Once-a-day

Aricept

PHARMACOLOG CLASSIFICATION: (%cnectaest ntiitor ACTION AND CLINICAL PHARMACOLOGY: ARICEPT {dooepeil hydrochinnids) s & pgeniine-based, rversil
inhibitor of the eszyme acetykchalinecterase (ACRE). A consishant patheiogical change in Wheimar's ditasse & th degesaration of ehainergi neuranl pathays that
geniect from the basal Yoeshrain b the cerebral coren and bippacampus. The resultng hypelunction of fhese pathways i theught b aconent fr some of the cinial
sanistafions of dementia. Donspeni i postulsted t exir it therapeutic efect by eshancing cholisergic funchion. This is accomplshed by increasieg Be conceniration
of acetychoing (ACH) through reversbie inbditon of ts ydeolyss by ACKE. I thi proposed meckasism of action is oo, donepeais efect may lessen as the Goaase
process avances ind hewer choliergic neurans temain hunchonally intac. Thene is m evidance that donepaai aliers the course of he endériyng dementieg process.
(NDRCATIONS AND CLINICAL LSE: MRICEPT (danepend yirockione) s indicated fr the symptomaic teamen of pabents wih mi--moderale demeniia of e Ahemer's
tipe. Efficacy of ARICEPT in pasients with mild-to-moderats Alzheimar's disease was establishad in bwg 24-week and oae 54-week placebo-controllag rials. ARICERT
{aklels shewid otdy be prescribed by (or faowing consaltation with) cisieiazs who ase expenenced in the diagnosss and management of Alzhesmer's disease.
CONTRAINDICATIONS: ARICERT (danepeal hydrochionide) i eontsaindicated in pabisets wilh known Bypersensiily to deaepezi hyisochloride o to pipenidne derhalnes.
WARNINGS: Anesthesia: ARICEPT {donepead bydrochiori. a6 2 cholinesterase inbibtor, is Mzl fo exapperate succinyicholioe-fype musch rekaxzbon dunng anesihesa.
Nearalogical Conditions: Salzares: Some cases of settures bave been reported with fhe wse of ARICEPT in chnical trals aad from spontaneous Adverse Reaction
repicting. Choliomimets an cause 2 redechion of seszwe reshild, increasing the sk of seizerss. However, Seure actly may alsy be  mandestation of Neheimer’s
desease. The riskhenshil of ARBCEPT frechment hr petients wih 2 history of sézure disortier must Serelone be canhully evauated. ARMEPT has ot been studed i patents
with non-Alhemer demanisas orindiduaks wilh Parkcnsonian features. The fficacy and safey of ARICERT in these patiets ars uricncw. Pulmiary Conditions: Because
o their choknommetc action, cholvsterass ishibiers should be preserbed wih care 1o patisnts wih  hiskory of asthmg or ghstrtive pmoniary disease. ARICEFT has
1o been sudied in ptients under ireament Jor Bese condiions and should theredos be used with pariclar caution in Soch patiects. Cafivastar: Because of e
phammacokygicd acfion, choiederase nhibkors may have vegulonic efects on heart ral {2, bradyeanda). The potental for i action may be parfiory important i paents win
“sik s Syncrome” o offer sepeavesiriouy andx; conducfion condions. In cinical ks, most patlents wih erous canfnesoudar conditors were excid, Pabents suth 25
ee Wil corroled hyperension (D8P45 mmig), rght bunde braech bockage and pacemakers were inckuded. Thereive, caubon shoukd bt i aging patients with ke
cororey irtery tsease and congestie heart e Syncopel eplsodes Rave been repcred i associahon wth e use of ARICERT. R s recommended that ARICEPT shosk nat be
s i palins Wi cania codochon abonrmaltes evapt forriht bundi banch k] icuing *sck i synoe” and hose i unelaned sycopel episodes.
Gastislestial: Through thei primary ackon, cholesteras nbiblors may b expected b mcrease st i screion B 1 nceased hofinrgc cty, Theekr,
patins 2 ncreased ik fr deveoping ulers &1 s wih  Bislory o e iseand or those recehang covcumeat sovsternical ant-afammaiory trugs (HSAIDs) ichuding
Pighdnses o actfabeyic acid (ASA, shutdbemandsced for symplamsof actveor ol gaseitetical e, il st of RMDEPT beve shown e,
g e i e icdence ofmther paplic icer hsease o gustrintesting boeding e ADVERSE RENCTIONS sectios). ARICEPT. a3 2 predictabis consequence ol s
pharmacolpical prepertie, has hean shown ba pendace, in costrodled clisicalirialsin patients wilh Alzheimer's disease, dairhe, rausta ind vosing. These efacts, when
they aceur, appear mare fequently wilh the 10 mg dose han with the 5§ mg dose. b mast cases, these effacts have usually been mild and ransient, sometimes lasting
113 wesks aad have resobved during continged use of MRICEFT (Ses ADVERSE REACTIONS secton). Treatmest with the 5 my'd duse b 4-6 weeks priot o inceeasing
{he dose b 10 myd i associated with a lower inidence o gastrointestinalintelerance. Gewilamriary: ARSough eot abserved n lincalats of ARICEPT, chofinomimetics
may casse biaddes outfiow obstrection. PRECAUTIONS: Cancomitaat Use witk Other Drugs: Uise wih Anfikafinengics: Because of iheir mechinism of acton, cholinesterase
Inibitys Save he potesia b inderere with the actvty ol anticholimepic medicatins. Use wilh Cholinomimeties asd Olber Choliseslerase Inbibiles: A synargistic effect
gy e expectd whes chelinestasse intibiors 2 iven eoncurenty with uccinyichoing simi nearomysculas bl aests b cholimeric agonists such 25 belhanéchel.
Use with Qther Prycheactive Drugs: Few patients i conirolied rinical rial rceived neurolepics, asbidpressants or andicoevutsants, These & thus imited informafion
cgeozmiag the imteracion of ARICEPT with these crugs. e d Patienls 2 85 Years O: In contrlled chinical stodies with § and 10 mg of ARICEPT, 336 patients were
etwegn the ages of 65 i 84, and 37 patieots wese aged 85 years ot ok In lzhemer' deseass pabienls, nausea, Garrhea, waming, irsomni, Fasgus aad anorexia nceeased
it e age e the incafence appeared 1 e greshe in female atets. Since choinasterzse inibdors a5 wel a5 Mheimer's dsezse can b assonated with sinifcant
waight s, cauton i advedregaring he use of ARICER i o body weight ey paeets, especiay nthas 285 yars . s i Elderly Patents with Comorbid
Disease: Thar 1 e salety iformatio v ARRCEPT in pations with mi-o-moskrats Aheimats disease and sigoficant comurbidy. The use of ARIGEPT i Aleimer's
disease petiénts wilh chroma nzsses common aminng the gerizt popelation, shouid be coasidared only afer carehul riskbenefit assassment and inchde cose musiloring
Yo atverss events. Cashion s adised regaicing e oge of ARICEPT doses above S mg in this patiet paguaion, Rewally- and Hgaficatly-Impaired: There s imitednfomation
Tegaring e pharmacokingtics o ARMCEPT inreall-and hegatcabimpaired Aiheimer's disase paiens. Close monioring foradverseefects n Alchemar's isease pabients
Wi renal o Degafi dsease being traated with ARICERT i terefore recommendead. Drm-Drog Msbracioms: Pharmacikingic stofies, Smied I shor-erm, singh-dose
stufies 0 youag subiecs evaleated e potental of ARMEPT for ntaction wih haophyling, cmetidne, warferia and digocn adminisiraion. No signficant efacts on fhe
pharmacniineticsof these dugs were obsenved. Simdar studes in kel pabients were ot done. Dy My B o Plasms Prtiing: O isplaosment sadies fave
been performed in vitry Betwen dosepazi, & highly dound drug (36%) aed other drugs such s furosemie, dignon and warkaria. Danepenil &t coscenirations of
103+ 10 yimL it affect thebinding of foeosemide {5 yimd, dignuin {2 ng/md ) and wartaris (3 pp'mL to human albumin. Similary, th binding of danepeail bo humin
humin was ot afected by orosemid, o and wartin. e of ARICEPT aw the Metabotica of Olber Orags: In viro stuies show a ow rateof donepecd bnding by
CYP 3 and CYP 206 isoenzymes (mean Ki abot 5313 M), which, gvea the therapautic plasma cosoenirations of anepeail (164 nl),indicales it likeihood
o intereeances. In 3 phamacolingss sty ievolving 18 heakiy wbusteers, the adiistration of ARICEPT af 2 dose of S moid for 7 days had oo clically significant efect
o0 e phamatakingfics oftefopneaznde. No ofher clnca friss have been condiciad to imvestigas the efzctof ARICEPT on fhe ciearance of drugs metabofzed by CYF 34
g csapeide tertenating] or by CYP 206 f. g, imgramine). s notknown wheshes ARICEPT has ary potenia for enryme inducion. ik Dt Crugs o e Nelbolizm
OV ARYGEPT Cloconazl nd qiiding, nkibior f CYP 450, 4 and 208, espece, i dosepedmataboi i, pharmacoeic sy, 8 ety unteers
seceved S o ARICEPT togther with 200 mi ketcosanoefar 7 days. 1 thes vluneers, mean doseges plasma ncentrations wer nceased by about 3H36%.
Inutezs of CYP 206 and CYP 34 (&.0., phenybein, carbamanepine, deamethasone, mmmwmmmﬂmmmmum
Pramaclinei shufes damoastrted ha the meaboism of ARIGEPT t ot sigefcanty fecedty ionof o o cimelisng. Use i Praganey
and Worsing Mofbar: T safety of ARMEPT during ragrascy and fctation has no beea setabished and herefor, it showid sal b wsed i women of chilibearing pandl
o it nuring mfhers uries, i th opinion e physicin, the poteatil benefts 1 th pient cubeigh th posibis harars n the s o et Teatoegy shcies
condacted is peeguast rats ot doses of v Yo 16 mg/ky/t asd in pregaant rabbids a8 deses of up 1o 10 myepld d ot disrlose any evideace foe & lsalogeric pobentil
of ARICEPT, Pedtalric is: These ase no adequate and well-controfed triak 1o Gocument th saety and efficacy of ARICERT i any ilnass ocpurring in chidrea. Therefore,
RICEPT i ot recommended for use imchildrea. ADVERSE REACTIONS: A lota of 147 pabieats with mil-tn-moderate Alzheimer's disease wese traated n coatrolled cleical
st with ABICEPY donspeai ydeochiorige]. Ofthse patiens, 617 (B2'%) complted he stuies. The meas duration o reameed for 2 ARICEPT ronps was 130 days
(range 1-355 days). Adverse Events Leading t Disconfingating: The rates of iscontinuation from coatroled chnica g of ARICEPT g to adverss eveats for the ARICEPT
5 i eatmen gronps were comparable 1 those o placebo-reatment groups o approimetely S%. The rale of isconimuation o pieats who rcefed e 10 mpld
ose after daly 1wk intiz treatment with 5 moid ARICERT was higher 2t 13%. The mast commeos adverss veats leadiag bo drscontinahion, defined a5 those occurring
Tt last 2% of pabents asd af wioe the icidence seen in placebo patients, ase shown in Table 1,

Tabl 1, Moot Frequent Adverse Evets Leading 1o Witirawal from oatroled Cliical Tals by Dose Gronp

Dase Gromp Placeba § gl ARICEPT 10myi ARICEPT
Namber o Pafients Randomized £ K] ki
Eveets® Disoantinging
Mausaa % (L] k]
Darrea ] <% b
Vomtny % da% el

st Freqoe Adverse Clinical venis S0 i Associaton with e Use of ARICEPT: The most comman averse vents, debined a5 hose oocumng af & ey of o st
% i patel rceving 10 m and tice e b cat, ae gy pradid By ARNGEPT cholamimetic efct. Thse e eassen, Gnhe, nsi, Vo,
s eram, s and anoreta. These afvers s e o of il inensdty and ansiet. esoking durin corfineed ARICEPT reatmet wilkout th meed for dose
madizion. Ther is avence I supget that {h feguencyof ese commgn advers evens may b affecte by te durionof tresment it a0 it 5 daly s prioe
1o icresin e doss 1 10 . Ao open-abel sty was canducted w260 patients who recfved paceb n e 15-and Jhwesk st Thesepatients recivd
.5 miyd dose for § weeks prio tn iniiating reatmeat wth 10 mp'd. The raes of commn adverse events were kower than those seen in controied ciicaltial pafients
who recenved 10 mgd after oaly & 1-waek nitial breatment period with & 5 my daily dose, and werk comgarable tn the rales noted in patiants tieated only with
§ mg/d. See Table 2 hor a comparison of the most commoa adverse events followiag 1- and -week initia! ireatment periods with 5 mp/d ARICEPT.
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mmmwmmdmms&;ummnmmmmmwmmmmnmm
e e of ccorence was greter for ARICEPT fhan placebi-assigned patiets | general, e events ctured mare regusndl  female patents and wih thanceg .
Table 3. Adverse Events nportein Contoled Cloical iy in af Loast 2% of Pafiens Recewing ARICEFT and l a Higher Frequancy Bian Placebo-Treated Patienls

Platehe ARICEPT Platebo ARICEFT
m 1= =M m =35 =1
Pertast of Patiats with any Adverse Evert n H Welabalic and Nutitiona!
PR Weig D | 1
Headacke ] 10 Masealoskaleta) Sysiem
Pain, Various kcations i § Muscie Cramps 1 i
Posient B 7 Hethetis 1 1
Fie 3 5 ——
Cartinmastular System lesomaa § §
Spoe | 2 e ; i
O yten Dgesin d 3
Yawsza ] Absormal Dreams ] 1
Drhes § ] Somaglence 4 1
sty 2 gt
oo i i Fraquest Unaton | H
Hemicand LymyhalSyeas
Ecchymosis 3 4

Oter Adverse Evets Observad Doring Clinea! Trial: Dun the pre-maricting pse, ARICERT has heen admnastiad t over 70 s for v gt of e g
cimical trials woridwids. Agproximately 1200 patients Rave been treated for ot least 3 moaihs, and more than 1000 paients have bees reated for al \east § mosdhs
oo and ncoevole s he Ui St ik aproimately S0 pains, Inreards b the hghest doseof 1t i popltie incutes 650 patiss
ez e 3 ments, 475 patiets treated e 6 manths and 115 patiats trated Jor over 1 yeat The range of patieat exposure & from 1 % 1214 days. Trestment emergent
signs and ymploms fha pcruned during 3 placebo-conralied el s and  openatel il werz rcvded a5 e vl by the il vt asing
tesminglzqy of ther own chogsing. To peovids an verel estimaz of the peooorton o Individuals havieg similar fypes of esents, the studies wire ategrated and the venls
et yaupe i 3 male b o tidondae caiaqrie usig 2 maded COSTART ionary and even equencis s cadiad acnssa sudes. Thse cagoes
% used i the fising bekow, Th frequencies epreseat he propovtion of 900 pabents rom ese i who expanenced hat vt whi racevng MRICEPT. AD adere vt
oceurring & least hwce are inchaded. Adherse eveats aliady fsted i Tables 2 and 3 an not repeata bere (Le, events ccouming &t an inodence »%). Also enchidsd are
COSTART tems o genesa & be idormatie, or events ey kel I be dugraused. Events ane chasaified by body system and fstd a5 couming in 21% and 2% of patests
fie, 100 by 210 paents: o) i 1% ofpaents (L. in 10ty 10000 e ). hese aherse et ae it eowssarly ekaed o ARKEPT
Irestment 2nd 1 mos? cases were observed af 2 il requency in pacebe-beated patients in the contolled studes. Mversa Events Occoming in 21% and 2% oe 1% ol
Falieot Receiving ARICEFT: Body a5 2 Whol: [21% and «2%) infuenca, chest pan, oolhache, 1%) fever, adema face, periorbitl edema. hemi i, abscess, ool
chills, generaioed coldoess, head huiness, head pressure, istiessness, Garfiovasoutar Sysiom: (21% and <2%) hyperteasion, vasodiation, atred forilation, bot Rashes,
hypetession; (<1} anginz pectors, postural hypotension, myocard ifaction, pramatuse wericular coriraction, anytheia, AY Block (Tt degre), congestns bear
Tasure, arkenits, bradycandi. perghesal vasiular disease. supravestricular achycandia, deeg ven Sheomboses. Dipestive Syshear (21% and <2%) lcal mconimence,
gastrontesteal beeding, bloating, epigestric i, 1% erecation, qingivils, mcreased appelie, Ralence, periodontsl abscess, chalelthiass, dhvtiuits, droolng, &y
mouth, fever sore, gastl, imlabe eolon, fngue edema, epigasiic disess, astventerts,inreased bansaminases, hemorroids, ees, increased st pundics, melena,
poiytipsa, dundesal e, stamach ulce. Enfoerine System: c1%) &abetes meitus, qoiter, Hemic & Lymphalic yslem: (<1%) asemia, hrssbocylhenia,
theombacylngeni, eosinophia, erythrorytopesia. Metabatic and uifiowal Disordes: (21% and <2%) debydrabon; {<1%) qout, hypoialeniz increaseq craating Kinuse,
yperghyoemia, weight acszase, mcreased laciale debydrogenase. Mascolesteletal Syt (21% ind <2%) bone iaches, [¢1%) muscl weakmess. musch hscicubtion
Nerwoes Syadem: 1% ind <2%) ausions. fremo, ey, pavesthesia, anqression, vertqn, atania R increzsed, estiessness, aboormal cryieg. nenvpesness, iphasi.
[«c1%) erebrovascutar accident, intracrasial bemerrhage, transieal ischemic attack, emotional ability, nesraig, coldness (iocaied], muscie spasm, dysphoria, gad
abmomity, hyperions, hypokinesiz, neyrdematies, numiness (iocaiced), paranve, dysarhria dysphasia, hostity, decreased i, melanchol, ematon! witdraal,
mpmmwmmmm}mmmmmmmwmmwm plmgary
ypoia, pharyeghs, ety pumonarycolaee, seep o oo, i and Appendages (21% s 25%) sbrasion s, Gaphovests, i
(%) dermatitis, erythema, skin discoloration, hyperkeratosis, slopecia, tangal dermalitis, herpes zoster, hirsatiosm, skin strize, might Sweats, shia yleer
Specal femser: (1% and %) cataect, ey ieviion, blved viio, (¢1%) iy eyes. Jaucoma, eariche, it bepharts, decreased bearng, reingl emarrhage, o
enfema, o medi bad st conpinctval hemorhage, ear buring. mofioe sk, Spals belor eyes. Urmpeaite Syt 1% and <% urivay inconfinence, nochriz
(e 1%)dyari, e, urinry ey, g, cysts,esess, rosate yprrghy, pyeloneghns, il t ey Dader,beast Feadencss, oyt
breast, mastiis, pyura, renal G, vaginits. Loag-Tarm Saley: Paents were exposed 10 ARICEFT in 7 open-abil tension stes o = 885] of owe 2 ymars. In 1 of e
Sdfes, 753 pablrts who previously completed 1 of 2 placebo-contsolld shuies of 15 o 30 wesks duraton continged 1o recetve ARICEPT and wers evauated for saley and
neueopsychokoica evaladtions for up b 152 wesks; the salty profe of ARICEPT i s extension sty remained consisiant wifh thal igerved in placebe-covirole s,
Fellowing 1 and 2 years of teatmend, 76'% (0 = 561) and 45% (5 = 374) of these patints, respectrvel, were 54l recaiving therapy {cumatree Waeks 46 and 106).
Poct-marefng Repor:Vouetry rpors of avrs vt bmporaly asovited wih ARICEPT fa K been rceniedsioce e induction the e ot e ahie,
and Mt thess is inaskpuate datz b determioe the causal ralaisnship with the druy inclo the loowing: abdowming pain, agittion, cholerystits, conbusion, comvedsons,
alcinaons,beat Bk f s}, emoltc asemia, bt byponabreniz, pancaaits, an rsh, DOSAGE AND) ADMINISTRATION: ARICEP (oo hrochte)
1t shid ol b pescrived by (o Tokowin consoation with hicans who ar expriencd i e dagness and masagement of chemar's disse. Adlt:The
resommesdzd iifal dose of ARICEPT & 5 mq [akes coce-daily, Therapy with the 5 mg dose shoukd be mantaned for 46 waeks belor considering 2 dos icrazse, in oeder
1o vl o deersase the incdence of he mnst comman adverss reactions o e dug {32 ADVERSE REACTIONS section) and to alow plasma levels 0 reach steady state
Based on cincal judgament, fhe 10 mq dady dose may be considered Sollowing 4-5 weeks of tratmest & § mgld, The maximum recommended dos is 10 mg taken once-
dady. Following miSion of therapy or any dosage increase, patients should be chosely montored for adverse efects. ARICEPT shoukd ba ke one-daly s e moming o0
eveaing, I may be takea wih or witoet ood. Special Popatabiens Adverst events are mave tommon in individsais of bow body weight, im patents 245 years id aad
females. ! s recommended that ARMGERT be used with cauion i Shese palient popuiatins. ks ey women o lom body weigh, the dose should nod exceed 5 mgid
In & poputation of copitively-impairad indduals Safe use of this and all other medicatioas may requine supervision. IMAILABILITY OF DOSAGE FORMS: ARICEPT
(donepeat ydrochlonide) is sepplied as flm-ooaled tblets contining § my (whia ablets) or 10 my (yeSow Sablets) of donepes hydrochionds. The rame ARIVEPT and the
sirengih ar esabossed 00 each tablet ARICEFT is avalabie in high-densiy poeens (HOPE) hofles o 30 and 100 et and in bister st bied a5 7, 14 and 18 e
{oombsinaion of 2 shrips of 1 bl
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Interferon beta-1a

Rebif

11 meg (3MIU), 44 mog (12MI1U) yophilized powder ot injection
22 meg (GMIUYO.5mL, 44 meg (12MIUY0 Sl iquid formutaton fo inection

THERAPEUTIC CLASSIFICATION
Immunomodulator

ACTIONS AND CLINICAL PHARMACOLOGY

Destription: Rebif® (Interferon beta-14) is a purified, sterile giycoprotein peoduct pro-

duced by recombinant DNA techniques and formulated for use by injection. The active

ingredient of Rebit* is produced by genetically engineered Chinese Hamster Ovary

(CHO) cells. Imerferon beta-1a is a highly purified glycoprotein that has 166 aming

acids and an approximate molecular weight of 22,500 daltons. Il contains a single N-

linked carbohydrate moiely attached lo Asn-80 similar to that of natural human

Intereron beta. The specific activity of Rebif® s appeoximately 0.27 million infemation-

#l unils (MIUmcg Inerferon bela-1a. The unit measurement is derived by comparing

the antiviral activity of the product to an in-house natural hiFN-beta NIH standard that is

obtained from human fibroblasts (BILS 11), which has been calibrated against the NIH

natural hIFN-beta standard (GB 23-002-531). General: Interferons are a family of natu-

rally occurring protesns, which have molecular weights ranging from 15,000 to 21,000

dallons. Thee major classes of interlerons have been identified: alpha, beta, gamma

Interferon beta, Interfeson alpha and Interteron gamma have overlapping yel distingt

biologic activfies.

Interteron beta-1a acts Ihough various mechanisms

* immunomadulation through the induction of cell membrane components of the
major histocompatibility complex i.e., MHC Class | antigens, an increase in natural
Killer (NK) cell aclivity, and an inhibition of IFN-K induced MHC Class Il antigen
expression, as well as a sustained reduction in TNF level.

 Antiviral effect through the induction of proteins like 2'-5° oligoadenylate
synihetase and pT8.

 Antiproliterative effect through direc! cytostatic activity and indirect through
anfitumoral immune response enhancement

The mechanism of action of Rebif* in relapsing-remitting multiple sclerosis is still

undes investigation

Relapsing-Remitting Mulliple Sclerosis

Two pivotal studies, including a total of 628 patients, evaluated the long-term salety

and efficacy of Rebit* when administered subcutaneously thres times weekly to relaps-

ing-remitting multiple sclerosis patients. The results indicate thal Rebir* alters the nat-

ural course of relapsing-remitting multiple sclerosis. Efficacy was demonstrated with

respect lo the 3 major aspects of this disease: disability (patients EDSS 0-5), exacerba-

tions, and burden of disease and activity as measured by MRI scans.

PRISMS STUDY

In the farger trial, a total of 560 patients diagnosed with clinically definite or taboratory-
supported relapsing-remitting multiple sclerosis EDSS 0-5 with at least a 1-year
history belore study entry, were enrolled and randomized fo the 3 treatments {placebo,
22 meg (BMILI) Rebit®, or 44 meg (12MIU) Rebit*] in a ratio of 1:1:1. About 90% of
patients completed the 2 years of treatment, and very lew patiests withdrew from the
study due to adverse events.

The main criteria for inclusion were

 history of 2 or more acute exacerbiations in the 2 years prior 1o study entry

* o previows systemic treatment with interferons.

* o treatment with corticosteroids or ACTH In the 2 months preceding study entry

* no exacerbation in the B weeks prior to study entry

Patients were evaluated at 3-month petiods, during exacerbations and coinciding with
MR scanning. Each palient undeswent cranial profon density/T,-weighted (PD/T2) MRI
scans al baseling and every & months during the study, A subset of patients underwen!
PO/T2 and T,-weighted (T1) Gd-MRI scans one manth before the start of treatment, al
baseling and then monthly until the end of the tirst 9 monihs of treatment. Of those,
another subset ol 39 continued with the monthly scans throughout the 24 month treat-
ment period.

This sludy demonstrated that Rebif* at a tolal dose of 66 or 132 mog weekly, signifi-
cantly improved all 3 major oulcomes. including exacerbation rafe, disease aclivity and
burden of disease as measured by MRI scanning and progression of disability. In addi-
tion, the study showed thal Rebit® is efiective in delaying the progression in disability
In patients with an EDSS of 4.0 or higher who ase known to progress mere rapidly,
Also, the drug reduced the requirements for steroids o treat mulliple sclerosis and, af
132 meg weekly Rebit® reduced the number of hospitalizations for multiple sclerosis.

nal reached in

The results atter one year of freatment were also significant

Effect on time to first progression in disability
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Effect on muwmumm by MRI scans

Patuents with monthly Ml | 8 monts |

<0.0001
«0.0001
(2 years |
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Requirement for steroids: The propartion of patients requiring steroids for MS (exclud-
ing non-MS indications) was higher in the placebo group (mare than 50%) than in
either of the 2 Rebit*™ groups (around 40% in each group)
Hospitalization for multiple sclerosis: The observed mean numbers of hospitalizations
for MS in the Rebif® 66 and 132 mcg weekly groups represented reductions of 21% and
48%, respectively, from that in the placebo group.
Cohort of patients with high baseline EDSS (baseline EDSS >3.5):
Additional analyses were conducted in order to study the efficacy of Rebif® in popula-
fions of patients with adverse predictive outcome factors, who were lkely 1o be at highes
fisk foe progression in disability, The primary predictive factor examined was basefine
EDSS 3.5, Patients in this cohor have 2 more severe degree of disability and are at
higher risk for progression than those with lower EDSS: natural hislory studies have
shown that patients at EDSS levels of 4.0 to 5.0 spend l2ss time al these EDSS levels
than &t lower levels of disability. Treatment with Rebif* at both doses significantly
reduced the mean exacerbiation count per palient compared to placebo ireatment.
Progression in this group of patients is of particular concern, as It involves development
of difficulty in ambulation. The 132 meg weekly dose significantly prolonged fime to
conlirmed progression whereas the 66 meg weekly dose did not. Both doses of Rebit*
significantly aftected percent change from bassline in MRI burden of disease in the
high-EDSS cahor, and the 132 mog weekly dose significantly reduced the number of T
active lesions in this population. The efficacy results in this cohorf of patients with
established disability confirms that the 132 meg weekly dose has a marked eflect on
progression in disability and the underlying pathology of the disease.
Eftect on [High-EDSS cohort)
Efficacy parameters [

Mean # exacerbations
#and % of eacerbation-frée patents
p-value* (Rebif* vs placeba)

‘Log-linear model,

[ in digability by one poit on the EDSS (High-EDSS cohort)

Treatment Group % of Time 1o Py i
progressors™ |  # patients | Median (days)| 01 (days)

Rubif* 66 meg weekly R » ] u

| Rebir* 132 meg weekly m | o | e | e |

*Excludes patients lost to follow-up without progression.

Progression in disability: statistical comparisons
Test "
Log-rank test
Rebit®
52 mogeeer
Burden of disaase - Medsan % change 49
Burden of disease - Mean % change ar
prvalue® (Rebif* vs placebo) [T
ANOVA on the ranks.
Mumber of T2 Active Lesions (High-EDSS cahort)
Number af T2 Active Lesions
0 Mean prvilue
28
Reeb 66 mcy weekly 17 o
Rebil® 132 meg weekdy 09 Bt 113 e st
“ANOVA on the ranks.

CROSS-OVER STUDY
The other study was an open cross-over design, with MRI evaluations conducted in a
biinded tashion. Enrolled in this shudy were 68 patients between the ages of 15 and 45
years, with clinically definite and/or taboratory supported relapsing-remitting MS for up
1o 10 years in duration, The main inclusion criteria included:
® 3t laast 2 relapses in the previous 2 years
* EDSS score between 1-5
* o corlicasteroid or plasmapheresis treatments or administration of gamma globuling
within the 3 manths prior lo study
* np immunomodutating or immunosuppressive therapy for the & manths prior to
the study
» ahsence of HBsAg and HIV antibodies.
Once enrolled, patients remained under clinical observation for 6 months with assess-
ments of their neurological status and other parameters, and extensive monitoring of
exacerbations. Patients were then randomized 10 treatment with eilher 11 meg (3MIL)
(n=35) or 33 mog (IMIL) (n=33) of Rebit*, sali-administered subcutaneously three
times per week. The total dose was therefore 33 or 99 mog weekly,

Six-months observation vs six-months reatment:

Treatment with Rebif® at both doses used in this study, achieved a statistically signifi-
cant reduction in both the MRI evidence of MS activity in the brain and the clinical
retapse rate versus the corresponding obsenvation periods. This pattem of improvement
was also reflected in additional MRI measures. In the biannual T,-weighled scans, a
teducticn in the mean number of new lesions and in the mean number of entarging
lesions was demonstrated.
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Two-year results: At the end of this study, 62 patients continued treatment for 2 hur-
ther 18 months. Each of these patients continued 1o receive the dose to which they were
randomized. Validation of the results of the 2 year treatment period Is ongoing, however,
the results Irom the conlinuation of treatment at both doses demonstrate that Rebif®*
maintained [ts dose-dependent effect in reducing the relapse rale and the brain lesion
volume detected by T, weight MR scans compared to the observation period, which
corroborates the findings of the longer, placebo-controlied study.

Condyloma acuminalum: The results rom four double-blind, placebo-conlralied
studies, including 349 patients (aged 17-62), each reveal that Rebit®, when injected
intralesionally at a dose of 367 mog (1MIU)esion 3 times per week for 3 weeks, is efi-
cacious in the treatment of condyloma acuminatum in men and women, This efficacy 15
evidenced by both the induction of complete disappearance of lesions as well as the
reduction in the area of lesions. The majority of trealed patients in these studies had
recurrent warts that had tailed previous treatments. The number of lesions treated per
patient was between 3 and 8, as staled in the summary table below.

e o o307y e o i
P e
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INDICATIONS AND CLINICAL USE

Multiple Sclerosis: Rebif* (Interferon beta-1a) is indicated for the treatment of relaps-
ing-remitting multiple sclerosis in patients with an EDSS between 0 and 5.0,
Io reduce the number and severity of clinical exacerbations, slow the progression of
physical disability, reduce the requirement lor steroids, and reduce the number of hospi-
Ializations for treatment of multiple sclerosis. The efiicacy has been confirmed by T, -Gd
enhanced and T, (burden of disease) MRl evaluations. Evidence of efficacy beyond 2
years is not known since the primary evidence ol efficacy derives from 2-year trials
Condyloma acuminatum: Rebit® is best suited for the patient who has less than nine
lesions, and who has tailed several prior ireatments. In the case of patients with ning o
more lesions, if the first Rebif® treatment s successhul, the remaining lesions could be
treated with a second course of Rehif® therapy. Rebif™ should also be ponsidered for the
treatment of condyloma acuminatum in patients for whom the side-eflects from other
treatments, €.g., scarring, are of concern. While not all patients who were treated with
Rebit* attained a complele respanse, patients whose lesions decreased in size and had
3l least a partial response may have also benelitted from treatment because lesion
shrinkage may facilitate subsequent management with other thetapies, as has been
reported with [FN-alpha.

CONTRAINDICATIONS: Rebif* (Interferon beta-1a) is contraindicaled in patients with
@ known hypersensitivity 1o natural or recombinant interferon beta, albumin (human), or
any olher component of the formulation

WARNINGS: Rebit* (Inferferon beta-1a) should be used undes the supervision of 2

physician

Relapsing-Aemitting Mulliple Sclerosis: Depression and suicioal deation are
known to occur al an increased freguency in the multiple sclerosis population. The use
of Rebit* has not been associated with an increase in the Incidence and/or severity of
depression, or with an increased incidence of suicide atlempts or suicide In the relaps-
ing-remiting multiple sckerosis study, a similar incidence of depression was seen in the
placebo-reated group and in the two Rebil® patient groups. Nevertheless, patients with
depression should be closely manitored for signs of significant worsening of depression
of suicidal ideation. The first injection should be performed undes the supervisicn of an
appropriately qualified health care professional.

Condyloma: All injections should be administered by a qualified healih care profes-
sional

PRECAUTIONS

General: Patients should be informed of the most comman adverse events associated
With interferon beta administration, including symptoms of the fu-like syndrame (see
Adverse Reactions). These symploms lend o be most prominent ai the initiation of therapy
and decrease in frequency and severity with continued treaiment.

Based an the resulls of clinical trials of Rebit* in MS, in which more than 500 patients
were randomized to drug freatment, there is no indication of an increased risk of seizure
disordar with Rebit® therapy. However, since seizures have been reporied with other
interferan therapies, caution should be exsrcised when administering inferferon-beta-12
to patients with pre-existing seizutes disorder. For patients without & pre-existing
seizure disorder who develop seizures during therapy, an eliologic basis should be
established and appropriate anti-convulsant therapy instituted prior 1o considering
resuming Ireatment with Rebit®. The effect of Rebif®™ administration on the medical
management of patients with seizure disorder is unknown

Serum neutralising antibodies agains! Rebif* (interteron beta-1a) may develop. The pre-
cisa incidence and clinical significance of antibodies is as yet uncertain (see ADVERSE
REACTIONS).

Hypersensitivity reactions, both local and systemic, have developed during therapy with
Rebif®

Intralesional injections can be painful 1o some palients trealed lor condyloma acuminala
In such cases an anaesthedic cream such as lidocaine-prilocaing can be used.

Pregnancy and Lactation: Rebif* should not be administered in case of pregnancy
and lactation. There are no studies of interferon beta-1a in pregnant women. At high

-
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doses in monkeys, abortitacient effects were observed with olher interlerans. Fertile
women receiving Rebit® should take appropriate contraceptive measures. Patients plan-
ning for pregnancy and those becoming pregnant should be informed of the potential
hazards of interferons to the foetus and Rebit® should be discontinued. I is not known
whesther Rebit* is excreted in human milk. Because of the potential for serious adverse
reactions in nursing infants, a decision should be made either to discontinue nursing or
o discontinue Rebif® therapy

Pediatric use: There is no experience with Rebif® in children under 16 years of age
with multiple sclerosis of condyloma and therefore Rebit* should not be used in this
popuiation

Patients wilh Special Diseases and Conditions: Caulion should be used and
close monitaring considered when administering Rebif® to patients with severe renal and
hepatic failure, patients with severe myelosuppression, and depressive patients.

Drug Interaction: Mo formal drug interaction studies have been conducted with Rebif®
in humans. Interferons have been reported 1o reduce the activity of hepatic cylochrome
p450-dependent enzymes in humans and animals. Caution should be exarcised when
adminfstering Rebif* in combination with medicinal products (hal have a namow
Inerapeutic index and are largely dependent on the hepatic cytochrome p450 system lor
clearance, ¢.0. anfiepileptics and some classes of anfidepressants. The interaction o
Renit* with corficosteroids or ACTH has not been studied systematically, Clinical
studies indicate that multiple sclerosis patients can recaive Rebif® and corticosteroids or
ACTH during relapses. Rebit® should not be mixed with other drugs in the same syringe.
Laboratory Tests

Relapsing-Remitting Multiple Sclerosis: Laboratory abnormalities are associated
with the use of interferons. Therelore, in addition 1o those laboratory tests normally
required for monitoring patients with multiple sclerosis, complete and differential white
hlood cell counts, platelet counts and blood chemislries, inchuding liver and thyroid
function tests are recommended during Rebif® therapy. These lests should be perdormed
al months 1, 3 and 6, and every 6 months thereaffer,

Condyloma acuminata: Same as relapsing-remitting multipke sclerosts but lend not
1o be as severe because of dose and length of ireatment

Information to be provided to the patient: Flu-like symptoms (fever, headache,
chills, muscle aches) are not uncommon lollowing initiation of therapy with Rebif®
Acetaminophen may be used for refiet of flu-like symploms. Patients should comtact
fheir physician or pharmacist i they experience any undesirable eflects. Depression may
occur in patients with relapsing-remitting multiple sclerosis and may occur while
patients are laking Rebit®. Patients should be asked to contact their physician should
they feel depressed. Patients should be advised not to stop or modily their treatment
unless instructed by their physician. Instruction on sell-injection technique and proce-
dures: patients treated for refapsing-remitting mulliple sclerosis should be inslucted in
Ihe use of aseptic technique when administering Rebit*. Appropriate instruction for
reconstitution of Rebif® and sell-injection should be given including careful review of the
Rebit* patient leafiet. The first injection should be performed under the supenvision of an
approgriately quallfied healthcare professional. Injection sites should be rotated at each
injection., Injections may be given prior to bedlime as this may lessen the perception of
side efiects. Patients should be cautioned agains! the re-use of needles or syringes and
instructed in sate disposal procedures. A puncture resistant container for disposal of used
rieedles and syringes should be supplied to the patient along with instructions for sate
disposal of full containers. In the controlled MS trial teported injection site reactions
were commanty reported by patients al one or more times during therapy. In general,
hey did nol require discontinuation of therapy, but the nature and severity of all reported
reactions should be carefully assessed. Patient understanding and use of aseptic seif-
Injection technique and procedures should be periodically re-evaluated.

ADVERSE REACTIONS
Multiple Sclerosis: As with other interleron preparations, llu-like symptoms are not
uncommon, The use of Inferferon beta may cause fiu-like syndrome, asthenia, pyrexia,
chills, anthralgia, myalgia, headache, and injection site reaclions.

Less frequent adverse reactions include cold sores, stuffy nose, light headedness,
mucosal rritation, haematological disorders (leukopenia, lymphopenia, granulocytope-
nia), and alterations in liver function tests such as elevated SGOT and SGPT. These
effects are usually mild and reversible. Tachyphylaxis with respect fo most side-effects is
well recognized. Fever and flu-like symptoms can be freated with acetaminophen
Depending on the severity and persistence of the side-effects, the dose may be lowered
o temporarily interrupted, al the discretion of the physician. Most injection site reac-
fions are mitd to moderate. Rare cases of skin ulceration/necrosis at the sile of injection
have been reporled with long term treatment, The most frequently reporfed adverse
gvents and the most comman kaboradory abnormalities obsesved during the placebo-con-
roled study in relapsing-remitting multiple sclerosis (560 patients, 2 years treatment) are
presented in the fable beiow for patients on placebo and Rebif* (Intederon beta-1a). The
requencies are patients who reported this event al least once during the study, as a per-
centage of the otal number of patients, by study-arm.
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In addition to the above listed adverse events, the following events have been
experienced less frequently, in one or both of the relapsing-remitiing multiple sclerosis
studies: asthenia, luid retention, anorexia, pastroenteritis, heartburn, paradentium
affections, dental abcess or extraction, stomalitis, glossilis, sleepiness, anxiety,
irritability, confusion, lymphadenopathy, weight gain, bone fraclure, dyspnoea, cold
sores, fissure at 1he angle of the mouth, menstrual disorders, cystitis, vaginitis.

Immunogenicity: Antibodies o IFN-beta were tested in all patients pre-entry, and
at Months 6, 12, 18 and 24. The results of testing for the presence of neulralizing
antibodies (NAD) are shown below.

Percentage of patients positive for neutralizing antibodies

Due fo concarm about the potential impact of neulralizing antibody formation on efficacy,
exacerbation counts (primary endpoint) were analysed according to patients” neutraliz-
ing antibody status. Over the 2 years of the study, there was no trend to a higher exacer-
bation rate in the neutralizing antibody-positive groups compared to the neutralizing
antibody-negative groups. There is no clear indication thal the development of serum
neulralizing antibodies alfected either salety or efficacy in either of the Rebif® groups.

Condyloma acuminata
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For the events in bald, obseml nﬁﬂmnm reached statistical significance &s compared
o placebo.

The adverse events experienced during the study are listed below, by WHOART System
Organ Class. The most commen amongst the injection sile reactions was in the form of
mild erythema. The majority of the other injection site reactions were atso mild in the 2
Rebif* groups. Necrosis was reported in 8 palients treated with Rebif®. Two of these
palients were in the 66 mcg weekly and six in the 132 meg weekly groups. All patients
completed the planned treatment period, with only 1 requiring temporary dose reduc-
tions and another patient stopging treatment for 2 weeks, Those that required treatment,
received antibiotics,
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Other adverse events were experienced by less than 5% of the patients, and included eye
pain, skin disorder, inilis, bronchitis, coughing, diarhoea, abdominal pain, postural
hypatension, palpitation, vasodilatation, rectal disorder, lymphocytosis, thrombocytape-
nia, delirium, somnolence, joint pain, joint stifiness, lightheadedness, paraesthesia dis-
1al, disorientation, rritability, sieeplessness, lethargy, bruise, purpura, sweating
increased, shoriness of breath, upper respiratory tract infection, fachycardia, (lushing,
urethral pain, infection, chest pain, lymphadenapathy, PBI increased, anthralgia, dizzi-
ness, nenvousness, iremor, abnormal vision, vulvovaginal disease, balanilis, penis dis-
ease, lestis disease, rethritis, infection urinary tract, vaginitis, leukopenia, herpes sim-
plex, pruritis, rash mac pap, skin neoplasia, rash.

Immunogenicity: The determination of the presence of antibodies fo human IFN-beta
was performed in all 4 studies. A total of four patients had anli beta-interferon
antibodies at pre-entry, and 6 other patients had at least a positive result for total binding
antibodies al some point during the study. Antibodies were of low titer, and none of the
antibodies were neutralizing fo human IFN-beta biological activity.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

No case of overdose has thus far been described. However, in case of overdosage,
patients should be hospitalised for obsesvation and appropriale supportive treaimen!
should be given.

DOSAGE AND ADMINISTRATION:
RELAPSING-REMITTING MULTIPLE SCLEROSIS: The recommended posalogy of
Rebif* (Interferon beta-1a) is 22 meg (BMIU) given three times per week by subcuta-
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neous injection. This dose is elfecive in the majority of patients to delay progression of
the disease. Patients with a higher degree of disability (an EDSS of 4.0 o higher) may
require a dose of 44 meg (12 MIL) 3x/week.

