmmmwwmmmm

Adverss Reactions: Se fatal, have occumed

following the uge of 5-HT, a mmuwmmmmmmmw
fsk facors facorsprete ofCA0. v eord v e oy
il ischernia, infaction ehyearts,

‘shat hawa b

3¢ Reaciions: ms«tmm AMERGE {naratriptan
Iydrochlond) has been associated with sensations of heaviness, prmuebqrmmumm
may be intense. These may oocur in any part of the body including the chest, throat, neck. jaw and

upper mb.

Aguts Safely: The salety and of the 1 and 2.5 my doses of AMERGE were imvestigatad in four
placeba-contrulled chical trials in adult migraine patients. Tovo of these tises were of paralll groug
mwmummmﬁgﬂmnmmmumm
and volved the treatment of one dose group. The fourth study was a paraliet
qmpnﬂmmmwmﬂmmm In 3l studies, pabients who achisved
headache relief at 240 minutes post-dose, but experienced a worsening of severity between 4 and 24
hours post-dosing, were permitiad to take a second dose of double-biind medication identical to the
first

The overall incelence of adverse everts follovang dosss of 1 mg of 2.5 mg AMERGE (one of two
doses) were similar to placebo (28.5% and 30.2% versus 28.9% wath placebo). AMERGE Tablets
mmwmmmmmmmnmmmm
mast common adverse events fo occur at a higher rate thn in the placebo group were
mmmmzmmaav.mmawmwmwmszmmmx
with placebo). Table 3 ksts the that ceured in the four &

controlled clnica trials. &qmwmmmm%wmwmﬁwﬂﬁ
Tabkets 2.5 myg or 1 mg group and were mor frequent in that group then in the placebo group are
inchuded in Table 3. From thes table. 1t appears that many of these adverse events are dose relafed

A-28

l:nmuut MRGE?Smngmmn?anufmllwnlusmslmmdmmw
and the foliowing non-medicinal sodium; 0y
mmamwtmmm 2; mnmw mwwmmm
microcrystafing celiuiose; ttanium ditwide; and tracetin
maﬁEmumwtmuwmqmpamemmmmwmm
rmmdlwal ; lactose:

mu
anlwhm AMERGE Tablets 2.5 my are green film-costed, -shaped
embossed GACES o one mmﬂdmmmwwﬁm {4 bister packs inserted into
a carton), or bottles of 60 tablets.

AMERGE Tablets 1 mg are whits fim-coaled, D-shaped tablets embossed GXCES on one side.
avalable n blister packs of 2 tablets (4 blister packs inserted it a caron). or botles of 60 tabiets
Full product monograph is avalabie upon request

@Glam&m‘m Kline

GlaneSmithkling ing @
7333 Mississauga Foad Morh. Mississauga, Ontario LN 6L4
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0.5 mg and 1 mg Capsules (Nabilone)

ACTION

*CESAMET™ {nabilone} is o synthetic connabinoid with anfiemetic properfies which have been found fo be of
value in the monogement of some patients with nousea and vomifing associated with cancer chemotherapy, It
also hos sedotive and psychotropic effects.

After oral administration, comporoble peak plasma levels of nabilone ond of its carbinol metobolite wers atfained
within 2 hours. The combined plosmo concentrations of nabilone and of its carbinel metabolite accounted for,
at most, 10 to 20% of the totol radiocarbon concentration in plosmo. The plosma holfife of nobilone was
approximately 2 hours, while that of the totol radiocarbon wos of the order of 35 hours.

Of the two major possible metobolic pattways, steree-spexific enzymotic reduction and direct enzymatic oxidation,
the latter appears to be the more importont in man.

The drug ond its metabolites ore eliminated mainly in the feces (opproximotely 65%) and fo o lesser extent in
the urine {gpproximately 20%). The major excretory pathway is the bilory system.

INDICATIONS

*(ESAMET™ {nabilone) is indicated in adults for the management of severe nausea and vomifing associoted with
cancer chemotheropy.

CONTRAINDICATIONS

*CESAMET* {nobilone} s contraindicated in patients with known sensifivity fo morijuana or other cannabineid
ogents, and in those with a history of psychotic reactians.

WARNINGS

*CESAMET® (nabilone) should be used with extreme caufion in patients with severe liver dysfunction and in
those with a history of norrpsychotic emotional disorders.

*CESAMET® should not be taken with alcohol, sedatives, hypnotics, o other psychotomimetic substances.

*CESAMET® should not be used during pregnancy, in nursing mothers, or pediatric patients since its safefy under
these conditians has not been established. .

PRECAUTIONS

Since "CESAMET® {nabilone) will often impair the mentol ond /or physical obilifies required for the performance
of potentially hozardous tasks, such as diiving o cor and operating machinery, the pafient should be womed
accordingly and should not be permitted to drive or engage in dangerous tasks until the effects of nahilone are
no longer present.