Treatment should be initiated under supervision of a physician experienced in the
treatmen of the disease. When first starfing treatmend with Rebit®, in order lo allow
tachyphylaxis to develog thus reducing adverse events, il is recommended that 20% of
the total dose be administered during the initial 2 weeks of therapy, 50% of total dose be
administered in week 3 and 4, and the full dose from the filth week onwards.

At the present time, it is not known for how long patients should be trealed, Safety and
efficacy with Rebif* have baen demonsirated following 2 years of freatment. Therefore, it
is recommended thal patients should be evaluated after 2 years of realmen with Rebit*
and a decision for longer-term reatment be made on an individual basis by the freating
physician,

Preparation of Solution: Lyophilized lormulation (Relapsing-Remitting
Multiple Sclerosis): Reconstitute the contents of & vial of Rebif® with 0.5 mL of the
accompanying sterile diluent (see table below for diluent volume and resulting
concenfration), The reconstituted sofution should be used immediately.

Heconstitution Table
Strength Approdmate Nominal
avallable volume concantration/mL
11 meg (3 ML) o05m. 22 meg (6 MiLl)
44 meg (12 MIL) 05m 4 meg (24 MiL)

Preparation of the solution: liquid formulation: The liquid formulation in a
pre-filled syringe ks ready for use. These syringes are graduated to facilitate therapy
initiation. The pre-filled syringes contain 22 meg and 44 mog of Aebif® respectively. The
pre-filled syringes are ready lor subcutaneous use only

CONDYLOMA ACUMINATUM: The recommended pasalogy is 3.67 mog (IMIL) per
lesion three times per week for 3 weeks. The recommended route of administration is
intra- of peri-lesional. The pre-filled syringes are not to be used lor this indication,
Preparation of Solution: Lyophilized formulation (Condyloma acuminatum)
Reconshitute the contents of & vial of Rebif® in stesile diluent in order to obtain a final
concentration of 3.7 meg per 0.1 mL solution. The reconstitiled solution should be Lised
immedialely,

Recanstitution Table

Nominal
concentration/mL
11 meg (3 MIL) 37 meg (10 ML)
A4 meg (12 ML) 12ml A7 meg {10 MLy

COMPOSITION

Lyaphilized formulation: Each 3 mL vial of sterile lyophilized powder containg
Interferon beta-1a, albumin (human), mannitol and sodium acelate, as indicated in the
table below, Acetic acid and sodium hydroxide are used bo adjust the pH.

11 meg (3 MIL)

44 mog (12MIU) | e |

Rebif* (Interferon beta-1a) is supplied with a 2 mL diluent ampoule containing 2 mL of
0.9% NaCl in Water for Injection. Mo preservatives are presnt.

Liquid formulation

The liquid formulation is supplied in syringes containing 0.5 mL of solution. Each
syringe contains Interferon beta-1a, albumin (human), mannitol and 0.01 M sodium
acelate buller, as indicated in the table below. The solution does not contain
preservalives.

Interferon bata-1a |\

0.01 M Sodium acetate bufier

22 meg (6 ML) qatoisml

e ialSml

a4meg (12MIL) |

STABILITY AND STORAGE RECOMMENDATIONS

Lyophilized formulation: Refer to the dale indicated on the labels for the expiry date.

Rebif® (Interferon beta-1a) Iyophilized product should be stored at 2-8°C

Liquid formulatian: Refer 1o the dale indicated on the labels for the expiry date.

Rehif* liquid in a pre-filled syringe should be stored at 2-8°C. Rebit® syringes may be
stored for a limited period af room temperature (up to 25°C), but not more than 1 month
Do not freeze,

RECONSTITUTED SOLUTIONS

Lyophilized formulation: Lyophilized Rebif* should be reconstituted with 0.9 %
NaCl in Water for Injection (supplied in 2 mL neutral glass ampoules containing 2.0
mL}. The reconstituted solulion should be administered immedialely. Although not
recommended, it may be used later during the day of reconstitution il stored in a
refrigerator (2-8°C). Do not freeze. The reconstituted solution may have a yellow
colouralion which is a normal product characteristic.

Liquid tormulation: The liquid in the prefilled syringe is ready for use.
PARENTERAL PRODUCTS

See "Preparation of Solution” for table of reconstitution.

AVAILABILITY OF DOSAGE FORM

Rebif* (Interteron beta-1a) is available in two strengihs (11 mcg (3MIU), and 44 mcg
(12MIL) per vial), as a tyophilized sterite powder. It & accompanied by diluent (0.9%
NaCl in Water for Injection) in 2 mL ampoules. Both lyophilized strengths are supplied
In cartons of 1 vial ol drug and 1 x 2 mL. ampoule of diluent, 3 vials of drug and 3 x 2
mL ampoules of diluent, and 12 vials of drug and 12 x 2 mL ampoules of diluent.

Rebit* is also available as a liquid ormulation, in prefilled syringes ready lor use, Two
package strengths are available: 22 meg (GMIUND.S mL and 44 meg (12MIU)O.5 mL
The pre-filled syringes are supplied s single units, 3-packs and 12-packs. The pre-
lilled syringes are ready for subcutaneous use only.

The rowte of administration for Relapsing-Remitting Multiple Sclerosis is subcutaneous
The roule of administration for condyloma acuminatum is inira- and peri-lesional.
References: 1. The PRISMS (Prevention of Relapses and Disability by Interferon Beta-
1a in Multiple Sclerosis) Study Group. Randomised double-blind placebo-controlled
study of interferon 6-1a in relapsing/remitting multiple sclerosis. Lanced, 1998;352:
1498-504. 2. Rebif* Product Monograph, June 8, 2001. Serono Canada Inc. 3. IMS
Canada: Canadian Compustript March 2002, Canadian Drugstore and Hospital Audit
Felmq 2002,
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TMITREX’

SUMATRIPTAN SUCCINATE
SUMATRIPTAN

v

25mg, 50 mg and 100 mg Tablet
6 mg Subcutaneous Injection and Autoinjector
5myg and 20 mg Nasal Spray

THERAPEUTIC
Migraine Therapy

PHARMAC TION
5-HT Receptor Agonist

INDICATIONS AND CLINICAL USES v e

IMITREX® (sumalriptan succinate/sumalriptan) is indicated for the acule
treaiment of migraing altacks with or without aura

IMITREX® is not for use in the managemen: of hemiplegic, basilar, or ophthal-
meplegic migraine (see CONTRAINDICATIONS). Satety and efficacy have not
been established for cluster headache which is present in an okder, predomi-
nantly male population.

IMITREX® (sumatriptan succinate/sumalriptan) is contraindicated in
patients with history, symploms, or signs of ischemic cardiac,
cerabrovascular, or peripheral vascular syndromes, valvular heart
disease or cardiac arrhythmias (especiaily lachycardias). In
addition, patients with other signiticant undnrl\rim{ cardiovascular
diseases (e.q., atherosclerotic disease, congenital heart disease)}
should not receive IMITREX®. Ischemic cardiac syndromes include,
bul are not limited to, angina pectoris of any type (e.g., stable
;’:IBIM of effort and vasospastic forms ol angina such as the
nzmetal's variant), all forms of myocardial infarction, and silent

myaocardial ischemia. Cerebrovascular syndromes include, but are
nol limited to, strokes of any type as well as transient ischemic
altacks (TIAs). Peripheral vascular disease includes, but is nol
limited to, ischemic bowel disease, or Raynaud's syndrome (see
WARNINGS).
Because IMITREX® may increase blood pressure, it is conlra-
indicated in patients with uncontrolled or severe hypertension.
Concurrent administration of MAD inhibiters or use within 2 weeks
of discontinuation of MAD inhibitor therapy is conltraindicated
ksae PRECAUTIONS: Drug Interactions).

rgot-containing drugs have been rg‘nrhd o cause prolonged
vasospastic reactions. Because IMITREX® may also cause corona
vasospasm and these effects may be additive, the use of IMITRI
within 24 hours before or after treatment with other 5-HT, receptor
agonists, or an}ntsmms-cnnhinlan drugs or their derivatives (eg.
dihydroergotamine, methysergide) is contraindicated.

IMITREX® should not be administered to patients with severe
hepatic impairment.

IMﬁRE!' is contraindicated in patients with hemiplegic, basilar, or
nﬂhmalmnrlanl: mirmlna.
IMITREX® is conlraindicated in patients wilh hypersensitivity to
sumatriptan or any of the ingredients of the formulations.
IMITREX® Injection should not be given intravenously because of its
olential {0 cause coronary vasospasm.

IMITREX® (sumatriptan suc:lnalmumalriranj should nnl: be used
where a clear diagnosis of migraine has been established.

of and/or Infarction and Other Adverse

Cardiac Events: IMITREX® has been associated with transienl ches!
and/or neck pain and tightness which may resemble angina
pecloris. In rare cases, the symptoms have been identified as
being the Ilikely result of coronary vasospasm or myocardial
ischamia. Rare cases of serious co events or arrhythmia
have occurred following use of IMITREX®. IMITREX® should not be
given lo patienls who have documented ischemic or vasospastic
coranary arlery disease {Galn‘i'# 'see CONTRAINDICATIONS). | is
strongly recommended that IMITREX® not be given to patients in
whom unrecognized CAD is predicted by the presence of risk factors
SG,E,, hypertension, hypercholesterolemia, smoking, obesity,
iabstes, strong family history of CAD, female who Is surgically or
physiologicaily pastmenopausal, or male who is over 40 years of
am unless a cardiovascular evaluation provides satisfactory
clinical evidence that the patient is reasonably Iree of coronary
arlery and Ischemic myocardial disease or other significant
underlying cardiovascular disease. The sensitivity of cardiac
diagnostic procedures to delect cardiovascular disease or predis-
position to coronary artery vasospasm is unknown. I, during the
cardiovascular evaluation, the patient's medical history or electro-
cardiographic investigations reveal findings indicative of, or
consistenl with, coronary artery vasospasm or myocardial
tgﬂ;&misa] IMITREX® should not be administered (see CO INDI-
For patients with risk factors predictive of CAD, who are considered
to have a satistactory cardiovascular evaluation, the first dose of
IMITREX® should be administered in Ihe uﬂi:él ol a physician's
office or similar medically staffed and equipped facility. Because
cardiac ischemia can occur in the absence of clinical symptoms,
consideration should be given lo obtaining electrocardiograms in
ratlanlx with risk factors during the interval immediately following
MITREX® administration on the first occasion of use. However, an
absence of drug-induced cardiovascular effects on the occasion of
the initial dose does not preclude the possibility of such effects
occurring with subsequent administrations.

Intermittent long term users of IMITREX® who have or acquire risk
factors tive of CAD, as described above, should receive periodic
intarval cardiovascular evaluations over the course of treatmenl.

It Bszmptoms consistent with angina occur after the use ol IMITREX®,
ECG evaluation should be carried out to look for ischemic changes.
The systematic approach described above is intended to reduce the
likelihood mwﬂmk with unrecognized cardiovascular disease
will be inadvertently exposed to IMITREX®.
Cardiac Events and Fatalities Associated with 5-HT; Agonists:
IMITREX® can cause coronary arfery vasospasm. Serious adverse cardiac
evenls, including acute myocardial infarction, life threalening disturbances of
cardiac rhythm, and death have besn reported within a lew hours following the
administration of 5-HT, agonisls. Considering the extent of use of 5-HT,
agonists in palients with migraine, the incidence of these events is extremely
Iow, The fact that some of these evenls have occurred in palients with no prit
cardiac disease hislory and wilh documentzd absence of CAD, and the close
proximity of the events to IMITREX® use support the canclusion that some of
these cases were caused by the drug, In many cases, however, where there has
been known underlying coronary artery disease, the relationship is uncartain,
Premarketing Experience With IMITREX®: Of 6348 patients with migraine
wha participated in premarketing controlled and uncontrolled clinical trials of
oral IMITREX®, two experienced clinical adverse events shortly afler receiving
oral IMITREX" thal may have reflected coronary vasospasm. heither of these
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adverss evenls was associated wilh a serious clinical outcome,
Amang the more than 1900 patients with migraine wh_lo_aparticipaied in prersar-
keting controlled clinical trals of subcutaneous IMITREX®, there were eight
patients who sustained clinical evenls during or shortly afier receiving
IMITREX® that m‘g have reflected coronary artery vasospasm. Six of these eight
patients had ECG changes consistenl with transient ischemia, but without
accompanying clinical symptoms or signs. Of these eight patients, lour had
either findings suogestive of CAD or nisk faclors predictive of CAD prior to
study enroliment
Among approximately 4,000 patients with migraine wha participated in premar-
keting controlled and uncontrolled clinical trials of IMITREX® nasal spray, one
patient experienced an asymptomatic subendocardial infarction possibly
subsequent to  coronary vasospastic evenl.
Postmarketing Experience With IMITREX®: Serious cardiovascular
events, some resulting in dezth, have been reported in asscciation with the use
ol IMITREX® Injection or IMITREX® Tablets, The uncontrolled rature of
postmarketing surveillance, however, makes it impossible to determine defini-
tively the proportion of the reporied cases that were actually caused by
IMITREX® or to reliably assess causafion in Individual cases. On clinical
grounds, the longer the [atency between the administration of IMITREX® and the
onset of the clinical event, the less likely the association is to be causalive.
Accordingly, inferest has focused on events beginning within 1 hour of the
adminigiration of IMITREA®
Cardiac evenls thal have been observed lo have onsel within 1 hour of
IMITREX® administration include: coronary artery vasospasm, transient
ischemia, myocardial infarction, ventricular lachycardia and ventricutar fibwil-
Iation, cardiac arrest, and death.
Some of these events occurred in patients who had no lindings of CAD and
appear to represent consequences of coronary artery vasospasm. However,
among reports from the Ugi of serious cardiac events oocurring within 1 hour
of IMITREX® administration, almost all of the patients had risk faclors predictive
of CAD and the presence of s.i%nilican: underlying CAD was established in most
cases {see CONTRAINDICATIDNS)
Cerebrovascular Events and Fatalities with 5-HT, Agonists: Cerebral
hemorrhage, subarzchnoid hemorhage, siroke, and other cerebrovascular
evenls have been reported in patients Ireated with oral or subcutaneous
IMITREX®, and some have resulted in fatalities. The refalionship of IMITREX® to
these events is uncertain. In a number of cases, il appears possible that the
cerebrovascular events were primary, IMITREX® having been administered in
the incorrect bellef that the symploms experienced were a consequence ol
migraine when they were not. IMITREX® should not be administered if the
teadache being experienced is atypical for the patient. It should also be noted
thal palignts with miﬁraine may be at increased risk of cerlain cerebrovascular
evenls (e.g., stroke, hemorrhage, TIA). I a patient does not respond to the first
dose, the opportunity should be taken to review the dizgnosis before a second
dose is given.
Special Cardiovascular Pharmacology Studies: In subjects (n=10) with
suspected coronary anery diszase urdermm%a_ngiagmphy, a 5-HT, agonis! al &
subeutaneous dose of 1.5 mg produced an 8% increzse in aoric blood pressure,
an 18% increass in pulmonary artery blood pressure, and an B% increass in
systemic vascular resistance. in addition, mifd chest pain or tightness was reported
by four subjects. Clinically significant increases in blood pressure were
exparienced by threg of the subjec’s (two of whom also had chest pain/ciscomfort).
Diagnostic angiogram results revea'ed that 9 subjects had nommal coronary
arteries and 1 had insignificant coronary artery disease.
In an additional study with this same drug, migraine patients (n=35) free of
cardiovascular disease were subjected to assessments of myocardial perfusion
by positron emission tomagraphy while receiving a subculaneous 1.5 mg dose
in the absence of a migraine affack. Reduced coronary vasodilatory reserve
(~10%), increase in coronary resistance {~20%), and decrease in fiyperemic
myacardial blood flow (~10%) were noted. The relevance of these findings to
the use of the recommended oval doses of this 5-HT, agonist is not known
Similar studies have not besn done with IMITREX®. However, owing to the
comman pharmacodynamic actions of 5-HT, agonists, Ine possibility of cardio-
vascular effects of Ine nature described above should be considered for any
agent of this fna'manulugica. class.

ypersensitivity. Rare hypersensitivi:zl (anaphylaxis/anaphylactoid)
reactions may occur in patients receiving 5-HT, agonists such as IMITREX®
Such reactions can be life threalening or fatal. (n general, hypersensitivily
reactions to drugs are more likely to occur in individugls with a history of
sensitivity to multiple allerzens sBe CONIRAINDICATIGNFS}‘.‘ Owing to the
possibility of cross-reactive hypersensitivity reactions, IMITREX® should not be
used in patients having a history of hypersensitivity to chemically-related 5-HT,
receplor agonists. There have been reports of palients with known hypersensi-
livity lo sulphanamices exnibiting an allergic reaction following administration
of IMITREX®. Reactions ranged from cutaneous hypersensitivity 1o anaphylexs.
Other Vasospasm Related Events: 5-KT, agonists may cause vasospastic
reactions other than coronary artery vasospasm. Extensive posi-market
experience has shown the use of IMITREX® to be associated with rare
occurrences of peripheral vascular ischemia and colonic ischemia with
aodominal pain and bloody diarhea.
Increase in Blood Pressure: Significant elevation in blood pressure,
including hyperlensive crisis, has been reported on rare occasions in palienls
with and withou! a history of hypertension, IMITREX® is contraindicated in
Pa[ianls with uncantrolled or severe hyperiension (see CONTRAINDICATIONS).
In patients with controlled hypertension, IMITREX® should be administered with
caulion as Iransien! increases in blood pressure and peripheral vascular
resistance have been observed in a small portion of patients.

Cluster Headache: There is insufficient information on the efficacy and safety
af IMITREX® { iplan succinate iptan) in the treatment of cluster
headache, which s present in &n older, predominznlly male populalion. The
need for prolonged use and the demand for repeated medication in this
congition renders the desing information inapplicable for cluster headache.
Cardiovascular: Discomfort in the chest, neck, throat and jaw
(including pain, pressure, heaviness and tighiness) has been
reported after administration of IMITREX®. Because 5-HT, agonists
may cause coronary artery vasospasm, patienis who experience
signs or symptoms suggestive of au%ha following IMITREX* should
be evaluated for the rfmnl:e of CAD or a predisposition to variant
angina before receiving additional doses, and should be monitored
electrocardiographically i dosing is resumed and similar
symptoms recur. Similarly, patienls who experience other
symptoms or signs suggestive of decreased arlerial flow, such as
ischemic bowel syndrome or Raynaud's syndrome following
IMITREX® should be evaluated for atherosclerosis nr’rndflpnsitiun
to vaspspasm (see CONTRAINDICATIONS AND WARNINGS).
Neurological Conditions: Care should be taken to exclude other patentially
serious neurologic conditions before treating headache in patients not
previously diagnosed with migraing headache or who experience a headache
that is atypical for them. There have besn rare reports where patients received 5-HT,
aqonists for severe headaches that were subsequently shown 1o have been

1o an evolving neurologic lesion. For newly diagnosed patients or patients presenting
with atypical symptoms, the diagnosis of migraine should be reconsidered if no
response is seen after the firs! dose of IMITREX®.

Seizures: Caution should be observed if IMITREX® is to be used in patients with a
hislnrgn‘. epilepsy or structural brain lesions which lower the comvulsion threshold
Psychomotor Impairment: Patients should be cautioned that drowsiness
may ocour as a resull of treatment with IMITREX®, They should be advised not
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lo periorm skilled tasks (e.g. driving or operating machinery) il drowsiness
QECUTS,

Renal Impairment: The effects of renal impairment on the efficacy and safely
of IMITREX* have not been evaluated. Therefore IMITREX® s not recommended
in this patient population.

Hepatic Impairment: The eflect of hepatic impairment on Ihe efficacy and
sahetT of IMITREX® has no! been evaluated, however, the pharmacokinetic
profile of sumatriptan in patients with moderate ! hepatic impairment shows thal
these patients, following an oral dose of 50 mg, have much higher plasma
sumetriptan concentrations than nealthy subjects (Table 2). Therelore, an oral
dose of 25 mg may be considered in patients with hepatic impairment.

Table 2: Pharmacokinetic Parameters After Oral Administration of
IMITREX® 50 mg to Healthy Volunteers and Moderately Hepatically
Impaired Patients

Paramater Mean Ratio 90% CI p-value
(hepatic Im'gired.’hearhy)
AlUC== 181% 130 1o 252% 0.009"
Cow 176% 129 10 240% 0.007
- Statistically significant

The pharmacokintic parameters of 6 mg subcutanecus sumatriptan do not
differ statistically between normal volunteers and moderately hepatically
impaired subjects. However, sumatriptan should nol be administered to patients
with severe hepatic impairment (52e CONTRAINDICATIONS), .
Drug Interactions: Single dose pharmacokinelic drug interaction studies
have not shown evidence of interactions with propranolol, llunarizing, pizotifen
or alcehol, Multiple dose interaction studies have not been performed. The
pharmacokinelics of sumalriplan nasal spray were unaliered when preceded by
a single clinical dose of the nasal decongestant xylometazoling (Otrivin®?).
Ergot-Containing Drugs: Ergol-containing drugs have been reported to cause
prolonged vasospastic reaclions. Because Ihere is a iheorelical basis lor these
efiects being additive, ergol-containing or ergol-type medications (like
dihydroergotaming or methyser 'rd%}_‘ are contraindicated within 24 hours of
IMITREX® adminisiration (see CgN AINDICATIONS).

MAD inhibitors: In studies conducted in a limited number of patients, MAD
innibilors reduce sumatriptan clearance, significantly increasing systemic
exposure. Therefore, the use of IMITREX® in palients receiving MAQ
inhibiters is contraindicated {see CONTRAINDICATIONS).

Other Serolonergic Drugs: Rare postmarketing reports describe patients with
weakness, hyperreflexia, and incoordination foliowing the combined use of &
selective serotonin reupake inhibitor (SSRI) and 5-HT, agonists. If concomitant
treatment with IMITREX® and an SSRi (e.g., fi , fluvoxamineg, p ine,
sertraling), tricyclic antidepressant, or other drug with serotonergic activity is
clinically warranted, appropriate observation of the patient lor acule and long-
term adverse events is advised.

Other 5-HT, agonists: The administralion of IMITREX® with ofher 5-HT,
agonists has not been evaluated in migeaine patients. As an increased risk of
coronary vasospasm s a theorelical possibility with co-administration of
5-HT, agonisls, use of these drugs within 24 nours of each ofher is
contraindicated.

Drug/Laboratory Test Interactions: IMITREX® is ol known to inferfere
with commanly employed clinical laboratory tests.

Use in Eldsrr' (>65 years): Experience with the use of IMITREX™ in palients
aped over 65 years is limited. Therefore the use of IMITREX® in palisnls over 65
years is nol recommended.

Use in Children (<18 years). The salety and elficacy of IMITREX™ in
children has no! been eslahlished and its use in this age group is nol
recommended

Use in Pregnancy: Reproduction shudies, performed in rats, have nol
revealed any evidence ol impaired fertility, teratogenicity, or post-natal
development due to IMITREX®, Reproduction studies, performed in rabbits by
the oral route, have shown increased incidence of varialions in cervico-thoracic
blood vessel configuration in the fostuses. These effiects were only seen al the
highest dose tested, which affected weight gain in the dams, and at which blood
levels were in excess of 50 limes those seen in humans after therapeutic doses.
A direct association with IMITREX® treatment is considered unlikely bul cannot
be excluded. Therefore, the use of IMITREX® is not recommended in pregnancy.
In a rak fertility study, oral doses of IMITREX® resulting in plasma lavels approx-
imately 150 times those seen in humans after a 6 mg subcutaneous dose and
approximately 200 times those seen in humans after a 100 mg oral dose were
associated with a reduction in he success of insemination. This eflect did not
oecur during a sub study where maxi plasma levels achigved
aporonimately 1001imes thosa in humans by the subtutaneous roule and approx-
imately 150 fimes those in humans by the oral route.

To monitor maternal-foetal ouicomes of pregnant women exposed fo
sumatriplan, a Pregnancy Regisiry has been eslablished. Physicians are
encouraged lo register naﬂwts%y calling 1-800-336-2176.

Lactation: Sumatriptan is excreted in human breast milk, Therefore, caution is
advised when adminislesing IMITREX™ fo nursing women. [nfant exposure can
be minimized by avoiding breast leeding for 24 hours after treatment.
Binding to Melanin Containing Tissues: In rais freated with & single
subculaneous dose (0.5 mo/kg) or oral dose (2 mofkg) of radiolabeled
sumariptan, the elimination half life of radicactivity from the eye was 15 and 23
days, respectively, smg:scgng that sumalriptan andfor its metabolites bind to
the melanin of ihe aye. Bacause there could be an accumulation in mekanin rich
lissues over time, this raises the possmilimm sumatriptan could cause
loxicity in these lissues after extended use. However, no efiects on the retina
related o Irealment with sumatriptan were noted in any of the oral or
subculaneous toxicity studies. Although no systematic monitoring of ophthal-
mologic function was undertaken in clinical (rials, and no specific recommen-
dations for ophihalmelogic monu:orin? are offered, prescribers should be aware
of the possibility of long term ophthalmologic effects,

Laboratory Tests: No specific laboralory tesls are recommended for
manitoring patients priar to andyor after treatment with IMITREX®,

Serious cardiac events, including some that have been fatal, have
occurred lollowing the use of 5-HT, agonists. These evenis are
extremely rare and most have been mnmd in patients with risk
factors predictive of CAD. Events reported have included coronary
arlery vasospasm, lransient myocardial ischemia, nr{ocarmal
infarction, ventricular tachycardia, and ventricular fibrillation (see
GUNTHMNIJIIBJ\HDNS. WARNINGS, and PHE?#HTAE;SL
n

Tyrhal 5-HT, Agonist Adverse Reactions: As with other 5-HT, agonists,
IMITREX® (sumatriptan succinate/sumatriptan) has been associated with
sensations of heavingss, pressure, tightness or pain which may be inlense.
These may occur in zny part of the body including the chest, thraal, neck, jaw
and uppar limb,

Acute Safety: In placebo-controlied migraing irials. 7,668 palients receivad at
least one dose of IMITREX® (3095 oral, 1432 subcutaneous, 3141 intranasal).
The foilowing tables (Tables 3-5) list adverse evenis occurring in these trials al
an incidence of 1% or more in any of the IMITREX® dose groups and thal
ocewred at a higher incidence than in the piacebo groups.

"assessed by aminopyrine breath lest {>0.2-0.4 scaling unis)
“Tratemark of Ciba Seit Medication
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Table 3: Treatment-Emergent Adverse Events in Oral
Placebo-Controlled Clinical Trials Reported by at
Least 1% of Patients with Migraine

Placebo IMITREX® IMITREX" IMITREX

25mg  50mg 100 mg*T
Number of Palients 690 351 723 2021
Mumuer of Migraing

Attacks Treated 1187 945 1889 14750
Symploms of Potentially

Cardiac Origin

* Chest Sensalions” 06% 23% 26% 32%

*  Neck/Throat/Jaw Sensations® 14%  23%  35% 52%
*  |pper Limb Sensations® 12% 14% 25% 36%

* _Palpitations 06% 03% 10% 11%
Neurological
¢ Head/Face Sensations” 13%  23% 25% 47%
*  Dizziness 25% 31% 33% 62%
* Headache 33% 40% 22% 33%
* Verligo 06% 11% 1.1% 1.0%
*  Drowsiness 16% 11% 12% 21%
o Tremor 04% 09% 04% 11%
Gastrointestinal
* Nausea 58% 28% 44% 11.0%
*  Hyposalivation 12%  14%  11%  12%
* \omiting 29% 43% 11%  44%
*  Gastrointestingl Discomtort

& Pain 14% 11% 08% 20%
*  Abdominz| Discomlort

& Pain 03% NR  04% 12%
*  Diarthea 09% 03% 06% 11%
Musculoskeletal
*  Musculoskeletal Pain 07% 23% 04% 14%
*  Muscle Pain 03% 09% 0% 1.0%
= Muscle Atrophy Weakness

& Tiredness NR 06% (4% 14%
Ear, Nose & Throat
«  |nfections 06% 06% 11% 14%

*  Nasal Signs & Symploms 07% 14% 08% 1.0%
| = Throat & Tonsil Symptoms 0.6% NR _ D4% 23%

Respiratory
= \Viral Infection 0.3% 11%  01%  1.0%
Non-Site Specific
* Limb Sensations” 04% 11%  04%  15%
*  Sensations®

{body region unspecified) 45% 57% B80% 90%
*  Malaise/Faligue 51%  37% 26% 95%
«  Swealing 04% 06% 06% 16%

“The term “sensations” encompasses adverse evenis described as pain &
discomfort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresihesia, numbness, tingling, and strange sensations.
**Includes patients receiving up to 3 doses of 100 mg

NR = Not Reported

Table 4: Treatment-Emergent Adverse Events in Subcutaneous
Piacebo-Controlled Clinical Trials Reported by at

Least 1% of Patients with Migraine
Placebn  IMITREX® &

Number of Patients 615 1432
| Number of Migraine Altacks Treated 742 2540
Symptoms of Potentially Cardiac Origin

*  Chest Sensations® 16% 5.7%
*  Neck/Throat/Jaw Sensations” 1.3% 12.0%
* _ Upper Limb Sensations* 20% 6.8%
Neurological

*  Head/Face Sensations® 37% 166%
*  Diziness 3.7% 79%
¢ Headache 0.7% 34%
*  Drowsiness 1.8% 2.9%
Gastrointestinal

*  Mausea 5.9% 9.4%
s Hyposalivation 28% 3.3%
Musculoskeletal

*  Muscle Atrophy Weakness & Tiredness R 17%
Ear / Nose and Throat

» _ Throat & Tonsil Symptoms 0.3% 1.0%
Respiralory

*  Breathing Disorders 0.8% 1.3%
Non-Site Specific

»  Sensalions” (body region unspecified)  159%  39.0%
*  Injection Site Reactions 104% 247%
*  Limb Sensations® 15% 6.0%
*  Malaise/Faligue 2.3% 4.7%
e Swealing 1.1% 1.7%
*  Trunk Symptoms* 05% 1.4%

“The lerm “sensations encompasses adverse events described as pain &
discomlort, pressure, heaviness, constriction, lighiness, heal/ourning
sensation, paresthesia, numbness, lingling, ang strange sensations.
NR = Not

Table 5: Treatment-Emergent Adverse Events in Intranasal
Placebo-Conltrolled Clinical Trials Reported by at Least
1% ol Patienls with Migraine

initial dose, the dose may be repealed after 1 hour, Nol more than 12 mg (two
Gmg injections) should be laken in any 24 hour period.
It 2 patient does nol respond to the first dose of IMITREX*™ Injection, a second

*The term “sensations” encompasses adverse evenls described as pain &
discomfort, p A iness, constriction, lightness, heal/burming
sensation, paresthesia, numbnass, tingllng, and strange sensalions.
**Includes patients receiving up to 3 doses of 20 mg

IMITREX™ i5 generally well tolerated. Most of the events were iransient in nalure
and resoived within 45 minutes of subcutaneous administration and within 2
hours of oral or intranasal administration.

0 the 3630 palients lreated with IMITREX® Nasal Spray in clinical trials, there was
one report of & coronary vasospasm relaled to IMITREX® administration. Minor
disturbances of liver function tests have occasionally been observed with
sumatriptan Ireztment. There is no evigence that clinically signilicant
abnormalities occurred more frequently with sumatriptan than with placebo,
Patients trealed with IMITREX® rarely exhibit visual disorders like flickering and
diplopia. Additionally cases of nystagmus, scotoma and reduced vision have
been observed. Very rarely a transient loss of vision has been reported
However, visuzl disorders may also ocour during a migraine attack itsell.

neral:
IMITREX® (sumatriptan succinate/sumatriptan) is indicated for the
te freatment e headache with or withoul aura.

acul of mlg:akn

Sumatriptan should not be used prophylactically. Sumatriptan m
be given orally, subcutaneously or as a nasal spray. The safety
freating an average of more than four headaches in a 30 day period
has not been established. )

In selecting the appropriate formulation for individual patients, consideration
shoutd be given to the palient's preference for formulation and the patient’s
requirement for rapid onset of reliel. Signilicant relief begins about 10-15
minutes following subculaneous injection, 15 minutes lollowing Intranasal
administration and 30 minutes following oral administration.

In addition to relieving the pain of migraine, sumatriptan (all formulations) has
also begn shown to be efiective in relieving associated symploms of migraine
(nausea, vomiting, phonophobia, photophobia). Sumairiptan is equally
effective when administered al any stage of 2 migraine attack Long lerm (12-24
months) clinical studies with maximum recommended doses of sumatriptan
indicate thal there is no evidence of the development of tachyphylaxis, or
medication-induced (rebound) headachs.

Tablets:

The minimal effective single adult dose of IMITREX® Tablets is 25 mg. The
maximum recommended single dose is 100 mg.

= 3 dose should not be taken for the same attack, as it is unlikely to be of clinical
Placebo 'Mg:“ gin 'fu"rff‘:‘f b, IMTREX iy be ke o e s

mg  19mg cUmg | minisiration during migraine aura prior to other symploms occurring ma
Number of Patients 741 496 1007 1638 rot prevent the develgp_mgni ofa headgl:!ae. e e
Number of Migraine Patients should be advised to read the patient instruction leaflet regarding the

Altacks Treated 1047933 143 2070 ;la;igisg:st:[!gl syringes and needles.
:'";‘]""'E’.": Potentially The minimal effective single adult dose of sumatriptan nasal spray is 5 mg. The
ardiac Urigm maximur recommended single dose is 20 mg.
* Chest Sensations' 03% 10% 07% 06% It the migraine headache returns, of it a patient has a partial response lo the
* Neck/Throal/Jaw Sensations™ 12% 06% 16% 23% initial dose, the dose may be repeated after 2 hours. Not more than 40 mg
Rowyuuhe i3 palint 80 ot rspond 1o he st dose of IMITREX® Nasal Sp
P f a patie not respond 1o the first dose o sal Spray, &
: geadfFace Sensations ?g: };: f;: f;: second dose should nuﬁ]e taken for the same aftack, as it is unlikely to be of
g : - : clinical benefit. IMITREX® may be taken for subsequent attacks.
* Headache 07% 4%  09% 08% Placebo-contralled clinical trizls revealed the fallowing incidence of headache
* Migraing 26% 32% 24% 18% reliel, defined as a decrease in miPraine Severity from severe or moderate lo
Gasirointestinal mild or no pain, within 2 hours after treatment with intranasal sumatriptan at
o Nausea 104% 143%  96%  B3% doses of 5, 10 or 20 mg (see Table 6 below).

« Vomiting 76% 111%  96%  6.8% TABLE 6. Percenlage of patients with headache relief at 2 hours
Ear, Nose & Throat Study |Placebo (n)| 5mg (n) |i0mg (n)|20 mg {n)
s :’m:‘g’-’” =°&N§'58 t f-;‘: ;;: f-g: 1«3?; Study 1e| 35% (40) |67% (42) | 67%7 (39) | 78%  (40)
® (4353l all [oms . h . 'y e oy ol
Mo 09% 18% 13% O0s% | [Lor2[ A% [N [ 5% (%) [ 6% () [ 7% (39|
* Upper Respiratory Inflammation  0.5%  10%  06% 07% Sludy3 | 25% (63) [49% (122) | 46% (115) | 64%Y T (119)
* Throat & Tonsil Symp 08% 02% 10% 07/% Study 4 | 25% (151) - 44%v (288) | 55%v 1 (292)
g 6 206 2 e | (RS | (00 (G ) | i 2% | 60%r T (@)
{body region unspeciied) - : ' [@E % (00 | - 54%7 (106) | 63%  (202)

* Malaise/Faligue 13% 18% 13% 08% Study 7+f 29% (112} - 43% (109) | 6%  (215)
* Descripions of odor ortaste __ 18% _153% 202% 208% | 1oy rerer was delined as 2 docrease in headche severlty from severs or

moderate lo mild of none.

1= tolal number of patients who recelved treatment

« comparisons between sumatriplan doses not conducted

¥ p<0.05 versus placebo + p<0.05 versus lower sumalriptan doses
Ap<l05vs5smg - not evaluated

As shown in the [able above, optimal rates of headache relief were seen with the
20 mg dose. Single doses above 20 mg should not be used due to limited
salely data and lack of increased efficacy relative o the 20 mg single dose.
Within the range of 5-20 mg, an increase in dose was no! associaled with any
significant increase in the incidence or Severity of adverse events other than
last disturbance (See ADVERSE REACTIONS).

The nasal spray should be administered inlo one nostril only. The device is
teady 1o use singlee dose unit and must not be primed before administration,
Patients should be advised 1o read the patient instruction leaflet regarding the
use of the nasai spray device before administration.

IMI ablets are available as pink 100 mg, white 50 mg, or while 25 mg
liim-coated tablets in blister packs containing & tablets. Four Dlister packs are
placed in 4 canton

IMITREX® Injection (6 mg; total volume = 0.5 mL) is available in pre-filled
syringes placed in a tamper-evident carrying case/disposal case. Twe pre-filled
synnaes lus fhe IMITREX STATdoss Pen™ autoinjector are packed in an
IMITREX STATdose ™autofnigclor kit. A refill pack is available containing
2 pre-filled syringes in a carton, o
IMITREX® Injection is also available to physicians or hospilals in 2 single dose
vial ﬁ Er)r@: total volume = 0.5mL). There are 5 vials par carlon

IMALT] Nasal Spray 5 mg and 20 mg are each supplied in boxes of 6 nasal
spray Qe\r'ices (3 x 2 devices). Each unit dose spray supplies 5 and 20 mg
Tespectively

Pmﬂu:tt Monograph available fo physicians and pharmacists upon
request.

Please contact GlaxeSmithKline Inc., 7333 Mississauga Road N., Mississauga,
Ontario LSN BL4. , '
IMITREX® is a registered trademark, used under license by GlaxoSmithKline
Inc. ™The appearance, namely the colour, shape, and size of the IMITREX
Nasal Spray device and IMITREX STATdose System are trademarks, used
under license by GlaxoSmithKline Inc.

The oplimal dose s a single 50 mg tablet, However, depending on individual
patient's needs and response to treatment, some patients may require 100 mg.
Clinical trials have shown that aggmximately 50 - 75% of patients have
headache reliel within two hours after oral dosing wilth 100 mg, and that a
furlher 15 - 25% have headache relief by 4 hours. Comparator studies have
shown similar eflicacy rates with the 50 mg and 100 mg lablets. There is
evidence that doses of 50 and 100 mg may provide greater effect than 25 rn%
If the migraine headache retumns, or if a ﬁ:{iem has a partial response to the
initial dose, the dose may be repeated after 2 hours. Not more than 200 mg
should be taken in any 24 hour period.

Ifa patient does nol respond to the first dose of IMITREX® Tablels, a second dose
should not be taken for the same attack, as it is uniikely to be of clinical berefil,
IMITREX® may be faken to treat subsequent migraine attacks.

Trie tablet should be swallowed whole with water, not crushed, chewed or split.
Hepatic Impairment: In patients with mild or moderate hepatic impairment,
plasma sumalriptan concenlrafions up 1o two times thase seen in healthy
subjects have been observed. Therefore, a 25 mg dose (single fablet) may be
considered in thess patienis (see PRECAUTIONS). Sunatri?an should not be
a?lialrs;tse;ed lo patients with severe hepatic impairment (see CONTRAINDI-

Injection:

iMIrlH&“ Injection should be injected subcutansously (on the outside of the
thigh or in the upper arm) using an autoinjector

The recommended adult dose of sumatriptan is a single & mg subcutaneous injection.
Clinical trials have shown that approximately 70-72% of pafienis have
headache relief within one hour afler a single subcutaneous injection. This
number Increases 1o 82% by 2 hours,

If the migraine headache relums, or it a patient has 2 partial response to the
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BRIEF PRESCRIBING INFORMATION
CONSULT FULL PRODUCT MONOGRAPH FOR COMPLETE PRESCRIBING INFORMATION

"TOPAMAX*
topiramate

25, 100 and 200 mg Tablets and 15 and 25 mg Sprinkle Capsules
Antiepileptic

INDICATIONS AND CLINICAL USE
TOPAMAX (topiramate) is Indlicated as adjunctive therapy for the management of patients (aduts and children twa years and older) with epilepsy who are not satisfactorily
controlled with conventional therapy.
There is iimited information on the use of TOPAMAX in monotherapy at this time.
Gerlatrics {> 85 years ot age):
There Is limited information in patients over 65 years of age. (see WARNINGS AND PRECAUTIONS, Speciaf Populations, Geriatrics).
CONTRAINDICATIONS
* Patients who are hypersensitive to this drug or to any ingredient in the formulation or component of the container.

WARNINGS AND PRECAUTIONS

General
Antiepiteptic drugs, including TOPAMAX (topiramate), shouid be withdrawn gradually to minimize the potential of increased seizure frequency. in adult clinical trials,
dosages were decreased by 100 mg/day at weekly intervals.

Endocrine and Metabolism
Oligohldrasls and Hyperthermia
Oligohidrosis (decreased sweating) and resulting in have been reported in patients treated with topiramate. Oligohidrosis and
hyperthermia may have potentially serious sequelae and may be preventable by prompt recognition of symptoms and appropriate treatment. Decreased sweating and
slevation of body temperature above normal characterized the cases reported in patients treated with topiramate. Some of the cases were reported after exposure to
slevated environmental temperatures.
These raports have primarity involved children. Patients treated with TOPAMAX, especially pediatric patients, should be monitored closely for evidence of decreased
sweating and increased body temperature, particularly in hot weather. Proper hydration before and during activities such as exercise or exposure o warm temperafures
Is recommended.

Caution should be used when TOPAMAX is prescribed with other drugs that predispose patients to heat-refated disorders; these drugs include, but are not limited to, other
carbonic anhydrass inhibitors andt drugs with anticholinergic activity. {see ADVERSE REAGTIONS, Post-Market Adverse Drug Reactions)

Nutritional Supplementation

A distary supplement or increased food intake may be considered if the patient is losing

weight while on this medication.

Decreased Hepatic Function
In hepatically impaired patients, TOPAMAX should be administered with caution as the clearance of topiramate was decreased compared with normal subjects.

Neurologle

Central Nervous System Effects

Adverse events most often associated with the use of TOPAMAX were central nervous system related. In adults, the most significant of these can be classified info two general
categories: f) psychomotor slowing: difficufty with concentration and speech or language problems, in particular, word-finding difficuities and i somnofence or fatigue.
Additional nonspecific CNS effects occasionally abserved with TOPAMAX as add-on therapy include dizziness or imbalance, confusion, memory problems, and exacerbation
of mood disturbances {s.g. irritability and depression).

These evants were generally mild to moderate, and generally occurred early int therapy. While the incidence of psychomotor slowing does niot appear to be dose related,
both language problems and difficulty with concentration or attention increased in frequency with increasing dosage in the six double-blind trials, suggesting that these
events are dose related (seo ADVERSE REACTIONS, Post-Market Adverse Drug Reactions).

Paresthesla

Paresthesia, an effact associated with the use of other carbonic anhydrase inhibitors, appears to be a common effect of TOPAMAX therapy. These events were usually
Intermittent and mild, and not necessarily related to the dosage of TOPAMAX,

Ophthalmologic

Acute Myopla and Secondary Angle Closure Glaucoma

A syndrome cansisting of acute myopia assoclated with secondary angle closure glaucoma has been reported in patients receiving TOPAMAX. Symptoms include acute
onset of decreased visual acuity and/or ocutar pain. Ophthalmologic findings can include myopia, anterior chamber shallowing, acular hyperemia (redness) and increased
intraocular pressure. Mydriasis may or may not be present. This syndrome may be associated with supraciliary effusion resulting in anterior displacement of the lens and
ris, with secondary angle claewre glaucoma. Symptams typically accur within 2 few days to 1 month of initiating TOPAMAX therany. (n contrast to primary narrow angle
glaucema, which is rare under 40 years of age, secondary angle ciosure glaucoma associated with TOPAMAX has been reported in pediatric patients as wel as adults.
The primary treatment to reverse symptoms is discontinuation of TOPAMAX as rapidly as possible, according to the judgment of the freating physician. Other measures,
in conjunction with discontinuation of TOPAMAX, may be helpful (see ADVERSE REACTIONS, Post-Market Adverse Drug Reactions).

In all cases of acute visual blurring and/or painfulfred eye(s), immediate with an 1 room is

Elgvated intraocular pressure of any etiology, if left untreated, can lead to serious sequalae including permanent vision foss.

Benal

Kidney Stones

Afotal of 32/1,715 {1.5%) of patients exposed to TOPAMAX during its development reported the occurrence of kidney stones, an incidence about 10 times that expected
in a similar, untreated population (M/F ratio: 27/1,082 male; 5/623 female). In the general population, risk factors for kidney stone formation include gender (mate), ages
hetween 20-50 years, prior stone formation, family history of nephrolithiasis, and hypercalciuria, Based on logistic regression analysis of the clinical trial data, no
comelation between mean TOPAMAX dosage, duration of TOPAMAX therapy, or age and the occurrence of kidney stones was established; of the risk factors evaluated,
only gender (male) showed a correfation with the occurrence of kidney stones. In the pediatric patients studied, there were no kidney stones observed,

Carbonic anhydrase inhibitors, e.g. acetazolamide, promote stone formation by reducing urinary citrate excretion and by increasing urinary pH. Concomitant use of
TOPAMAX, a weak cartonic anhydrase inhibitor, with other carbonic anhydrase inhibitors may create a physiclogical environment that increases the risk of kidney stone
formation, and should therefore be avoided

Patients, especially those with a predisposition to nephrolithiasis, may have an increased risk of renal stone formation and associated signs and symptoms such as renal
colic, renal pain or fiank pain. Increased fluid intake increases the urinary output, lowering the cancentration of substances invotved in stone formation. Therefore,
adequate hydration is recommended to reduce this risk. Nong of the risk factors for nephrotithiasis can reliably predict stone formation during TOPAMAX treatment.
AdJustment of Dose in Renal Failure

The major route of eliminatien of unchanged topiramate and its metabolites s via the kidney. Renal elimination is dependent on renal function and is independent of age.
Patients with impaired renal function (CLa< 70 mL/min/1.73m?) or with end-stage renal disease receiving hemodialysis treatments may take 10 to 15 days to reach
steady-stats plasma concentrations 2s compared to 4 o § days in patients with normal renal funclion. As with 2l patients, the titration schedule should be guided by
clinical outcame (.e. seizure control, avoidance of side effects) with the knowtedge that patients with known renat impairment may require a longer time to reach steady-
state at each dose {sse DOSAGE AND ADMINISTRATION, Dosing Considerations).

Information for Patients

Adaquate Hydration

Patients, espectally those with predisposing factors, should be instructed to maintaln an adequate fluid intake in order to minimize the risk of renal stane formation.
Patisnts also should be instructed to increase and maintain fluid intake prior o and during activities such as exercise and expasure o warm temperatures to help prevent
complications from decreased sweating.

Effacts on Ability to Drive and Use Machines

Patiants should be wamed about the potentia} for somnolence, dizziness, confusion, and difficulty concentrating and advised not to drive or operate machinery until they
have gained sufficient experience on TOPAMAX to gauge whether it adversely affects their mental and/or motor performance.

Actte Myopia and Secondary Angle Closure Glaucoma

Patients taking TOPAMAX should be told to immediately contact their doctor and/or go to the Emergency Room if they/their child experience(s) sudden worsening of vision,
biurred vision or painfulired eyefs).

Speclal Populations

Pregnant Women:

Like other antiepileptic drugs, topiramate was teratogenic In mice, rats, and rabbits. In rats, topiramate crosses the placental barier.

There are n studies using TOPAMAX in pregnant women. However, TOPAMAX therapy shouid be used during pregnancy only if the potential benefit outweighs the potential
risk to the fetus.

{n post-marketing experience, cases of hypospadias have béen reported in mate infants exposed in ufero to TOPAMAX, with or without other anticonvuisants; however, a
causal relationship with TOPAMAX has not been established.

The effect of TOPAMAX on labour and delivery in humans is unknown.

Nursing Women:

Topiramate is excreted in the milk of lactating rats. The excretion of tapiramate in human milk has not been evaluated in controlied studies. Limited observations in patients
suggest an extensive excretion of topiramate into breast milk. Since the potential for serious adverse reactions in nursing infants exposed to TOPAMAX exists, the
prascriber should decide whether to discontinue nursing or discontinie the drug, taking into account the importance of the drug to the mother and the risks to the infant.
Pediatrics (<2 years of age):

Safety and effectiveness in children under 2 years of age have not been established.

; Pedi 2
TOPAMAX administration is associated with weight loss in some children that generally occwrs earty in therapy. Of those pediatric subjects treated in Ciinical trials for at least a
year who experfenced weight loss, 96% showed a resumption of weight gain within the period tested. in 2-4 year-olds, the mean change in weight from baseline at 12 months
{n=25) was +0.7 kg (range -1.1 to 3.2); at 24 months (n=14), the mean change was +2.2 {range -1.1 to 6.1). In 5-10 year-olds, the mean change in weight from baseline at
12 months {n=88) was +0.7 kg (range -6.7 to 11.8); at 24 months n=67), the mean change was +3.3 (range -8.6 1o 20.0). Weight decreases, usually associated with anorexia
or appetite changes, weve reported as adverse events for 3% of patients treated with TOPAMAX. The long-term effects of reduced weight gain in pediatric patients are not known.

Gerlatrics (>65 years of age):
There is limited information in patients over 65 years of age. The possibility of age-associated renal function abnormalities should be considered when using TOPAMAX,

Monitoring and Laboratory Tests
It has been observed in clinical trials that tapiramate treated subjects experienced an average decrease in serum bicarbonate level of 4 mmol/t and an average increase
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ADVERSE REACTIONS
A D

Adults

The most commanly cbserved adverse events associated with the adjunctive use of TOPAMAX (topiramate) at dosages of 200 to 400 mg/day in controlled trials in adutts
that were seen at greater frequency in patients treated with TOPAMAX and did not appear to be dose related within this dosage range were: somnolence, dizziness, ataxia,
speech disorders and refated speech problems, psychomotor slowing, nystagmus, and paresthesia (see Table 1).

‘The most common dose-related adverse events at dosages of 200 to 1,000 mg/day were: nervousness, difficulty with concentration or attention, confusion, depression,
anorexia, language probiems, and mood problems (see Table 2).

Pediatrics
Adverse events associated with the use of TOPAMAX at dosages of 5 to 9 miy/kg/day in workdwide pediatric clinical frials that were seen at greater frequency in patients treated with
TOPAMAX were: fatigue, somnolence, anorexia, difficutty with ion, difficutty with memory, aggressive reaction, and weight decrease (See Table 3).
i lal Adve

Because clinical trials are conducted under very specific conditions the adverse reaction rates observed in the clinical trials may not reflect the rates observed in
practice and should not be compared to the rates in the clinical trials of another drug. Adverse drug reaction information from clinical trials fs usefu! for identifying drug-
refated adverse events and for approximating rates.

Table 1: Incidence of Treatment-Emergent Adverse Events in Placebo-Controfled, Add-On Trials in ADULTS *
{Events that occurred in > 2% of patients treated with TOPAMAX and occurred more frequently In patients treated with TOPAMAX than placebo-treated patients)

TOPAMAX Dosage (mg/day)
Body System/
Adverse Event Placebo 200-400 600-1,000
(n=216) n=113) (n=414)
Body as a Whole
Asthenia 14 80 31
Back Pain 42 62 29
Chest Pain 28 44 24
Influenza-Like Symptoms 32 35 36
Leg Pain 23 35 36
Hot Flushes 19 27 07
Nervous System
Dizziness 153 283 321
Maxia 6.9 212 145
Speech Disorders/Related Speech Problems 23 168 14
Nystagmus 93 150 "1
Paresthesia 46 150 191
Tremor 60 106 89
Language Problems 05 6.2 104
Coordination Abnormal 19 53 36
Hypoagsthesia 09 27 12
Abnormal Gait 14 18 22
Gastrointestinal System
Nausea 74 115 121
Dyspepsia 65 8.0 6.3
Abdominal Pain 37 53 70
Constipation 23 53 34
Dry Mouth 08 27 39
Metabolic and Nutritional
Waight Decrease 28 71 128
Neuropsychiatric
Somnolence 97 301 278
Psychomotor Slowing 23 168 208
Nervousness 74 159 183
Difficutty with Memory 32 124 145
Confusion 42 87 138
Depression 56 80 130
Difficulty with Concentration/Attention 14 80 145
Anorexia 37 53 123
Agitation 14 44 34
Mood Problems 19 35 92
Aggressive Reaction 05 27 29
Apathy 0 18 31
Depersonalization 08 18 22
Emotional Lability 09 18 27
Reproductive, Female (n=59) (n=24) {n=128)
Breast Pain, Female 17 83 0
Dysmenarrhea 68 8.3 31
Menstrual Disorder [ 42 08
Reproductive, Male (=157 (n=89) (n=286}
Prostatic Disorder 08 22 0
Respiratory System
Pharyngitis 23 71 31
Rhinitis 63 71 83
Sinusitis 42 44 58
Dyspnea 09 18 24
Skin and Appendages
Pruritus 14 18 A
Vision
Diplopia 56 142 104
Vision Abnormat 28 14.2 101
White Cell and RES
Leukopenia 0.5 27 12

* Patients in these add-on trials were receiving 1 to 2 concomitant antiepileptic drugs in addition to TOPAMAX or placebo.
* Values represent the percentage of patients reporting a given adverse event. Patients may have reported more than one adverse event during
the study and can be included in more than one adverse event category.

Table 2: Incidence (%) of Dose-Related Adverse Events From Placebo-Controlled, Add-On Trials in ADULTS

TOPAMAX Dosage {mg/day)
Adverse Event Placebo 200 400 600 - 1,000
(n=216) (n=45) (n=68) (n=414)
Fatigue 134 11 118 207
Nervousness 74 133 176 193
Difficulty with Concentration/Attention 14 67 88 145
Confusion 42 89 103 138
Depression 56 8g 74 130
Anorexia 37 44 59 123
Language problems 05 22 88 101
Anxiety 6.0 22 29 104
Mood problems 19 0 59 92

[n six doubte-blind clinical trials, 10.6% of subjects (n=113) assigned to a TOPAMAX dosage of 200 to 400 mg/day in addition to their standard AED therapy discontinued
due to adverse events, compared to 5.8% of subjects (n=69) receiving placebo. The percentage of subjects discontinuing due to adverse events appeared to increase at
dosages above 400 mg/day. Overall, approximately 17% of all subjects (n=527) who received TOPAMAX in the double-blind trials discontinued due to averse events,
compared o 4% of the subjects (1=216) receiving piacebo.

Table 3 lists freatment-emergent adverse events that occurved in at least 2% of children treated with 5 to 9 mg/kg/day TOPAMAX in controlled trials that were numerically
more common than in patients treated with placebo.

A-34
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Table 3: Incidence {%) of Treatment-Emergent Adverse Events in Worldwide Pediatric Clinical Trials Experience (2-16 years of Agej

antiepileptic medications. Thus, caution is advised when polytherapy with valproate is necessary {see ADVERSE REACTIONS, Post-Market Adverse Reactions).

(Events that Occurred in > 2% of Patients Treated with TOPAMAX and Occurred More Frequently in Patients Treated with TOPAMAX Than Placebo-Treated Patients) The effects of these i on plasma are inTable 4.
Table 4: Drug Interactions with TOPAMAX Therapy

Body System/ Placebo Topiramate
Adverse Event {n=101) {n=98) AED AED Topiramate

Co-admin Concentration Goncantration

Bady as a Whole - General Disorders Phenytoin o ¥ 59%
Fatigue 5 183 Carbamaepine (CBZ) © ¥ 40%
Injury 129 143 082 epoxide* o NS
Allergic Reaction 1 2 Valproic acid Y11% v 14%

Central and Peripheral Nervous System Disorders Phenobiarbital « NS
Gait Abnormal 5 82 Primidone © NS
:tya;;?kinesia i g} * Is not administered but is an active metabolite of carbamazepine
Dizziness 2 41 > Noeffect on plasma concentratio (< 15% change) o )

Speech Disorders/Related Speech Problems 9 a1 ™ Plasma concentrations mnreasedIZE?% .|n. some nfmems, generally those on a b.i.d. dosing regimen of phenytoin
Convulsions Aggravated 3 31 ¥ Plasma concentrations decrease in individual patients
Hyporefiexia 0 2 NS Not studied

Gastrointestinal System Disorders AED  Antiepileptic drug
Nausea 5 61 Other Drug Interactions
Salfva Increased 4 61 Digosin: I a single-dose study, serum digoxin AUC decreased 12% due to TOPAMAX administration. Muttipte-dose studies have not been performed. When
Constipation 4 5.1 TOPAMAX is added or withdrawn in patients on digoxin therapy, careful attention should be given to the routine monitoring of serum digaxin.

Gastroeneriis 2 31 CNS Depressants: Concomitant administration of TOPAMAX and alcohol or other CNS depressant drugs has not been evaluated in clinical studies, It s recommended that

Meta!mnc and Nutritional Disorders TOPAMAX not be used concomitantly with aicohol or other CNS depressant drugs.

Weight Decrease ! 82 Oral Gantraceptives: In a phamacokinetic interaction study, epileptic patients received TOPAMAX as adjunctive therapy with valproic acid and a combination oral confraceptive
Thirst 1 2 product containing norethindrone (1 mg) plus ethinyl estradiol {35:3. In this study, TOPAMAX did not significantly affect the oral clearance of norethindrone. The serum levels of the

Platelet, Bleeding and Clotting Disorders estrogenic companent decreased by 1%, 21% and 30% at daiy doses of 200, 400 and 800 mg of topiramate, respectivel. Consequenty, the sfficacy of low-dose (e.g. 20 4 oral
P"_'P“fa 4 82 contraceptives may be reduced in this situation. Patients taking oral contraceptives should receive a preparation containing not less than 30 i of sstrogen. Patients taking oral
Epistaxis 1 44 contraceptives should be asked to report any change in their bleeding pattems. Contraceptve efficacy can be decreased even in the atisence of breakthrough bieding

Nervous Disorders Metformin: A drug-drug interaction study conducted in 18 healthy volunteers, ages 18-37, evaluated the steady-state phamacokinetics of metiormin and topiramate in plasma
Somnolence 158 255 when metformin (500 mg b.i.d) was given alone and when metformin and topiramate (50, 75 and 100 mg) were given simultaneously for 6 consecutive days. The results of this
Anorexia 148 A5 study indicated that metforrmin mean Cee. and mean AUCe:» increased by 18% and 25%, respectively, while mean CLIF decreased 20% when metformin was co-administered
Nervousness 6.8 143 with TOPAMAX, {up-¥trated to 100 mg b.i.4). TOPAMAX did not affect metiormin t. The effects of higher doses of topiramats (>100 mg b..d.) on metfomin are unknown, The
Personality Oisorder (Behaviour Problems) 89 1.2 clinical significance of the effect of tapiramate on mtiomin pharmacokinetics is unclear. Oral ptasma clearance of topiramate appears to be reduced! when administered with
Difficulty with Concentration/Attention 2 102 metformin. The extent of change in the clearance is unknown, The clinical significance of the effect of metformin n topiramate pharmacokinetics is unciear. When TOPAMAX is
Aggressive Reaction 4 92 ‘added or withdrawn in patients on metformin therapy, careful attention should be given to the routing monitoring for adequate contral of their diabetic disease state.
Insormnia 6.9 82 ithers: Concomitant use of TOPAMAX, a weak casbonic anhydrase inhibitor, with other carbonic anhydrase inhibitors, .g. acetazolamide, may create a physiological
Mood Protlems 6.9 71 environment that increases the risk of renal stone formation, and should therefore be avoided if possible.
Difficutty with Memory NOS® 0 51
Emotional Labify 5 51 Drug-Food Interactions S
Confusion 3 41 There was no clinically significant effect of food on the bioavailability of topiramate.
Psychomotor Slowing 2 31 Drug-Herb Interactions

Reproductive Disorders, Female Interactions with herbal products have not been established.
Loukorthea 0 23 Drug-Laboratory Interactions

Resistance Mechanism Disorders There are no known interactions of TOPAMAX with commenly used laboratory tests.
Infection Viral 3.0 71

. mn;mx Systom Dlsort 30 31 DOSAGE AND ADMINISTRATION

espiratory m Disorders .

Upper Respiratory Tract Infection 366 367 Dasing Considerations
Preumonia 10 51 . Pal!ents with renfal trnpalrm_enl

Skin and Appendages Disorders : ;aqents ur}dergmng_ he_m ocialysis
Skin Disorder 20 31 atients with hepatic disease
Alopecia 1.0 20 Recommended Dose and Dosage Adjustment
Dermatitis 0 20 TOPAMAX (tapiramate) Tablets or Sprinkle Capsules can be taken without regard to meals.

Hypertrichosis 1.0 20 Adulis (Age 17 years and older)
Rash Erythematous 0 2.0 Itis recommended that TOPAMAX as adjunctive therapy be initiated at 50 mg/day, followed by titration as needed and tolerated to an effective dose. At waekly intervals,

Urinary System Disorders the dose may be increased by 50 mg/day and taken in two divided doses. Some patients may benefit from lower inttial doses, e.9. 25 mg and/or a siower titration schedule.
Urinary Incontinence 20 41 Some patients may achieve efficacy with once-a-day dosing.

Vision Disorders The recommended total daily maintenance dose is 200-400 mg/day in two divided doses. Doses above 400 mg/day have not been shown to improve responses and have
Eye Abnormality 10 20 been associated with a greater incidence of adverse events. The maximum recommended dose is 800 mg/day. Daity doses above 1,600 mg have not been studied.
Vision Abrormal 10 20 Children (Ages 2-16 years)

White Cell and RES Disorders Itis recommended that TOPAMAX as adjunctive therapy be initiated at 25 mg {or less, based on a range of 1 o 3 mg/kg/day) nightly for the first week followed by titration
Leukopenia 0 20 as needed and toferated to an effective dose. The dosage should then be increased at 1- or 2-week infervais by increments of 1 o 3 mg/kg/day (administered In two

* Patients in these add-on trials wese receiving 1 to 2 concomitant antiepileptic drugs in addition to TOPAMAX or placebo.

® Values represent the percentage of patients reporting a given adverse event. Patients may have reported more than one adverse event during the study and can be
included in more than ane adverse event category.

© Not otherwise specified

None of the pediatric patients who received TOPAMAX adjunctive therapy at 5 to 9 mg/kg/day in cortrofled clinical trials discontirued due to adverse events. In open extensions
of the controlled clinical trials, approximately 9% of the 303 pediatric patients who received TOPAMAX at dosages up to 30 mg/kg/day discontinued due to adverse events.
Adverse events associated with discontinuing therapy included aggravated corvulsions (2.3%), language problems {1.3%), and difficutty with concentration/attention (1.3%).
When the safety experience of patients receiving TOPAMAX as adjunctive therapy in both double-blind and open-label trials {1,446 adults and 303 children) was analyzed,
a similar pattem of adverse events emerged.

Adverse events that occurred less fraquently but were considered potentially medicaly relevant included: taste perversion, cognitive problems (not otherwise specified)
and psychosis/psychotic symptoms.
In aduft and pediatric patients, nephrolithiasis was reported rarely. Isolated cases of thremboembolic events have also been reported; a causal association with the drug
has not been established.
In clinical trials with fopiramate, the occurrence rate for alf potential cases of oligohidrosis {decreased sweating) was 0.25%.
-Market A

In addtion to the adverse experiences reported during clinical trial testing of TOPAMAX, the following adverse experiences have been reported in patients receiving
marketed TOPAMAX from worldwide use since approval. There are insufficient data to support an estimate of their incidence or to establish causation.
The most frequently reported adverse events in spontaneous post-marketing reports on TOPAMAX include:

or sedation, depression, anorexia, aggressive reaction, psychosis, thinking abnormal, insomnia, emotional lability, suicide
imEmpL delusion, amnesia, confusion, nervousness, agitation, concentration impaired, personality disarder, anxiety
Central and Peripheral Nervous System: convulsions aggravated, paresthesia, speech disorder, ataxia, diziness, convulsions, headache, hyperkinesia,
convulsions grand mal
Metabolic and Nutritional: weight decrease, metabolic acidosis, hypokalemia, hyperchioremia
Vision: vision abnormal (includes vision decreased, vision blusred, visual disturbance, visual impairment, amblyopia); rarely reported: diplapia, glaucoma, myopia, eye pain
Gastrointestinal: nausea, diarhea, abdeminal pain, constipation, vomiting
Body as a Whole - General DIsorders: fatigue, fever, dehydration, flushing, hot flushes
Urinary System: renal calculus
Skin and Appendages: rash, alopecla
White Cell and RES Disorders: leucopenia, thrombocytopenia
Oligoidrosis {decreased sweating) has been rarely reported with the use of TOPAMAX. The majority of spontaneous post-marketing reports have been in children. Adverse
events that may be related fo potential cases of is include dehydrati ia, and heat intolerance. Adequate hydration prior to activities such as
exercise or exposure to warm temperatures is racommended {see WARNINGS AND PRECAUTIONS, Endocrine and Metaboalismn).
To date, there have been vare spontaneous, post-marketing reports of metabolic acidosis. In some cases, acidosis resolved after dosage reduction or upon discontinuation
of topiramate.
Rare reports of with or without
medications (see DRUG INTERACTIONS).
Reparts of increases in liver function tests in patients taking TOPAMAX with and without other medications have been received. isolated reports have been received of
hepatitis and hepatic failure occurring In patients taking multiple medications while being treated with TOPAMAX.
Very rare reports have also been received for bulious skin and mucosal reactions (inclsding Stevens-Johnsan syndrome, toxic epidermal necrolysis, erythema multiforme
and pemphigus). The majority of these repors have occurred in patients taking other medications that can be associated with bullous skin and mucosal reactions.

DRUG INTERACTIONS

have been received for patients treated with TOPAMAX while also taking vaiproate or other antiepileptic

Antiepileptic Drugs
Effects of TOPAMAX on Other Antiepileptic Orugs
Potential interactions between TOPAMAX and standard AEDs were measured in controlled clinical pharmacokinetic studies in patients with epilepsy. The addition of
TOPAMAX fo other antiepileptic drups (phenytoin, carbamazepine, valproic acid, phenobarbital, primidone) has no effect on their steady-state plasma concentrations,
except in the occasional patient, where the addition of TOPAMAX to ghenytoin may result in an increase of piasma concentrations of phenytoin,
The effect of TOPAMAX on steady-state pharmacokinetics of phenytoin may be related to the frequency of phenytoin desing. A slight increase in steady-state phenytoin
plasma concentrations was observed, primarily in patients receiving phenytoin in two divided doses. The slight increase may be due to the saturable nature of phenytoin
pharmacokinetics and inhibition of phenytoin metabolism (CYP2Caw).
The addition of TOPAMAX therapy to phenytoin shoutd be guided by clinical outcome. In general, as evidenced in clinical trials, patients do not require dose adjustments.
However, any patient on phenytoin showing clinical signs or symptoms of foxicity shoutd have phenytoin levels monitored.

ﬁ ARy

Phenytoin and carbamazepine decrease the plasma concentration of topiramate. The addition or withdrawal of phenytoin and/or carbamazepine during adjunctive therapy
with TOPAMAX may require adjustment of the dose of TOPAMAX. This should be done by titrating to clinicat effect. The addition or withdrawal of valproic acid does not
produce clinicalty slunmcant changas in plasma cnncerm'aﬁms of topiramate, and therefore, does not warrant dosage adjustment of TOPAMAX,

Rare post-marketing have been received for patients treated with TOPAMAX, while also taking valproate or other
https://doi. org/1 0. 1 017/5031 71 671 00051246 Published online by Cambridge University Press

divided doses). Some patients may benefit from lower initial doses and/or a slower titration schedule.

The fotat daily dose is 510 9 mg/kg/day in two divided doses. Daily doses up to 30 mg/kg/day have been studied and were
generally well tolerated.
Gerlatrics

See WARNINGS AND PRECAUTIONS section.

Patients with Renal Impairment

In renally impaired subjects (creatinine ctearance less than 70 mb/min/t.73m?, ane-half of the usual aduit dose is recommended. Such patients will require a longer time
1o reach steady-state at each dose.

Patlents Undergoing Hemodialysis

Topiramate is cleared by hemodalysis at a rate that is 4 to 6 times greater than a normal individual. Accordingly, a prolanged period of dialysis may causa fopiramate
concentration to fail below that required to maintain an antiseizure effect. To avoid rapid drops in topiramate plasma ion during

dose of TQPAMAX may be required. The actual adjustment should take into acoount 1) the duration of dialysis, 2) the clearance rate of the dialysis sysm being used,
and 3) the effective renal clearance of topiramate in the patient being dialyzed.

Patients with Hepatic Disease

In hepatically impaired patients, topiramate plasma concentrations are increased approximately 30%. This maderate increase is not considerad to warrant adjustment of
the TOPAMAX dosing regimen. Initiate topiramate therapy with the same dose and regimen as for patients with normal hepatic function. The dose titration In these patients
should be guided by clinical outcome, i.2. seizure controt, and avoidance of adverse effects. Such patients wilt require a longer time to reach steady-state at sach dose.
Mi

The missed dose should be taken as soon as possible. If it is aimost time for the next dose, the missed dose shouid not be taken. Instead, the next scheduled dose should
be taken. Doses should not be doubled.

Administration

Tablets should not be broken. TOPAMAX Sprinkle Capsules may be swallowed whole or may be administered by carefully opening the capsule and sprinkling the entire
contents on a smal} amount (teaspoon) of soft food. This drug/Sood mixhure should be swallowed immediately and not chewed. 1t should not be stored for fiture use, The
sprinkle formulation is provided for those patients wha cannot swallow tablets, e.g. pediatric and the elderly.

OVERDOSAGE

Ingestion of between 6 and 40 g topiramate has been reported in a few patients. Signs and symptoms included: headache, agitation, drowsiness, lethargy, metabolic
acidosis and hypokatemia. The clinical consequences were not severe. All patients recovered.

A patient who ingested a dose calculated to be between 96 and 110 g topiramate was admitted to hospital with coma lasting 20-24 hours followed by full recovery after
3104 days.

General supportive measures are indicated and an attempt should be made to remove undigested drug from the gastrointestinal tract using gastric lavage or activated
charcoal. Hemodialysis has been shown to be an effective means of removing topiramate from the body. The patient should be well hydrated.

DOSAGE FORMS AND PACKAGING

Availability of
TOPAMAX (topiramate) is available s embossed, round, coated tablets in the following strengths and colours: 25 mg white, 100 mg yellow and 200 mg salmon. They ar
marked as follows:

25mg: “TOP" on ane side; “25" on the other.

100 mg: “TOP” on one side; 100" on the other.
200mg:  “TOP” on one side; “200" on the other.
Supplied: 25 mg tablets in bottles of 100 with desiccant.

100 and 200 myg tablets in botties of 60 with desiccant.
TOPAMAX (topiramate) Sprinkle Capstles contain small white to off-white spheres. The gelatin capsules are white and clear. They are marked as follows:

165 mg: "TOP" and "15 mg" on the side.
25mg: "TOP" and "25 mg" on the side.
Supplied:  Bottles of 60 capsules without desiccant.

TOPAMAX i a Schedule F drug.
Product Monograph available upon request.

JANSSEN-ORTHO

19 Green Bet Drive
Toronto, Ontario M3C 1L9

Last Revised: December 2003
TX8P041005A 811

© 2003 JANSSEN-ORTHO inc.

*Alt trademark rights used under license
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Briel Prescribing information

‘BETASERON

interferon bela-1b

THERAPEUTIC CLASSIFICATION

Immunomodulator
ACTION AND CLINICAL PHARMACOLOGY

ription: BETASERON™ (interferon beta- 10} is a punfed,

sterile. lyophihzed protein product produced by recombinant
DNA technigues and formutated for use by ingcon. Interferon
befa-1bis Dy bacterial ion of @ strain
of Escherichia coif hat bears a g  eng plasmid
containing the gene for human interferon betaw . The native
gene was obtained from human fibroblasts and altered in a
way (hat substitutes serina for the cystaine residue found at
position 17 Interferon beta- 10 is a highty purified peatesn that
has 165 amino acids and an approximate molecular weight of
18,500 dattons. It does not include 1he carbohydrale side
chains found in the natural matenal

General: Interterons are a famiy of naturally octurring
proteins, which have molecutar weights ranging fom 15,000
1o 21,000 daltons. Three major classes of interferons have
bean identified. alpha. beta, and gamma. inferferon befa- 10,
interferon alpha, and interferon gamma have overiapging yel
distingt brologe activities. The activities of interferon beta
are species-restncted and, hesefore, the most pertnet phama-
cological iformation on BETASERON (interferon beta- 10} s
derveq from studies of human cells in culture and i wo.

Blologic Activities: inerieron beta- 16 has been shown
10 possess both antiviral and immunomodulatory activibes,
The mechanisms by which BETASERCN exerts its actions in
multiple scierosis (MS) are not clearly understood. However,
it is known that the biologic response-moditying properties of
interfaon beta- 1b are mediated thiough its interactions with
specilic cell receptors found on the surface of human calls.
The benclng of inferferon beta- 1b to these receptors induces
the expression of a numbes of interferon-induced gene
products le.9., 2' 5" ohgoadenylate synthetase, pratein kinase,
and indoleaming 2.3-dioxygenase) that are believed 1o be
the mediators of the biclogical actons of interferon beta-1b.
A number of these inferfeson-induced products have been
readily measwed in ihe serum and cellular fractions of biood
collacted from patients treated with interferon bela-1b.

INDICATIONS AND CLINICAL USE

BETASERON (interferon beta- b} is indicated for:

* the reduction of the frequency of clinical exacerbations in
ambukaiony patients with relapsing-remitting multiple
scherosis. Relapsing-ramitting MS is characterized by
regurrent attacks of neurologic dystunchon foliowed by
complel o incomplete recovery.

* the slowing of progression in disabaity and fhe reduction of
the frequency of chinical exacerbations in patients with
secondary-progressive multiple sciercsis.

The safety and efficacy of BETASERON in primary progressive

MS nave not been evaluated

CONTRAINDICATIONS

BETASERON (interferon beta- 10} 15 confrand caled in patients
with a history of hypersensitivity 1o natural or recombinan
inferiecon beta, Albumin Human USP. o any oiher component
of the formulation

WARNINGS

The administration of cytokings 1 patients with a pre-existing
monocional gammopathy has been associaled with the
devaiopment of systemic capillary leak syndrome with shock-
like symptoms and tatal quicome.

should be instructed in injection technigues 1o assure the sate

salt-administration of BETASERON. {See below and the

BETASERON® INFORMATION FOR THE PATIENT secton )
Instruction on Self-injac thn que and F

ity i
al doges rangeng from 0.028 myg [0.89 MiUlkg/day (2.8 times
the recommended human dose based on body surface area

It 15 recommended that the first injection be administered by,
of under the direct supervision of, a physician.

100,42 my {13.3 MiLlkgy/day (40 times the recom-
mended human dose tased on body surface area comparison].
The ity of animal doses 1o uman doses is not

instructions for reconstingion of BETASERON and sedl-njection,
using aseptic fechmiques, should be given to the patient.
A careful review of the BETASERON® INFORMATION FOR
THE PATIENT section is also recommended.
Patints should be cautioned against the re-use of needles
o syringes and instructed in safe disposal procedures. Informa-
fion on how 1o acquee a puncture-resistant container for
gisposal of used needies and syringes should be given 10 the
patient along with instruciions for safe disposal of full containars.
(Overall, B0% of patents in the two controlied ciinical trials
reported injecton site reactions at one or more times during
theragy. Postl-marketing experience has been cons:stent with
this finding. with infrequent reports of injection Sie necrosis.
The onset of injection site necrosis usually appears early in
therapy with most cases reported to have occurred in the first
two to three months of therapy. The number of siles where:
Rareyy, the area of necrosis has extended to tar

nown. Lower goses were not studied i morkeys

BERLEX

(B ML} BETASERON every other day for periods of up to

A years in the controfied Inal, and at an incidence that was at
least twice that obsarved in the 123 placebo patients.
Comman adverse clinical and laboratory events associated
with the use of BETASERON were:

» injection site reaction (B5%),

abortions while on treatment were reported in 4 patients who
participated in the BETASERON RA-MS chinical Irial, whereas
there was one induced abortion i each of the placebo and
BETASERON groups in the SP-MS trial. BETASERON given to
rhesus monkeys on gestation days 20 to 70 did nol cawse tera-
togenic effects; however, it is not known i teratogenic effects
exist in humans. There are no adequate and well-controlied
sfudies in pregnant women. Women of childbeanng potential
should taxe reliable contraceptive measures, If the patient
becomes pregnant of plans ta become pregnant whila taking
BETASERON, the patient should ciscontnue therapy. 1t is not
known if interferons alter the etficacy of oral contraceptives.
Nursing Mothers: it is not known whether BETASERON &
excreted in human mik. Given thal many drugs are excreted in
Thurrian milk, there & a potertial for senious adverse reactions in
nmn‘hﬁs therefore a decimon should be made whether 1o

fat or fascia, Response 1o treatment of injection sita necrosis
with antibiotics and/or steroids has been variatle. in some of
these patients elective debri and, less b tly, Skin

MISING oF inue BETASERON freatment.
Pediatric Use: Safety and efficacy i chilaren unider
1Byearsn!agahmmoemashhllm

grafting took place to lacilitate healing which could take from
Three to sx manths,

Some patients expenienced healing of necrobc skin lesions
while BETASERON therapy continyed. In other cases new
Necrotc kesons developed even after therapy was dscontinued

The rature and severity of all reported reactions should be
carefully assessed. Patient understanding and use of am‘hc
self-injection que and p should be i

Liability: No ewdence or experience suggests
that abuse or dependence occurs with BETASERDN therapy,
however, the rigk of has not been sy
evaluated,

ADVERSE REACTIONS
The following adverse events were observed i placebo-
controlied clinical studies of BETASERON [nterferon beta- 16),

reevaluated.

Flu-like symptoms are not uncommen following initiation of
therapy with BETASERON. In the controlied MS clinical trials,
acetaminophen was permitted for refief of fever or myaigia.

Patients should be cautioned not 10 change the dosage of
the schedule of administration without medical consultation

Awarsness of Adverse Reactions. Palients should be
agvsed about the common acdverse events assccaied with the
use of B TASERON. particularly, injection site reactions and the
flu-ike symptom compiex (see ADVERSE REACTIONS).

Patients should be cautioned Yo report depression or
suicidal ideation (see WARNINGS)

Patients should be advised about the abortfacient potantial
of BETASERON {see PRECAUTIONS, Use In Pregnancy).

Laboratory Tests: The fllowing laboratory lests are
recommended price to inifiating BETASERON therapy and at
periodic intervals thereafter: thyroid function test, hemoglotun,
‘complete and ditterential white blopd cell counts, piatelet
counts and blood chemisiries inchuding lver funclion tests.

A pregnancy test, chest and ECG should also
e performed prior to initiating BETASERON therapy. In the
controtied MS trials, patients were moniored every 3 months
The study profocol stipulated that BETASERON therapy be
ciscontinued in the event the absclute neutrophil count fell
below 750/mm? When the absoiute neutraphil count had
retumed to a value greater than T50/mm’, therapy could be
restarted at a 50% reduced dose No patiens were withdrawn
o dose-reduced for neutropenia of lymphopenia,

Simiiarly, it AST/ALT [SGOT/SGPT) levels exceeded 10 times
the upper (imit of normal, or if the serum bilinbin exceeded
5 times the upper imit of normal, therapy was disconfinued. in

during the i, hepac erzyme
abnormakties returned to normal follewng disconti

at the cose of 0.25 mg (B MILY. in patients with
relapsing-remitting MS {n=124) and secondary-progressive
MS (n=360):

1. Relapsing-remitting MS: Injection site reactions (85%)
and injection site necrosis :5%] ocxurreu after admmmraum

. e count < 1500/mm’ [82%),

« ALT {3GPT) > 5 hmes basetine value (19%),
= absolute neutrophe count < 1500/mm” {18%),
* menstrual disorder (17%),

* WBC < 3000/mm” (16%).

* gastrointestinal disorders (6%),

* total bilirgbin > 2.5 limes baseling value (6%),
* somnolence [6%),

* laryngitis 6%,

* peNic pain (6%).

* menorThaga [6%),

* injection sie necrosis (5%), and

* peripheral vascular disorders (5%}

Atotal of 277 MS patients have been treated with
BETASERON in doses rangeng from 0.025 mg (0.8 MIU) o
0.5 mg (16 MIL). During the first 3 years of treatment,
wilhdrawals due 10 clinical adverse events of laboratory
abnormalities niot mentioned above included:

* latigue (2%, & patients),

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

* allergic urticanal skin reaction to inections {< 1%, 1 patient),
« headache (< 1%, 1 patient),

* unspecified adverse events (< 19, 1 patient), and

® “felt sick” (< 1%, 1 patient)

The mm!m enumerates agverse events and

of BETASERON, Infl . pain, b ¥, MECIDsts,
mﬂmmmmmimmm Ip<005)
with tha 025 mg (8 ML) BETASERON-treated group compared
1o ptaceDo. Only inflammation, pain, and nacrosis were
reported as severe events. The incdence rale for ingection site
reactions was calculated over the course of 3 years. This
incidence rale decreased over tme, with 79% of palenis
experienting the event during the first 3 manths of ireatment
compared to 47% during the last & months, The median time
1o the first occurrence of an injection site reacton was 7 days,
Patients with injection site reactions reported 1hese events
183.7days per year. Three palients wihdrew from the 025 mg
18 MILY) BETASERON-treated group for injection site pain.
Flu-tike symptom complex was reported in 76% of the
patients treated with 0.25 mg (8 ML) BETASERON. A patient
was detined &s having a flu-like symptom complex if Hu-like
syndrome o at igast two of the followsng symptoms were
concurmently reportad: fever, chills. myalgia, malaise o sweating.
Only myalgia, fever. and chills were reported as severg in more
{han 5% of the patients. The incidence rate for fu-ike
symptom compiex was also cakulated over the course of
3 years. The incidence rate of these events decreased over
time, with 60% of patients experiencing the event during the
first 3 monihs of reatment compared 10 10% during the last
6 months. The median time 1 the first occurrence of fu-ike
symptom complex was 3.5 days and the median duration per
patient was 7.5 days per year
Lmnmmmmumm

of
therapy, When measurements had decreased to below these
levels. therapy could be restarted at a 50% dose reducu'on. it

in the AR-MS clinical Irial, one suicide and fowr
suicades were obsenved among 372 study patients during a
3-year period. Al five patients recerved BETASERON

chinically appropriate. Dose was reduced in two p o
1o increased liver an:ymss one continued on lfearmsnt and

beta- 10} three in the 0.05 mg 1.6 MU} group and two in the
0.25 mg [8.0 MILR group). There were no attempled suicides
in patiants on study who did not receive BETASERON. In the
SP-MS study there were 5 suicide attemp!s in the placebo
group and 3 in the BETASERON group incluing one patient in
each group who committed Suicide, Depression and suicide
have been repocted 10 ool in patients recening interteran
alpha, a related compound. Patients treated with BETASERDN
should be informed that depression and suicidal ideation may
be a side effect of the reatment and should repor these
symptoms immedialely lo the prescribing physician Patients

should be closely and
ceswm of therapy should be considered,

PRECAUTIONS

General: Rare cases of cardiomyopathy have been
reported I this occurs, and & refationship to BETASERON
fi beta- 1hi is shauld be
discontinued.

Hare cases of thyrod dysfunction (hyper- as weli as
hypothyroidism) associated wilh the use of BETASERON have
been reporied
Symptoms of flu syngrome obsesved with BETASERON
therapy may prove stressful o pabenis with severe cardiac
conditions. Patients with carciac disease such as angina.
congestve hearl failure or arrhythmea should be monitored
closedy for worsening of their clincal conaitions.

Information to be Provided 1o the Patlent: Fatients

one was
mmmmemmm&m&mw
other dugs have not been evaluated, Athough studies designed
I examene drug interachons have not been done, it was nated
thal BETASERON patients (n=180) have received coricosteroid
or ACTH treatment of relapses for periods of up to 28 days.
BETASERON agministered in three cancer patients over @
mrmoroaz‘ammmmzmmmmma
dose-dep niebition of i fign. The effect
dammmaﬁmdozsmﬁMETm
on drug metabalism in MS patients is unknown.

Inferierons have been reported to reduce the activity of
hepalic cytochrome P4S0-dependent enzymes in humans and
animats. Caution should be exercised when BETRSERON &
administered in combination with agants that have a narrow
therapeutic index and are largely dependent on the hepatic
cytochrome P450 system for clearance.

Impairment of Fertliity: Studies n temale rhesus monkeys
with normal menstrual cycles, al doses up to 0.33 mg
(10.7 MUVkg/day {equivalent to 32 times the recommended
human dose based on body surface area comparison) showed
no apparent adverse effects on the menstrual cycle or on
associated hormonal profdes (progesterone and estradiol)
when admi over 3 cydles. The
extrapolability of animal doses to human doses is not known
Etlects of BETASERON on women with normal menstrual
cycles are not known.

Use In : BETASERON was not teratogenic at doses
up to 0,42 mg [13.3 MILlkg/day in rhesus monkeys, but
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. count < 1500/mm’ (B2%),
. AL1 fSGPl'l = 5 times baseline value [19%),
* absolyte neutrophil count < 1500dmm” (18%)
{0 patients had absowte neutrophil counts < S00imm-Y),
* WBC < 3000/mm” {16%). and
* lotal balirubin > 2.5 times baseline value [%).

Theee patients were withdrawn from treatment with 0.25 mg
{8 MIL} BETASERON lor abnormal lver enzymes including one
tollowing dose reduction (see PRECAUTIONS, Laboratory
Tests).