Adverse psychotropic reactions can persist for 48 1o 72 hours following cessafion of treatment.
Since "CESAMET® elevates supine and standing heart rates ond causes postural hypotension, it should be used
with coution in the elderly ond in patients with hypertension or heart disease.

Drug Interactions: Potentiol interactions between "CESAMET®, ond diazepam; sedium secobarbital; alcohol; or
codeine, were evoluated. The depressant effects of the combinations were oiditive, Psychomotor function was
porficulorly impaired with concurrent use of diozepam,

Pediatric Use: The sofety and efficacy in children under the uge of 18 has not been established. Therefore the
use of *CESAMET® in this potient population is not recommended.

ADVERSE REACTIONS

The most !‘requmlll‘r]uhserved adverse reactions to nobilone and their incidences reported in the course of dlinical
trials were os follows: drowsiness (66.0%), verfigo (58.8%), psychological high (38.8%), dry mouth
(21.6%), depression (14.0%), otoxia (12.8%), blurred vision (12.8%), sensation disturbance (12.4%),
anorexin (7.6%), osthenia (7.6%), headache (7.2%), orthostatic hypatension (5.2%), euphoria (4.0%) and
hallucinations (2.0%).

The following adverse reactians were observed i less than 1% of the patients who were odministered nabilone
in the course of the clinicol triols:  tachycardia, fremors, syncope, nightmares, distartion in the perception of
time, confusion, dissociation, dysphoria, psychotic reactions and seizures.

Spontaneously Reported Adverse Reactions: The following odverse reactions listed in order of deceasing
requency by bady system have been reporfed since "CESAMET™ hos been marketed. Al events are fisted regardless
of cousality ossessment,

Blood and Hematopoetic: Leukopenio

Cardiovasculor: Hypotension ond tachycordio

Fye and For: Visual disturbances

Gastrointestinal: Dry mouth, nouseo, vomiting, and consfipation

Nervous System: Hallucinations, CNS depression, CNS stimulafion, atuxia, stupor, vertigo, convulsion, and
circumorol poresthesio

Psychiatric: Somnolence, confusion, euphoria, depression, dysphoria, depersonalization, anxiety, psychosis, and
ematianal lability

Miscellaneous and I-Defined Conditions: Dizziness, headache, insomnia, abnormal thinking, chest pain, lack
of effect, ond foce edema

SYMPTOMS AND TREATMENT OF OVERDOSE

Siins and Symptoms: Signs and symptoms which might be expected to occur ore psychotic episodes induding
hallucinations, anwiety reactions, respiratory depression and coma {experience with cases of overdosoge of more
thon 10 mg/dn\r hos not yet been reported).

Treatment: Overdosage may be considered to have occumed, even o prescibed dosages, if disturbing psychianic
e 4

symptoms ore present. In these cases, the pofient should be observed in o quiet environment and supportive
measures, including reassurance, should be used. Subsequent doses should be withheld until patients have
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returned to their boseline mental status; routine dosing may then be resumed if dlinically indicated. In such
instances, o lower initiafing dose is suggested.

If psychotic episodes accur, the patient should be manoged conservatively, if possible. For moderate psycholic
episodes ond onxiety reactions, verbal support and comforting may be sufficient. In more severe coses,
antipsychofic drugs may be useful; however, the utility of anfipsychotic diugs in connabinoid psychosts hos not
been sysrernuﬁﬂ:ﬁif,I evaluated. Support for their use is drawm from limited experience using antipsychatic ogents
to manage connabis overdoses. Becouse of the potential for drug-drug interoctions (eq, odditive CHS depressant
effects due to nabilone and chlorpromozine), such patients should be closely monitored.

Protect the patient's irwoy and support ventilation ond perfusion. Meficulously monitor and maintain, within
acceptable limits, the patient's virursigns, blood gases, serum elecholytes, efc. Absorpfion of drugs from the

ostrointestingl tract may be decreased by giving ocfivoted chorcoal, which, in many coses, is more effective
%mn emesis or lovage; consider charcoal insteod of or in oddition to gostric emptying. Repented doses of
charcool over time moy hasten elimination of some drugs that hove been absorbed. gﬂfegutld the patient's
nirway when employing gastric emptying or charcoal.

The s of forced diuresis, peritoneal dialysis, hemodialysis, chorcoal hemoperusion, or cholestyromine hos not
bieen reported. In the presence of normal renal function, mast of o dose ﬁﬂuhilune is eliminated through the
biliory system.

Treatment for respicatory depression and comatose stute consists in symptomatic and supportive theropy.
Particular attention should be poid to the occurrence of hypothermin. If the patient becomes hypotensive, con-
sider fluids, inotropes, and,/or vasapiessors.