Twenty-one (28%) of the 76 females of childbearing age
treated at 025 meg (8 MiU) BETASERON and 10 (13%;) of the
76 females of childbeanng age treated with placebo reponeg
mengtrual disorders. All repons were of mild to moderate
sevanity and included: intermenstrual bleeding and spatting,
early or delayed menses, decreased days of menstrual fow,
and clotting and spotiing during menstruation,

Menital desorders such as depression, anviety, emolionai
Iability, sepersonalization, suicide atiempts and confusion
were observed in this study, Two patients withdrew for
confusion. One suicide and four attempted suicides were also
reported. It is not known whether these symptoms may be
related to the underlying neuralogical basis of MS, to
BETASERON treatment. or to a combination of bath. Soma
similar symptoms have been noted in patients recaiving
interferon aipha ana both interferons are thougnt 1o act
through the same receptor. Patients who experience these
symptoms should be monitored closely and cessation of
therapy should be considered

Additional common chnical and laboratory adverse events
assoctated with the use of BETASERON are iisted m the
Totlowing paragraphs, These events occurred at an incidence
of 5% or more in the 124 MS patients treated with 0.25 mg
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that eccurred  an incidence of
2%& moraamunqrhe 124 MS patients trealed with 0.25 mg
(8 MIL) BETASERON every other day for periods of up to

3 years in the controlled trial and at an incidence that was at
least 2% more than that cbserved inthe 123 placebo patients,
Repored adverse events have been re-classified using the
standard COSTART giossary to reduce the total number o
terms empioyed in Table 1. In the foliowing table, terms so
general as o be uninformative, and those events where a
drug cause was remate have been excluded

mm:mmmmw

Adversa Event Placebo 0.25mg
n=123 (@ MI)
n=124
Body as a Whole
Injection site reaction” % 85%
Headache 7% B4%
Fever* 41% 50%
Fiu- e symplom complex® 6% T6%
Pain 48% 52%
Asthenia* 5% 45%
Chilis* 19% 46%
Abdominal pain 24% 32%
Malaise" % 15%
Generalized edema 6% 8%
Palvic pain 3% 6%
Injection site necrosis® 0% 5%
Cyst F 4%
Necrosis 0% 2%
Sucide attempt 0% %
Cardlovascular System
Migraine % 12%
Palpitation” % B%
Hypertension % 7%
Tachycardia 3% 6%
Peripheral vascular disorder % 5%
Hemorrhage 1% %
Digestiva System
Diarrhea 9% B%
Constipation 18% 2%
Vomiting 19% 21%
Gastrointestingl disorder 3% 6%
Endocrine System
(Goster 0% 2%
Hemic and Lymphatic System
Lymphocyles < 1500/mm* B7% B2%
ANC < 1500/mm’™ 6% 18%
WBC < 3000/mm™ 5% 16%
Lymphadenopathy % 14%
Mstabolic and Nutritional Disorders
ALT (SGPT) > 5 times baseling* % 19%
Glucoss < 55 my/dL 13% 15%
Total bilrubin > 2.5 times baseline 2% B%
Uring protein > 1+ I% 5%
AST (SGOT) = 5 times basaline” % 4%
Weight gain 0% 4%
Weight loss % 4%
Musculoskeletal System
i 28% 44%
Myastnenia 10re 13%
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Duziness 8% 35%
Hypertoa 4% %
Depression 24% 2%
Anety 13% 15%
Nervousness % 8%
Somnglence ™ 6%
Conhusion 2% 4%
Speech disarder 1% %
Convuision v Fa
Hyperunesia % %
Amnesia 0% T
Respiratory System
Smusitis 2% 3%
Dyspnea % %
Lanyngitis 2% 6%
Skin and Appendages
Swealing” 1% 23%
Alopec:a 2% 4%
Special Senses
Comnctvitis 10% 12%
Abnarmal vision A% el
Urogenital System
Dysmenonhea 1% 18%
Menstrual disorder” 8% 1%
Metrornagia 8% 15%
Cysting 4% %
Breast pan 3% Iy
Mencernagia 3% %
Urinary wgency 2% 4%
Fibrocyshe breast 1% 3%
Breast neoplasm e 2%

* sgrifcantiy assooated with BE TASERON tealment jp-0 05

1t should be noted that the figures cted in Table 1 canniol
e used o predict the ingidence of side eflects in e cowse
of ysual medical practice where pafient charactenstcs ang
other factors atler from those that prevaded i the chmcal
trials. The cited hgures do provide the prescribing physecian
wih some bass for ¢stmating the relatve contribution of drug
and nondnug factors to the side elfect ncdence rale in the
population studied

2. Secondary-progressive MS: The ncience of adverse
events thal occurred in at least 2% of patents reated with
B MIU BETASERON or placebo for up 1o livee years, grwhere
an adverse event was reported at a lrequency at least 2%
rugher with BE TASERON than that cbservad for placebo-
treated patents in the secondary-eogressve study, 15
presented in Table 2 Adverse evenls signiticantly associaled
with BETASERON compared 10 placebo (p<0 05} are also
indicaled in Table 2

Table 2: Incidence of Adverse Events > 2% or > 2%
Ditference (BETASERON vs. Placebo) In the Secondary
Progressive MS Study

Placebo 025mg

Adverse Event
n=358 (8 MIU)
n=360
Body as & Whole
Asthenia H8% 6%
Fu synddrome” 40% B1%
Pan 25% 3%
Fewer™ 13% 40%
Back pan 24% 26%
Accidental nury 1i% 14%
Chills* % 23%
Pain in Extremity 17% 14%
Infection "% 13%
Abdominal pan® 6% 1%
Mataise 5% A%
Nerk pan 6% 5%
Abstess’ % 4%
Laboratary test abnormal 1% K3
Allergic reaction I% 2%
Chills and fever” % B
Thorax pain 2% 1%
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Cardiovascular System
Vasodilatanon 4%
Penpheval vascular disorder &%
Chest pain 4%
Migraing 3%
Hypotension A%
Hypertensin® 2%
Palptation 3%
Syncope 3%
Hemarrhage 2%
Tachycaa 1%
Digestive System
Naused 13%
Conshpahon 12%
Dearrhea 10%
Gastroentering 5%
Voimiling 6%
Dysphaga 5%
Gastromtestinal disorder 5%
Tooth dispeder 4%
Dyspepsia 4%
Anorexia 2%
Fecal mooatnence e
Liver fynchion test abnormal 1%
Gastritis 2%
Flatulence 1%
Sore throat 1%
Cohtis 2%
Gastrontestinal pain 0%
Gangwitis 0%
Hemic and Lymphatic System
Leukapenia® 5%
Anignia %
Ecchymosis 2%
Lymphadenapathy 1%
Injection Stte
Injection site reachion” 10%
Ingechon site inflammation* 4%
Injechon site paim 5%
Ingechion sife necrosis® 0%
Imechion site hemaorrhage el
Metabolic and Nutritional Disorders.
Peripheral eoema %
Wesght loss %
SGPT increased %
Hypercnolesteremia %
Musculoskeletal System
Myasthenia 40%
Artheabgia 0%
Myalgia® 9%
Bong facture {nof spantanecus) 5%
Muscle cramps 3%
Spoataneous bone fracture %
Athintis 1%
Jount chsorder 1%
Nervous System
Headachs 9%
Neuropathy 41%
Paresthesia 9%
Hypertonia® %
Abecomal gait 4%
Depression N%
Araia 3%
Dhznness 14%
Incocedination 13%
Insomrua %
Vet 12%
Emaotional Labiity N%
Paralysis 10%
Somnolence B%
Tremor e
Swealing moreased 6%
Newaigia %
Movement disorder 6%
Sleep disorder 5%
Anxiety 5%
Hypesthesia a%
Nervousness %

6%
5%

4%
%
%
2%

13%

%

47%

5%
n%
4%
2%
9%
14%
1%
2%
B%

a%

6%
5%
3%

6%
%
4%
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Speech disorder 5% Fa
Dysarthria 4% 2%
Spastic paalysis 1% %
Comulsion % TH
Hyperesthessa 2% %
Amnesia % 1%
Dy mouth 2% 1%
Hemiplega 2% 1%
Thinking abinormal e 18
Myoclonus % %
Respiratory System
Rhunitss 3% 28%
Pharyngitis. 20% 16%
Bronchinis 12% 9%
Cough ncreased 10% %
Snusitis 6% 6%
Pneumonia 5% 5%
Dyspnea 2% 3%
Upper respiratory fract infection 2% I
Asihma 2% 1%
Voice alteration 2% 1%
Skin and Appendages
FRash™ 12% 20%
Pruritus B% 6%
Skin disorder % 4%
Eczema 4% 2%
Herpes simplex 2% ¥
Aopecia % %
Acne 2% %
Dy skin ki 1%
Subcutaneous hemaloma I 1%
Breas! pan 7% 1%
Hevpes zoster % 1%
Saborthea 2% 1%
Special Senses
Abnormal vision 15% n%
Ambiyopia 10% ™%
Diplopa %% I&
Eve pain 5% 4%
Onitis media % %
Conuncinats I %
Eye disorcer % 3%
Deafness % 1%
Optie newrits % 2
Ear disorder 2% 1%
Tinnitus % 1%
Urogenital System
Urinary tract infection 25% 2%
Unnary mcontinence 15% %
Urmary tract disordar 10% 1%
Cystitis i %
Unnary urgency 7% B%
Menstrual discrder 13% Hn
Increased urinary Ireguency 5% 6%
Metrorhaga 6% 1%
\Unnary retertion 6% 4%
Vaginitis 4% P
Amengernea 4% 3%
Dysura 2% %
Impotence 4% %
Menapause 4% 2%
Menorhagia 4% P
Nocturia 1% Fa
Vaginal monshiases 2% %
Kidney paen 2% 0%
Pyglonephimis % %
Prostatic disorder 1% 2%

“signeficantly associated with BETASERON treatment (p<( 051
Seventy-lour (74) patients dscontinued treaiment due 1
atverse everts (23 on placebo and 51 on BETASERON) Inecton
site reactons ware sgndicantly assocated with early tlerminahon
of Featment n the BETASERON group compared to placebo
<0 05). The hghest traquency o adverse events kadeg to
discontruation involved he nervous sysiem, of which depresson
|7 on placebo and 11 on BETASERCN) was the most common
Signdicantty more panents on actve therapy (14 4% vs
4,7% on placess) had elevated ALT (SGPT) values (=5 times

taseling vahse) Flevatons wene atso obsenved n AS | EGOT)
and gamma G values w1 e B TASTRON geoup throughoot
1hse study. In the BE TASFRON group, mast ALT (56GPT)
resoived ¥ with contedd

treatment whereas some resolved upon cese reduchon o
temporary discontmuation of freatment

Lymphoperst (- 1500/mm ) was obsetved i 50 9% of
BETASERON patients comgared to 74 3% of phacehio pitients
and neutropenss [+ 1400MmMmM % was noted in 18 0
BETASERON and 5. 1% placebo pabients

DOSAGE AND ADMINISTRATION
FOR SUBCUTANEOUS USE ONLY

BETASERGN iinterferon beta 1hh shoukt only be pres e
by 10 followang consullation willy dmcans who are egenenced
In the dagnosis and management of imuiple sclersis

Thie recommeended dosz af BE TASERON for both relapsar)
emitting and secondary progressne M5 patients o 0 25 myg
{8 MIL) inpected suncutaneously every offer diry Limited data
1egarding the actaty of a lowes dose i relapsing remling
MS patents are presented sbove (see ACTION AND CLINICAL
PHARMACOLOGY, Ciinical Trials)

in Me secondiry progressve MS study, patients st
freatment wilh hall the dose 4 ML s evey other teiy) for a
petiod ol 2 weeks pool 1o escalitins 1o he commenged
cose of 8 MIU G5 c every offier day)

Etficacy of treatment for lunger than 2 years has nek been
substantially deroonsated m rekapsng renittg muitiple
sclerogs, For secondary peocressive mulfiple scitass, safety
and ethicacy data beyond 3 yeas ae not availabie

To reconstitute Iyophiered BE TASERON lur imection, use 4
sterde syonge and needie to mect 17 ml o e et Sppied.
Sockam Chioride, 0 54% Solutan, mio the BT TASERON vyl
Gently switl the vial of BETASERON to rissolve the dru) com
pletely. do nol Sike epect e icoosituled product vy
and discard the product belore use il i codans parlicukie
miatler o 15 discoiored ANar reconsituton with ACComgRI g
iduent. each mL of soluton cotans (25 g (8 MILD arlerfemn
beta 1, 13 mg Atumin Human USP and 123 mg Mook (5

Withdraw 1 mL of reconsbivted sohstion Trae e vl nto 3
sterle synge ted with a 27 gauge 7 inch needis 30 egect
the soluon sulx S or sef-inpachon ok
abdomen, buliocks and tuhs. A wal 1s suitable Ior sngle (se
only. e portons should e dscivded (See BETASERON®
{interferon beta-1b] INFORMATION FOR THE PATIENT
secton o SELF-INJECTION PROCEDURE |

AVAILABILITY OF DOSAGE FORMS

BETASERON tnter feron beta: 1hj s presented m single use
wals of lyophil 2ed powder contaning 0.3 mg 9 6 Ml
wierleron beta 10, 15 mg Albumin Human USE and 15 mg
Maretol, USP BETASERON = supphed mn cartons contaming
15 wials of medication and 15 vials of diuend (2 mi of Stim
Gliioride 0 54% soiubon, per val)
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A errrrors

| atorvastatin ca.bbm
power you can trust”
S ol

10 mg, 20 myg. 40 mg and B myg tablets

THERAPEUTIC CLASSIFICATION. Lipad Metaboksm Regulator

ACTIONS AND CLINICAL PHARMACOLOGY

LIPTTOR fatorvastatin calcum) is @ synthelic pd-lowering agent 1t is @ selectve, competitve inhibitor of 3-hydecoy-3-metiyighu-
taryt coenzyme A (HMG- Cod) reductase. This engyme catalyzes the conversion of HMG-Col to mevalonate, which is an eary and
rae- imiting step in the bicsyrthesss of cholesterol.

LIFTOR lowers piasma cholesterol and lipoprotesn levels by mihibiting HMG-Cod reductase and cholesterol synthesis in the iner
and by ncreasing e number of hepatic Low Density Lipoprotein (LOLI receptirs on the cell-surface for enhanced uplake and
catahobsm of Low Density Lipopeolen {LOL

LIFITOR reduces LDL-Cholesterg! (LDL-C) and the number of LDL particles. LIPITOR also reduces Very Low Density Lipoprotein-
Chotesterol (VLOL -C), senum trighycendes (TG) and infermediate Density Lipoproteins (0L), as well as the number of apafipoprotein
B (apo B contaning particles, but increases High Density L ipoprotesn- Cholesterol (HDL-C). Elevated serum cholesterol due 1o
eievated | O C is a mayor nsk factor for the development of cardiovascular disease. Low serum concentration of HOL-C is also an
wdependent nsk factor Elevated plasma TG is also a rsk factor for cardiovascular disease, particularty if due to increased (DL, o
mmmmu-c«mm L.

Epih . clinical and exp tal studbes have that gt LDL-C. low HOL-C and high plasma TG promate
MHmaMrmsaﬂw:&amhmmmﬁﬂm Some studies have also shown that the ratic
of total cholesteral (total-C) to HDL- C (total- C/HDL - C) is the best predictor of coronary artery disease. In contrast, increased
leveds of HOU € are assocated with decreased cardiovascular sk Drug therapses that reduce levels of LOL-C or decrease TG
while simultanegusty increasing HOL-C have demonstrated reductions in rates of cardiovascular mortality and morbidity.

Pharmacokinetics

Morvastatin is rapwdly absored after oral administrabion; madmum plasma concentrations occur within 1 10 2 hours. Alorvastatin
tablets are 95% 1o 99% bioavailable compared to solutions

Mean distnbuion of atorvastatin is approximatedy 381 liters. Atorvastatin s >98% bound to plasma proteins. Atorvastatin is
extensively metabokzed by cytochrome P-450 304 o ontho. and para-hydrowytaled dematves and 1o vasious beta-cuidaton
products. Approwmately 70% of circulating wibdbiony actaty for HMG- Cod reductase is attributed to active metabolites.
Atorvastatin and its metaboiles are eliminated by bifary excretion. Less than 2% of & dose of atorvastatin 15 recovered m unng
foliowang oral ad Mean plasma el hatl-life of o umians is approimatedy 14 hours, but the hall-
il of inhitwtory actwty for HMG- CoA reductase is 20 to 30 bours due 1o the contribution of longer- ived actve metaboites.
INDICATIONS AND CLINICAL USE

LIPTOR (atorvastatin calcium) 15 indicated as an acjuact 1o ltestyle changes, including det. (at least equivalent 10 the Adutt
IreanmPmuleleLCmmlrermmolemm:mamewd (intal-0y, LDL-C, TG and apolipogecten B

{apo By in hyperi p . when response 10 thet and other nonphamacalogical measures alone has
been inadequate, lﬂ:iujmg

* Prmiry yperchoiesterolemia (Type i),

* Combimed fmixed) yperiipidemsa (Type Iy, mcluding familial combined hyperipd P of whether ¢ o

frighycenies are the ipd aboormality of conem;
* [ysbetalipooroteinemsa (Type .
* Hypertnglycerndemia (Type M,
« Famial ypercholesterolemia (homozygous and heterozygous). For homazygous familial iyperchotesterciemia, LIPITOR should
be used as an adiunct to such as LOL apiy O a5 apy If such are not available
LIPITOR atso raises HOL-cholesterol and therelone lowers the LDL-CHDL-C and total-GHOL-C ratios in patients with prmary hyper-
cholesterolema and combined) (mmed) {Frednckson Type B2 and Iib dysipedemia). In pooled data from 24 controfied
chrical trials. LIPTOR rased HOL-C levets 5% 7% n primary hyperchoiestercizmic (type lks) patients and 10%-15% n mimed (type
by ciyslipademic patents,
I chrncal triaks, LIPTOR (10 o B0 may/day) significantly impeoved hpid profiles i patients with a wide vanety of iyperdipidenic and
ryshpudemic conibons. In 2 dose-response studies in mildly o moderately hyperspdemic patients (Frednckson Types lia and lIb,
LIPITOR recuced the levels of total cholesterol (26-45%). LDL-C [39-60%). apo B (32-50%). TG (19-37%), and increased high
density kpoperotein cholesterol (HOL-C) levets (5-9%) mmmmmmnmmmmm
mypercholesterolemia, non-famihal forms of hyperc i ia. including famial combined hyper-
lipscdermia and patients with non-rsulin dependent diabetes meflitus In patients with (Type W), LIPTOR (10 to
B0 my daity) reduced TG 25 56%) and LOL-C levels (23 4ﬂ%}lﬂlmmmbeenﬁmdhmmmM
abnormality 15 elevation of chylomicrons (TG levels > 11 mmokL), 1. types 1 and V.
¥ an open-label study in patients with dysbetalpoprotenemia (Type 1. LIPITOR (10 to 80 mg daiy reduced total-C (40-57%),
T6(40-56%) and 0L C + VLOL-C levels (34-56%)
Wi an open tabel shedy n patents with homozygous familial hypercholesterolemiz (FH) LIPITOR (10 1o 80 my dady) recuced
mean LOL C levels 22%) I a pilot study, LPITOR B0 mg/day showed a mean LOL-C lowering of 30% for patents not on
plasmapheresis and of 31% for patents who contimued plasmapheresis. A mean LDL-C lowering of 35% was observed i
teceptor defectre patients and of 19% n receplor negative patients (see PHARMACOLOGY, Cinical Studies).
lgnwmdeﬁmﬂmmeDf&m classdication and pooled data by Fredrickson types, see PHARMACOLOGY.
vl 3
Pm:nnmimgmummmmmﬂ.wmwmswmeﬂmmmrmmmiegany
controbed diabeles meditus, ypothyrodism, nephectic syndeome. dysproteinemias, obstructive Iner disease. and alcohalism), and
awmwmmmnwmmwmc HDL-C. 2nd TG, For patents with TG <4.52 mmob, (<400 mgfdL),
LDL-C can be estimated using the loliowng eguation
LOL-C {mmold) = total-C - [10.37 x (TG) + HOL-CY]
LDL-Cimgid) = totad-C - 102 x (TG) + HOL-CIJ!

For patients with TG levels a&zmmtmmmfdummsbssmwmcmmmne

d dinectly o by uitracentrifugation.
Patients with high or very high tngiyceride kevels, 1.2 >22n1mmwm»u>5ammm:mmmay
require ingheende-lowerning therapy tlencfibrate, bezatibrate or micolinic acid) alone or in combimation with LIPIT
mmmwmmmmmmwmwwﬂmm
{506 WARNINGS, Muscle Ettects, PRECAUTIONS. Pharmacokinetic hteraction Studes and Polential Drsg Interactions),
Fievaled serum tnghycendes are most often observed in palients with the metabolic syndome (abdominal obesty, atherogen:
dyshpioemia |eevaled tnghycendes, small dense LOL particles and low HDL-Cholesterol], insuin resistance with of without glucose
intolerance, raised biood pressure and prothrombic and promflammatory states).
(For the treatment of specific dyshpidemias refer to the Report of the Canadian Working Group on Hypercholesterolemia and Other
Dyslipiderias or 10 the US NCEP Expent Panel on Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults [Adult
Treatment Panel &), under SELECTED BIBLIOGRAPHY)
When drugs are prescribed aftention 1o therapeutic ifeshie changes iretuced intake of saturated fats and cholesterol, wesght
veguction, moreased physical actnaty, ingestion of soluble fbers) should atways be maintaned and reinforced.
The & R anzaton Treatments (AWERT) study examined the efact of intenswve iped-lowenng in pabients with sta-
bie comonary artery chsease and LDL-C at least 3.0 mmolL m patients refemed for px coronary angoplasty
PTCA). Pabents were randomised for 18 months to LIPITOR 80 my daily of 1o PTCA with usual medical care which could include liid
metaboism requiators. The results of the AVERT study should b considered as enploratory since several imitations may affect its

and conduct, In the medcal-treated group with LIPTOA there was a trend for a reduced incidence of schemic events and a
detayed time 10 first ischemic event. The results aiso sugoest thal intensae: treatment 1o target LDL-C levets with LPTTOR  additive
and complementary 1o angopkasty and woukd benefit patients refered for this procedure (see SELECTED BBUOGRAPHY)
CONTRAINDICATIONS
thmwummm
Aot bver (seaee or nespiar ' of senm
Pregrancy and lactabion (see PRECALITIONS)

i) 3 times the upper im of nomal (see WARNINGS),

mﬂdmmmnumrmmmmmmmenmmmmw.mm
be more frequent when they are co-administered wih drugs that inhibit the cytachrome P-450 enzyme system. Atonvastatin is
metabokzed by cytochrome P-450 isoform 384 and as such miay inferact with agents that mhibi this engyme, (See WARNINGS,
Muscle effects and PRECAUTIONS, Drug Interactions and Cytochrome P-450- medkated Inleractions).

Hepatic Etfects
In chnical trigks, persistent inCreases n Serum transaminases greater than fhiee times the upper Imil of normal occumed in
<i%dmwismre:ewdll’ﬁmWmmdlﬁTNWMUmthWMU
o inase ievels levels. The increases were generally nt associated with jaundios
amclnmmawmmmmmmmarmmmdlmmmumm
erigamed bef ; ally therealter. Special attention shoukd
mmwmmmamedmwmma nmwmwmmmbem
promptly and then performed more frequently,

I increases In alanine aminotransferase (ALT) or aspartate aminotransferase (AST) show evidence of progression,
particularty if they rise to greater than 3 times the upper limit of normal and are persistent, the dosage should be
reduced or the drug discontinued.
MMmmmmmmmnmmmmqumummmammu
Iver disease. Actve Iver disease or ons are contraindieations 1o the use of UPITOR; f such a
condition should develop dunng theragy, the drug should be discontnued.

Muscle Effiects

Myopathy, defined as muscle aching or muscle weakness in conjunclion with ncreases in creatimne phosphokanase (CPK) values

to greater than ken times the upper Bmit of normal, should be considered n any pabient with ditfuse myalgia, muscle tendemess

UWMMWMWPMMMWNWﬁWWMmL&bm tengemess
particuarty if by makaise o fever. LIPITOR therapy should be discontinued d markedty elevated CPR

Iemlsmurmmyuniagmdorasmcm

The risk of myopathy and MWWMWEMMSWWW

admmnstraton

mmwmmmwmmmwmm

Rhabdomyolysis has been repored in very rare cases with LIPITOA (see PRECALITIONS, Drug nteractions)

Rhabdomyolysis with renal dystunction secondary 1o myogiohinunia has alsa been repoded with HMG-CoA reductase inhititors.
LIPITCA therapy should be tempaoranly withheld or dhscontinued i any patient with an acute senous conditon suggestve of
a myopatty of hawing @ nsk factor precksposing 1o the development of renal fasuee secondary to rhabdomyolyss (such as
severe acute nfection, typolension, major surgery. ruma, severe melabolic, endocrine and electrolyte disorders. and
unconirolied seizures).

PRECALITIONS

General

Belove instituting therapy with LIPITOR {atorvastatin calcum), an attemyt shoukd be made 1o control elevated senum lpoproten
ievels with approodate diet, exercise, and wesght reduction in overwesght patients, and to treat other undertying medical prabiems
{see INDICATIONS AND CLENICAL USE). Patients should be advised to inform subsequent physcians of the pnor use of LIPITOR o
any other lipa-lowening agents

Effect on the Lens

Cument long-term data from chinical trials do not ndkcate an adverse effect of atorvastatin on e human lens.

Effect on Ubiquingne (Colha) Levets

Significant decreases n orculabing ubsguinone levels in panents treated with atorvastatin and other stating have been observed
The cincal significance of 3 potental fong-term stafin nduced deficiency of ubiquinone has ot been estadished 1 has been
reported that a decreasa in myocardial ubiquinone levels could lead to mpaired cardiac funchon in patients with bordering
congestive hearl faiue (see SELECTED BIBLIOGRAPHY)

Effect on Lipoprotein (a)

In some patents, the beneficial effect of lowered total cholesterol and LDL-C levess may be partly blunted by a concomitant increase

in Lpxa) fipoprotein concentrabions. Present knowdadge suagests the importance of tgh Lk levels as an emerging risk factor foc
coronary hearl disease. nsmmwwwmwmmmnmmmmm}mm

UHWYBS&ESELECTED BBLIOGRAPHY),

Hypersensitivity

An apparent ypersensinaty syndrome: has been reported with other HMG.CoA reductase nhiltors which has included 1 o
mare of the foliowing features: anapiytas, angioedema. lupus erhematous-ike syndrome, polymyalgia rheumatica, vascullts,
purpura. thrombocytopenia, leukopenda, hemolybe anemia, postve ANA, ESR increase, eosnopha, arthats, arthralgia, uricana.
astherea, photosensitivty, fever, chills, flushing. malaise, dyspnea, lond epidermal necrolysis. enyihema multiforme, including
Stevens-Johinson smdrome. Although 1o date hypersensitiity syndrome has not been described as such. LIPTOR should be
dscontmued i hypersensitivity 1S suspected

Use in Pregnancy

LIPITOR is contraindicated during pregnancy {see CONTRAINDICATIONS).

Atheroscleross is a chronic process and discontinuation of kped-owering drugs dunng pregnancy shouid have kttie impact on the
outcome of long-term therapy of pmary hypercholesterclemia. Cholesternl and other products of cholesternl biosynihess are
essential components for fetal development (ncluding synthess of steroids and cell membranes). Since HVIG-CoA reductase
inhibitoes decrease cholesterol synthesss and possibly the synihiess of ather biologically active substances denved from cholesterol,
they may cause harm to the fefus when admanistered o pregnant women

There are no data on the use of LIPTOR dunng pregnancy. LIPTOR shoukd be admersstered 1o women of chiltbearing age onty
when such patients are highly unikely o concene and have  been wlormed of the potential hazards. f the patient becomes
pregnant while taking LIPITOR, the drug should be discontinued and the patient apprised of the polental nsk to the fetus.
Nursing Mothers

In rats, milk concentrations of atorvastatin are smilar 1o those in plasma. 1 15 pot known whether thes drug S excreted in
human mik. Because of the potential for adverse reactions in nursing infants, women taking LIPITOR should not breast-feed
(see CONTRAINDICATIONS)

Pediatric Use

Treatment expenence in 3 pedalric populaton s imited tn doses of LIPTOR wp to B0 mo/day for 1 year m 8 pabents with
homazygous famiial ypercholesterolemia. No chnical o biochemscal abnormalines were repored in these patients.
Geriatric Use

Treatment expenience n aduits 70 years or older (N=221) with doses of LIPITOR up 10 B0 mo/day has demonsirated thal the
WMMNMMmmmmmmmmmmwﬂscmmdm Phammanokinetc
evaluation of alorvastatin in subjects over the age of 65 years mdicales an increased AUC. As a precautionary measure, the
loweest dose shoukd be aaministered initalfy (see PHARMACOLOGY. Human Pharmacokinetcs: SiLiCIED BIBLIDGRAPHY)

Renal Insutficiency

Plasma concentrations and LOL-C lowenng efficacy of LIPITOR was shown 10 be similar in pabents wih moderate renal
wsufficiency compared wih patients with normal renal function. However, since several cases of rmabdomyotysss have been
reported in patients with a history of renal insufficiency of unknown seventy, as a recautonary measure and pending further
expenence @ renal disease, the lowest dose (10 mg/day) of LIPTOR should be used in these patients. Similar precaidions apply
1 patients with severe renal insufficiency {oreatinme cearance <30 miimn (<0.5 mL/sec)): the lowest dosage should be used
and implemented cautiously (see WARNINGS, Muscle Effects, PRECAUTIONS, Drug inferactions)

Reter also to DOSAGE AND ADMINSTRATION

Endocrine Function

HMG-CoA reductase innitors interfere with cholesterol synthesis and as such might theoretically biumt advenal and/or gonadal
sterond production. Clinical studies with atorvastain and other HMG-CoA reductase inhibitors have suggested thal Ihese agents do
ot reduce plasma cortisol concentration o impair adrenal reserve and oo ot reduce basal plasma testosterone concentrabon
However, the effects of HMG-Cod reductase inhibitors on male fertikty have not been studied n adequate numbers of patients, The
effects, i any, on the pituary-gonadal 205 in premenopausal women are unknown.

Patients freated with atorvastatin who develop cinical ewdence of endocrine dysfunction should be evaluated approprately.
Cauton should be exercised if an HMG:CoA reductase inhibitor or other agent used 1o lower cholesterol Jevels 5 adminestersd
to patients recendng ofher drugs le.g. ketoconazoie. spronolactone o cmetidine) thal may decrease the levels of endogenous
steroid hommones
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Wmmmmmmmmnmmmmmmmdamnalm
teraction in some patients due 1o cifterences in undenying diseases and use of concomitan! medicaons (see also Genatic Lise:
Renal Insufficiency, Patients with Severe Hyperchoesteroienia),

Concomitart Therapy with Other Lipid Metabolism Reguiators: Combined trug therapy should be appraached with caution
s nformation from controled shuies & imied.

Patients with mild ercholestproiemia L DL-C reducton wes greater when LIPITOR 10 mg and colestipol 20 g were
mmmummmmmwmmmmrmmmmw ~22% for cokestipol).
Patients with s emig; LOL-C reduction was similar (-53%) when UPTOR 40 mg and colestiool 20 g were
mmmwmmmmwmmmm Plasma concentration of atorvastatin was lower (approxamalely
26%) when LIPTOR 40 mg plus colestipol 20 g were coadministered compared with LIPITOR 40 mg aione.
However, the combination drug theragy was iess effectve in lowering the nigh than LIPTOR
hypercholesterolemic pabents (see PHARMACOLOGY, Clinical Studies)
When LIPITOR is used concurrentty with colestipol or any other resin, an interval of at least 2 hours should be maintaned between
the two drugs, since the absomtion of LIPTOR may be impaired by the resin.
Flbric Ackd Dertvatives (Gemfibrozil, Fenofibrate, Bezafibrate) and Miacin (Micotinke Ackd): Athough there is imied
epenience wilh the wse of LPTOR gren concurrently with fibwic acid derfvatves and reacin, the benefits and risks of such
combined therapy shouid be carefully considered. The risk of myopathy during treatment with other drugs in this class, including
atorvastatn, (s increased with concurment adminéstration (see WARNINGS, Muscle Effects and SELECTED BIBLOGRAPHY).
Coumarin Anticoaguiants: LIPTOR had no clincally significant effect on p bin time when ad 10 patients
recendng chronic wartann therapy (see SELECTED BIBLIOGRAPHY),
MlnmmmnmammwewwmmMMqu
dgeedn 0,25 mg and LIPTOR 10 myg daity. However, domn steady-state concentrations increased approimately 20% foliowing
coadministration of dignan 0.25 mg and LIPITOR B0 my daly (see Human Pharmacolinetics]. Patients tking digan should be
monitored appropnatety.

apy in both types of

Antirypertensive agents In ciinical stdies, LPITOR was used concomitanty with antinypertensive agents
without evidence 1o date of clinically significant adverse interactions. In heathy sutyects, alorvastatin pharmacokinetics were nat
altered by the coadministration of LPTOR 80 mg and amiodipne 10 my at steady stale {see Human Pharmaooanetics).
Mhamﬂmﬁdwwm healthy subcts, steady-state quinapnl dosing (80 mg OO did nat significantly
affect the pharmacokinetic profile of atorvastatin tabiets (10 mg 00) {see Human Pharmacokinetics)
MM“MWWMmmmLﬂTﬂRmmMW
containing 1 mg norethindrone and 35 pg ethimyl estradiol, increased prasma concentrations (AL levels) of norethindone and
efhinyl estraciol by apprmsimately 30% and 20%, respectvely. These increases should be considered when selecting an oral
contraceptive. In climcal studies, LIPTOR was used with estrogen therapy without evidence 10 date of
clinically sgnificant adversa inferactions
Antacids: Admnistraton of alumenum and magnesium based antacids, such as Maalar, TC Suspension, with LIPTOR decreased
plasma concentrations of LIPTOR by approimately 35%. LOL-C reduction was not aftered but the trighycenide-lowering effect of
LIPITOR may be affected
Clmetidine: Administration of cimetidine with LIPTOR dia not ater plasma concentrations or LDL-C kowenng efficacy of LIFTOR,
howeves, the tngiyceride-lowenng effect of LIMTOR was reduced from 34% to 26%

P-450-mediated Interactions: Alorvastatin  metabolized by the cytochrome P-450 isoenzyme, CYP 384,
EWMMI&CYPWMWWWMMMW% Coadminstraion of CYP 344 inhibitors, such as
grapefiu juice, some macroiide anSbiohcs (Le. enth poressants icyck ), azple antfungal
agets { e, fraconazoe, ketoconaroie, protease inhibitors, mwmmmmmmmmm
plasma concentrations of HMG-Cod reductase inhibdors, mncluding LIPTOR {see SELECTED . Causion should thus
be exgrcised with concomitant use of these agents (see WARNINGS, Pharmacokinetic Interacons, Muscle Effects; PRECAUITIONS,
Renal Insufficiency and Endocrine Function; DOSAGE AND ADMBNSTRATION: SELECTED BIBUOGRAPHY).

In healthy subjects, coadministraton of maximum doses of both atorvastatin (80 mg) and terdfenadine (120 mg), a CYP 344
subsirate, was shown Io produce & modest increase in terfenading AUC. The (¢ interval remained unchanged. However, since an
MMMMMMNMnmmmmmWM{EQ preesting
prolonged (T intenval, severe coronary arery disease, hypokalemia), caution should be exercised when these agents are
coadmmistered (see WARNINGS, Pharmacokinete: Interactions; DOSAGE AND ADMINISTRATION).
Antipyrine: Atipyrine was used as a non-specdfic madd for drugs metabolized by the microsomal hepatic enzyme system
{cytochrome P-450 system). LIPITOR had no effect on the pharmacokinetics of antipyrine, ths interactons with other drugs
metadoized via the same cylochrome isazymes are nol expected
Macrolide mmwlnmm mmmnonmunnomg
0 and azthromycin (500 mg 00 did not significanty after the plasma concentrations of . However,
dmmw{iommmmmwmmmemmwm which are both CYP 344 inhittors,
inCreasad plasma concentrations of atorvastalin appromately 40% and B0%, respectively (see WARNINGS, Muscle Effects:
Human Phamacokinetics).

Protease

In healthy adults, coadministration of nefiravie mesytate (1250 mg BIDY, a known

Inhibitors (neifinavir masylats):
CYP 344 inhibitor, and atorvastatin (10 mg Q0) resulted in increased plasma concentrations of atorvastasin, AUC and Cmax of
akmsmmmmmu!b;u%ammmmy

Drug/Laborzrory Tes! interactions

LIPITOR may elevate: serum transaminase and creatinine phosphokinase levels (from skeletal muscle), In the differential diagnosis
of chest pain in a padent on therapy with LIPTORA, cardiac and noncardiac fractions of these enzymes shoukd be determined.
ADVERSE REACTIONS

lmnmmmaﬂ Adverse reaCtions have usully been mid and transient. In controlled chinical studies (placebo-
controlied and acth

fes with other lipid lowenng agents) invoning 2502 patients, <2% of patients were
atfributabie to LIFITOR. OF these 2502 patients, 1721 were reated for at least 6 months

and 1253 for 1 year of more.

Adverse expeniencas o0curing at an incdence 1% in patients participating in placebo-controlled dinical studies of LIPTOR and
reported 10 be possily, probably or definfely drug retated are shown in Table 1 below.

TABLE 1. Associated Adverse Events Reported in >1% of Patients in Placebo-Controlied Clinical Trials
Placebo % =270 ] % {=1122)

SR A = —

FPain <1 1
Myaga 1 1
Asthenia <1 1

The following addibional adverse events were reported in clinical trials; not ait events listed below have been associated with a causal
retabionship 1o LIPTOR therapy: Muscle cramps, myostis, myopathy, paresthesia, penpheral neuropathy, pancreatitis, hepatits,
cholestatic jaundice, anorea, vomiing. alopecia, prurtus, rash, impatence, fyperglycemia. and hypoghycemia
Post-marketing expenence; Very rare reports: severe Myopatfty with or without rhabdormyolysis {see WARNINGS, Muscie Effects;
PRECALIIONS, Renal Insufficency and Drug Interactions). Isolated reports: thrombocytapenia, arthralgia and allergic reactions
including urticaria, angionewrotic edema, anaphylas and bulous rashes inchuding entheme muitforme, Stevens- Johnson
syndrome and toxic epidenmal necrolysis]], These may have no causal relabonship 1o atonvastatin,

Ophthaimoiogic cservabons: see PRECAUTIONS,
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Lahoratory Tests: Increases in serum fransaminasé levels have been noled in dlinical trials (see WARNINGS)
SYMPTOMS AND TREATMENT OF OVERDOSAGE
There is no specfic freatment for atorvastatin overdosage. Should an overdose ooou, the patient shouid be reated symplomatcally

wwmmrmasrequm Due to extensive drug binding to plasma protesns, hemodialyss s not expected to
ennance atorvastatin cle

DOSAGE AND ADMINISTRATION

Patients should be placed on a standard cholesterol-lowenng et [at least equivalent to the Adult Treatmend Panel I (ATF I
TLC dief] before recefving LIPITOR, and should continue on this del during treatment with LIPTOR. f appropnate, a program ol
ermdmmmmmnm

Tmmmnﬂedstmrgmams10u20wmmPammmwala:gereuanDLCmmm
45%) may be started at 40 mg once daly. The tosage range of LIPITOR i 10 1o B0 mg once daily Doses can be gven al any time
of the day, with o without food, and should preferably be gven in the: evening. Doses should be indrduaized according 1o the level
of risk; the basedne LOL-C andior TG levels; the LDL-C, TGWDI’WM - targets (see the Detecton and Maragement of
Hyperchotesterolemia, Working Group on and gther Dyslipdemas [Canada] andior he US Mabonal
Chotesterol Education Program NCEP Adult Treatmend Panel ), the goal of therapy, and the patient’s response. A sigrificant
therapeutic response is evident within hwo weeks, and the maxmum response is usually achieved within two 1o four weeks. The
response s mantained duning chronic therapy. Adustments of vosage,  necessary, should be made at intervals of two to fow
wesks. The madmum dose is 80 mg/day.
MMMDMMMHmhMUWMMMWW
levels racommended by guidelines.

The following reductions in total cholesterol and LOL-C levels have been obxserved in 2 dose-response studies, and may serve as
a guide to treatment of patients with mid to moderate hyperchoesternlemia:

TABLE 2. Dose-Response In Patients With Mild to Moderats Hypercholesterolemia
{Mean Percent Change from Baselinel _
LIPITOR Dose (mpday)

10 20 40 80
N=22) N=20) N=21) N=23]
Total-C: 7.1 mmoil* . . 37
gl 29 3 3

Lipitf Parameter

45

LDL-C: 4.9 mmobL” 30 43 K] 0
(190 mg/dL)"

a. Resutts are pooled from 2 dose-response studies.

b. Mean baseline vaiues.

Severe Dyslipidemias

In patients weth severe dyslipidemias, inciuding homorygous and heternzygous famia hyper Nermia and dys
tewnemia (Type W), higher dosages (up to B0 mg/day) may be required (see WARNINGS, Hmnauhnstu:anmde
Eftects: PRECAUTIONS. Drug Inferactions).

Concomitant Therapy

See PRECALITIONS, Drug inferactions.

Dosage in Patients With Renal Insufficiency

See PRECAUTIONS.

PHARMACEUTICAL INFORMATION

Drug Substance
Proper Name: Atorvastatin calcum
Chemical Name: [R-R* R}}-2-{4-fuorophenyl)-f, 8- citweirowy-5-{1 -methylethn)- 3-phenyt-4- iphenylaming)-carbony]-
1H-pyrroe-1-heptanoic acid, calcum salt (2:1) Irhydrate
Empirical Formuta: (Cy H, FN,0,);Ca3H.0
Molecular Weight: 1209.42
Stuctural Formula:
|

1 oo o
. u e
LN .

f (i
Moy, I ‘

Descripbion: Atorvastatin caicium is a white 1o off-white crystalline powder that is practically insolubde in aqueous solutions of pH 4
and below. Aorvastatin caicium is very slightty soluble in distiied water, pH 7.4 phosphate Duffer and acetonitrie, slightly soluble
in etanol, and freely solubse in methanal.

Tablel Composition:
Fach tablet contans either 10mg.2l]rng_40mgu&0mmnmmmmt.mmmmmm
foliowing non-medicinal mgredients: cacum carbonate, candelila wa, croscarmeliose sodwum, hydraypeomyt celiulose, lactose

monoiydrale, magnesium stearate, WWWWWWWMWMm
diaide, pofysorbate B0 and simethicone emulsion

e at contoled room lemperature 15 f0 30°.
AVAILABILITY OF DOSAGE FORMS

LIPITOR {atorvastatin calgum) is available in dosage strengths of 10 mg, 20 mg, 40 mg and 8D my atonvastatn per tabet
10 mag: Whide, eliptical, fim-coated tablet, coded *10” on one side and "PD 1557 on the other. Available in botties of 90 tablets.

20 myg: White, eliptical, fiim-cozted tablet, coded "20” on one side and "PD 1567 on the ofher Available in bottles of 90 tabiets,
40 myg: White, elliptical, film-coated tabiet, coded *40° on one side and “PD 157" on the ofher, Avaiable in bottles of 90 tablets

B0 mg: White, eflipical, Sim-coated tahéet, coded "B0" on one sde and “PD 158" on the other, Available in bisters of 30 tablets
3 strips X 10).

References:

1. UPTOR (atorvastatin caicium) Product Monograph, Pfizer Canada Inc., August 2003. 2. IMS Health MDAS; March 1997-
March 2003 3. Pn B, Waters D, Brown WV &t al. Aggressive liped-iowesing terapy compared with angioplasty in stave coronary
artery disease. N Engl J Med 1999,341:70-76. 4. Data on Fie, Pfizer Canada Inc. 5. Simon Oay. Dictionary for Clirical Trials,
1999, John Wiley & Sons Ltd. Pages 137-38.
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Feppra

levetiracetam

CONNECTING EXCELLENT PROFILES IN
EFFICACY AND TOLERABILITY

PRESCRIBING INFORMATION
Tablets of 250 mg, 500 mg, and 750 mg
Therapeutic classification: Antiepileptic

ACTIONS AND CLINICAL PHARMACOLOGY

Mechanism of Action
Levetiracetam is a drug of the pyrrolidine class chemically unrelated
to existing antiepileptic drugs (AEDs). Levetiracetam exhibits anti-
seizure and antiepileptogenic activity in several models of chranic
epilepsy in both mice and rats, while being devoid of anticonvulsant
activity in the classical screening models of acute seizures.
The mechanism of action of levetiracetam has not yet been fully
established, however, it appears to be unlike that of the commanly
used AEDs. in vitro studies show that levetiracetam, at concentrations
of up to 10 M did not result in significant ligand displacement at
known receptor sites such as benzodiazepine, GABA (gamma-
aminebutyric acid), glycine, NMDA (N-methyl-D-aspartate), re-
uptake sites or second messenger systems. Furthermore,
levetiracetam does not modulate neuronal voltage-gated sodium
and T-type calcium currents and does not induce conventional
facilitation of the GABAergic system,
Pharmacckinetics
S y: Single- and multiple-dose pharmacokinetics of leveti-
racetam have included healthy volunteers, adult and pediatric
patients with epilepsy, elderly subjects, and subjects with renal and
hepatic impairment. Results of these studies indicate that
iwet:racetam is rapldly and almost completely absorbed after oral
ad , The pt okinetic profile is linear with low intra-
and inter-subject Vanﬂb!llt]' There is na modification of the clearance
afler repeated administration. food does not affect the extent of

of levetiracetam, although the rate is decreased.
Levetiracetam is not pratein-bound (< 10% bound) and its volume of
distribution is close to the volume of intracellular and extracellular
water. Sixty-six percent (66%) of the dose is renally excreted
unchanged. The major metabohc pathway of lmtl:acetam (24% of
the dose) is an enzy of the ac group. It is not
liver cytochrome P450 dependent The metabolites have no known
pharmacodynamic activity and are renally excreted. Plasma half-life
of levetiracetam across studies is 6-8 hours. Plasma half-life is
increased in subjects with renal impairment, and in the elderly
primarily due to impaired renal clearance.
Based on its pharmacokinetic characteristics, levetiracetam is
unhhe!y to pmduce o to be subject to metabolic interactions

okinetic profile is ¢ ble in healthy vol s and
in pallents with epilepsy.
Due to its © and linear ab , plasma levels can be

predicted from the oral dose of levetiracetam expressed as mg/kg
bodyweight. Therefore, there is no need for plasma level monitoring
of levetiracetam.

Human Pharmacology

Pharmacokinetics: The pharmacokinetics of levetiracetam have
been characterized in single and multiple dose PK studies, with doses
up to 5000 mg; these studies included healthy volunteers (n = 98),
patients with epilepsy (n = 58 adult patients and n = 24 pediatric
patients), elderly subjects {n=16) and subjects with renal and
hepatic impairment {n = 36 and 16, respectively).

Absorption and Distribution: Levetiracetam is rapidly and almost
completely absorbed after oral administration. The oral
bioavailability of levetiracetam tablets is 100%. Plasma peak
concentrations (Cr,y,) are achieved at 1.3 hours after dosing. The
extent of absorption is independent of both dose and the presence
of food, but the latter delays T,p,,, by 1.5 hours and decreases Cny, by
20%. The pharmacokinetics of levetiracetam are linear over the dose
range of 500 - 5000 mg. Steady-state is achieved after two days of
a twice daily administration schedule. Mean peak concentrations
(Cona) are 37 and 43 pg/mL, respectively, following a single 1000 mg
dose. and a repeated 1000 mg twice daily dose.

Meither levetiracetam nor its primary metabolite is significantly
bound to plasma proteins {<10%). The volume of distribution of
levetiracetam is approximately 0.5 to 0.7 L/kg, a value that is close
to the total body water volume. No tissue distribution data for
humans are available.

Metabolism: Levetiracetam is not extensively rnelaboluml in
humans. The major metabolic pathway is the enzy

of the acetamide group, which produces the pharmacolog‘cally
inactive carboxylic acid metabolite, uch LOS7 (24% of dose). The
production of this metabolite is not dependenl on any Iwer
cytochrome P450 i ymes and is mediated by serine

in various tissues, including bioud cells, Two minor metabolites were
identified as the product of hydroxylation of the 2-oxo-pyrrolidine
ring (2% of dose) and apening of the 2-o:o-ayrrolidine ring in
position 5 (1% of dose). There is no evidence for enantiomeric
interconversion of levetiracetam or its major metabolite.
Elimination: Levetiracetam plasma half-life in adults is 7 £ 1 hours
and was unaffected by dose, route of administration or repeated
administration. Levetiracetam is eliminated from the systemic

ial Populations: Elderly: Pharmacokinetics of levetiracetam were
evaluated in 16 elderly patients, ranging in age from 61-88 years, with
11 of the 16 patients aged 75 years of age or over with creatinine
clearance ranging from 30 to 74 mL/min. Following oral administra-
tion of 500 mg bid for 10 days, total body clearance decreased by
38% and the half-life was increased about 40% (10 to 11 hours)
when compared to healthy adults. This is most likely due to the
decrease in renal function in these subjects, Peda:m:s (6to IZ}mJ

Pharmacokinetics of | etam were evaluated in 24 p

patients (age 6-12 years) after a single dose. The apparent clearance
of levetiracetam adjusted to body weight was approximately 40%
higher than in epileptic adults. Gender: Levetiracetam Cr,, and AUC
were 20% higher in women (n = 11) compared to men (n= 12)

However, clearances adjusted for body weight were comp
Race: Formal pharmacokinetic studies of the effects of race have not
been conducted. Because levetiracetam is primarily renally excreted
and there are no known important racial differences in creatinine
clearance, significant pharmacokinetic differences due to race are
nat expected.
Renal Impai Single dose ph okinetics were performed in
20 subjects with renal impairment (n = 7 mild/CL,, of 50-79 mL/min;
n=8 moderate/CL,, of 30-49 mL/min; n= 5 severe/CL,, <30 mL/min),
and n =11 matching healthy volunteers. Clearance of levetiracetam
|s correlated with creatinine clearance and levetiracetam
okinetics following repeat admini: ion were well
pﬁdu;ted from single dose data. The apparent body clearance of the
parent drug levetiracetam is reduced in patients with impaired renal
function by approximately 40% in the mild group, 50% in the
moderate group, and 60% in the severe renal impairment group. For
the primary metabolite ucb LO57, the decrease in clearance values
from baseline was greater than that seen for the parent drug in all
subject groups.
In anuric (end stage renal d-sease} patients, the apparent body
clearance was app 30% ¢ i to that of normal
subjects. Approximately 50% of the pool of levetiracetam in the
body is removed during a standard 4-hour hemodialysis procedure.
Dosage should be reduced in patients with impaired renal function
receiving levetiracetam, and supplemental doses should be given to
patients after dialysis (see PRECAUTIONS and DOSAGE AND
ADMINISTRATION).
Hepatic Impairment: A single-dose pharmacokinetic study was
performed in 16 subjects with hepatic impairment (n = 5 mild/Child-
Pugh Crade A; n =6 moderate/Crade B; n =5 severe/Grade C vs 5
healthy controls). For the mild and moderate subgroups neither
mean nor individual pharmacokinetic values were cimucall.y d:frerent

Table 1:
Total Combined Incidence Rate for Each of the Three
of CNS Adverse Events in Placebo lled Add-on Clinical Trials.
Category of CNS Keppra®® + Placebo +
adverse event AED therapy  AED therapy
(n=672) {n=1351)
Somnolence and fatigue
5 lence 15% 10%
Asthenia 14% 10%
Behavioral/psychiatric symptoms
Nonpsychotic' 14% 6%
Psychotic’ 1% 0%
Coordination difficulties’ 3% 2%

" Reflects keppra® doses of 1000 mg, 2000 mg, 3000 mg, and 4000 mg
per day.
' "Non-psychatic behavioral/psychiatric symptoms” encompasses the
following terms: agitation, antisocial reaction, anxiety, apathy, deperso-
i lability, euphoria, hostility,
neurosis, personality dlsorder arld suicide atlﬂrlpt
2“psychatic beh ) " en the followi
terms: hallucmal.lcns pa:ancld rEi('IlUH psychos;s and psycham:
depression,
3"Coordination difficulties” encomp the foll
abnormal gait, incoordination.
See ADVERSE EVENTS, Table 2, for incidence rate of individual AEs
contained within the categories.
Behavioral/psychiatric symptoms (including agitation, emational
lability, hostility, anxiety, etc} have been reported approximately
equally in patients with and without a psychiatric history.
There was no clear dose response relationship for any of the three
categories of CNS adverse events, within the recommended dose
range of up to 3000 mgfday. In a controlled study including a dose
of 4000 mg, administered without titration, the incidence rate of
somnolence during the first four weeks of treatment for patients
receiving the high dose was 42%, compared to 21% for patients
receiving 2000 mg/day.
Special Populations
Patients with Renal Impairment: Renal excretion of unchanged drug
accounts for approximately 66?6 of administered levetiracetam
dose. C with this, p okinetic studies in renally-
impaired patients indicate that apparent clearance is significantly
reduced in subjects with renal impairment (see ACTION AND
CLINICAL PHARMACOLOGY, Special Populations).

g terms: ataxia,

from those of controls. In patients with severe hepatic imp
mean apparent body clearance was 50% that of normal subjects,
with decreased renal clearance accounting for most of the decrease.
Patients with severe hepatic impairment thus require a reduced
dosage of Keppra® (See PRECAUTIONS and DOSAGE AND
ADMINISTRATION).
INDICATIONS AND CLINICAL USE

Keppra® (levetiracetam) is indicated as adjunctive therapy in the

of patients with epilepsy who are not satisfactorily
controlled by conventional therapy.

CONTRAINDICATIONS
This product should not be administered to patients who have
previously exhibited hypersensitivity to levetiracetam or any of the
inactive ingredients in Keppra® (levetiracetam) tablets.
WARNINGS

Central Nervous System Adverse Events
Keppra® (levetiracetam) use is associated with the occurrence of
central nervous system (CNS) adverse events; the most significant of

In pati with renal impairment Keppra® dosage should be
appropriately reduced. Patients with end stage renal disease, ie.
thase undergoing dialysis, should be given supplemental doses after
dlalysls (See DOSAGE AND ADMINISTRATION).

Pregnancy and Nursing: There are no adequate and well-c
studies on the use of Keppra' in pregnant women, Levetiracetam
and/or its metabolites cross the placental barrier in animal species. in
reproductive toxicity studies in rats and rabbits, levetiracetam
induced developmental toxicity at exposure levels similar to or
greater than the human exposure. There was evidence of increased
skeletal vari /minor anomalies, ded growth, embryonic
death, and increased pup mortality. In the rat, fetal abnormalities
occurred in the absence of overt maternal toxicity. The systemic
exposure at the observed no effect level in the rabbit was about 4 to
S times the human exposure. The potential risk for humans is
unknown. Keppra® should not be used during pregnancy unless
potential benefits to mother and fetus are considered to cutweigh
potential risks to both. Discontinuation of antiepileptic treatments
may result in disease worsening, which can be harmful to the
rnolher and the fetus

£

these can be classified into the following categories: 1) lence
and fatigue, 2) behavioral/psychiatric symptoms and 3) coordinati
difficulties.

There was no clear dose response relationship for any of the three
categories of CNS adverse events, within the recommended dose
range of up to 3000 mg/day. Somnolence/asthenia and coordination
difficulties occurred most frequently within the first four weeks of
treatment and usually resolved while patients remained on
treatment. In the case of behavioral/psychiatric symp (including
such adverse events as aggression, agjtation, anger, anxiety, emotional
lability, hostility, irritability), approximately half of the patients
reported these events within the first four weeks, with the remaining
events occurring throughout the duration of the trials. See also
PRECAUTIONS, Central Nervous System Adverse Events.
Withdrawal of Anti-Epileptic Drugs

As with all antiepileptic drugs, Keppra® should be withdrawn gradually
to minimize the potential of increased seizure frequency.

PRECAUTIONS

General

Hi ,,-.m et

Minor but statistically significant
decreases cornpared to placebo were seen in total mean RBC count,
mean hemoglobin, and mean hemnatocrit in Keppra®-treated patients
in controlled trials. For hemoglobin values, the percentage of
Keppra® or placebo treated patients with passibly clinically significant
abnormalities were less than 0.5% each. For hematocrit values, a total
of 5.1% of Keppra® treated versus 3.2% of placebo patients had at
least one possibly significant decrease in hematocrit (< 37% in males
and 32% in femnales).

For white blood cells {WBC), 2.9% of treated versus 2.3% of placebo
patients had at least onegpasslbly clinically significant decrease in
WBC count (S 2.8 x 10%/L), while 2.6% of treated vs. 1.7% of
placebo patients had at least one possibly significant decrease in
neutrophil count (€ 1.0 x 10%L). Of the Keppra®-treated patients
with a low neutrophil cuunt all but one rose towards or rea(hed

circulation by renal excretion as unchanged drug, which rep
66% of administered dose. The total body clearance is 0.96 mL/min/kg
and the renal clearance is 0.6 mL/min/kg. Approximately 93% of the
dose was excreted within 48 hours. The mechanism of excretion is
glomerular filtration with subsequent partial tubular reabsorption. The

metabolite, ucb LOS7, is excreted by glomerular filtration and
active tubular secretion with a renal clearance of 4 mL/min/kg,
Levetiracetam elimination is correlated to creatinine clearance and
clearance s thus reduced in patients with impaired renal function
(See PRECAUTIONS and DOSAGE AND ADMINISTRATION).
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baseline with conti Nao patient was disc

y Exp Registry: To facilitate monitoring of fetal
cut:cmes of pregnant women exposed to Keppra®, physicians
should encourage patients to register, before fetal cutcome is known
(e.g. ultrasound, results of amniocentesis, etc.), in the Antiepileptic
Drug Pregnancy Registry by calling (888) 233-2334 (toll free)
Nursing Mothers: Levetiracetam is excreted in breast milk, Therefore,
there is a potential for serious adverse reactions from Keppra® in
nursing infants. Recommendations regarding nursing and epilepsy
medication should take into account the impartance of the drug to
the mother, and the as yet uncharacterized risks to the infant.
Typically, recommendations are made in the context of the
necessary prior risk-benefit judg garding pregnancy and
epilepsy medication.

Use in Pediatric Patients: Safety and efficacy in patients below the
age of 18 have not been established,

Usein the Elderly: Renal function can be decreased in the elderly and
{evetiracetam is known to be substantially excreted by the kidney,
the risk of adverse reactions to the drug may be greater in patients
with impaired renal function. A pharmacokinetic study in 16 elderly
subjects (age 61-88 years) showed a decrease in clearance by about
40% with oral administration of both single dose and 10 days of
multiple twice-daily dosing, This decrease is most likely due to the
expected decrease in renal function in these elderly subjects. Care
should therefore be taken in dose selection for elderly patients, and it
may be useful to monitor renal function.

There were insufficient numbers of elderly patients in controlled
trials of epilepsy to adequately assess the efficacy or safety of
Keppra® in these patients. Nine of 672 patients treated with Keppra®
were 65 or over.

Drug Interactions

In Vitro Studies on Metabolic Interaction Potential in vitro,
levetiracetam and its primary metabolite have been shown not to
inhibit the major human liver cytochrome P450 isoforms (CYP3A4,
2A6, 2CB/9/10, 2C19, 206, 2E1 and 1A2), glucuronyl transferase
(paracetamol UGT, i.e. UGT 146, ethinyl estradiol UGT. ie.UGT1AT,

secondary to low neutrophil counts.

Central Nervous System Adverse Events (See WARNINGS): Keppra®
(levetiracetam) use is associated with the occurrence of central
nervous system (CNS) adverse events; the most significant of these
can be classified into the following ¢ ies: 1) somnolence and
fatigue, 2) behawurau‘psychuatnc sympmms and 3) coordination
difficulties.

The following CNS adverse events were observed in controlled
clinical trials.

A-40

and p-nitrophenal UGT, i.e UGT [pl6.2]} and epoxide hydrolase
activities. In addition, levetiracetam does not affect the i vitro
glucuronidation of valproic acid. In human hepatocytes in culture,
levetiracetam did not cause enzyme induction.

Levetiracetam circulates largely unbound (< 10% bound) to plasma
proteins; therefore clinically significant interactions with ather drugs
through competition for protein binding sites are unlikely.

Thus in-vitro data, in combination with the pharmacokinetic
characteristics of the drug. indicate that Keppra® is unlikely to
produce, or be subject to. pharmacckinetic interactions.
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Clinical Pharmacokinetic Data
Other Antiepileptic Drugs (AEDs): Potential drug interactions
between Keppra® and other AEDs {phenytom carbamazepme‘

Table 3:
Adverse Events Most Commonly Associated with Discontinuation
or Dose Reduction in Placebo-controlled Studies in Patients with

valproic acid, phenobarbital, lamotrigine, gabapentin and pr
were assessed by evaluating the serum concentrations m‘ leveti-
racetam and these AEDs during placebo-controlled clinical studies.
These data suggest that levetiracetam may not significantly
influence the plasma cancentrations of these other AEDs, and that
the other AEDs may not significantly influence the plasma
concentrations of levetiracetam,
For two of these AEDs — phenytoin and valproate — formal
pharmacokinetic interaction studies with Keppra® were performed.
Keppra® was co-administered with either phenytoin or valproate at
doses of 3000 mg/day and 1000 mg/day respectively. Mo clinically
significant interactions were observed.
Other Drug Interactions
Oral Contraceptives: A pharmacokinetic clinical interaction study has
been performed in healthy subjects between the oral contraceptive
containing 0.03 mg ethinyl estradiol and 0.15 mg levonorgesterol,
and the lowest therapeutic dose of Keppra® (500 mg bid). No clinically
significant pharmacokinetic interactions were observed,
However, pharmacokinetic interaction studies using Keppra® as
adjunctive therapy and covering the recommended dosage range,
have not been conducted. Therefore, physicians should advise their
female patients to be alert to any irregular vaginal bleeding or
spotting, and to immediately report to them any occurrences.
Digoxin: Keppra® (1000 mg bid) did not influence the pharmaco-
kinetics and pharmacodynamics (ECG) of digoxin given as a 0.25mg
dose every day. Coadministration of digoxin did not influence the
pharmacokinetics of levetiracetam.
Warfarin: Keppra® (1000 mg bid) did not influence the pharmaco-
kinetics of R and S warfarin (2.5 mg, 5 mg, or 7.5 mg daily).
Prothrombin time was not affected by levetiracetam.
Coadministration of warfarin did not affect the pharmacokinetics of
levetiracetam.
Probenecid: Prabenecid, a renal tubular secretion blocking agent,
administered at a dose of 500 mg four times a day, did not change
the pharmacokinetics of levetiracetam 1000 mg bid. Cyymay of the
bolite, uch LOS7, was 3PP imately doubled in the presence of
t id and the renal ¢ of the bolite uch LOS7 was
decreased by 60%: this alteration is likely related to competitive
inhibition of tubular secretion of uch LO57. The effect of Keppra® an
probenecid was not studied.

ADVERSE EVENTS

Commol

In well-controlled clinical studies, the mast frequently reported

adverse events associated with the use of Keppra® in combination

with other AEDs, not seen at an equivalent 'Ilequency among

placebo-treated pati were e, asthenia, dizzi and

infection. Of the most frequently reponed adverse events, asthenia,
lence and d P d to occur predominantly during

the first four weeks of treatment with Keppra®.

Incidence of AEs in Controlled Clinical Trials

Table 2:

Incidence (%) of Te Adverse Events in Placebo-

controlled, Add-on Studies by lody System. (Adverse Events

(Studies NO51, NO52, N132 and N138)

Body system/ Keppra®+
adverse event AED therapy
{n=672) (%) |

Placebo +
AED therapy
(n=357) (%)

Body as a whole |
Asthenia 14 o
Infection” 13 | 7

Digestive system |

Tooth disorders 2 { 1
Hemic and
lymphatic system
Ecchymosis 2 1
MNervous system
Amnesia

Anxiety

Ataxia

Depression

Dizziness

Emotional lability
Hostility
Nervousness
Persanality disorders
Somnolence
Thinking abnarmal

| Vertigo
Respnratory syst:m
Pharyngitis

Rhunitis

Sinusitis
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Keppra® Placebo

(n=672) (n=351)
Asthenia 9{1.3%) 3 (0.9%)
Headache 8(1.2%) 2{0.6%)
Convulsion 16 (2.4%) 10 (2.8%)
Dizziness 1 (1.6%) 0
Somnolence 31 (46%) 6(1.7%)
Rash 0 5(1.4%)

The overall adverse experience profile of Keppra® was similar
between females and males. There are insufficient data to support 2

garding the distrit of adverse & reports
by age and race.
Post-marketing Experience
In post-marketing experience, nervous system and psychiatric
disorders have most frequently been reported. In addition to adverse
reactions during clinical studies, and listed above, the following
adverse reactions have been reported in post-marketing experience.
Data are insufficient to support an estimate of their incidence in the
population to be treated.
Blood and lymphatic disorders: leukopenia, neutropenia, pancy-
topenia, thrombocytopenia.

SYMPTOMS AND TREATMENT OF OVERDOSE
mptoms

The highest reported Keppra® overdose is approxi ly 10 times
the therapeutic dose. In the majority of overdose cases, multiple
drugs were involved. Somnolence agﬂahm aggression, depressed
level of consci ion, and coma were
observed with Keppra® overdoses, The minimal lethal oral dose in
rodents is at least 233 times the maximum clinically studied dose.
Treatment
There is no antidote for overdose with Keppra® treatment is
symptomatic and may include hemodialysis, If indicated, elimination

PHARMACEUTICAL INFORMATION
Drug Substance
U.S.AN: levetiracetam
Chemical Name: {-)-(S)-o-ethyl-2-oxo-1-pyrrolidine acetamide
Structural Formula:

CH,CH; T
&

o,
~
/ CONH;

Molecular Formula: CgH 1 N0,

Molecular Weight: 170.21

Physical Form: A white to off-white crystalline powder with a faint

odor and a bitter taste.

Solubility: it is very soluble in water (104.0 g/100 mL}. It is freely soluble

in chloroform (65.3 g/ 100 mL) and in methanol {53.6 /100 mi), soluble

in ethanol (165 g/100 mL), sparingly soluble in acetonitrile

(5.7 g/100 mL) and practically inscluble in n-hexane.

pKa and pH values: The pKa of levetiracetam is < -2 and cannot be

determined with accuracy due to the chemical instability of the

protonated form.

The protonation of uch LOSS starts at Hy values between -1 and -2.

Partition Co-efficient: A log P (108 P cranci = LOE P cyeichenane) WaS

calculated at pH 7.4 using phosphate buffered saline and at pH 1.0

using KCU/HCL The A log P at pH 7.4 s 3.65 and at pH 1.0 is 3.10.

Melting Range: 115-119°C

Cumpnsltmn Keppra® lahlels contain the labeled amount of
iracetam. Inactive ingredients include colloidal silicon dioxide,

corn starch, hydroxypropyl methylcellulose, magnesium stearate,

polyethylene glycol 4000, povidone, talc, titanium dioxide and

coloring

of unabsorbed drug should be attempted by emesis or gastric lavage;
usual precautions should be observed to maintain airway. General
supportive care of the patient is indicated including manitoring of
vital signs and abservation of the clinical status of the patient.
Standard hemadialysis procedures result in significant removal of
levetiracetam (approximately 50% in 4 hours) and should be consid-
ered in cases of . Although hemodialysis has not been
performed in the few known cases of overdose, it may be indicated
by the patient’s clinical state or in patients with significant renal
impairment.

DOSAGE AND ADMINISTRATION

General
Renal excretion nf unchanged drug accounts for approximately 66%
of admi iracetam dose. Consi with this, red

doses are mcommended for patients with renal impairment.
Keppra® is given orally with or without food.

Adults

Treatment should be initiated at a dose of 1000 mg/day, given as
twice daily dosing (500 mg bid). Depending on clinical respanse and
tolerability, the daily dose may be increased every two weeks by
increments of 1000 mg, to a maximum recommended daily dose of
3000 mg.

In clinical trials, daily doses of 1000 mg, 2000 mg, and 3000 mg, given
a5 twice a day dosing, were shown to be effective. Although there was
a tendency toward greater response rate with higher dose, a consistent
statistically significant increase in response with increased dose has
not been shown. There are limited safety data from controlled clinical
trials at doses higher than 3000 mg/day (approximately 40 patients),
therefore these doses are not recommended.

Patients with Impaired Renal Function

Keppra® dosage should be reduced in patients with impaired renal
function (see Table 4 below). Patients with end stage renal disease
should receive supplemental doses following dialysis. To use this
dosing table, an estimate of the patient's CL,, in mL/min is needed,
Cly, in mU/min may be estimated from serum creatinine (mg/dL)
determination using the following formula:

"In levetiracetam-treated patients, the majority of “infection” events
(93%) were coded to reported terms of “common cald” or “infection
upper respiratory”,

Additional Events Observed in Placebo Controlled Trials

Lack of Dose-related Incidence within Therapeutic Range: Based on

the data from the controlled clinical trials, there was no evidence of

dose relationship within the recommended dose range of 1000 to

3000 mg/day.

Discontinuation or Dose Reduction in Well-controlled Clinical

Studies: In well-controlled clinical studies, 14.3% of patients
receiving Keppra® and 11.7% receiving placebo either discontinued
or had a dose reduction as a result of an adverse event. The adverse
events most commonly associated (>1%) with discontinuation or
dose reduction in either treatment group are presented in Table 3.

[140-age (years)] x weight (kg)
= ——————— (x 0.85 for female patients)
72 x serum creatinine (mg/dL}
Table 4
Dosing Adjustment for Patients with Impaired Renal Function
Creatinine  Dosage and
Group clearance frequency
(mL/min)
Normal 280 500 to 1500 mg twice daily
Mild 50-79 500 to 1000 mg twice daily
Moderate 30-49 250 to 750 mg twice daily
Severe’ <30 250 to 500 mg twice daily
End-stage renal
disease patients - 500 to 1000 mg once daily
undergoing dialysis'

dose is rec ded

' Following dialysis, a 250 to 500 mg supp

" or according to best clinical judgement
Patients with Impaired Hepatic Function
No dose adjustment is needed in patients with mild-to-moderate
hepatic impairment. In patients with severe hepatic impairment, the
creatinine clearance may underestimate the renal insufficiency.
Therefore a 50% reduction of the daily maintenance dose is
recommended when the creatinine clearance is < 70 mU/min.
Elderly Patients

Dose selection and titration should proceed cautiously in elderly
patients, as renal function decreases with age.
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The individual tablets contain the following colonng agents:
250 mg tablets: FD&C Blue No. 2.
500 mg tablets: FD&C Blue No. 2 and yellow iron oxide,
750 mpg tablets: FDA&C Blue No. 2, FD&C Yellow No. &

and red iron oxide.
Stability and Storage Recommendations
Store between 15-30°C {59-86°F).

AVAILABILITY OF DOSAGE FORMS

Keppra® (levetiracetam) tablets, 250 mg are blue, oblong-shaped,
film-coated tablets debossed with "uch” and "250" on one side.
They are supplied in bottles of 120 tablets.
Keppra® (levetiracetam) tablets, 500 mg are yellow. oblong-shaped,
film-coated tablets debossed with “ucb” and "500” on one side.
They are supplied in bottles of 120 tablets.
Keppra® (levetiracetam) tablets, 750 mg are orange, oblong-
shaped, film-coated tablets debossed with "ucb” and 750" on one
side. They are supplied in bottles of 120 tablets.

For more information, please refer to the complete Keppra® Product
Monograph.

References: 1. Cereghino J), BitonV, Abou-Khalil B, et al. Levetiracetam
for partial seizures: results of a double-blind, randomized clinical trial.
Neurology 2000;55:236-4. 2. Keppra Product Monograph. UCB
Pharma, Inc.

Luvdech ﬂ

® Keppra is a registered trademark of UCB SA. -
Keppra® s distributed by Lundbeck Canada Inc., W (TgD)
413 St-Jacques St.West, Suite FB-230, Montreal, Quebec H2Y 1N9

See pages A-26, A-27
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Immune Globulin Intravenous
(Human), 10%

GAMUNEX™
Manufactured by Chromatography

THERAPEUTIC CLASSIFICATION
PASSIVE IMMUNIZING AGENT

ACTION AND CLINICAL PHARMACOLOGY

General

GAMUNEX™ (Immune Glabulin Intravenous [Human]. 10%}) by a patented pracess is a ready-to-
use sterile solution of human immune globulin protein for intravenous administration. GAMUNEX™ consists of 9%-11% protein
in 0.16-0.24 M glycine. GAMUNEX™ contains no preservative.

GAMUNEX™ is made from large pools of human plasma by a i of cold ethanol ionation, caprylate

and fiitration, and anion-exchange chromatography. The protein is stabilized during the process by adjusting the pH of the solution
to 4.0-4.5. Isotanicity is achieved by the addition of glycine.

The capacity of the manufacturing process to remove and/or inactivate enveloped and non-enveloped viruses has been validated
by laboratory splkrng studies on a scaled down process model using relevant and mode! viruses. In the GAMUNEX™ manufac-
turing process, virus inactivation and/or removal is achieved by way of caprylate precipitation and clmh fI|1ratI0n caprylate
incubation, column chromatography, and final container low pH i ion, evaluated i

identify those steps which are mechanistically distinct. Each step was verified to provide robust virus redumion across the
production range for key operating parameters. (See PHARMACEUTICAL INFORMATION).

Furthermors, data derived from prion spiking studies have shown that the GAMUNEX™ process has the potential to remove animal
model prions.'? {See PHARMACEUTICAL INFORMATION).

The buffering capacity of GAMUNEX™ is 35.0 mEqg/L {0.36 mEq/g protein). A dose of 1000 mg/kg body weight therefore
represents an acid load of 0.35' mEq/kg bady weight. The total buftering capacity of whole blood in a normal individual is
45-50 mEq/L of bloed, or 3.6 mEg/kg body weight.? Thus, the acid load delivered with a dose of 1000 mg/kg of GAMUNEX™
would be neutralized by the buffering capacity of whole biood alone, even if the dose was infused instantaneously. Glycine
{aminoacetic acid) is a nonessential amino acid normaliy present in the body. Glycine is a major ingredient in aming acid solutions
employed in intravenous alimentation.*

In patients with limited or acid-base and in patients in whom there is already an
expanded fluid volume (8.9. during pregnancy) consideration shoulu be given to the effect the additional acid and/or protein load
that may occur.

The pharmacokinetic parameters AUC and Crax of GAMUNEX™ in a randomized clinical trial invalving Primary Immunodeficiency
(PiD) patients were determined to be appraximately 6746 mg*h/mL and 19 mg*h/mL The Ig6

curve foliows 2 biphasic slope with a distribution phase of about 5 days characterized by a fall in semm 19G levels to about
65-75% of the peak levels achieved immediately post-infusion. This phase is followed by the elimination phase with a haif-life of
approximately 35 days.8

Primary Humaral immunodeficiency

Immune Glabulin Intravenaus {Human), 10% supplies a broad spectrum of apsenic and neutralizing IgG antibodies against
bacteria, viruses or their toxins, that have been demonstrated to be effective in the prevention or attenuatian of lethal infections
in animal modsls. Immune Globulin Intravenous (Human), 0% has proven 1o be effective in preventing infections in patients
with Primary Humoral {PID). in trials, GAMUNEX™ has demonstrated bio-
equivalence to GAMIMUNE® N, 10% {Immune Globulin Intravenous [Human], 10% - Solvent/ Detergent Treated).

Idiopathic Thrombocytopenic Purpura

The mechanism of action of high doses of immunoglobulins in the treatment of Idiopathic Thrambecytopenic Purpura (ITP} has
not been fully elucidated. It is postulated that the mechanisms of action may be the Fe- receptor blockade of phagocytes as well
as the down regulation of auto-reactive B-cells by antiidiotypic antibodies provided by human immune globuiin.”#

Allogenelc Bane Marrow Transplantation

The machanism of action of Immune Glabulin Intravenous (Human), 10% in protecting immune-compromised patients with
Allogenic Bane Marrow Transplantation (BMT} from serious bacterial infections is similar to the anti-intective mechanism of action
in PID.2" The immunomodilatory mechanism of action of Immune Globulin (Human), 10% in ing acute graft
versus host reaction in patients with immune cells involving Fab and Ge functions of the immunoglobuiin molecules is similar to
the discussed mode of action in TR.88122244

Padiatrlc HIV Infection

Children with HIV infections, particularly when acquired through vertical transmission, are prone to recurrent serious bacterial
infections, Types of infection seen in these children are similar to those with primary The

of apsonic and neutralizing 1gG antibodies has been shown to be effective in pediatric HIV infections. The anti-infective
mechanism of action of Immune Globulin Intravenous {Human), 10% in the Pediatric HIV is comparable to that in PID.
INDICATIONS AND USAGE

GAMUNEX™ (Immune Globutin intravenous [Human}, 10%) is indicated in:

Primary Humoral Immunodeficiency

GAMUNEX™ is indicated as replacement therapy of primary humoral immunodeficiency states in which severe impairment of
antibody forming capacity has been shown, such as congenital agammaglobulinemia, common variable immunadeficiency,
X-linked immunodeficiency with hyper IgM, Wiskott-Aldrich syndrome, and severe combined immunodeticiencies.®- %

In a double-blind, randemized, parallel group clinical trial in patients with primary humoral immunodeficiencies GAMUNEX™ was
demonstrated to be at least as efficacious as GAMIMUNE® N, 10% in the prevention of infections during a nine month treatment
period. The annual rate of validated infections was 0.18 and rate for any infection was 2.76 in the group treated with GAMUNEX™
compared to 0.43 (p=0.023) and 3.26 {p=0.287) respectively with the contral group.

Idiopathic Thrembotytopenic Purpura

GAMUNEX™ is indicated in Idiopathic Thrambocytopenu: Purpura (ITP} to rapidly raise platelet counts to prevent bleeding or to
allow a patient with ITP to undergo surgery.”" 2

A double-blind, randomized, parallel group ciinical trial with 97 acute or chronic ITP patients (adults and children), GAMUNEX™
was at least as effective as GAMIMUNE® N, 10% in increasing platelet counts from less than or equal to 20*10%/L to more than
50%10%/L within 7 days attar treatment. A 2000 mgikg dose of GAMUNEX™ successfully raised platelet counts in 90% of \TP
patients by day 7 and day 23 compared to 83% and 86% respectively, in the control group. A sustained 7 day response was
abserved in 74% of patients treated with GAMUNEX™ compared to 60% in the control group

Allogenelc Bone Marrow Transplantation

GAMUNEX" is indicated for the reduction of septicemia and other infections, interstitial pneumonia and acute graft versus hast
diseass in the first 100 days postiransplant in Allogeneic Bone Marrow Transplantation {BMT) patients of at least 20 years of age.
Shortly before, and for varying times after bone marrow i patiems are The benefit of immune
Globulin Intravenous [Human] in these patients during the recovery period is similar ta that of reptacement therapy in PID. The

infusions of blood or plasma products may deveiop signs and/or of same viral inl hapatitis C.
All infections thought by a physician possibly to have been transmitted by this product should be reparted by the physician
or other healihzare provider ip Bayer Inc. [1-800-265-7382). The physician should discuss the risks and benslits of this
product with the patlent, before prescribing or administering it to the patient.

GAMUNEX™ sheuld be administered intravenousty only, On rare occasions, treatment with an immune globulin preparation may
cause a precipitous faft in blood pressure and a ciinical picture of anaphylaxis, even when the patient is not known to be sensitive
1o immune glabulin preparations. Epinephrine should be availahle for the treatment of an acute anaphylactic reaction.

PRECAUTIONS

General

Any vial that has been punctured should be used promptly. Partially used vials should be discarded. Visually inspect each bottle
before use. Do not use if turbid. If the solution has been frozen, it must not be used.

An aseptic meningitis syndrome (AMS) has been reported to occur infrequently in association with Immune Glebulin Intravenous
(Human) treatment. The syndrome usually tegins within several hours to twe days following Immune Globulin latravenaus
(Human) treatment. it is characterized by symptoms and signs including severe headache, nuchal rigidity, drowsiness, fever,
photophobia. painful eye mavements, nausea and vomiting. AMS may occur mare frequently in association with high dose
{2000 mg/kg) Immune Globulin Intravenous (Human) treatment. Discontinuation of (mmune Globulin Intravenous (Human)
treatment has resulted in remission of AMS within severat days without sequelas.®? 3¢

Periodic monitoring of renal function and wring output is particularly important in patients judged to have a potential increased
risk for developing acute renal failure. Renal function, including measurement of blood urea nitrogen (BUN)/serum creatinine,
should be assessed prior to the initial infusion of GAMUNEX™ and again at appropriate intervals thereafter. If renal function deteri-
arates, discontinuation of the product shauld be considered. For patients judged to be at risk for developing renal dystunction,
it may be prudent 10 reduce the amaunt of product infused per unit tims by infusing GAMUNEX™ (immune Globulin intravenous
[Human], $09) at a rate less than 8 mg/kg/min {0.08 mL/kg/min).

Assure that all patients are not velume depleted prior to the initiation of the infusion of Immune Glabulin Intravenous
[Human],10%.

In some patients, administration of GAMUNEX™ results in a transitory rise of passively transferred antibadies which may produce
misteading serological findings such as positive direct anti-globulin and anti-HBc resulfs in the absence of viral transmission.
There is a possible association between thrombo-embolic (TE} events and administration of Immuné Globulin Intravenous
(Human) (IGIV) products. Gaution should be exercised in administration of IGIV in patients with coagulopathies, cardiovascular
disease, thrombophilia, restricted mobility, and the elderly. The etioiogy of TE events related to IGIV therapy is not clear and may
reflect IGIV dese and hyperasmolality*s: #. GAMUNEX™ is an iso-osmolar solution. In clinical trials to date, no thrombeembolic
events were reported for any patient treated with GAMUNEX™.

Drug Interactions

Antibodies in GAMUNEX™ may interfere with the response ta live viral vaccines such as measles, mumps and rubella, Therefore,
use of such vaccines should be deferred until approximately 6 menths after GAMUNEX™ administration. (See DOSAGE AND
ADMINISTRATION for other relevant interactians).

Pregnancy

Animal reproduction studies have not been conducted with GAMUNEX™, It is not known whether GAMUNEX™ can cause fetal
harm when administered to a pregnant woman or can affect reproduction capacity. GAMUNEX™ should be given to a pregnant
womnan only if clearly needed.

ADVERSE REACTIONS

General

Increases in creatining and blood urea nitrogen (BUN) have been observed as soon as one to two days following infusion, predom-
inantly with ather human immune globulin products, stabilized with sucrose. Progression to oliguria and anuria requiring dialysis
has been observed, althaugh some patients have improved spontanegusly following cessation of treatment.® GAMUNEX™
{immune Giobulin intravenous [Human], 10%) does not contain sucrose. Glycing, a natural amino acid, is used as a stabilizer. In
the studies undertaken to date with GAMUNEX™, no increase in creatinine and blood urea nitrogen was observed

Although not all adverse effects previously reported with i d i have been
observed for GAMUNEX™, adverse effects may be expected to be similar to those reported with these products. Potential
reactions may include anxiety. flushing, wheezing, abdeminal cramps, myalgias, arthralgia, dizziness. and rash.

True anaphylactic reactions 1o GAMUNEX™ may occur in recipients with dncumentsd prior mstorles of severe allergn: reactions
1o intramuscuiar immunaglobulin, but some patients may tolerate cautiously without
adverse effects.® Very rarely an anaphylactoid reaction may occur in patients with no prior history of severe allergic reactions to
sither or

Direct antiglobin tests (DAT or direct Coombs tests), which are carried out in some centers as a safety check prior to red blood
cell transfusions may show a positive result following treatment with GAMUNEX™, This may be due to the fact that GAMUNEX™
may contain low levels of anti Blood Group A and B antibodies primarily of the (gG4 class. However, there was no evidence of
hemolysis of significant clinical effect in association with positive DAT findings in clinical trials.837- %

In some patients in the clinical trial program, administration with GAMUNEX™ resulted in a transitory decrease in RBC, hematocrit
and hemoglobin with na evidence of hemaolysis or significant clinical outcome.

Primary Humoral immunodaticiency

Adverse events were monitored in three randomized clinical trials, involving more than 200 primary humoral immunadeficiency
patients. in two trials, invoiving 18-20 patients each, patients received 100-600 mg/kg GAMUNEX™ or GAMIMUNE® N, 10% for
three subsequent infusions on a 3 or 4 week infusion interval and were then crossed aver to three infusions of the alternate
product. In the third trial, 172 patients were randomized to GAMUNEX™ ar GAMIMUNE® N, 109 for 2 nine-manth double-blinded
treatment with either of the two products at a dose between 100 and 600 mg/kg on a 3 or 4 week infusion interval. In a pooled
analysis across the three studies, the infusion rate (0.08 mL/kg/min) was reduced for 11 of 210 exposed patients (7 GAMUNEX™,
4 GAMIMUNE® N, 10%) at 17 occasions. tn most instances, mild to moderate hives/urticaria, itching, pain or reaction at infusion
site, anxiety or headache was the main reason for reduction in infusion rate. There was ane case of severe chills. There were no
anaphylactic or anaphylactoid reactions.