DOSAGE AND ADMINISTRATION
Adults:

The usual dosoge of "CESAMET® (nabilonie) is 1 mg or 2 my twice o doy. The first dose should be given the
night befare inifiating administration of chemotherapeutic medication. The second dose is usually odministered
1 10 3 hours before chemotherapy. If required, administrotion of "CESAMET™ can be continued up to 24 hours
after the chemotherapeutic ogent is given. The maximum recommended daily dose is 6 my in divided doses.

"CESAMET* is ovailoble in 0 0.5 mg strength for dose adjustment within the therapeutic range. Dose ndjustment
may be required for the purposes of response ond tolerance in individual potients. Overdosage may occur even
ot prescribed dosoges, it disturbing psychiatric symptoms are present, In these coses, the potient should be
observed in o quiet envionment unﬂ orfive megsures, including reassurance, should be used. Subsequent
doses should be withheld until potients have retumed to their baseline mental status; routine dosing may then
be tesumed if cinically indicated. in such instances, o lower inifiating dose is suggested.

‘CESAMET™ contains nabilone in a capsule dosage form ond is intended only for orol administration.

STRUCTURAL FORMULA AND CHEMISTRY
Molecular Formula:  (4H3405

Molecvlar Weight: 372

USAN: Nahilone

Chemical Name: ~ trans(+)-3-(1,1-dimethylheptyl)-6,60,7,8,10,100-hexohydra-1-hydroxy-6,
t-dimethyk9H-dibenzo(b,d), pyron-9-one.

Description: White crystalline powder

HaC _cH

HO 3 CHs
Qg T
O
CHs
H CH2

Composition

Each 1 mg "CESAMET® copsule contains 1 mg of nabilone, storch, povidane, gelafin, FD&C blue #2 (indigo
carming), red iron oxide and fitanium dioxide.

Each 0.5 mg "CESAMET® capsule contains: 0.5 mg of nabilone, storch, povidane, gelofin, titonium dioxyde,
D&C red # 33, DRC yellow # 10, FORL red # 40.

Stability and storage Recommendations
Store at controlled room temperature ot 15-30°C.

AVAILABILITY

*CESAMET® 1 myg capsule: each No. 2 hard gelatin capsule, opogue blue cop and white body, imprinted ICN
logo on the cap and 3107 on the body, contains 1 mg of nahilone ond are available in bottles of 20 copsules.

*CESAMET® 0.5 mg (uﬁtsuh: eoch No. 4 hord gelatin copsule, opoque red cap and white body, imprinted ICN
|u?c an the cap and 3102 on the body, contains 0.5 mg of nabilone and are ovailoble in bottles of 50 cap-
sules.

"CESAMET™ (nabilane) legally is considered to be a narcotic and is subject to the controls which opply to
thase drugs.

References
1. Cesomet (nobilone) Product monagraph. Voleant Conadn Limited.

2, Grotenhermen F and Russo E. Connobis and Connabinoids: Phormacology, Toxicology and Therapeutic
Potential. The Haworth Press, Inc. 2002: xxviii.

Product Monograph available upon request
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Make a difference to
your profession and
become a CJNS reviewer

The Canadian Journal of Neurological Sciences
(CINS) is always looking for talented and
skilled reviewers to submit timely and high

quality reviews of manuscripts. Without
these volunteers, the journal cannot maintain
a steady stream of high quality, informational
articles relevant to readers.

Reviewing for CINS supports Canadian clinical neurosciences.
Make it your top refereeing priority.

The Benefits of Becoming a Reviewer:

¢ An annual record of all your refereeing contributions for
academic promotional purposes.

¢ Your name included in the “Thank you to Reviewers” list in the
February issue of CJNS.

e Eligibility for the “Distinguished Reviewer of the Year” award,
recognizing extensive, timely and high quality reviews.

» Reviewers who regularly contribute to the CJNS are considered
for the editorial board.

e Credits towards your Maintenance of Certification.

e Serving as a CJNS reviewer supports your journal and Canadian
clinical neurosciences.

Please email journal@cins.org. Include your name, address, and
area(s) of expertise and a CJNS representative will contact you.