In the pivotal clinical trial, the most frequently recorded drug refated adverse events (=0.5%) normatized per patient and infusion are
given in the table below:

Drug Related Adverse Events GAMUNEX™ No. of infusions: 8256 | GAMIMUNE® N, 10% Na. of infusions: 865
Cough increased 14 {1.7%) N {13%)

Headache 7 {D.8%) 1(1.3%)

Fever 1({0.1%) 9(1.0%)

Pharyngitis 7 (0.8%) 9 (1.0%)

Nausea 4(05%) 4 (0.5%)

Usticaria 4 (0.5%) 5 {0.6%)

At various time paints after the infusion of Immune Globuiin Intravenaus (Human), 10%, serum sampies were drawn to manitor

the viral safety of the PID patients. Viral markers of hepatitis C, hepatitis B, HIV-1, and parvovirus B19 were monitored by nucleic

acid testing (NAT, Polymerase Chain Reaction [PCR]}, and serological testing. There were no treatment related emergent findings

of viral trangmission.® & ¥

Similar adverse reactions as for PID are expected for the Immune Globulin Intravenous [Humanj, 1096 treatment of patients with

podlamc HIV infection or Allogeneic Bone Marrow due 10 the similar ism of action and dose schedule.
T ic Purpura (ITP)

utllity of Immune Globutin Intravenous (Human) in BMT had been confirmed by long-term and in peer
published reports 22

Graft-versus-host-disease (GvHD) is a frequent complication of BMT. immune Globulin Intravenous (Human) has been
demonstrated to significantty reduce the incidence of acute GvHD -2

Pedlatric HIV Infaction

GAMUNEX™ is indicated for the reduction of recurrent serious bacterial infections in thase children who de not respand to or
cannot tolerate antiretroviral combination therapy. Children with HIV infections, particularly when acquired through vertical
transmission, are prone to recurrent serious bacterjal infections, although they have apparently normal or supranormal 1gG levels.
In well controlled clinical trials, Immune Globulin Intravenous (Human) has been shawn to significantly decrease serious and
minor bacterial infections and to decrease the number of hospitalizations for acute care in children with CD4 counts greater than
ar equal to 0.2*10%/L {200 cells/mm3) at entry.? The benefit of Immune Globuiin Intravenous (Human) is stil present for children
who cannot be treated with trimetheprim-sulfamethoxazole and are receiving zidovudine.?

CONTRAINDICATIONS

GAMUNEX™ {Immune Globulin Intravenous [Human], 10%) is with known ic or severe
systemic response {0 human immune globulin. Individuals with severe, selective |DA deficiencies (serum IgA <0.05 g/L) who have
known antibody against Iga (anti-IgA antibody) should only receive GAMUNEX™ with utmast cautionary measures. Recent reports
claim that IgA exposure to individuals with severe, selective IgA deficiency and high levels of anti-{gA antibodies was not, or only
in a few cases, associated with adverse reactions.”# Two groups have reported that human immune globulin intravenous
preparations with an IgA content less than 50 mg/L could be given safely to patients with severe selective IgA deficiency despite
a history of repeated severe infusion reactions to Immune Globulin tntravenous (Human).-* GAMUNEX™ has a markedly reduced
IgA content (46 mg/L) compared to GAMIMUNE® N, 109% (210 mg/L}. However, no experience is available on tolerability of
GAMUNEX™ in patients with selective IgA deficiency since they were excluded from participation in clinical tdials with GAMUNEX™.
WARNINGS

Immune Globulln Intravenous (Human) producis have been reported to be associated with rena! dysfunction, acute renal
fallure, osmotic nephrosis and death.> Patients predisposed to acute renal failure include patients with any degree of pre-
xisting renat insutficlency, diabstes mellitus, age greater than 65, volume depietion, sepsls, paraproteinemia, or patients
racaiving knawn aephratoxic drugs. Espacially in such patients, human immune globulin products should be administered
al the minimum conceniration available and the minimum rate of infusion practicable. While these reporis of renal
dysfunction and acute renal fallure have besn associated with the use of many of the licensed human jmmune globulin
products, those containing sucrose as a stabillzer accounted for a disproportionate share of the total number. GAMUNEX™
[Immune Glabulin Intravenous (Human), 10%] does not contain sucrasa.

S8 PRECAUTIONS and DOSAGE AND AOMINISTRATION sectians for important informatien intended to reduce the risk of acute
renal failure.

GAMUNEX™ Is made from human plasma. Products made from human plasma may contain infectious agents, such as
viruses, that can cause disease. The risk that such products will transmit an Infectious agent has been reduced by screening
plasma donars for prior exposure to cartain viruses, by testing for the presence of certain current virus infsctions, and by
Inactivating andfor remaving cerfain viruses. Despite these measures, such products can still potentially transmit dissass.
There Is aiso the possibitity that unknown Infectious agents may be present in such products. Individuals who receive

Adverse reactions were manitored in two randomized clinical trials with mare than 100 patients with acute ar chronic (TP,

In the first study (randomized and double-blind), 97 TP patients were randomized to a single dose of 200D mg/kg of
GAMUNEX™ or GAMIMUNE® N ,10%. The total dose was divided into two 1000 mg/kg doses given on two consecutive days at
a maximum infusion rate of 0.08 mL/kg/min.

As expected. the adverse event rate for Immune Globulin (ntravenous [Human],10% in this ITP trial was higher than observed in
the replacement therapy for Primary Humoral Immunodeficiencies (PID), but was within the range reported earlier for immune
Glabulin intravenous (Human). It should be noted that the doss is 4-5 fold higher than in PID and that the total dose was given
on two consecutive days rather than on five consecutive days, which is associated with a higher adverse event rate.” Finally, no
pre-medication with corticosteroids was permitted in the study protocol. More than 908b of the observed drug related adverse
events were of mitd to moderate severity and of transient nature.

The most frequently recorded drug related adverse events (=2.0%) are given in the table below:

Incidence of drug related adverse events GAMUNEX™ (n=_48) GAMIMUNE® N 100 (n= 49)

Headache 24 (50%) 24 (49%)
Mild 25% 18%
Moderate 21% 2%
Severe 4% 12%
<Day 3 46% 49%
>Day 3 4% 0%

Vomiting 6 (13%) 8 (16%)
Mild 10% 10%
Moderate 2% 8%
Severe 0% 0%
< Day 3 10% 16%
>Day 3 2% 0%

Fever § {10%) § (10%)

Nausea 5 (10%h] 4 {8%)

Rash 3 (6%) 0 (0%)

Back Pain 3 (6%} 2 (4%)

Asthenia 2 (4%0) 3 (6%

Arthralgia 2 {4%) 0 {09,

Pruritus 2 (4%) 0 (0%)

Dizziness 1(2%) 3 (6%)

Neck Pain 0 (0%) 2 (4%)
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The infusion rate was reduced for anly 4 of the 97 treated patients (1 GAMUNEX™, 3 GAMIMUNE® N, 10%) on 4 occasions.
Mild to moderate headache, nausea, and fever were the reported reasons. There were no anaphylactic or anaphylacteid reactions.
At various time paints after the infusion of Immune Globulin Intravenous (Human), 10%, serum samples were drawn to monitor
the viral safety of the ITP patients. Viral markers of hepatitis C, hepatitis B, HIV-1, and parvovirus B19 were monitored by nucleic
acid testing (NAT, PCR), and serological testing. There were no treatment related emergent findings of virai transmission.®
A second trial was carried out in 28 chranic ITP patients who received 1000 mg/kg GAMUNEX™ an three occasions for treatment
of relapses to determine tolerability of various infusion rates. The maximum infusion rate on the three occasions was randomly
assigned to 0.08, 0.11, or 0.14 mL/kg/min {8, 11 or 14 mg/kg/min) in which each patient was to receive Immune Giobulin
Intravenous {Human), 10%, at all 3 rates. No pi with corti ids to alfeviate infusi lated ility was
permitted. Seven patients did not complete the s(udy for the following reasons: one adverse event (hives) at the 0.08 mL/kg/min
level, one patient withdrew because he refused to participate without a forbidden concomitant medication (prednisone) and five
patients did not require additional treatment.
The number of patients who experienced at least one adverse event for the 0.08, 0.11, and 0.14 mL/kg/min infusion rates was
12 (46%), 13 (59%), and 11 (46%), respectively. The most commonly reported adverse event was headache, which occurred
more frequently during the higher infusion rates (4% in 0.08 mLtkg/min patients vs. 23% in 0.11 mL/kg/min patients vs. 13%
in 0.14 miskg/min patients). importantly, afi of the headaches ware mild except for one severe headache at the 0.08 mL/kg/min
rate. Otherwise, the incidence rates of adverse events and drug-related adverse events generally appeared to be similar among
the three infusion groups. No patients experienced a drug related serious adverse event. There were no other abnormal safety
results except for slightly decreased heart rates following all infusion rates.®
DOSAGE AND ADMINISTRATION
Goneral
For intravenous use only. Dosages for specific indications are indicated below, but in general, it is recommended that immune
Globulin {ntravenous (Human), 0% be infused by itself at an initial rate of 0.01 to 0.02 mL/kg body weight per minute for
30 minutes; if well-tolerated, the rate may be gradually increased to a maximum of 0.14 mL/kg body weight per minute. Clinical
investigations indicate that Immune Globulin Intravenous {Human), 10% is well-folerated and less likely to produce side effects
when infused at the recommended rate. If side effects occur, the rate may be reduced, or the infusion interrupted until symptoms
subside. The infusion may then be resumed at the rate which is comfortable for the patient. Parenteral drug products should be
inspected visually for particulate matter and discoloration prior fo administration, whenever solution and container permit.
For patients judged to be at increased risk for developing renal dysfunction, it may be prudent to reduce the amount of product
infused per unit time by infusing GAMUNEX™ (Immune Globulin Intravenous [Human|, 10%%) at a rate iess than 8 mg/kg/min
(0.08 mL/kg/min}. No prospective data are presently available to identify a maximum safe dose, concentration, and rate of
infusion in patients determined to be at increased risk of acute renal failure. In the absence of prospective data, recommended
duses should not be exceeded and the concemratlon and infusion rate should be the minimum level practicable. Reduction in
ion, and/or rate of admi ion in patients at risk of acute renal failure is suggested in order to reduce the risk
01 acute renal failure."
Primary Humorat Immunadeticiency
GAMUNEX™ doses between 100 ang 600 mg/kg (1 and 6 mL/kg administered every 3 or 4 weeks) may be used for infection
prophylaxis. The dose should be individualized taking into account dosing intervals (e.g. 3 or 4 weeks) and GAMUNEX™ dose
(between 100 and 600 mg/kg). The goal should be to achieve serum igG levels at trough (i.e. prior to the next infusion) of at
least 5 g/L"®
Idiopathic Thrombocytopenic Purpura
GAMUNEX™ may be administered at a total dose of 2000 mg/kg, divided into two doses of 1000 mg/kg (10 mL/kg) given on
two consecutive days, or into five doses of 400 mg/kg (4 mL/kg) given on five days. If a of the
first of two dally 1000 mg/kg (10 mL/kg) doses, an adequate increase in the platelet count is observed at 24 hours, the second
dose of 1000 mg/kg body weight may be withheld.
The high dose regimen (1000 mg/kg x 1-2 days) is not recommended for individuals with expanded fluid volumes or where fluid
volume may be a concern.
Allogeneic Bone Marrow Transplantation (BMT)
An equivalent dosage of 500 mg/kg GAMUNEX™ (5 mi/kg) is recommended beginning en days 7 and 2 prior to transplantation
(or at the time conditioning therapy for transplantation is begun), then weekly through 90 days after transplantation. GAMUNEX™
should be administered by itself through a Hickman line while it is in place, and thereafter through a peripheral vein.
Pediatric HIV Infection
An equivalent dosage of GAMUNEX™ is recommended in doses of 400 mg/kg {4 mL/kg) body weight every 28 days.
Administration
It is recommended that GAMUNEX™ should initially be infused at a rate of 0.01 to 0.02 mL/kg per minute (1 to 2 mg/kg per
minute) for the first 30 minutes. If well tolerated, the rate may be gradually increased to a maximum of 0.14 mL/kg per minute
(14 my/kg per minute). ¥f side effects occur, the rate may be reduced, o the infusion interrupted until symptoms subside. The
infusion may then be resumed at the rate, which is comfortable for the patient,
In a clinical trial with 28 chronic aduit ITP patients receiving 1000 mg/kg GAMUNEX™ 1o treat relapses, the infusion rate could
be safely increased up to 0.14 mL/kg per minute (14 mg/kg per minute).® Caution should be exercised when an infusion rate
higher than 0,08 mLtkg per minuts (8 mg/kg per minute) is administered for the first time.
Only 18 gauge needies shauld be used to penetrate the stopper for dispensing product from 10 ml vial sizes; 16 gauge needles
or dispensing pins should enly be used with 20 mL viat sizes and larger. Need'es or dispensing pins should only be inserted
within the stopper area delineated by the raised ring. The stopper should be penetrated perpendicular to the plane of the stopper
within the ring.
Content of vials may be pooled under aseptic conditions into sterile infusion bags and infused within 8 hours after pooling.
It is recommended to infuse GAMUNEX™ using a separate line by itself, without mixing with other intravenous fluids or
medications the patient might be receiving. GAMUNEX™ should not be mixed with any other Immune Globulin Intravenous
(Human) formulation.
GAMUNEX™ is not compatible with saline. [f difution is required, GAMUNEX™ may be diluted with 5% dextrose in water {D5W).
No other drug interactions or compatibilities have been evaluated.
A number of factors beyond our control could reduce the efficacy of this product or even result in an ill effect following its use.
These include improper storage and handling of the product after it leaves our hands, diagnosis, dosage, method of adminis-
tration, and biological differences in individual patients. Because of thesg factors, it is important that this product be stored
properly and that the directions be followed carefully during use.
PHARMACEUTICAL INFORMATION
GAMUNEX™ (Immune Globulin Intravenous [Human], 10%) by a patented Cl Process is a ready-to-
use steriie solution of human immuna globulin protein for intravenous administration. GAMUNEX™ consists of 9%-11% protein in
0.16-0.24 M glycine. Not less than 98% of the protein has the electrophoretic mability of gamma globulin. GAMUNEX™ typically
has low levels of igA (average of 0.046 g/L}. IgM levels were at or below the limit of quantitation (0.002 g/L). The distribution of
IgG subclasses is similar to that found in normal serum. The measured buffer capacity is 35 mEg/L and the osmolality is
258 mOsmol/kg solvent, which is close to physiological osmolality (285- 295 mOsmolfkg). GAMUNEX™ contains no preservative.
GAMUNEX™ is made from Iarue pools of human plasma by a of cold ethanol ionation, caprylate
and filtration, and Part of the ion may be by another licensed manufacturer.
Two ethanol fractionation Steps of the classical Cohn- -Oncley process have been replaced by tandem anion-exchange
chromnatagraphy. The IgG proteins are not subjected to heating or chemical or enzymatic medification steps. Fc and Fab functions
of the IgG molecule are retained, but do not activate or pre-Kallikrein activity in an unspecific manner. The protein
is stabilized dunng the process by adjusting the pH of the solution to 4 0-45. Isommcny is achieved by the addition of glycine.
GAMUNEX™ is incubated in the final container (at the low pH of 4.0 - 4.3), for a minimum of 21 days at 23° to 27°C. The
product is intended for intravenous administration.
The capacity of the manufacturing process to remove and/er inactivate enveloped and non-enveloped viruses has been validated
by labaratory spiking studies on a scaled down process madel, using the following enveloped and non-envelaped viruses:

Spiking Study Virus used: As a model for:
Human mmunodeficiency Virus Type 1 (HIV-1) HIV-1 and HIV-2

Bovine Viral Diarrhea Virus (BVDV)
Pseudorabies Virus (PRV)

Reg virus type 3 (Reo)

Hepalits C virus
Hepatitis B and herpes virus

nen enveloped virus
Hepatitis A virus (HAV) non enveloped virus |
porcine parvovirus (PPV) human parvovirus B19

The following process steps contribute te virus inactivation and/or removal: caprylate precipitation and cloth filtration, caprylate
incubation, column chromatography, and final container low pH incubation. The table below indicates how the viruses are
affected by the different steps. A number of virus removal steps were evaluated independently and in combination to identify
those steps which are mechanistically distinct. Overall virus reduction was calculated only from steps that are mechanistically
independent from each other and truly additive. in addition, each step was verified to provide robust virus reduction across the
production range for key operating parameters.

The buffering capacity of GAMUNEX™ is 35.0 mEq/L {0.35 mEq/g protein). A dose of 1000 mg/kg body weight therefore
represents an acid load of 0.35 mEqg/kg body weight. The total buffering capacity of whole blood in a normal individual is
45-50 mEq/L of blood, or 3.6 mEq/kg body weight.? Thus, the acid load delivered with a dose of 1000 mgrkg of GAMUNEX™
would be neutralized by the buffering capacity of whole biood alone, even if the dose was infused instantaneously.

Storage

GAMUNEX™ may be stored for 36 months at 2-8°C (36-46°F), AND product may be stored at room temperature not to exceed
25°C (77°F) for up to 5 months during the first 18 manths from the date of manufacture, after which the product must be
immediately used or discarded. Do not freeze. Do not use after expiration date.

AVAILABILITY OF DOSAGE FORMS

GAMUNEX™ (Immune Globulin Intravenous [Human}, 109} is supplied in the following sizes:

Size

16 mb 1.0

25 mL 25

50 mL 50
100 mL 10.0
200 mL 20.0
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Process step Enveloped viruses Non-enveloped viruges

Caprylate precipitation and cloth filtration Robust removal of BVDV; not claimed for other enveloped viruses'| Robust removal

Caprylate incubation Dedicated step, robust inactivation* No effect (12 Suppl 6):528-32.
Depth Filtration Not claimed? Not claimed?

Column chromatography Robust removal” Robust removal” 08841856 (Rev. July 2003)
Final container low pH incubation Dedicated step, robust i No effect

1 Although removal of ail viruses is likely to occur at this stap, BVDY is the only enveloped virus for which reduction is claimed. The presence of caprylate
prevents detection of other, lsss rasistant enveloped viruses and therefore their removal cannot be assessed.
2 The presence of caprylats in the process at this step prevents detection of enveloped viruses, and their removal cannot be assessed.

3 Some mechanistic cverlap occurs betwsen depth fiftration and other steps. Therefore we have chosen 1o exclude this step from our overall virus reduction
calcutations.

* The steps marked by an asterisk indicate that the step fulfills the criteria of a significant reduction step, i.e. removal is in the order of magitude of 4 log
or greater and/or the spiked virus is removed to the detection limit.

Data derived from prion spiking studies have shown that the GAMUNEX™ process has the potential to remove animal model
prions.!?

Glycine (aminoacetic acid) is a nonessential amine acid normally present in the body. Glycine is a major ingredient in amino acid
solutions employed in intravenous alimentation.! While toxic effects of glycine administration have been reported,# the doses
and rates of administration were 3 - 4 fold greater than those for GAMUNEX™. In another study it was demonstrated that
intravenous bolus doses of 0.44 g/kg glycine were not assaciated with serious adverse effects. GAMUNEX™ doses of
1000 mg/kg, usually infused aver 2-3 hours, amount to correspending glycine concentrations of 0.15 gfkg. 0.2M Glycine stabilizer
has been used safely in other Bayer immune Globulin Intravenous (Human), 10% preparations since 1992.
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PRESCRIBING INFORMATION

Reminyl

"REMINYL*
galantamine hydrobromide tablets
4 mg, 8 mg, 12 mg galantamine base

Cholinesterase Inhibitor

CLINICAL PHARMACOLOGY
Although the etioiogy of cognitive impairment in Alzheimer's Disease (AD) is not
fully understood, it has been reported thal acetylcholing-producing neurons
degenerate in the brains of patients with Alzheimer's Disease. The degree of this
chafinerglc loss has been comelated with degree of cognifive impairment and
density of amyloid plagues (a neuropathological hallmark of Alzheimer's
Disease}.

REMINYL (galantamine nydrobromide), a tertiary alkaloid, is a compelitive and
reversible cholinesterase inhibitor. While the precise mechanism of
galantaming’s action is unknown, il is postulated to exert its therapeutic effect
by enhancing cholinergic function. This is accomplished by increasing the
conceniration of acetylcholing through reversible cholinesterase inhibition. It has
also been postulated, based on i witro data, that gatantamine enhances the
action of acetyichaling through binding to an allostenc site on the nicotinic
receptoes (see PRECAUTIONS). The clinical relevance to humans of these in vitto
findings is unknown.

Il these mechanisms are comect, s effect may lessen as the disease
process advances and fewer cholinergic neurons remain functionally intact.
There is no evidence that galantamine alters the course of the underying
dementing process.

Pharmacokinetics

Absorption

The summary of related pharmacokinetic parameters in healthy subjects is
presented in Table 1. Atter oral intake of a single 8 mg galantamine saluton in
12 healthy males, absorption is rapid, with a peak plasma concentration (G
of 43 = 13 ng/ml, which is reached after 1.2 hours (T, and a mean AUC,
of 427 + 102 ngvimL.

The absolute oral bioavailability of galantamine is 88.5%. Bioavailabdity of the
tablet was the same as the bicavailability of an oral solution in 27 healthy males.
Food did not affect the AUC of galantamine but C., decreased by 25% and T,
was delayed by 1.5 hours after repeated oral dosing of 12 mg galantamine b.i.d,
in 24 heaithy eiderty subjects.

The maximum inhibition of anticholinesterase activity of about 40% was
achieved about one hour after a single oral dose of 8 mg gakantamine in heatthy
male subjects.

Tabie 1. Pharmacokinetic parameters of galsntamine sfter single or muftiple dose

imical
The efimination of galantamine is bi-phasic, with a terminal half-Efe in the order
of 7-8 hours in young healthy subjects (n=4 males). Two studies in healthy
elderly subjects indicated that the terminal hall-life of gatantaming is 8.5 hours
(=13 males and 16 females) and 9.7 hours (n=10 males and 14 females) after
administering a single oral dose of 10 mg galantamine. Up to 8 hours post-dose,
unchanged galantamine accounted for 39-77% of the total radicactivity in the
plasma, and galantaméng glucuronide accounted for 14-24%. Seven days after
asingle oral dose of 4 mg “H-galantamine, 93-99% of the radioactivity had been
recovered, with about 95% in urine and about 5% in feces. Total urinary recovery
of unchanged galantamine accounted for, on average, 32% of the dose, and that
of galantamine glucuronide for another 12% on average

After iv. and oral administration, about 20% of the dose was excreted as
unchanged gatantamine in the uring in 24 hours, with a renal clearance of about
65 mL/min, which represents 20-25% of the total plasma clearance of about
300 mL/min,

LCYP206 Poor Metabolizers
Approximately 7% of the nomal population has a genetic variation that leads to

Results for 2 of these studies are presented in this section. The data shown
below were obtained from the intent-To-Treat population (ITT analysis, ie. all
patients who were randomized 10 treatment, regardiess of whether or not they
were able to compéete the study. For patients unabie to complete the study, thexr
last observation while on treatment was carried forward and used at endpoént).
Study Ouicome Megsures: in each study, the primary efficacy of REMINYL was
evaluated using a dual outcome assessment stralegy as measured by the
Aizhesmer's Disease Assessment Scale (ADAS-cog) and the Clinician's Interview
Based Impression of Change (CIBIC-plus).

The ability of REMINYL to improve cognitive performance was assessed with the
mmmmwmwmmmw a
muk-item that has been ty validated in | dinal cohorts
of Alzheimer's Diseasa patients. The ADAS-cog examines selected aspects of
cognitve performance, including elements of memory, orientation, attention,
reasoning, language and prais.

The patients recruited as participants in each study had mean scores on the
ADAS-cog of approximately 27 units, with a range from 5 to 69, Expenence
gained in longitudinal studies of ambulatory patients with mitd to moderate

reduced levels of activity of the CYP2D6 isozyme. Such individuals have been
referred to as poor metabolizers. Afler a single oral dose of 4 mg or B mg
galantamine, CYP206 poor metabolizers demonstrated a similar C.y, and
about 35% AUC. increase of unchanged g ine compared 10 f
metabolizers.
A totat of 356 patients with Alzheimer’s disease envolied in two Phase Il studies
werg genotyped with respect 1o CYP2D6 n=210 hetero-extensive metabolizers,
126 homo-extensive metabosizers, and 20 poor metabolizers). Populabion
pharmacokinetic analysis indicated that there was a 25% decrease in median
clearance in poor metabolizers compared 10 extensive metabolizers. Dosage
adjustment is not necessary in patients identified as poor metabolizers as the dose
of drug is indevidually titrated to tolerability due to observed inter-patient variability.
: )
Following a single 4 mg dose of galantaming, the pharmacokinetics of
galantaming in subjects with mild hepatic impairment (n=8; Child-Pugh score of
5-6) were similar to those in healthy subjects. n patients with moderate hepatic
impairment (n=8; Chitd-Pugh score of 7-9), AUC and hait-life of galantaming
were increased by about 30% compared 1o normal subjects (see PRECALTIONS
and DOSAGE AND ADMINISTRATION).
Benal Impairment
In patients with renal insufficiency, efimination of galantamine decreases with
decreasing creatinine clearance. Following a single 8 mg dose of galantamine,
AUC increased by 37% and 67% in moderately (n=8; creatining clearance of
30 to 60 mL/min/1.73 m?) and severely (n=9; creatining cleasance of 5 to
29 ml/min/1.73 m) renal-impaired patients compared to normal volunteers
1ﬂ-8} {see PHEGQUT]ONS and DOSAGE AND ADMINISTRATION).

'I]ataImmdlnmmalsmthNSIMemﬂﬁrBisaa‘ﬂermmW
clearance after oral adminisiration between patients with Alzneimer's Disease
anumwmwsuazmmwwmmmwmpmm

analysis. Therefore, the plasma of g in gldery patients

(median age 75)

Co P Can [ AUC Ta with Alzheimer's

(ng/mL} L] (ng/mL) (ng/mL) {ng.WmL} (ny Disease 0o

30-40%  higher

Single dose, 12 healthy males than i heaithy

8 my, solution p.o. 426=131 | 1208 = 2 27102 | 7317 mgn a;:uzi:a}m
8 mg. 1 hr i.v. infusion - - - - 482=112 | 74217 :

Food effect, single dose, 24 healthy elderty mmwmc

Fasted, 8 mg p.o. 575+158 | 1105 . - 562+180 | 9731 | pharmacokinetic

Non-fasted, 8 mg p.o. 425275 26+14 - - 543 = 176 97 +33 | study was

Multiple oral doss, 27 healthy males performed  to

12 mg b..d. tablet 894183 | 1.0=06 | 5192122 | 307=103 | 623=147 Z :"’:“f'ed emf

12 mg b.1.d. solution 876 = 205 1105 | 505+130 | 298=102 606 = 156 - differences. A

Dose-proportionaltty, multiple oral dose, 18 healthy subjects population

4 mg b.l.d. tablet 0762 | 19208 | 177246 | 106=40 212+ 5 - :“:”;‘af“"':“i"g

8 mg b.l.d. tablet 638=142 | 17=08 | 366+98 | 20668 439+ 117 - (=539 ’,,,am

12 mg b.i.d. tablet 974 =314 19+£1.1 | 5312127 291=03 637 £ 152 - and 550 females)

16 mg b.i.d. tablet 137236 17209 | 7652203 | 415+142 918244 | 79+08 | Suggests  that

1AUC = AUC, after single dose and ALIC = AUC. after mutiple dose
Distributl

galantamine
clearance i about 20% lower in females than in males, which is explained by
fower body weight in females.

Pn ingtic differences due to race have not been identified in a population

Galantamine is a low-clearance drug (plasma imatel
WWmlmMamde&mm(wmnn?s Li
after a one-hour i.v. infusion of B mg galamamine in 12 healthy males.

The plasma profein binding of galantamine is 18% af therapeutically relevant
concantrations. In whole blood, galantamine is mainly distributed to blood celis
(52.7%) and piasma waler (39.0%), whereas the fraction of galantamine bound
to plasma proteins is only B.4%. The blood-to-plasma concentration ratio of
galantaming is 1.2

Metabolism

Galantamine is metabolized by hepatic cylochrome P450 enzymes,
glucuronidated and excreted unchanged in the urine. I vitro studies indicate that
cytochrome CYP2D6 and CYP3Ad are the major cytochrome P50 isoenzymes
involved in the metabolism of galantamine, and inhibitors of both pathways
increase oral bioavailability of gatantaming modestly (see PRECAUTIONS, Drug-
Drug Interactions). O-demethylation, mediated by CYP206 is greater in extensive
metabolizers of CYP206 than in poor metabolizers. In plasma from both poor and
extensive metaboiizers, however, unchanged galantamine and its glucuronide
accounted for most of the sample radioactivity
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pharmacokinetic anatysis (n=1029 White, 24 Black. 13 Asian and 23 ofher).
Clinical Trials
Efficacy data for REMINYL {galantamine hydrobromide) in the symplomatc
of patients with imer’s Disease were denved from 4 randomized,
double-blind, placebo-controlied clinical trials in palients with probable
Nzheimer's Disease [diagnosed by NINCDS-ADRDA criteria, with Mini-Mental
Stale Examination Scores thal were 210 and <24 Doses studied were
8-32 mg/day given as twice daily doses. In 3 of the 4 studies, patients were
started on a low dose of B mg, then titrated weexly by B mg/day 1o 24 or 32 my
as assigned (GAL-USA-1, GAL-INT-1, GAL-INT-2}. In the fourth study {U.5. 4-week
Dose-Escalation Fived-Dose Study, GAL-USA-10) dose escalation of 8 mg/day
occurred over 4 week intervals. The mean age of patients participating in the
4 REMINYL trials was 75 years with a range of 41 to 100. Approximately 62% of
patients were women and 38% were men. The racial distribution was White
94%, Black 3% and other races 3%. Two other Studies examined a three limes
daity dosing regimen; these also showed of suggested benefit but did not
suggest an advantage over twice daily dosing.

A-44

's Disease suggests that they gain 6 to 12 unils a year on the
ADAS-coqg. Lesser degrees of change, however, are seen in patients with very
mild or very advanced disease because the ADAS-cog is not uniformly
sensitive to change over the course of the disease. The annualized rate of
decline in the placebo patients participating in BEMINYL trials was
approximately 4.5 units per year.

The ability of REMINYL to produce an overall clinical efiect was assessed using
a Clinician's Interview Based Impression of Change thal required the use of
caregiver information, the CIBIC-plus. The CIBIC-plus used In the trials was a
semi-siructured instrument based on a comprehensive evaiuation al baseling
and subsequent time-points of 4 major areas of patient function: general,
cognitive, behavioural and activities of daily Iving. Clinical trials for
investigational drus have used a variety of CIBIC formats, each different in
lerms of depth and structuré. As such, results from a CIBIC-pius reflect clinical
experience from Ihe trial or trials in which it was usad and cannot be compared
directly with the results of CIBIC-plus evaluations from other clinical trials
Among the secondary of efficacy, the s Disease Cooperative
Study, Activities of Daily Living Inventory (ADCS/ADL) was used. The ADCSIADL
s @ caregiver-rated evaluation which yields a compound score derived from a
mwmdnlummmgmmmmamwnwm

mammmnwmem duralm 9?& panemswersrardumadm
odoses of 8, 16, or 24 mg of REMINYL per day, or to placebo, each given in
2 divided doses. Treatment was initiated at B mg/day for all patients randomized
to REMINYL, and increased by 8 mg/day every 4 weeks. Therefore, the maximum
dose-escaiation phase was & weeks and the minimum maintenance phase was
13 weeks (in patients randomized to 24 mg/day of REMINYL).

Etiects on the ADAS-cog: Figure 1 illustrates the time course foc the change from
baseling in ADAS-cog scores for all four dose groups over the 21 weeks of the
shudy. Al 21 weeks of freatment, the mean differences in the ADAS-cog change
scores for the REMINYL-treated patients compared 1o the patients on placebo
were (.8, 2.9 and 2.9 units for the 8, 16 and 24 mg/day treatments, respectively.
The 16 mg/day and 24 mg/day treatmants were statistically significantly superior
to placebo and to the 8 mg/day treatment. There was no statistically significant
nmmmmmwmgmmzdmmm

Jh
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Woeks of Treatment

Figure 2 illustrates the cumulative percentages of patients from each of the four
treatment groups who had attained al leas! the measure o improvement in
ADAS-cog score shown on the X-axis. Three change scores (10-point, 7-point
and 4-point reductions) and no change in score from basaline have been
identified for Mlustrative purposes, and the percentage of patients in each group
achieving that resull is shown in the inset table.

The curves demonstrate that bolh patients assigned to galantaming and placebo
have a wide range of responses, but that the REMINYL groups are more Ekely to
show the greater improvements.

Figure 2: Cumuiative Percentage of Patients with Spectfied Changes from Baseline in
ADAS-cog Scores (ITT Population)

45 90 60 5 10 15
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Change in ADAS-cog
T -10 -7 -4 0
Placebo 3.7% 7.8% 19.0% 43.9%
8 mg/day 45% 11.4% 2.7% 47.7%
16 mg/day 6.4% 15.0% 331% 67.3%
24 mg/day 8.8% 19.8% 32.4% 62.6%

Etfects on the CIBIC-plus; Figure 3 is a histogram of the percentage distribution
of CIBIC-plus scores attained by patients assigned to each of the four treatment
groups. The REMINYL-placebo differences for these groups of patients in the
mean rating were 0.10, 0.32 and 0.38 units for the 8, 16 and 24 mg/day
treatments, respectively. The 16 mg/day and 24 mg/day treatments were
statistically significantly superior to ptacebo. The differences vs. the 8 mg/day
treatment for the 16 and 24 mg/day treatments were 0.22 and 0.28,
respectively. There were no statistically significant diferences between the
16 mg/day and 24 mo/day dose groups.

Figure 3: Distribulion of CIBIC-pius Ratings at Week 21 (ITT Population)

ol

Markedly Moderately Minimally  No  Mimmally Moderately Markedly
Impeovesd Improved. Impeovedd. Change Worse Worse Worse
CIBIG-plus Rating

The Alzheimer's Disease Cooperative Study,
Activities of Daily Living Inventory was used as a secondary efficacy measure. At
baseling, mean ADCS/ADL scores {mean = SE) were for the placebo group: 52.3
+ (1.89 units; for the 16 mg/day group: 51.6 + 0.93 units; for the 24 mg/day
group: 51.9 + 0.98 units. At Week 21, the placebo group declined an average

Percentage of Patients

Figure &: Distribution of CIBIC-plus Ratings Week 26 (ITT Population)

N

JII No ermllyaneiem-ly M.«.xml,
improved  mpeoved unnrnqu Change Worse  Worse Worse

CIBIC-plus Rating
Age, gender and race: Patient's age, gender or race did not predict outcome of
treatment.

Percentage of Pabients

REMINYL (gatantamine hydrobromide) is indicated for the symptomatic
treatment of patients with mild to moderate dementia of the Alzheimer's
type. REMINYL has not been studied in controtled clinical trials for longer
than 6 months.

REMINYL should only be prescribed by (or following consultation with) clinicians
who are experignced in the diagnosis and management of Alzheimer’s Disease.
CONTRAINDICATIONS
REMINYL (gatantamine hydrobromide) is contraindicated in patients with known
hypersensitivity to galantamine hydrobromide, other tertiary alkaloid derivatives

or to any excipients used in the formulation.

WARNINGS
Anasthesia
REMINYL (galantamine hydrobromide}, as a cholinesterase inhibitor, is likely to
exaggerate succinyicholine-type muscle relaxation during anesthesia,
Meurolngical Conditions
Sei . In placebo trials with REMINYL, of seizure were

" of 3.9 = 0.55 units, and the 16 mg/day and 24 mg/day groups
minimally at 1.0 + 0.51 uits and 1.6 + 0.56 units, respectively. The difference
between the placebo group and the galantaming treatment groups (16 mg/day
or 24 mg/day) was statistically significant.

5. Twenty-Siu- Fixgg-

In & study of 26 weeks’ duration, 636 patients were randomized to either a dose
of 24 mg or 32 mg of REMINYL per day, or 1o placebo, each given in two divided
dases. The 26-week study was divided into a 3-week dose-escalation phase and
a 23-week maintenance phase.

Effects on the ADAS-cog; Figure 4 llustrates the time course for the change from
baseline in ADAS-cog score for all three dose groups over the 26 weeks of the
study. At 26 weeks of freatment, the mean difference in the ADAS-cog change
scores for the REMINYL-treated patients compared o the patients on placebo
were 3.2 and 2.8 unils for the 24 mg/day and 32 mofday treatments,
respectively. Both Ireatments were statistically significantly superior to placebo,
but were not statistically significantly ditferent from each other.

Huln-t Time-course of the Changes from Basaline in ADAS-cog Score (ITT Population)

IT s
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Woeks of Tnm-!
Figure 5 lustrates the cumulative percentages of patients from each of the three
treatment groups who had attained at least the measure of improvement in
ADAS-cog score shown on the X-axis. Three change scores (10-point, 7-point
and 4-point reductions) and no change in score from baseline have been
identified for Alustrative purposes, and the percent of patients in each group
achieving that result is shown in the inset table.
The curves demonstrate that both patients assigned to galantamine and placebo
have a wide range of responses, but that the REMINYL groups are more likely to
show the greater improvements. Curve for an effective treatment would be
shifted to the left of the curve for placebo, while an ineffective or deleterious
treatment woutd be superimposed upon, or shifted to the right of the curve for
placebo, respectively,
Figure 5: Cumulative Percentaga of Patients with Specified Changes from Baseline in
ADAS-cog Scores (ITT Population)
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4 o 5
ADAS-o0g Change from Beseline
Change in ADAS-cog
Treatment -10 -7 -4 0
Placebo 2.3% 5.6% 16.4% 455%
24 mg/day 58% 14.0% 34.3% 63.8%
32 mg/day 7.7% 13.4% 25.8% 61.2%

Etfects on the CHBIC-plus: Figure 6 is a histogram of the percentage distribution
of CIBIC-plus scores attained by patients assigned to each of the three treatment
groups. The mean REMINYL-placebo differences for these groups of patients in
the mean rating were 0.22 and 0,17 units for 24 and 32 mg/day of REMINYL,
respectively. The mean ratings for both groups were statistically significantly
superior to placebo, but were not significantly different from each other.

reported; there was no increase in incidence compared with placebo.
Cholinomimetics are believed to have some potential to cause generalized
convulsions. However, seizure activity may also be a manifestation of Alzheimer's
Disease. The risk/benefit of REMINYL treatment for patients with a history of
seizure drsorder must therefore be carefully evaluated.

REMINYL has not been studied in patients with moderately severe or severg
Aizheimer's Disease, non-Alzheimer dementias or individuals with Parkinson's
Disease features. The efficacy and safety of REMINYL in these patient
populations is unknown,

Puimonary Conditions

Like other cholinomimetic drugs, REMINYL should be prescribed with care for
patients with a history of asthma or cbstructive pulmonary disease.
Cardiovascular Conditions

Because of their pharmacological action, cholinesterase inhibitors have
vagotonic effects on the sincatrial and atrioventricular nodes, leading to
bradycardia and heart block. These actions may be particularly important to
patients with *sick sinus syndrome” or other supraventricular cardiac conduction
disorders, or {0 patients taking other drugs concomitantly which significantly
slow hear rate. In clinical trials, patients with serious cardiovascular disease
were excluded. Caution should be exercised in treating patients with active
coronary artery disease or congestive heart failure. It is recommended that
REMINYL not be used in patients with cardiac conduction abnormalities (except
for right bundle branch block) including “sick sinus syndrome” and Ihose with
unexplained syncopal episodes.

In randomized controlled trials, bradycardia was reported at 2-3% for
galantamine doses up Yo 24 mg/day compared with <1% for placebo, and it
rarely led to treatment discontinuation. No increased Incidence of heart block
was observed at the recommended doses. Patients treated with galantamine up
to 24 mgfday at the recommended dosing schedule showed a dose-related
increase in risk of syncope (placebo, 0.7% [2/286]; 4 mg b.i.d., 0.4% [3/682],
8 mg b.id., 1.3% [7/552]; 12 mg bid., 2.2% [6/273)).

A G-week cardiovascular safety clinical trial (GAL-USA-16; n=139) was
performed to investigate the effect of galantamine at doses up to 32 mo/day.
This dosing regimen was: 8 mg/day in Week 1, 16 mg/day in Week 2, 24 mg/day
inWeeks 3 and 4, and 32 mg/day in Weeks 5 and 6. Heart block/pauses greater
than two seconds were more comman in galantamine-treated patients than in
placebo-treated patients. it should be noted that a forced 1-week dose
escalation was used in this study, which & not recommended. Whether these
cardiac effects are attenuated by slower titration rates is not known. Particular
caution is warranted during titration where the majority of pauses occurred in the
above study.

Gastrointestinal Conditinns

Through their primary action, chofinesterase inhibitors may be expected to
Increase gastric acid secretion due to increased cholinergic activity. Therefore,
patients should be monitored closely for symptoms of active or cocult
gastrointestinal bleeding, especially those with an increased risk for developing
ulcers, e.g. those with a history of ulcer disease or patients using concurent
nonsteroidal anti-inflammatory drugs (NSAIDs). In controlled clinical studies
with REMINYL, patients with symptomatic peplic uiceration were excluded.
Clinical studies of REMINYL have shown no increase, relative 1o placebo, in the
incidence of either peptic ulcer disease or gastrointestinal bleeding (see
ADVERSE REACTIONS).

REMINYL, as a predictable consequence of its pharmacological
properties, has been shown to produce nausea, vomiting and diarrhea,
anorexia and weight loss. These effects appeared more frequently at
higher doses {see ADVERSE REACTIONS), with nausea and vomiting being
more prevalent in women and patients with lower body weight and
correspondingly higher plasma drug concentrations. Females are more
sensitive to the cholinergic adverse effects associated with cholinesterase
inhibitors and in general are more likely to experience nausea and
vomiting than are males. in most cases, these effects were of mild to
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moderate intensity and transient and have resolved during continued
REMINYL treatment or upon trealment discontinuation.

Weight Loss

Cholinesterase inhibitors as well as Alzheimer's Disease can be associaled
with significant weight loss. In controlled clinical trials, the use of REMINYL
was associated with weight loss. Weight decrease occurred early during
treaiment and was related to dose. Weight Joss of =7% occwred more
frequently in patients treated with REMINYL and in female patients than in
patients receiving ptacebo. Where weight loss may be of clinical concern, body
weight should be monitored.

Genitourinary
Although not observed in clinical triats of REMINYL, cholinomimelics may cause
biadder outflow obstruction,

PRECAUTIONS
Concomitant Use with Other Drugs
ith Anficholinergi
Because of their mechanism of action, choli hibitors have the

mlennal 1o Jnterfere with the ammr of mhchulmerglc meﬁnca:lms

A synerglsllc eﬂ'eot may ba emsded when cholinesterase inhibitors are given
concurrently with succinylcholine, similar neuromuscular blocking agents or
cholinergic agonists such as bethanachol,

Use with other Psychoactive Drugs

Few patients in the REMINYL (galantamine hydrobromide) clinical irials receved
neuroleptics, antidepressants or anticonvulsants, there is thus limited
information concerning the interaction of REMINYL. with these drugs.

Use in Patients =85 Years Oid

In controdled clinical studies, the number of patients aged 85 years or over who
received REMINYL at therapeulic doses of 16 or 24 mg/day was 123. Of these
patients, 70 received the maximum recommended dose of 24 mg/day. There is
limited safety information for REMINYL in this patient population.

Since cholinomimetics as well as Alzheimer's Disease can be associaled with
significant wesght loss, caution is advised regarding the use of REMINYL in
elderty patients with low body weight, especially in 1hose =85 years old.

?hete is hmﬂeﬂ |m‘orma1inn o Ihe sa:ety oI FENIN‘rL trea!menl in patients with
mild to moderate Alzheimer's Disease and serious/significant comorbidity. The
use of REMINYL in Alzheimer's Disease patients with chronic dinesses commaon
among the geriatric population, should be considered only after careful
risk/benefit assessment and include close monitoring for adverse evenis. Dose
escalation in this patient population should proceed with caution,

I‘nefe is urmrea mlnrrmllm on :he pharmaculunellcs of REMINYL in renally and
hepatically ~impaired patients (see  CLINICAL PHARMACOLOGY,
Pharmacokinetics). It is therefore recommended that dose escalation with
REMINYL in Alzheimer's Disease patients with renal impairment (creatinine
clearance of 9 to 60 mL/min) or hepatic impairment be undertaken with caution
and under conditions of close monitoring for adverse effects (see DOSAGE AND
ADMINISTRATION, Speciat Poputations). Since no data are availablg on the use
of REMINYL in patients wilh a creatinine clearance of less than 9 mL/min and in
patients with severe hepatic impairment (Child-Pugh score of 10-15), REMINYL
is not recommended for these populations.

Drug-Drug Interactions
Muitiple metabolic pathways and renal excretion are involved in the elimination
of galantamine 50 no single pathway appears predominant. Based on i vitro
studies, CYP2D6 and CYP3A4 were the major enzymes involved in the
metabolism of galantamine. CYP206 was involved in Ine formation of
O-desmethyl-galantamine, whereas CYP3A4 medialed the formation of
galantamine-N-oxide.
Effect of Other Drugs on the Melabolism of REMINYL
Pharmacokinetic studies to assess the potential of REMINYL for interaction with
cimetidine, ranitiding, ketoconazole, erythromycin, paroxeting, wartarin and
gigoan were fimited to short-term, mostly single-dose studies in young healthy
volunteers. Similar studies in elderly patients were not done.
In vilrg
CYP3A4 and CYP2D6 are Ihe major enzymes involved in the metabolism of
galantamine. CYP3A4 mediates the formation of gatantaming-N-oxide, whereas
CYP2D6 is involved in the formation of O-desmethyl-galantamine. Because
| ine is also gl idated and ted unchanged in uring, no single
pmmvay appears ;le:rummml
Invivg
Cimetittine and Ranitidine: Galantamine was administered as a single dose of
4 mg on Day 2 of @ 3-day Ireatment with either cimetiding (800 mg daily;
n=6 males and 6 females) or ranitidine (300 mg daily; n=6 males and 6 females).
Cimetidine increased the bioavaitability of galantamine by approximately 16%.
Ranitidine had no effect on the pharmacokinetics of galantamine,
Ketoconazole: Ketoconazole, a strong inhibitor of CYP3A4 and an inhibitor of
CYP206, at a dose of 200 mg bid. for 4 days, increased the AUC of
galantamine by 30% when subjects were treated with galantaming 4 mg b.i.d.
for 8 days (n=8 males and 8 females).
Enythromyein: Erythromycin, a moderate inhibitor of CYP3A4 at a dose of
500 mg qid. for 4 days i d the AUC of galantamine by 10% when
subjects received galantamine 4 mg b.i.d. for 6 days (n=8 males and 8 females).
Paronetine: Paroxetine, a strong inhibitor of CYP206, increased the ALIC of 4 mg
bid., 8 mg bid and 12 mg b.id. galantamine by 40%, 45% and 48%,
respectively, in 16 healthy voluntears (8 males and 8 females) who received
galantamine together with 20 mg/day paroxetine.
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Invitro

Galantamine did not inhibit the metabolic pathways catalyzed by CYP1A2,
CYP2AB, CYP3A4, CYP4A, CYP2C, CYP2D6 or CYP2E1. This indicates that the
inhibitory potential of galantamine towards the major forms of cytochrome P450
is very low.

In vivg

Warfarin: Galantamine at 12 mg b.i.d. had no effect on the pharmacokinetics of
R- and S-warfarin (25 mg single dose) or on the prothrombin time (n=16 males).
The protein binding of warfarin was unaffected by galantamine.

Digoxin: Galantamine at 12 mg b.i.d. had no effect on the steady-state
pharmacokinetics of digoxin {0.375 mg once daily) when they were co-
administered. In this study, however, one healthy subject was hospitalized for 2~
and 34 degree heart bicck and bradycardia (n=8 males and 8 females).

Nicotinic Receptor Modulation

Single in vitro applications of galantamine dose-dependently modulate the effect
on nicotinic receptors, having a positive allosteric (sensitizing) effect at
concentrations below 0.28 pg/mL (1 yM) and an inhibitory effect at higher
concentrations. Chronic i vitro or in vivo studies on nicotinic receptor
fmodulation have not been conducted.

It is unknown whether galantamine has an effect on the pharmacodynamic
action of other drugs that act on cholinergic nicotinic receptors (see CLINICAL
PHARMACOLOGY).

c 5. M i Impai £ Fortlit
In a 24-month oral carcinogenicity study in rats, a slight increase in endometrial
adenocarcinomas was opserved at 10 mg/kg/day (4 times the Maximum
Recommended Human Dose [MRHD} on a mg/m¢ basis or 6 times on an
exposure [AUC] basis), and 30 mg/kg/day (12 times the MRHD on a mg/m? basis
or 19 times on an AUC basis). No increase in neoplastic changes was observed
in females at 2.5 mg/kg/day (equivalent to the MRHD on a mg/m? basis or
2 times on an AUC basis) or in males up to the highest dose tested of
30 mg/kg/day (12 times the MRHD on a mg/m? and AUC basis).

Galantamine was not carcinogenic in a 6-month oral carcinogenicity study in
transgenic (P 53-deficient) mice up to 20 mg/kg/day, or in a 24-month oral
carcinogenicity study in male and female mice up to 10 mg/kg/day {2 times the
MRHD an a mg/m? basis and equivalent on an AUC basis).

Galantamine produced no evidence of genotoxic potential when evaluated in the
in vitro Ames S. typhimurium or E. coff reverse mutation assay, /1 vitro mouse
lymphoma assay, in vivo micronucleus test in mice, or in vifro chromosome
aberration assay in Chinese hamster ovary cells.

No impairment of fertility was seen in rats given up to 16 mg/kg/day (7 times the
MRHD on a mg/m* basis) for 14 days prior to mating in females and for 60 days
prior to mating in males.

Pregnancy

In a teratology study in which rats were dosed from Day 14 (females) or Day 60
(males) prior to mating through the period of organogenesis, a sfightly increased
incidence of skeletal variations was observed at doses of 8 mg/kg/day (3 times
the MRHD on a mg/m? basis) and 16 mg/kg/day. In & study in which pregnant
rats were dosed from the beginning of organogenesis thraugh Day 21 past-
partum, pup weights were decreased at 8 and 16 mg/kg/day, but ro adverse
effects on other postnatal developmental parameters were seen. The doses
causing the above effects in rats produced slight maternal toxicity. No major
maiformations were caused in rats given up to 16 mg/kg/day. No drug related
teratogenic effects were observed in rabbits given up to 40 mg/kg/day (32 times
tne MRHD on @ mg/m? hasis) during the period of organagenesis.

The safety of REMINYL in pregnant women has not been estabiished. REMINYL
shouid not be used in women of childbearing potential unless, in the opinion of the
physician, the potential benefit to the patient justifies the potential risk to the fetus.

Nursing Mothers
it is not known whether REMINYL is excreted in human breast milk and thersfore
REMINYL should not be used in nursing mothers.

Podiatric Use
The safety and effectiveness of REMINYL in any iliness occurring in pediatric
patients have not been established.

ADVERSE REACTIONS

A total of 2287 patients with mild to moderate Alzheimer’s Disease were treated
with REMINYL (galantamine hydrobromide) in Phase Ill controlled clinical studies
using either a 1-week or 4-week dose-escalation period, and 761 patients
received REMINYL 24 mg/day, the maximum recommended maintenance dose.
The number of patients who completed the studies was 1686 (72%). The mean
duration of treatment for all REMINYL groups was 130 days {range 1-214 days).
Adverse Events Leading to Discontinuation

Overall, 19% (441/2287) of patients treated with REMINYL discontinued from
Phase lI controlled clinical trials due to adverse events compared to 8%
{98/1159) in the placebo group. For patients Yreated with REMINYL, the rate of
discontinuation due to adverse events was 14% for males and 22% for females.

In the 4-week dose-escalation fixed-dose study (GAL-USA-10), 8% (55/692) of
patients treated with REMINYL withdrew due to adverse events compared to 7%
{20/286) in the placebo group. During the dose-escalation phase of this study
the incidence of discontinuations due to adverse events was 4% for placebo, 5%
for REMINYL 16 mg/day and 6% for REMINYL 24 mg/day. During the
maintenance phase, 4% of patients who received placebo, 3% of patients who
received REMINYL 16 mg/day and 4% of patients who received REMINYL
24 mg/day withdrew from this study due 1o adverse events.

Table 1 shows the mast frequent adverse events leading to discontinuation for
study GAL-USA-10, in which the recommended 4-week dose-escalation
schedule was used.
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Table 1: Most frequent adverse events leading to discontinuation in a placebo-
controlled, double-blind trial with a 4-week dose-escalation schedule (GAL-USA-10)

Rec ded 4-week dose lati

Adverse Events Placebo 16 mg/day 24 mg/day

n=286 n=279 n=273
Nausea <1% 2% 4%
Vomiting 0% 1% 3%
Anorexia <1% 1% <1%
Dizziness <1% 2% 1%
Syncape 0% 0% 1%
Most Frequent Adverse Clinical Events Seen in Association with the
Use of REMINYL

The most frequent adverse events, defined as those occurring at a frequency of
at least 5% and at least twice the rate of placebo in study GAL-USA-10, in which
the recommended 4-week dose-escalation schedule was used are shown in
Table 2. These events were primarily gastrointestinal and tended to occur at a
lower rate with 16 mg/day, the initial recommended maintenance dose.

No clinically relevant abnormalities in laboratory values were observed. In a
cardiovascular safety clinical trial (GAL-USA-16), pauses greater than two
seconds were more cammon in galantamine-treated patients than in placebo-
freated patients during the dose-escalation period {see WARNINGS).

Other Adverse Events Observed During Clinical Trials
REMINYL has been administered to 3055 patients with Alzheimer's Disease
during clinical trials worldwide.

A total of 2357 patients received galantamine in placebo-controfied trials ang
761 patients with Alzheimer’s Disease received galantamine 24 mg/day, the
maxmum recommended maintenance dose. About 1000 patients received
galantamine for at least one year and approximately 200 patients received
galantamine for two years. To establish the rate of adverse events, data from all
patients for any dose of REMINYL in 8 placetio-controtled triais and 6 open-labe!
extension trials were poaled. The methodology to gather and codify these adverse
events was standardized across trials, using WHO terminology. Al events
ocourring in approximately 0.1% of patients are included, except for those already
tisted elsewhere in labelling, WHO terms too general to be informative, ar relatively
minor events. Events are classified by body system and listed using the following
definitions: frequent adverse events - those accurring in at least 1/100 patients;
infrequent adverse gvents - those cccurring in 1/100 1o 1/1000 patients. These
adverse events are not necessarily refated to REMINYL treatment and in
most cases were observed at a similar frequency in placebo-treated patients in
the controlled studies.

Table 2: Mast frequent adverse events in a randomized placebo-controlied clinical trial with a 4-week dose increment during dose-escatation and maintenance phases (GAL-USA-10)

Week 1-12! Week 13-21
Adverse Placebo 16 mg/day 24 mg/day Placebo 16 mg/day 24 mg/day
Events n=286 n=279 n=273 n=259 n=243 n=241
Nausea 5% 1% 13% <1% 4% 6%
Vomiting <1% 5% 6% <1% 2% 6%
Diarrhea 5% 9% 4% 2% 5% 2%
Anorexia 2% 5% 5% 1% 2% 5%

+ Dose escalation occurred with 4 weeks per dose increment,

The majerity of these adverse events occurred dusing the dose-escalation
period. Nausea and vomiting, the most frequent adverse events, occurred more
frequently at higher doses, lasted 5-7 days in most cases, and the majority of
patients had one episode. The incidence of weight loss in this study was, during
dose escalation (Weeks 1-12): placebo, 1%; 16 mg/day, 3%; 24 mg/day, 2%,
and during the maintenance phase (Weeks 13-21): placeho, <1%; 16 mg/day,
3%; 24 mg/day, 3%.

Dose escalation should be cautious and maintenance dosing should remain
flexible and be adjusted according to individual needs.

Events R in Con Tri
The reported adverse events in REMINYL trials refiect experience gained under
closely monitored conditions in a highly selected patient population. In actual
practice or in other clinical trials, these frequency estimates may not apply, as the
conditions of use, reporting behaviour and the types of patients treated may differ.

Table 3 lists the most common adverse events (adverse events occurring with an
incidence of 2% with REMINYL treatment and in which the incidence was greater
than with placebo treatment) for four placebo-controlled trials for patients
treated with 16 or 24 mg/day of REMINYL. The combined values presented in
Table 3 were derived from trials using a 1-week or the recommended 4-week
dose-escalation period.

Table 3: Adverse events reported in at least 2% of patients with Alzheimer's Disease
administered REMINYL and at a fraquancy greater than with placebs {combined

Bo Whole - General Disorders: Frequent: chest pain

Cardiovascular System Disorders: Frequent: hypertension; infrequent: postural
hypotension, hypotension, dependent edema, cardiac failure

Centrai & Peripheral Nervous System Disorders: infrequent: vertigo, hypertonia,
convulsions, involuntary muscle contractions, paresthesia, ataxia, hypokinesia,
hyperkinesia, apraxia, aphasia.

Gastrointestingl System Disorders: Frequent: flatulence; infrequent: gastritis,
melena, dysphagia, rectal hemorrhage, dry mouth, sailva increased, diverticulitis,
gastroenteritis, hiccup; Rare: esophageal perforation.

Heart Rate & Rhythm Disorders: /nfrequent: AV block, palpitation, atrial
fibrillation, QT prolonged, bundie branch block, supraventricular tachycardia,
T-wave inversion, ventricular tachycardia.

Metabolic & Nutritional Disorders: /nfrequent: hyperglycemia, alkaline
phosphatase increased, NPN increased.

Platelet. Bleeding & Clotting Disorders: /nfrequent: purpura, epistaxis,
thrombocytopenia.,

Psychiatric Disorders: infrequent: apathy, paroniria, paranoid reaction, libido
increased, delirium.

Urinacy_System Disorders: Frequent: incontinence; infrequent: hematuria,
micturition frequency, cystitis, urinary retention, nocturia, renat calculi.

SYMPTOMS AND TREATMENT QF OVERDOSAGE

Overdosage with cholinesterase inhibitors can result in cholinergic crisis
characterized by severe nausea, vomiting, salivation, sweating, bradycardia,
hypotension, respiratary depression, collapse and convulsions. Increasing muscle
weakness is a possibility and may result in death if respiratory muscles are invalved.

In a postmarketing report, one patient who had been taking 4 mg of galantamine
daily inadvertently ingested eight 4 mg tablets (32 mg total) on the tenth day of
treatment. Subsequently, she developed bradycardia, QT prolongation,
ventricular tachycardia and torsades de pointes accompanied by a brief loss of
consciousness for which she required hospital treatment. ECG abtained just prior
fo initiation of galantamine treatment was normal.

REMINYL (galantamine hydrobromide) has a plasma half-life of approximately
7-8 hours. It is recommended that, in case of asymptomatic overdose, no further
dose of REMINYL should be administered and the patient should be monitored

As in any case of overdose, general supportive measures should be utilized.
of significant overdosing of galantamine are predicted to

be similar to those of overdosing of other cholinomimetics. These effects
generally involve the central nervous system, the parasympathetic nervous
system, and the neuromuscular junction. In addition to muscle weakness or
fasciculations, some or all of the following signs of cholinesgic crisis may
develop: severe nausea, vomiting, gastrointesiinal cramping, salivation,
lacrimation, urination, defecation, sweating, bradycardia, hypotension,
respiratory depression, collapse and convulsions, Increasing muscle weakness is
a possibility and may result in death if respiratory muscles are involved.

Tertiary anticholinergics such as atropine may e used as an anfidote for REMINYL
overdosage. Infravenous atropine sulphate titrated to effect is recommended at an
initial dose of 0.5 to 1.0 mg i, with subsequent doses based upon clinical
response. Atypical responses in blood pressure and heart rate have been reported
with other cholinomimetics when co-administered with quaternary anticholinergics.
1tis not known whether REMINYL and/or its metabolites can be removed by dialysis
(hemodialysis, peritoneal dialysis, or hemofiftration). Dose-refated signs of toxicity in
animals included hypoactivity, tremors, clonic convulsions, salivation, lacrimation,

1- and 4-week dose-escalation data) Symptoms
Body System / Adverse Events Placebo | REMINYL'
(=801} | (n=1040)
Body as a whole - general disorders
Fafigue 3% 5%
Syncope 1% 2%
Central & peripheral nervous system disorders
Dizzingss 6% 9%
Headache 5% 8%
Tremor 2% 3%
Gastro-intestinal system disorders Treatment
Nausea 3% 24%
Vomiting 4% 13%
Diarrhea 7% 9%
Abdominal pain 4% 5%
Dyspepsia 2% 5% Signs and
Heart rate and rhythm disorders
Bradycardia 1% 2%
Metabolic and nutritional disorders
Weight decrease 2% 7%
Psychiatric disorders
Anorexia 3% 9%
Depression 5% 7%
Insomnia 4% 5%
Somnolence 3% 4%
Red blood cell disorders
Anemia 2% 3%
Respiratory system disorders
| Rhinitis 3% 4%
Urinary system disorders
Urinary tract infection 7% 8%
Hematuria 2% 3%

+ Adverse events in patients treated with 16 or 24 mg/day of REMINYL in three placebo-
controlled trials with a 1-week dose-escalation period and a 26-week fixed-dose REMINYL
treatment, and ong placeho-controlied trial with the recommended 4-wesk dose-escalation
period and a 21-week fixed-dose REMINYL treatment are included.
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chromodacryorrhea, mucoid feces, and dyspnea.
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‘COPAXONE

glatiramer acetate injection

20 my, single use vials and 20 mg/1.0 mL, pre-filled syringes for Subcutaneous Injection

THERAPEUTIC CLASSIFICATION Immunomodulator

ACTION AND CLINICAL PHARMACOLOGY

COPAXONE® [glatiramer acetate for injection (formery known as copolymer-1)| &5 a sterile, Hophilized mixture of

synthetic polypeptides containing four naturalty occurming aming and; L-ghutamic acid, L-alaning, L-tyrosine and L-tysine with an

average molar fraction of 0.141, 0.427, 00‘95&!’1&103;?

The mechanisms) by which gJauramer acelate exers its eﬂe(l m Muﬂhple Sclerosis (MS) is {are) not fully elucidated, However,

it is thought to act by modrfy-ng immune Jrocems that are currenlly believed to be responsible for the
ol of MS, This hypothes by findings of studées that have been caried out to explore the

pathoqenem of e:penmmld allergic mphalomwlln {EAE), a condition induced in animals that is generally accepted 2 an

expenmental model of

Studies in animals and m vitro systemns suggest that upon its administration glati acetate specific supp

nduced and activated in the panphery.

Because the immunological of glatiramer acetate remains to be fully elucidated, concerns exist aboul its potential to alter

naturally mcumng :rnrnme responses (see PRECA 5).

T cells are

Results obtained in f;hamatuﬂunetx stuches performed in humans (healthy volunteers) and animals
uppod the mumplm that a substantial fraction of the therapeutic dose defivered to patients subutaneously is hydrolyzed
acetate can be recog | acetate reactive 2 es. Some
hammdlhew?«uedmtenieuwmm hydrolyzed, s p 10 enter the lymphatic circulation, enabling it
to reach regional h nodes, and some, s\p!emut Girculation intact.
Clinical Studies: efficacy of COPAX { tramer acetate for injection) was evaluated in two placebo-controlled
trials in patients with Hdapi?-hmillng MS (RR-MS). In a third placebo-controlied study the efiects of glatiramer acetate on
WARI parameters were assessed. In these studies, a dose of 20 mafday was used. Mo other dose or dasing regimen has been
studied in placzhocuntrulhd trials of RR-MS
The frst tnal was 2 Elm study Trial 1 (Trial BR-I) which was conducted al a single-center and was a double-blind, randomized,
matched-pair, para ?ou p placebo-controlled tral. Fifty patients with RR-MS were randomized to receive 20 mg/day
glatiramer acetate (n=25) or placebo (n=25) swbcutaneously, The protocol-spe pnrnay outcome measure was the

INDICATIONS AND CLINICAL USE
For use n ambulatory patients with Relapsing-Remitting Multiple Sclerosis to reduce the frequency of relapses.
The safety and efficacy of COPAXONE" in chronic progressive MS have not been established.
CONTRAINDICATIONS
COPAXONE* (glatiramer acetate for injection) is contraindicated in patients with known hypersensitivity to glatiramer acelate
or mannitol.
WARNINGS
The only rec ded route of ads of COPAXONE* (glatiramer acetate for insection) injection is the subcutaneous
route. COPAXONE* should not be administered by the intravenous route.
Symptoms of Potentially Cardiac Origin: Approximately 26% of COPAXONE® patients in the pre-marketing multicenter
contralled trial (compared to 10% of placebo patients) experienced al least one episode of what was described as transient
chest pain (see ADVERSE REACTIONS: Chest Pain). While some of these episodes occurred in the context of the Immediate
Post-Injection Reaction {see ADVERSE REACTIONS: Immediate Post-tnjection Reaction), many did nol. The pathogenesis of
this 15 unk . Patients in lled clinical trials were free of u%nixant cardiovascular problems (New York Heart
Association Class | and I} and thus the risks associated with COPAXONE" treatment for Multiple Sclerosis patients with
comorbid cardiovascular disease are unknown
COPAXONE" has been associated with an Immediate Post-Injection Reaction consisting of a constellation of symptoms
appearing immediately after injection that could inchude flushing, chest pain, palpdations, anxiety, dyspnea, constricion of the
throat and urticana (see ADVERSE REACTIONS: Immediate Post-Injection Reaction)
COPAXONE® has not been studied in patients with a history of severe anaphylactoid reactions, obstructive pulmonary
disease or asthma, not in patients under treatment for exther of these two latter conditions. Particular caution is therefore advised
regarding the use of COPAXONE" in such patients,
Anaphylactoid reactions associated with the use of COPAXONE® have been reported in rare instances (<1/1000) dunng the
post-marketing penod. Some cases required wath epinephrine and other appropriate medscal
PRECAUTIONS
General: Patients should be instructed in aseptic reconstitution and self-ingection techniues 1o assure the sale administration
of COPAXONE" (glatiramer acetate for injection] (see INFORMATION FOR THE PATIENT). The first injection should be
performed under the supervision of an appropriately qualified health care professional. Patient understanding and use of
aseptic self-injection technigues and procedures should be periodically re-evaluated. Patients should be cautioned against the
re-use of needles or syringes and instructed in safe disposal procedures. A pundture-resistant container for cisposal of used
needles and S}‘I’iﬂgﬁ be used by thﬁ pa‘ueni Pauenh shodd be instructed on ihe safe disposal of hull containers.

2 i onses: COPAXONE* is an antigenic
mbmm:e and Ihus it is possible that detrfmenlal il mponm @n omrwrl?l I‘Is use, Whether COPAXONE® can alter
normal human immune such as the ition of foreign antigens is unknown. It is therefore possible that

proportion of patients whao were relapse free ll'-eiyeardurmnoﬂhetnat but two i relevant were
also specified as endpoints: frequency of auacks :i.lnl? the rial, and the change in the number of attacks compared to the rate
danﬂsun&ezmwmummq Results from ths Study (see Table 1) show that there was a statisticaly significant
effect of glatiramer acetate on number of relapses.

TABLE 1 - Trial BR-1: Efficacy Results

T S, VW || [ e

with COPAXONE* may undermine the budﬂ tldenm lgaknst infections lnd tumor surveillance. Systematic
assessments of these risks have not been done. Conti of cellular i y due to chronic treatment with
glatiramer acetate might result in untoward effects.

Clatiramer acetate-reactive antibodées are formed in practically all patients exposed to daily treatment with the
recommended dose. Studies in both the rat and monkey have suggested that immune compleses are deposted in the renal
glomeruli. Furthermore, in a controlled clinical trial of 125 RR-MS patients given glatiramer acetate 20 mg for 2 years, serum
1gG levels reached at least 3 times baseline values in 80% of patients by 3 months of initiation of treatment. 8y 12 months of

* The primary efficacy measure for Trial | was the proportion of patients who were relapse free during the 2 year duration
of the trial (% Relapse Free). Analyses were based on the intenl-to-reat population,
* Progression defined a5 an increase of at least | point on the DSS that persists for at least 3 consecutive months.
Trial 11 (01-9001) was 3 multicenter double-blind, randomized, placebo-controlled trial, Two hundred and fifty-one patients
with RR-MS were randomized to receive 20 mglfdaymgialwamet acetate (n=125) nfglarebo (ml?é} sLb(utaneuusly Pabents

Glatira Placebo treatment, however, 30% of patients still had IgG levels at least 3 times baseline values, and 90% had levels above
o W i bsene by 12 moni. The aniodes e excitiey o the G subype - and peedomarly f e G- iy, No gk
= type antibodies could be detected in any of the 94 sera tested. N 5, anaphylaws can be associated with |
% Relopse Free Patients 14125 (36%) 7/25 (28%) | 0.085 dmiristration of almost any foreign substance and, therefore, this risk cannot be excluded.
Mean Relapse Frequency 0.6/2 years 2412 years 0005 Precinical studies to assess the (mnugmn potential of glatiramer acetate in mice and rats do not evidence of
Reduction in Relapse Rate compared to pre-study 32 1.6 0.025 cgrgmc po;en ; TOIICOI.OCY S gt ly at go: Imr:.: :'J up Tm . mg! /day in rals
Median Time to First Relapse (days) 700 150 0.03 d ay in mice m maty). Tne m these ngs for humans 15 unknown
% of Progression-Free" Patients 0725 (80%) TS G 007 (see P‘RE ONS: Considerations Involving the Use of a Product Capable of Modifying Immune Responses).

Drug Interactions: Interactions between COPAXONE" and other dru?s have not been fully evaluated. Results from emtmg
clinical trials do not suggest any significant interactions of COPAXONE" with therapies commontly used in MS patients. This
inclodes the concurment use of corticosteroids for up to 28 days. COPAXONE* has nol been formally evaluated in
combination with Interferon beta. However, 246 patients who failed on or who did not tolerate therapy with Interferon beta
and were later treated with COPAXONE" within the framework of an open clinical trial did not report any serious of
uneupemd adverse events thought to be related to reatment.

were diagnosed with RR-MS by standard critenia, and had at least 2 exacerbations di

enrollment. Patients had a score of no more than 5 on the Kurtke ap Dnsabc ¥ Sl St (mm 3
standard scale mmlmm 0 (normal) to 10 (death due to MS). A score of 5 1 defined a5 one at which a patient is still
ambulatory but for full daily activities are impaired due Lo drabifity, a score of 6 is defined as one at which the patient
is still ambulatory but requires assistance and a score of 7 on this scale means that the patient requires 2 wheeichas,

Patients were seen every 3 months for 2 years, as well as within several days of a presumed exacerbation. In order for an
exacerbation to be confirmed, a blinded neurologist had to document objective neurologic signs, as well as document the
existence of other criteria (e.q., the persistence of the lesion for at least 48 hours).

The protocol-specified w:? outcome measure was the mean number of relapses during treatment. Table 2 shows results of

Use in P There are no adequate and wellcontrolled studies in pregnant women. No ewdence of reproductive
toxicity was ; observed in preclinical studses (see TOXICOLOGY: Reproduction and Teratology). Because animal reproduction
studies are not abways predictive of human response, this drug should be used during pregnancy only if eleary needed. During
pre-marketing clinical trials with COPAXONE®, seven women conceived while being treated with the active drug. One case was
lost to follow-up. Three of the patients electively drcontinued pregnancy. Three patients stopped treatment 1, 1.5 and 2
manths after leaming they were pregnani; ail defivered healthy babes.

Nursing Mothers: It is not known whether this drug is excreted in human milk, Because many drugs are eareted in human
milk, treating a nursing woman with COPAXONE® should only be considered after careful i 1 and be used

the analysis of primary as well a5 several secondary outcome measures al two years on the intent-to-treat population. with caution.
TABLE 2 - Core (24-month) Double-Blind Study: Effect on Relapse Rate Use in Children: The safety and effectiveness of COPAXONE® have not been established in individuals below 18 years of age.
Use n the Eiderly: COPAXONE® has ot been studied in the eldery (>65 years od)
Use in Patients with Impaired Renal Function: The pharmacokinetics of COPAXONE® in patients with impaired renal
acetate |  Placebo function have nat been determined
n=125 n=126 | pVale ADVERSE REACTIONS
Mean No. of Relapses/2 years 1.19 168 0.055 In the pre-marketing climical trials, approximately 900 individuats have received at least one dose of COPAXONE® (glatiramer
% Relapse Free Patients 42/125 (34%) 341126 (27%) 0.25 acetate for injection] in controlled and uncontrolled chnical trials, Total patient exposure to COPAXONE* in clinical tnals ranged
Median Time 1o First Relapse (days) 287 198 0.23 from & months (693 patients) to 2 years {306 patients), and to over 7 years (69 patients) at a daily dose of 20 mg.
r > In controlled clinical trials, the most commonly observed adverse events associated with the use of COPAXONE® which occurred
%5 of Rataents — Free 143 (75%) 51126 (73%) £48 at @ higher frequency than in placebo rtrentecl patients were: injection site reactions, vasedilation, chest pain,
Mean Change in EDSS 0.03 +0.21 0.023 asthenia, infection, pain, nausea, arthralgia, anxiety and hypertonia,
* The primary efficacy measure for Trial 11 was the number of relapses during treatment. Analyses were based on the Of atotal of 844 patients who could be evaluated for satety, app fy B% duscontinued treatment due to an adverse event.
intent-to-treal population. The admse e\-ents most Lomrnonly associated with discontinuation  were: imjection site reaction (6.5%),
* Baseline adjusted mean. , uninte dyspnea, urticaria, tachycardia, dizziness and lremor. Treatment

Progression defined as an increase of at least | point on the EDSS that persists for at least 3 consecutive months.
The effects of glatiramer acetate on relapse sevenly were not evaluated in esther trial,
Both studes showed a beneficial effect of glatiramer acetate on relapse rate, and on this bass glatiramer acetate is
considered effective.
The therd study (9003) was @ multi-national, multr-center, MRI-menitored study. A total of 239 patients with RR-MS (119 on
ramer acetate and 120 on placebo) were randomized. Inclusion criteria were similar to those in Trial il (Study 01-9001) with
additional criteria that patients had to have at least one Gd-enhancing lesion on the screening MRL The patients were

treated initially in a double-blind manner for nine months, during which they underwent monthly M1 scanning. The Mg
endpaint for the double-blind phase was the total cumulative number of T1 Cd-enhancing lesions over nine months. OI‘E;"M
parameters were assessed as d Table 3 izes the results for the parameters monitored during the

nine-month double-blind phase for the intent-to-treat cohorl. Because the kink between MR findings and the clinical status of
patients is contentious, the prognostic value of the following statistically significant findings is unknown.

TABLE 3 - Nine-Month Double-Blind Phase: MRI Endpoints - Results

pregnancy,
discontinuation due to a m?m event considered by investigators to be related to COPAXONE® treatment included a
case of life-threatening serum sickness,
Immediate Post-Injecth ly 10% of Multiple Scleroys patients exposed to COPAXONE® n
pre-marketing studies reported a poﬂﬂectm eaction immediately lollowing subcutaneous njection of COPAXONE®.
Symptoms experienced could include flushing, chest pain, paipitabons, anwiety, dyspnea, constriction of the throat and
urticaria. These sgm ptoms were invaniably transient, sell-imited, did not require specilic trealment and in general, arose
several months after initiation of treatment, aithough they may occur earlier in the course of treatment. A given patient may
e:penente uae or several episodes of these symploms during treatment with COPAXONE* Whether these episodes are
logic or non-i mechanism, and whether several similar episodes sm in & given pahenr
have -dermal rmchanﬁrru is unknown. In fact, whether or not this constell of tually rep
specific syndrome is unknown. During the pwmriwll\? period, there have been repuns of panznh with smiar
symptoms who received emergency medical care (see WARNINGS).
Chest Pain: Approximately 26% of glatiramer acetale patients in the mul h

trial {compared to

Outcome Clatiramer Placebo 10% of placebo patients) experienced at least one episode of what was descnbed a transint chest pain. While some of these
acetaten=113 | n=115 p-Value episodes occurred in the context of the Immediate Post-injection Reaction described above, many did nol. The temporal
Primary Endpolnt relationship of the chest pain to an injection of glatiramer acetate was not always known, although the pain was transient
(usually lasting only a few minutes), often unassociated with other symptoms, and appeared to have no impartant chinical
1. | Medians of the Cumulative Number of T1 12 17 0.0037 sequele. Some patients experienced mare than one such episode, and epmdes usually began at least 1 month after the
Cd-Enhancing Lesions initiation of _The p of this g s Thete has been only one episode of chest pain during
Semnd-y Endpoints which a full ECG was performed; the £CG showed no evidence of ischemia. Patients i clinical trals were free of significant
Medians of the Cumulative Number of MNew T1 ) 2 00347 | cardiovascular disease (New York Heart Association Class | or If); theredore, the risks associated with glnlramn acetale
Go-Enhancing Lesions : treatment for Multiple Sclerosis patients with comorbid cardiovascular disease are unk (see of
e Potentially Cardiac Origin).
3. | Medians of the G Number of New T2 Lesions 5 8 001 Table 4 ts the adverse experiences ahter up to 35 months of treatment (>27-33 months: COPAXONE, n=84; Placebo,
4. | Medians of the Cumulative Change from Baseline 0.309 0 0.0248 n=75; >33 months: COPAXONE’, n=12; Placebo, n=24) in the pre-marketing multicenter placebo-contralled study
in volurmes (m) of T1 Gd-Enhancing Lesions (Trui 1) in relapsing-remitting Multple Sclerosis patients that occued at an incidence of a1 least 2% patients who
5. | Medians of the Cumulative Change from Baseline 8852 13.566 0.0229 eived COPAXONE® and at an incidence that was at least 2% more than thal observed in the same trial for placebo patients
in volurnes (mi) of T2 Lesions gardiess of their causal relationship to treatment. Mo laboratory adverse experiences that met these criteria
6. | Medians of the Cumulative Change from Baseline 1.642 1.829 07311 were reported.
in volurnes (mL) of T1 Hypointense Lesions It sl';?url:elinrtad that the figures ciled m::‘biel cannot be used u:; prmtdtﬁmélrfdme of side effects d1urlng the :oum
roportion Enhanci usl al practice, where patient charactenistics and other factors differ from those thal prevailed i the

il R A g Lesonfice atlens sk % 9063 trials. However, the cited fiqures do prowde the prescribing physician with some basis for estimating the relative contribution

The mean number of relapses in this 9-month study was 0.50 for the COPAXONE® group and 0.77 for the placebo group (p=0.0077).  of drug and non-drug factors to the adverse event incidence rale in the population studied.
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TABLE 4

Pre- Controlled Trial In Patients with Multiple Sclerosis

Adverse Experiences 2 2% Incidence and 2 2% Above Placebo

COPAXONE*
n=125

Placebo
=126

Adverse Experience

Respir Frequent: Hyperventilation, h Infrequent: Asthma, ia, epistais, hypoventilation, and voice
espl W{m % az:zuna.lmrpeszosler,pmuﬂarrﬁwdn and warts. Infrequent: Dry skin,
skin , dermatits, ngioedema, contact dermalitis, ema nodosum, dermatitis,
mc%ﬁ” rash, Ii:ki n shn nel;:plasm, sklf: ;rcmorna. skin striae, o::‘:d velswu ullous rash.
Special Senses: Frequent: defecL otitis externa oszscataraﬂ.c ulcer, nm
neuritis, photophobia, anﬂtastelms u '}fm B i "P"‘
Papanicolaou smear, urinary frequency

vagma! mnm;ge Infrequent: \'hglruns, ﬂanl: b:r;’ (kidey), aSom:m bresst

engorgement, I:mﬂ enla braasl pain, carcinoma cervix in situ, fibrocys calculus, nocturia, ovarian
Bodl).n'::r.!‘s :rl?‘.ﬁl-ef‘.slr' ¥ . 1, priapesm, i M abnormal sexual function, and urethiits
e y ; Advere Events Post-Marketing and Not Previously Noted In Cliical Trials )
inlection Site Envtherna Post-ma umrmcehasshmnanadvemmntprdik similar to that abave. of adverse reactions
Injection Site Pruritus 1 i occurring under treatment with COPAXONE® (glatiramer acetate for injection) not meni above, that have heen
l . 4 : received mmﬁg&mu ?r:ﬂ-.d that may Wﬁ‘ or rulal have mlanonmp to the drug mldude I:l’elergvc
r 16 Inflar # 3 *»a 2, us, en| :rgecuon:rte v fmon
TieCion e K jmwalon - ; amyiciod reaction, bactera i e, to, lion. Hecmbos, peshura vk doecs, pecaril
('hm' i ; 13 * effusion, | infarct, deep lhmmbophlemhs_ coronary occkmon, congestive heart failure, cardiomyopathy
Iniection Site Mass 3 %4 10 79 card arthythmia, angina pectoris, tachycardia, Digestive: Tongueeda'na numach ulcer hemorrhage, fiver
Inection Site Induration 2 200 i 08 Tl B e JEalt cunstL i L e A niciics, e, geme m“" dories
Injection Site Welt 19 152 3 40 Chri Musmludtelml: nmhmmamm gu;r:ﬁ:ﬁaﬁ Nervous: Myelm, meningits NS naqiasm.
g, G B || T | cma e e s o i i ek oy i v
iniection Site Urticaria 9 72 i Iy disorder, vertigo. Respiratory: embolus, pleural eﬁnsm urumma fever, us. Skin and
Injection Site Hemorrhage 8 6.4 4 3.2 e mwﬁm prurts, mh’ ”mc:::nml mmumm V?:I‘:.Elﬂe“brem m%
o S B || 8| e | |
Ingection 5ite Reaction 1 3.2 ! 08 Orerdsvith COPAXONE his b eported e ptns O et et foutdses 80 0l o COPIONES
l\}ﬁ““::” Site Atrophy ; gj g g at once. No sgxehewere noted. Two other patients, a 28-year old male and a S:Eiﬂroldiemalq, were given 3 irm.m
o iy - Zﬂmgofco E'almehlmlmmbbymmpaﬁﬂ any change in blood pressure
Cortiovmstiiar " 4 rature, Te foll several hours later produced no report of adverse experiénces from eﬂher patient.
Vasodiatation 3-: 2.2 14 1.1 DOSA E AND m
t‘l‘a"ﬁ'jtl‘:'l'f“ " ‘?[ 23 ‘;’ :-g [OPAXGP;? Jmufd on&fm prescribed by (or following consultation with) cinicians who are experienced in the diagnosis and man-
- “:f‘“P“ 8 64 4 32 s dosel dca%mxouv (@aiamer et o ruectm or glainamzr acetate injection) for the treatment of
igestive sa injection of lg m
Nausea i) 3.2 7 17.5 m:; iorEse: Torecumiutezqnh:ed for| tion, use a sterile and adapter to transfer 1.1 mL
Vomiting 13 104 7 5.6 of the diluent into the COPAXONE® vial, Genlly the vial of ONE® and let stand
Anorexia [ 48 3 24 at room lemperature until the sofid rnatmal s completely dissolved. I the reconstituted product visually and discard or
Gastroenteritis [ 48 1 1.6 return the product to the pharmacist before use If it contains particulate matter. Use within & hours after mcansh‘twun
Oral Moniliasis 3 24 0 0 Withdraw 1.0 mL of the solution into a sterile syringe. Remove the adapter, connect a Hﬁ uge needle and i nﬂm
o : = . : oy e ot o o e RFORMATION OR THE PRTENT: Reconiute producy - o
Hemic and Lymphatic un rtions shou i see stituted
l.ytup".\mrnugutlw 23 184 12 95 For the lled syringe of COPAXONE®, please see the INFORMATION FOR THE PATIENT: pre-filled syringe for
Ecchymasis 15 120 12 9.5 instructions on the prem}mn and injection of COPAXONE®.
Metabolic and Nutritional PHARMACEUTICAL
P‘Enp:ler.n’ Edema 14 n.2 5 5.6 mrsunhwﬂm Glatiramer acetate
Weight gai 7 6 : :
[JJE,L i 5 3_9 1 DDs &emucal Name: g;tmmer acetate is 1he acela&e ulg:f s)mcﬂencpd lh s o G
" scription: iramer acetate is emically reacting the acti of four amino
M e o o 248 2 175 RS Lgutamc scd (-G} i alamnaeug.qﬂal, Laomne . nd Ly (L) i spced . The
1 fraction of each amino e ranges as u
e 44 352 14 94 A0 0860100 Lys 00000574,
Fperioni ,_1 e 4 55 Stucual Formla: POyLGA™ LA™, LTy, LL™ i CHCOH (11526
-’l‘qi‘ll.:llcll ; 3 / 35 Molecular Weight: The ave ﬂ:m%mlw I 500 MZZ,SOD : mand 11,000 daltons, with at least 68
g - 7 material range to altons.
il Pl o8 [ 1| ke By el s
L - - - i ble in [ in acetone.
Respiratory e TMF a 0.5% wiv solution of glatiramer acetate in water is in the range of 5.5-8.0.
Rhinitis 28 232 2 206 (on‘posiﬂon COPAKONE'( fatiramer acetate for injection) is a sterie, Iyoph product, intended for subcutaneous
ivaied B 184 3 64 gn following reconstitution with Steile Water for Injecton. Each vl m;;ﬂued dng product contains 20 m
ONCIHIS 18 144 12 9.3 mmacetzlaplma!mgwagelwluwforlosmmecmmmnmdk and 40 mg mannitol. Each vial of Steri
Skllgﬂﬂﬂlﬁwﬁﬂdﬂqﬂ " i s 74 for hemon conlarns 1.1 mL of Sterle Water for Injection plus a 0.35 mL overage to allow for losses in
weating A f reconstitution and
Erythema & 6.4 4 12 COPAXOME® (i )i5a 20 maf1.0 mL pre-flled syringe containing a sterile solution equivalent
Skin Disorder 5 40 2 1.6 with the C mﬂﬁmﬁe 0 mg/ml wme-ac:;iandwmgmmm in sterile mfor?emm)
Skin Nodule 4 32 | 0.8 Subli% Recmumﬁwons. Vials of lyophilized COPAXONE® should be stored under refrigeration
| Wart 3 24 0 0 bE‘m 50 be stored at room temperature (15° - 30°C) for up to 14 days. The vials of diluent [SleﬂeWiler!ot
Special Senses . .II.'E(IICI'I be stored at room temperature.
Ear Pain 15 120 12 9.5 ;‘Phd gyringes of CWDNE‘ should be lt!d UMHH o b b!mm n 2° - 8°C). DO NOT
Eye Disorder B 64 | 08 cannot have r storage, ed syringes can be stored at room temperature
Urogenital System (15° - 30°C for up to one week. nal store syinges at room temperature for longer than one week. Note: this
Urinary Urgency 0 16.0 17 135 drug is light sensitive, do not expose to light when nnt gﬂx . Each pre-filled syringe is for single use only
Vaginal Moniasis 16 128 9 71 Reconstituted Solutions: To reconstrlure Elphized C }E&m to injection, use & sterle :?e o
Dysmenorrhea 12 96 9 71 transfer the diluent supplied, Sterile Water for Injection, into the COPAXONE® vial. Gently swirl the vial of COPAXONE® and
Unintended Pregnancy 4 3.2 0 0 let stand at room temperature until the sofid material is completely dissotved. Inspect the reconstituted product visually and
Impotence ) 3 24 0 0 cimrd o return the Smducl 1o the pharmacist if it contains particulate matter. Soon after the product is o
i

Digestive Syxl'arn. Dyspepsia, constipation, dys fecal incontinence, flatulence, nausea a

vomiting, gastits, mus,

Other events which occurred in at least 2% of patients but were present at equal or greater rates in the placebo included
Body as o whole: Headache, injection site e(nﬁg::ddmw injury, abdominal pain, allergic rhinitis andqnmuse

periodontal absces, and cry mouth. Musi

Lhermitte’s sign, abnormal thnlu twitching, ey hnna, and
i t“gn "9- “gu pr

Myasthenia and myalgia. Nervous System: Dizziness, hypes

sdeep disorder, stpm System: #h
e, alopeca, and nail disorde peaur Senses:
diplopia, amblyopia, eye pain, COI‘I|III'I.'II\N‘IB, tinnitus, taste m@m a;;giafness Urogm‘talb‘!“rstenr Uri
Im uri BqUENCy, urinary lnconlnen(e, urinary reten| 3, melmrrhaqa st pain, an
rﬂmzwenlsooc in the controlled dlinical trials were analyzed

ncaly significant drlfe!m:es were identified. In these dlinical trials 92% of paberls were Cmsm, which is
of the popalation of ts with Multiple Scierosis. In addition, the vast majority of patients treated with C
between the ages of 18 and 45. G
adverse events related to clinically relevam age su'bg
Labaratory analyses were performed on in the chnical pe
changes in laboratory values for harnal d’rembr{ and unnﬂwsm similar
in blinded clinical trials. No patient recehn%c E* withdrew from any trial due to abnormal laboratary fi
Other Adverse Events Observed

COPMOP&‘hubeenadmmred to approximately
contralled. During mwnh_alrawmemummutdedhyh

H
dmmlo a smaller number of standardized categories COSTART Il diction,
occurred at least twice andg:temally important moamé once, nmdudadﬂ
table, those too genel I
were present at équal
Events are furth?r cla
following definitions: adverse events are definied as those occurring in at least 1/100 patients; infrequent
events are those occurringin 1/100 to 1/1000 patients.
phy, abscess and injection site

for COPAXONE®. Clinicall

sstg::m rates in the placebo group.

hypersensitivity. Infrequent: Injection site hematoma, injection

somnolence, abnormal gait, amnesia, ernotnma! 1ah||rty

sinusitis,
mal vision,
IRR lrfeC‘

gender related t:i’lerencex No
esentative
ONE® were

onsequently, inadequate data are available to perform an analysis of the incidence of

o both COPAXONE® and plar?ebo groups
ndings.