KING MEDICAL

THE CANADIAN
ELECTRODE PLACE

* AMBU Blue Sensor * Neuroline

* CHALGREN Needles * Bar/Ring/Clip
s KENDALL Adhesive » NuTab

¢ KING MEDICAL Cables & Adapters
* MAVIDON Lemon Skin Prep

* MEDTRONIC Mono/Conc. Needles

* PARKER LAB. Electrode Paste

* RADIANT Infrared Skin Thermometer
* 3M CANADA Micropore » Transpore
*D.O. WEAVER Ten20 « NuPrep

Bo-ject™ « Chalgren ¢ Inoject™
Large stock of Hypodermic Needles

Tel 905-833-3545

Fax 905-833-3543
E-mail: soren@kingmedical.com
Web Site: www.kingmedical.com

King Medical Ltd.
145 Kingsworth Road
King City * Ontario L7B 1K1
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AMERGE". Demonstrated
long-lasting migraine relief
with just one dose.”™™

Headache relief maintained
over 24 hours (in patients not
requiring rescue medication
or a second dose')

Headache relief = reduction of moderate or severe pain
to mild or no pain'
 Significant migraine relief beginning 60 minutes post-
dose (p<0.001 vs placebo)'
Q) Among patients not using rescue medication or a
second dose of study medication, headache relief was
maintained for 8, 12, and 24 hours in significantly mare

m= AMERGE® 2.5 mg (n=586)
mm placebo (n=602)

Percent of patients with headache relief

0 T r + T T T
0 4 8 2 16 20 % patients (p<0.05 vs placebo)’

Time (Hours)

Adapted from Mathew et o/ Double-blind, placebo-controlled, randomized study of AMERGE® (2.5 mg, n=5%0) and placebo (n=606 patients)’

* Usual single adult dose: 2.5 mg daily*

+If migraine returns or if there is a partial response, initial dose may be repeated once after 4 hours (max 5 mg/day). Maximum recommended single adult dose: 2.5 mg.
Total daily maximum dose: 5 mg.’

Minimal effective single dose: 1 mg. Dose adjustment recommended in renal and hepatic disease. Patients with mild to moderate controlled hypertension should be treated
cautiously at the lowest effective dose. Use in children (<18 years) is not recommended.’

AMERGE® (naratriptan hydrochloride) is a selective 5-HT, agonist indicated for the acute treatment of migraine attacks with
or without aura. AMERGE" should not be used prophylactically. AMERGE® is not indicated for the management of hemiplegic,
basilar or ophthalmoplegic migraine. Safety and efficacy have not been established for cluster headache.” The safety of treating,
on average, more than four headaches in a 30 day period has not been established.”

AMERGE" is contraindicated in patients with history, symptoms, or signs of ischemic cardiac, cerebrovascular, or peripheral
vascular syndromes, valvular heart disease or cardiac arrhythmias. In addition, patients with other significant underlying
cardiovascular diseases should not receive AMERGE®. AMERGE"is also contraindicated in patients with uncontrolled or severe
hypertension.

The most common adverse events occurring at a higher rate than in the corresponding placebo group were malaise/fatigue
(2.49% versus 0.8% with placebo) and neck/throat/jaw sensations (2.1% versus 0.3% with placebo).’

References: 1. Mathew NT et ol Naratriptan is effective and well tolerated in the acute treatment of migraine: results of a double-blind, placebo-controlled, crossover study.

Neurology 1997,49:1485-1490. 2. Product Monograph of "AMERGE® (naratriptan hydrochloride), GlaxoSmithKline Inc., May 2004.

"AMERGE is a registered trademark, used under license by GlaxoSmithKline Inc.

@GIaxoSmithKline
-

https://doi.org/10.1017/50317167100116336 Published online by Cambridge University Press For brief prescribing information see page A-28


https://doi.org/10.1017/S0317167100116336

NEW

Once-a-Day
REMINYL ER

It’s Time To Take
Another Look at REMINYL.

REMINYL is now available in a once-a-day formulation: REMINYL ER!
Consider new REMINYL ER as initial treatment in AD.

REMINYL ER (galantamine hydrobromide) is
indicated for the symptomatic treatment of
patients with mild to moderate dementia of

the Alzheimer’s type. REMINYL ER has not been
studied in controlled clinical trials for longer
than 6 months.

The most common side effects (vs. placebo) in a
clinical trial were nausea (17% vs. 5%), dizziness

REFEREMNCE: 1. REMINYL* (galantamine hydrobromide tablets), REMINYL* ER
(galantamine hydrobromide extended-release capsules) Product Monograph,
JANSSEN-ORTHO Inc., April 8, 2005.

@ 2005 JANSSEN-ORTHO Inc. * All trademark rights used under license

?,:—\ JANSSEN-ORTHO i
h
19 Green Belt Drive, Toronto & *

ROJADSD820E
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(10% vs. 4%), injury (8% vs. 6%) and headache
(8% vs. 6%). For patients who experienced
adverse events, the majority occurred during
the dose-escalation phase.

There is no evidence that galantamine alters the
course of the underlying dementing process.

galaniamine HBr _

B =
5 Reminyl £
New Once-Daily:
It may change your mind.

For brief prescribing information see page A-23
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