%Msﬂmr\gdumllnak_uiymcf%mphmw
investigators using terminology of their own
Ieﬂm&enfth!pmpﬁmdndmﬂdshﬂwqadﬁmeeﬂgm@@mdmm

uwosearead,«lmedlnmepmw
informative, trivial events, arrdme\enuwhmaccumd in at least 2% of treated patients and

within body system categloms and enumerated in order of decreasing frequency usin the

as a whole: Frequent: Injection site edema, injection site au'o-
site fibrosis, moon face, celluli-

s, generalized edema, hernia, injection site abscess, serum sickness, suicide attempl injection site h)'pemophy injection

site melanosis, lipoma and photosensitivity reaction. Cardiovascular:

gﬁsymlmciﬂ,sysmmwmur atrial fibrillation, bradycardia, Iaunhl'learths;und, " :

igestive: Infrequent: Dry mouth, stomatits, burning sensation on tongue, cholecysti, colf, esophageal ulce,

gastrointestinal qum ge, 1ng galy rmedm , mekenia, mouth ulceration, pancreas i

pancreatitis, rectal hemorh tongue disc and duodenal uicer. End

thyroidism, and hypathyroidism. Gastroinestioal: Frequent: Bowel

caries, and uicerative stomatitis. Hemic and Lymphatic: Infrequent: Leukopenia, anemia, cyanos
Metabolic and Nutritional: Infrtqum

xanthoma. Musculoskeletal: Infrequent

sns, pancytopenia, and nmegalg

p‘wdm
ing's syndrome, gout, abnormal

s, B0SiNG
1t loss,

posn.ral hypommn and varicose veins.

itis,

Goiter,
urgency, oal moniliasis, salivary glanﬂ mmm
ia, hemateme-
intolerance,
itis, muscle atrophy, bone

bursitis, Eldﬂef pain, muscle tﬁsorﬁer myopathy, osteomyelitis, tendon pain, and. tenosyncmw Nervous: frequent:

n,
x;'icrmai dreams, emotional lability, and stupor. Infrequent: Aphasia, ataxia, circumoral p

alization, hallucinations, hostlity, hypokinesia, coma, concentration disorder, facial paralysis, decreased libido, manic reac-

tion, memory imp L, myochonus, il
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d reaction, paraplegia, psychotic depression and transient stupor.

A-48

mL of the solution into a sterile syringe. Remove the adapter, connect a 27-gau
the solution subcutaneously. A vial is suitable for single use only; unused portions should be discard
solution should not be left than 8 hours at room temperature.

Parenteral Products: COPAX) should be reconstituted only with the provided diluent, Sterile Water for Injection.

needle
. The reconstituted

Vial Size Volume of Diluent Volume to be Nomiinal
to be Added Injected Concentration per mlL
2mL 1imL 1.0mL 20 mg
AVAILABILITY OF DOSAGE FORMS
COPAXONE® (glatiramer acetate for injection) is :ed as a 20 mg dose of sterile lyophilized glatiramer acetate with
mannitol, packaged in single use 2 mL amber vials, vual,commngilml. mm(StenleWatalnt
0.35 ml of over: diuenmndudedmmSelfmm abion Package for each vial of drug. COPAXONE®
ﬁllameratelate for injection) is available in of 32 amber vials oistenle ilized material for subcutaneous injection.
Ad;fm (Stenleh'w for Injection) for COPAXONE® is supplied in packs of 32 dlear vials and is located in the Seif Injection
nistration Packag
COPAXONE* (i er acetate injection) is a single-use 20 0 ml pre-filled syringe containing a sterile solution equivalent
mlh the ONE® reconstituted salution (e, 20 mgﬂ tiramer acetate and 40 mg mannitol in sterile water for

ion COPMONE'(ghurameraom mpdnn)n

npa(ksdm single-use 20 ma/1.0 ml prefilled glass syringes
w1|h 33 akohol preps (swabs)

REFERENCES )
1. COPAXONE® (glatiramer acetate) Product Monograph, Teva Neuroscience.

Product monograph available upon request.

T /1] oo Nesoscence

NEUROSCIENCE mngeéhi‘immneune West, Suite 550

See pages A-6, A-7
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‘COPAXONE

acétate de glairamere injectable

20 mg, flacons unidoses et 20 mg/1,0 mL, seringues préremplies pour injection sous-cutanée
CLASSIFICATION THERAPEUTIQUE Immunomodulateur

ACTION ET PHARMACOLOGIE CLINIQUE

COPAXONE" [acétate de glatiramére pour injection (connu auparavant sous le nom de copolymeére)] est
un rne'lan?e lyophilisé stérile de f)olypepndes synthétigues renfermant quatre acides aminés naturels
I'acide L-glutamique, la L-alanine, la L-tyrosine et la L-lysine dans une fraction molaire moyenne de 0,141,
de 0,427, de 0,095 et de 0,338, respectivement.

Le mode d'action de I'effet de I'acétate de glatiramére dans la sclérose en plagues (SEP) n'est pas encore
complétement élucidé. On croit cependant que I'acétate de glatiramére exercerait un effet lateur sur
les processus immuns que I'on associe actuellement 3 fa pathogenése de la SEP. Cette hypothese est étayée
par les résultats des essais menés pour explorer la pathogenese de I'encéphalomyelite allergique expéri-

TABLEAU 3 - Phase a double insu de neuf mois : paramétres IRM - résultats

N Résultats Acétate de Placebo | Valeur
| glatiramire n=113 | n=115 dep
Paramétre primaire
1. | Médianes du nombre cumulatif de lésions 12 17 0,0037
f ges parle Cden T1

2. | Médianes du nombre cumulatif de nouvelles 9 14 0,0347
lésions rehaussées par le Gd en T1

|3._ | Médianes du nombre cumulatif de nouvelles Iésions en T2 5 8 0,01

4, | Médianes de la variation cumuiative par rapport aux valeurs de -0,309 0 00248
départ du volume (mL) des lésions rehaussées par ke Gd en Tl

5. | Médianes de la variation cumulative par rapport aux 8,852 13,566 0,0229

| | valeurs de départ du volume (mL) des lesions en T2

6. | Medianes de la vanation cumulative par rapport aux valeurs 1,642 1,829 07311

| | de départ du volume {mL) des késions hypo-intenses en T1

7. | Proportion de patients exempts de lésion rehaussée par le Gd en T1 46,4 % 32.2% 0,0653

mentale (EAE), affection qui peut élre déclenchée chez plusieurs espéces les et qui est gé
acceptée comme modéle expérimental de la SEP.

Les études expérimentales sur animaux et les systemes in vitro laissent supposer que |'administration
de l'acélate de glatirameére induit et active lymphocytes T suppresseurs spécifiques dans le

sang pér?pher e
Comme le profil immunologique de I'acétate de glatiramére n'est pas encore complétement, élucidé, il est
Bgasible que le produit puisse avoir des effets sur les réactions immunitaires naturelles {voir PRECAUTIONS).
armacocinétique : Les résultats obtenus au cours des essais pharmacacinétiques menés chez les humains
(volontaires sains) et les animaux étayent 'hypotheése selon laquelle une fraction importante de la dose
thérapeutique délivrée au patient par voie sous-cutanée est hydrolysée localement. Néanmoins, de grands
fragments d'acétate de glatiramére peuvent élre reconnus par les anticorps réactifs contre 'acétate de
glat'nmére. Une certaine proportion de la dose injectée, intacle ou partiellement hydrolysée, passerait
ans |a circulation lymphatique, ce qui permettrail au produit d'atteindre les ganglions lymphatiques
régionaux ; de plus, il est possible qu'une partie du produit intact dans la circulation générale.
Essais cliniques : L'efficacité de COPAKONE" (acétate de glatiramere pour injection) a été évaluée dans le
cadre de deux essais comparatifs (avec placebo) chez des patients atteints de SEP rémittente. Un Lroisiéme
essai comparatif (aver placebo) a évalue les effets de I'acétate de glatirameére sur les parameétres IRM. Dans
€es es5ais, on a eu recours & une dose de 20 mg/fjour. Aucune autre dose ou schéma posologique n'ont été
étudiés dans des essais comparatifs (avec placebo) sur la SEP rémittente.
Le premier essai Essai | (Essar BR-1) était un essai pilote comparatif (avec placebo) a répartition aléatoire en
paires appariées, a groupes paraliéles et 3 double insu qui a été mené dans un centre', Cinguante
patients atteints de SEP rémiltente ont requ, au hasard, E%Imgfiour d'acétate de glatiramére (n=25) ou un
placebo (n=25) par voie sous-cutanée. Selon le protacole, fe parametre primaire de I'essai consistait en la
proportion de patients exempts de poussée pendant les deux ans de I'essai. Deux autres résultats pertinents
ont egalement servi de parameétres dans le cadre de cet essai : la fréquence des poussées pendant I'essai et
la variation de la fréquence des poussées par comparaison a la fréquence des poussées pendant les deux
années précédant 'entrée 3 l'essai. Les résultats de cet essai (tableau 1) démontrent que l'acétate de
glatiramere exercait un effel statistiquernent significatif sur le nombre de poussées.
TABLEAU 1 - Essai BR-1 : résultats quant  l'efficacité

Résultats Essai I

Acétate de glatiramére Placebo
n=25 n=15 Valeur de p

% de patients exempts de poussée 14/25 (56 %) 725 (28 %) 0,085
Fréquence moyenne des poussées 0,6/2 ans 24/2 ans 0,005
Réduction de la fréquence des poussées 32 1.6 0,025
comparativement aux donnees avant 'essai

Délai median avant la p poussée (jours) > 700 150 0,03
% de patients exempts de progression® 20/25 (80 %) 13/25 (52 %) 0,07

*Le parametre primaire de |'efficacite de I'Essai | consistait en la proportion de patients exempts de
poussée pendant les deux ans de l'essai (% de patients exempts de poussée). Les analyses
portaient sur ensemble des sujets retenus au debut de I'essai.

*La progression se définissait comme une augmentation d'au moins un point de la cote DSS
persistant pendant au moins trois mois consécutifs,

L'Essai (| {01-9001) était un essai comparatif (avec placebo), multicentrique, a double insu et a répartition
aléatoire. Deux cent cinguante et un patients atteints de SEP rémittente ont regu, au hasard, 20 mg/jour
d‘acétate de Ialiramér:‘}nzlb) ou un placebo (n=126) par voie sous-cutanée”. Les patients avaient fait
I'objet d'un diagnostic de SEP rémittente selon les cnteres standards et avaient subi au moins deux
poussées pendant les deux années précédant immédiatement I'entrée a l'essai. Les patients devaient
présenter une cote maximale de 5 sur l'échelle élargie de I'état d'invalidité de Kurtzke (EDSS, Expanded
Disobility Status Scole), échelle standard de 0 (état narmal) & 10 (déces secondaire a la SEP). Une cote de
5 définit un patient ambulatoire qui a des difficultés & vaquer a toutes ses activités habituelles en raison
d'une invalidité ; une cote de 6 définit un patient ambulatoire qui a besoin d'aide pour vaquer a ses
occupations, tandis qu'une cote de 7 signifie que le sujet est confing a un fauteuil roulant.

Les patients ont été examinés tous les trois mois pendant deux ans ainsi que dans les quelques jours
suivant une poussée possible. Toute poussée devail étre confirmée par un neurclogue qui ignorait le
traitement requ et qui devait noter la présence de signes neurologiques objectifs ainsi que d'autres critéres
(p. ex., la persistance de la lésion pendant au moins 48 heures).

moyen de poussées pend

ILe protocole précisait que le paramatre primaire de I'essai était le
e traitement.

Le tableau 2 présente les résultats de |'analyse du paramétre primaire et de plusieurs parametres secandaires
de 'Essai Il & deux ans, analyse portant sur I'ensemble des sujets retenus au début de I'essai.

TABLEAU 2 - Essai de base (24 mols) & double insu: effet sur la fréquence des poussées

Le nombre moyen de poussées au cours de cet essai de neuf mois était de 0,50 pour le groupe COPAXONE™
et de 0,77 pour le groupe placebo (p=0,0077).

INDICATIONS ET UTILISATION CLINIQUE Pour utilisation chez les patients ambulatoires atteints de sclérose
en plagues rémiltente en vue de réduire la fréquence des poussées.

Linnocuité et l'efficacité de COPAXONE® dans la sclérose en plaques chronique progressive n'ont pas
&te évalues.

CONTRE-INDICATIONS COPAXONE* (acétate de glatiramére pour injection) est contre-indiqué chez les
patients présentant une hypersensibilité avérée a |'acetate de glatirameére ou au mannitol.

MISES EN GARDE La seule voie d'administration recommandée de COPAXONE® (acétate de glatiramere pour
injection) est la voie sous-cutanée. COPAXONE' ne doit pas étre administré par voie i i . Sympta

qui risquent d'avoir une origine cardiaque : Environ 26 % des patients qui ont requ COPAXONE® dans essai
comparatif et multicentrique de précommertialisation (par comp 18 10 % des patients ayanl recu un
placebo) ont subi au moins un épisode de ce qui a é1é décrit comme une douleur thoracique transitoire (voir
EFFETS INDESIRABLES : Douleur thoracique). Seulement certains de ces é!)-sor,‘es sont survenus dans le cadre
de la réaction apparaissant immédiatement aprés linjection (voir EFFETS INDESIRABLES : Réaction suivant
Vinjection), Aucune surveillance de I'ECG n'a été réalisee pendant I'un de ces épisodes, et la pathogenese de ce
symptome demeure inconnue. Comme les patients des essais comparatifs ne présentaient pas de troubles
cardiovasculaires significatifs (classe | ou Il selon la New York Heart Association), on ignore les risques que courent
les patients qui souffrent d'une atteinte cardiovasculaire et qui regoivent COPAXONE® dans le traitement de
la sclérose en plagues.

L'administration de COPAXONE" a €1 associée & une réaction suivant linjection consistant en un ensemble de
symptomes qui surviennent immédiatement apres [injection et qui peuvent comprendre les bouffées
congestives, la doyleur thoracique, les palpitations, Fanxiéte, la dyspnee, la constriction de 1a gorge el I'urticaire
(voir EFFETS INDESIRABLES : Réaction suivant l'injection).

COPAXONE® n'a pas été étudié chez des sujets présentant des antécedents de réactions anaphylactoides graves,
de bronchopneumopathie chronique obstructive ou d'asthme ni chez des patients qui recoivent des
médicaments dans le traitement de I'une de ces deux demires affections. Il corvient donc de faire preuve de
prudence pour ce qui est de Futilisation de COPAXONE® chez ce type de patients.

De rares cas de réactions anaphylactoides (<1/1 000) ont été rapportés en association avec ['ulilisation de
COPAXCNE* au cours de la période de postcommercialisation. Certains cas ont nécessilé un lraitement par
I'"épinéphrine et autre traitement médical approprié,

PRECAUTIONS Générales : Les patients doivent connaitre les techniques de reconstitution el d'auto-injection
respectant I'asepsie de sorte que COPAXONE® (acétate de glatiramere pour injection) soit administré de fagon
siire (voir INFORMATION A LINTENTION DU PATIENT). La pramiere injection doit étre effectuée sous la super-
vision d'un professionnel de fa santé qualifié. Il convient de venlfier périodiquement si les patients comprennent
el respectent les techniques d'auto-administration respectant |'asepsie. On doil avertir les patients de ne pas réu-
tiliser les aiguilles et les seringues et leur expliquer les procédures de mise au rebut appropriées. Les patients
doivent jeter les aiguilles et les seringues utilisées dans un contenant non perforable. On doit en outre expliquer
aux patients comment mettre au t les contenants non perforables une fois remplis,

O i
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COPAXONE* étant une
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substance antigénique, son utilisation risque de déterminer des réactions
déléteres pour I'hote. On ignore en outre si COPAXONE® peut modifier les réactions immunitaires
normales de |'étre humain, comme la rec i igé : gers. Il est donc possible que le
traitement par COPAXONE puisse altérer les mécanismes de défense de I'organisme contre les infections
ainsi que les mécanismes de surveillance des tumeurs. Aucune évaluation systématique de ces risques n'a
encore été entreprise. L'altération continue de I'immunité cellulaire due au traitement chronique avec
I'acétate de glatiramére pourrait entrainer des effets indésirables.

Des anticorps réactifs contre ['acétate de glatiramere sont formeés chez presque lous les patients exposés au trate-
ment quotidien avec la dose recor Selon des essais menés chez le rat et le singe, des complexes immuns
s& déposent dans les glomerules rénaux. De plus, dans un essai comparatif partant sur 125 patients atteints de
SEP rémittente qui oni reu 20 my d'acétate de glatirameére pendant deux ans, les Laux sériques d'lgG ont atteint
des taux au moins trois fois plus eleves que les taux de départ chez 80 % des patients trois mois aprés le début
du traitement. Aprés 12 mois de traitement, cependant, 30 % des patients avaient toujours des taux d'igG au
mains trois fois plus élevés que les taux de départ et 90 % avaient des taux plus élevés que les taux de départ
apres 12 mois. Les anticorps sont uniquement de sous-type IgG, et surtout de sous-type IgG-1. Aucun anticorps de
type IgE n'a et détecté chez aucun des 94 sérums testes. Néanmoins, compte tenu que l'anaphylaxie peut étre
associée a 'administration de presque toutes les substances étrangeres, ce risque ne peul étre excl,

Des essais précliniques visant a evaluer le potentiel carcinogéne de I'acétate de glatiramere chez la sours et le rat n'ont
fait ressartic aucun signe de potentiel carcinogéne associé 3 I'administration sous-cutanée de 'acélate de ?!iram&te a
des doses allant jusqu'a 30 mafkg/jour chez le rat et jusqu'a 60 mg/kgfjour chez la souris (voir TOXICOLOGIE :
Potentiel carcinogéne). On ignare si ces résultats sont extrapolables a 'humain (voir PRECAUTIONS : Considérations
en matiére d'utilisation d'un produit capable de modifier les réactions immunitaires).

Interactions médicamenteuses : Les interactions médicamenteuses entre COPAXONE® et d'autres produits
n'ont pas fait I'objet d'une évaluation compléte. Les résultats des essais cliniques & ce jour e font pas ressorti
d'interaction significative entre COPAXONE® et les traitements habituels de la SEP, y compris I'administration
corticostéroides pendant un maximum de 28 jours, COPAXONE" n'a pas €1¢ évalué de fagon
formelle en association & 'interféron béta. En revanche, 246 patients chez lesquels e lrailemmpkga( Iinterféron
béta 2 échoué ou qui n'ont pas toléré le traitement et qui ont été par la suite traités avec COPAXONE® dans le
cadre d'un essai clinique ouvert n'ont pas signalé 'apparition d'effets indésirables graves ou inattendus pouvant

Grossesse : Aucun essai comparatif ngoureux portant sur des femmes enceinles n'a et realise. Les essais
précliniques n'ont pas fait ressortir de signe de toxicite liée 4 la reproduction (voir TOXICOLOGIE : Reproduction
et logie). Etant donné que les essais de reproduction chez les animaux ne permettent pas toujours de

*Le parameétre primaire de I'eflicacité de I'Essai | était le nombre de poussées pendant le traitement.
Les analyses portaient sur 'ensemble des sujets retenus au début de I'essai.
" Moyenne ajustée de départ
La progression se définissait comme une augmentation d'au moins un point de la cote EDSS
persistant pendant au moins trois mois consécutifs,
Les effets de I'acétate de glatirameére sur la gravité des poussées n'ont pas été évalués dans ces deux essais.
Les deux essais ont révélé que l'acétate de glatiramere avait un effet bénéfique sur la fréquence des
poussées ; on considére donc que |'acétate de glatirameére est un produit efficace a cet égard.
Le troisiéme essai (9003) était un essai multicentrique, multinational, avec surveillance IRM. Au total, 239
patients atteints de SEP rémittente (119 traités par I'acétate de glatiramere et 120 par un placebo) ont élé
répartis au hasard, Les criteres d'inclusion étaient similaires 3 ceux de I'Essai Il (Essai 01-9001) avec en plus le
eritére selon lequel les patients devaient présenter au moins une lésion rehaussée par le Gd  Fexamen IRM
de sélection. Les patients ont été d’abmftraités & double insu nt neuf mois, au cours desquels ils ont
subi des IRM els. Le paramétre primaire de la phase a double insu était le nombre cumulatif
total de lésions rehaussées par le Gd en pondération T1 pendant les neuf mois. D'autres paramétres IRM ont
€té évalués 3 titre de parameétres secondaires. Le tableau 3 résume les résultats obtenus pour les paramétres
surveillés pendant la phase a double insu de neuf mois pour l'ensemble des sujets retenus au début de
Fessai. Compte tenu que le lien entre les résultats IRM et I'état clinique du patient fait 'objet d'une
discussion, on ignore la valeur pronostique des résultats statistiquement significatifs suivants.

prévair les effets d’un produit chez I'étre humain, ce médicament ne doit étre administré pendant 1a grossesse
%ue si son utilité a été clairement établie. Dans le cadre des essais cliniques de précommercialisation portant sur
OPAXONE®, sept femmes sont devenues enceintes pendant le traitement par le produit acti. L'une de ces
femmes a élé perdue de vue pendant le suivi ; trois femmes ont choisi d'interrompre leur grossesse, et les trois
autres ont cessé de prendre le produit un mois, un mois et demi et deux mois aprés avoir découvert qu'elles
étaient enceintes. Ces trois femmes ont donné naissance a des enfants en bonne sante,
Allaitement : On ignore si le produit passe dans le lait maternel. Etant donné qu'un grand nombre de
médicaments passent effectivement dans le lait maternel, 'administration de COPAXONE* & une femme qui
allaite ne doit etre envisagée qu'apres une évaluation soigneuse du rapport risques-avantages, et le produit doit
étre utilisé avec prudence.
Enfants : L'innocuité et I'efficacité de COPAXONE" n'ont pas eté établies chez les sujets de moins de 18 ans.
Patients agés : COPAXONE' n'a fait l'objet d'aucune évaluation spécifique chez les personnes igees
(plus de 65 ans).
Insuffisants rénaux : Les paramétres pharmacocinétiques de COPAXONE' n'ont pas été déterminés chez les
sujets souffrant d'un dysfonctionnement rénal,
EFFETS INDESIRABLES Au cours des essais cliniques de précommercialisation, environ 900 personnes ont requ au
moins une dose de COPAXONE" (acétate de %tau'ramére pour injection) dans le cadre d'essais chnigues comparatils
ou non. L'exposition totale des patients 3 COPAXONE® au cours d'essais cliniques s'échelonne de six mois (693
patients) a deux ans (306 patients), et 3 plus de sept ans (69 patients) a raison d'une dose quotidienne de 20 mg.
Au cours des essais comparatifs, les effets indésirables le plus fréquemment associés a 'utilisation de COPAXONE®
et dont I'incidence était supérieure a celle qui a été observee chez les sujets qui recevaient le placebo étaient les
suivants : réactions au point d'injection, vasodilatation, douleur thoracique, asthénie, infection, douleur, nausées,

concomitante
Acétate de glatiramére |  Placebo
n=125 n=126 Valeur de p

Nombre moyen de p (2 ansy 119 1,68 0,055 tare liés au traitement.
% de patients pts de poussée 42/125 (34 %) 34/126 (27 % 0,25

Délai médian avant la premiére poussée (jours) 287 198 0,23

% de patients exempls de progression 98/125 (78 %) 95/126 (75 %) 0,48

Variation moyenne de la cote EDSS -0,05 +0,21 0,023
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arthralgie, anxiété et hypertonie,

Sur un total de B44 patients qui pouvaient faire Fobiet d'une évaluation de Iinnocuité du produit, environ 8 % des
sujets ont abandornne le traitement en raison deffetls indésirables. Les effets indésirables le phus fréquemment assaciés
4 l'abandon du traitement étaient les suivants : réactions au point diinjection (6,5 %, I

Voici les autres effets qui sont survenus chez au moing 2 % des patients mais dont Fincidence dans le groupe place-

bao était équivalente ou supérieure :
Org dans son : Céphalées, ecchymose au point d'injection, blessure accidentelle, douleur
bdominale, rhinite alk el malaise.

accidentelle, dépression, dyspnée, urticaire, lachycardie, ments et Lremblement, Au nombre des effets
wndésirables graves ayant entrainé I'abandon du trailement et que les chercheurs considéraient comme liés a
I"administration de COPAXONE', on compte un cas de du sérum menacé la survie du patient.

Réaction sulvant | lon : Enviion 10 % des patients atteinls de sclérose en plagues qui ont requ
COPAXONE" dans le cadre des essais précédant la commerciaksation du produil ont signalé une réaction i

Appareil digestif : Dyspepsie, constipation, dysphagie, incontinence fécale, flatulence, nausées et vomissements,
gastrite, gingivite, abces pénodontique et secheresse de la bouche.
Apparet [ fettigue : Myasthénie et myalgie

s Y e dysesthisie. U

la ce € ¢, troubles de la démarche, amnésie, instabilité émotionnefle, signe de Lhermitte,

b3 )

Systéme nerveux

PPdTe!

immeédiatement aprés I’inéeclion sous-cutanée de COPAXONE®, Les symptomes ressentis p C les

boufiées congestives, la douleur tharacique, les palpitations, lanxiéte, I;Smpnee, la constriction de fa gorge et

I'urticaire, Ces symptomes étaient toujours transitoires et spontanément résoiutifs el n'exigeaient pas de traitement

particulier. Ily survenaient en géneéral plusieurs mois apeés Ietablissement du traitement el parfois plus tot. Un patient

particulier pouvait subir un seul ou phusieurs de ces épisodes pendant son traitement par COPAXONE®, On ne sait pas
5 semblabl e

de la pensée, secousses musculaires, euphorie et troubles du sommail.

Appareil respiratoire : Pharyngite, sinusite, aggravation de la toux et laryngite.

Peau et annexes culanées © Atné, alopécie ef troubles des ongles.

Organes des sens : Anomalies de la vision, diplopie, ambiyopre, douleur oculaire, conjonctivite, acouphenes,

i iques ou non, ni si plusieurs &
bie de :

i ces épisodes sont liés  des mécanismes immi I

un méme patient relévent de mecanismes wentiques. En fait, on ignore si cet T D
weritablement un syndrome spécifique. Au cours de la période de postcommercialisation, des patients ont signalé avair
subi des symptdmes similaires et rztzu des soins médicaux d'urgence (voir MISES EN IGARPE{ )

y5g et surdité,
Voies urogéndales . Infection des voies urinaires, aug de la fréquence des mictions, incontinence
urinaire, rétention urinaire, g;smie. stite, mé gie, douleur el vaginite,
Les données portant sur les effets indesirables qui sont apparus au cours d'essais chiniques comparatifs ont été

+ Environ 26 % des patients qui ont recu de I'acétate de g dans I'essai comparatil
mullicentrique de précommercialisation (par comparaison a 10 % des patients ayant recu un placebo) ont subi 2u
mains un épisode de ce qui a €lé décni comme une douleur thoracique transitoire. Seulement certains de ces
épisodes sont survenus dans le cadre de la réaction apparaissant immédiatement aprés l'injection décrite dans le
paragraphe précedent. Le lien temparel entre la douleur thoracique et linjection d'acetate de glatiramére n'était pas
toujours connu. La douleur était ransitoire (elle ne durait habituel) que quelg i is5ai
souvent seule et ne semblait pas laisser d'importantes séquelles cliniques. Aucune surveillance de FECG n'a été
réalisée pendant I'un de ces épisodes. Certains patients ont subi plus d'un épisode de douleur thoracique, et ces
episodes commengaient a apparailre, en régle générale, au moins un mois aprés I'établissement du traitement. La
pathogengse de ce symptome demeure inconnue, Il y a eu un seul épisode de douleur thoracique au cours duquel
un ECT complet a été effectué; 'ECG n'a révélé aucun signe d'ischémie. Comme les patients des essais cliniques ne

ésentaient pas de troubles cardiovasculaires significatify (classe | ou Il selon la New York Heart Assomw? on ignare
msques que courent les patients qui rent d'une atteinte cardiovasculaire et qui reqoivent Iacétale de
qlaiifamel:‘eé ans le traitement de la sclérose en plaques (voir MISES EN GARDE : Symp! qui risquent d'avoir

une cardiaque).

Letaloalrguwresselawedeseﬂeui‘déirahksd)sme’n 85 un maximum de 35 mois de traitement (plus de 27 mois
333 mois : COPAXONE®, n=84 ; placebo, n=75 : plus de 33 mois : COPAXONE?, n=12 ; placebo, n=24) dans le cadre
de FEssai I (essai comparatif avec placebo] multicentrique de précommerciafisation portant sur des patients atteints de

schérose en plaques rémittente) el donl Mincidence était d'au moins 2 % parmi les sujets qui recevaient COPAXONE® et
d'au moins 2 % de plus que ['ncidence observée parmi les sujets du méme essai qui recevaient le placebo, peu importe
le lien de cause a effet entre la réaction et e tr Aucun résultat des épreuves de laboraloire répondant a ces

cnitéres n'a été signalé,

Il est & noter qu?bs données du tableau 4 ne peuvent pas senvir 3 prévoir lincidence des effets indésirables du traite-
ment dans le cadre de Fexercice normal de la médecine, élant donné que les caractéristiques des patients ainsi que
o' autres facteurs risquent de ne pas étre les rémes que ceux des ewsais dinigues, Ces données foumissent tout de méme
au médecin tratant des points de repere lui g d'Bvaluer la contnt relative des facteurs liés ay médicament
et non liés au médicament en ce qui a trait a Fincidence des effets indésirables dans la population éudide.

TABLEAU 4
Essal comparatif de précommercialisation chez des patients atteints de SEP
Effets dont Fincidence est z 2 % et = 2 % sup i celle du p

COPAXONE'
__Welly | m=126

| % |

Eifels indésirables

lysées dans |'optique d'évaluer les différences entre les sexes. Or, aucune différence cliniguement significa-
tive n'a été relevée. Dans ces essais cliniques, 92 % des patients étaient de race blanche, ce qui est représentatif
de la lation de patients atteints de sclérose en plaques. De plus, la vaste majorité des patients traités par

ol INE* étaient agés de 18 a 45 ans. Par conséquent, on disposail de trop peu de données pour effectuer

une analyse de l'incidence des effets indésirables en fonction de groupes d'age cliniquement pertinents,

Tous les patients ayant pris part aux essais cliniques sur COPAXONE® ont subi des analyses de laboratoire. Les

des p de laboratoire (hématologie, biochimie sanguine el analyse des urines) qui étaient

significatives sur le plan clinique étaient comparables entre les patients du groupe COPAXONE® et ceux du

roupe placebo, dans le cadre des essais cliniques a insu. Aucun patient ayant recu COPAXONE® ne s'est retiré
"un essai en raison d'une anomalie des résultats des épreuves de laboratoire.

Autres effets indésirables observés durant tous les essais

COPAXONE® a été administré & environ 900 personnes dans I'ensemble des essais clini dont seulement

certains étaient comparatifs (avec placeba). Au cours de ces essais, tous les effets indésir ont été envegistrés

par les chercheurs cliniques a I'aide de leur propre terminologie. De fagon a donner une estimation efficace de la
proportion des patients qui ont subi des effets indésirables, les effets semblables ont élé n?l%ges en un plus petit
nombre de catégories normalisées faisant appel & la terminologie du dictionnaire CO . Tous les effets
signalés qui sont survenus 3 au moins deux reprises ainsi que les effets potentiellement graves qui sont survenus
une seule fois sont inclus dans cette compilation, a V'exception des effets deja inscrits au tableau précédent, les
effets dont le caractére trop général ne procurait aucune les effets sans imp e et les autres effets
qui se sont manifestés chez au moins 2 % des patients traités el qui étaient présents 3 une fréquence égale ou
tiusgfrande que dans le g placebo.

es effets indésirables ont étz de plus classés en fonction des systémes ou des appareils et é é en ordre
décroissant de fréquence selon les définitions suivantes : les effets indésirables ﬁéquen!s sont ceux qui sont
survenus chez au moins un patient sur 100 (1/100), tandis que les effets indésirables peu ﬁo'%%mn:s S0NE Ceux,

gui sont survenus dans une proportion de un patient sur 100 (1/100) a un patient sur 1 000 (1/1 000).
rganisme dans son ensemble : Fréquents - (Edéme au point d'injection, atrophie au point d'injection,

abces et hypersensibilité au point d'injection.

Peu fré?uen!s - Hématome au point d'injection, fibrose au point d'injection, faciés lunaire, cellulite, cedeme
énéralisé, hernie, abces au point d'injection, maladie du sérum, tentative de suicide, hypertrophie au point
‘injection, mélanose au point d'injection, lipome et réaction de photosensibilité,

Appareil cardiovasculaire : Frequent : Hypertension. Peu fréq : Hyp ion, clags ystolique,

souffle systolique, fibrillation auriculaire, bradycardie, apparition d'un quatriéme bruit du cceur, hypotension

orthostatique et varices,

Organisme dans son ensemble Appareil digestif : Peu fréquents : Sécheresse de la bouche, stomatite, sensation de brilure sur fa langue,
Douleur 2u point d'injection 8 66,4 46 36,5 cholécystite, colite, ulcere de I'cesophage, asophagite, cancer gastro I, hémorragie gingivale,
Asthénie 8 648 78 619 hépatomégalie, augmentation de I'appétit, méléna, ulcération de la bouche, troubles du pancréas, panr,ri-a(ute,
Erythéme au point d'injection 73 584 17 135 hémorragie rectale, t < anormale de la langue et uicére duodénal.

Prurit au poinl d'injection 48 384 5 40 Systéme endocrinien : Peu fréquents : Coitre, hyperthyrordie et hypothyroidie. :
Syndrome pseudo-grippal 8 30,4 T 20 roubles gastro-intestinaux : Fréquents : Défécation c orale, hypertrophie des glandes
Inflammation au point dinjection 3 80 9 7 salivaires, carie dentaire et stomatite ulcéreuse. - - ) .
Douleur dorsale Ef] %4 b 22 pemes hen hg:ﬁ- 81 pL £ Py B kgt anémie, cyanose, éosinophilie,
Douleur thoracique 3 264 13 10,3 emateémese, ly eme, pancytopénie et splénomégalie. )
Masse au palﬂ?‘zl'lnjecmn 3 64 10 ??9 :'“E'bif.? mﬂa‘mq"“ et nuﬂﬁnm : Peu fréquents : Perte pondérale, intolérance 3 Falcool, synd
rati int d'injection 2% 0 1 e Cushing, goutte, i a cicatrisation et xanthome.
mm ;;‘hp:od'hmm 19 isg § Eg Appareil musculosquelettique : Peu fréquents . Arthrite, atrophie musculaire, douleur osseuse, bursite,
Douleur au cou 16 128 9 Al douleur rénale, troubles musculaires, myopathie, ostéomyélite, douleur tendineuse et ténosynovite.
(Edéme du visage 1 88 ? 16 Systéme nerveux : frég Réves inhabituels, instabilité émotionnelle el stupeur. Peu fréquents : Aphasie,
Urticaire au poant d'injection 9 72 0 ataxie, convulsion, paresthésie péribuccale, dépersonnalisation, hallucinations, hostilité, hypocinésie, coma,
Heémarragie au point d'injection 8 64 4 32 troubles de la concentration, paralysie faciale, diminution de la libido, reaction maniaque, troubles de la
Frissons 5 4.0 1 08 m e, myoclanie, igie, réaction paranoide, parapl Jépre psychotique et stupeur Lransitoire.
Kyste L 40 1 08 Appare piratoire : Fréquent - Hyp on, thume des fains. Peu fréquents - Asthme, p
Reaction au point d'injection 4 32 1 08 épistaxis, hypoventitation et modification de la voix. o _
Atrophie au point d'injection 3 24 0 0 Peau et annexes cutanées : Fréquents  Eczéma, rona, éruplion pustuleuse, atrophie cutanée et verrues.
Abces 3 24 0 o Peu‘!requ(e'nts : Séchmm I:_l.ltanée. hypertrophie cutanée, dermatite, furonculose, psoriasis, angio-cedéme,
: - eczéma de contact, éme noueux, dermalite fongi sruption maculapapuh pigmentation,

%’;Lﬁ:{ﬁgmw“ 3 72 14 ni tumeur cutanée bénigne, cancer de |a peau, verg el érupti ) vésicul bull s
Palpilations 1 n2 6 48 Organes des sens : Fréquents ; Atteinte du champ visuel. Peu fréquents : Sécheresse oculaire, otite exteme,
s 5 A ; 7 glose, cataractes, ulcére de Ia cornée, mydriase, névrite optique, photophobie et agueusie. )

[ g 8 6:1 H 12 ‘oies urogénitales : fréquents : A hée, hématurie, e gie, lies des resultats
il . du test de Papanicolaou, pollakiurie et hémorragie vaginale, Peu fréquents : Vaginite, douleur au flanc (rein),

Apparel digestif g ire, hypertrophie , douleur ire, cancer in situ du col de
Nausées 5 32 n 175 Futérus, mastose sclérokystique, calcul rénal, nycturie, kyste ovarien, priapisme, pyélonéphrite, anomalies de
xrnmr:&inmts 163 1;3.; ; 32 Iaqf:;’nctiun sexuelle et urétrite, "

‘ g . indésirables é follsath n'ovalent i
Gastro-enténte [ 44 2 1.6 des essals 24 apris ot ot pos 8ifa &E notés. lors
Candidose orale 3 24 0 0 L'expérience de postcommercialisation a de'ga{gé un profil d'etets indésirables similaire 3 celui présenté ci-
Catie dentaire 3 24 0 0 dessus. Aprés la mise sur le marché, on a signale des effets indésirables, autres que celles indiquées ci-dessus,

Systemes hématopoiétique et lymphatig, ui sont survenues pendant le traitement par COPAXONE® (acétate de glatiramere pour injection). Ces réac-
Adenapathie 23 184 12 9.5 tions, qui peuvent avoir ou non un lien de causalité avec le médicament, comprennent ;

Ecchymose 15 12,0 12 9.5 Organisme dans son le : Septicémie, syndrome lupoide, hydrocéphalie, distension de I'abdomen,
Troubles métaboliques et nutritionnels hypersensibilité au point d'injection, réaction allergique, réaction anaphylactoide, infection bactérienne,
déme pénphérique 14 n2 7 56 fievre et infection. 3 S s, e w
Gain pondéal 7 56 0 0 Apparell cardiovasculaire : Thrombose, maladie vasculaire périphérique, épanchement péricardique, infarc-
(Edeme 5 40 1 08 tus du myocarde, thromk “" il : .Occéusm h in;u isance cardiaque congestive, car-

AGOAS " diomyopathie, cardiomégalie, arrythmie, angine de poitrine el tachycardie,

App;nr:rlaggmﬂemdtltme 3 248 2 175 Apparnﬁ digestif : CEdéme de la langue, hégmonagie qgastrique d'origine ulcéreuse, altération de la fonction

hepati atteinte hépatique, hépatite, éructation, cirrhose du foie, calculs biliaires, diarthée et troubles

SI'“H"";: :;n":m u = = i gastro-ntestinaux. 6 i N

g ) emes hé iétique et ique : Throm nie, réaclion de m| e el leucémie aigue,
Tremblement 14 11.2 4 56 Troubles méuho'iiquesm: nutritionnels : Hyperchalez;;pealénie. i o
Agitation ? 56 1 3.2 Appareil musculosquelettique : Palyarthrite thumatoide et spasme généralise.
Confusion H 40 ! 0.8 Systéme nerveux : Myélite, méningite, neoplasme du SNC, accident vasculaire cérébral, cedéme cérébral, réves
Nystagmus 5 40 2 1.6 inhabituels, aphasie, convuision, névraigie, anxiété, pied tombant, nervosité, trouble de I'élocution et vertige.

Appareil respiratoire \ppareil respiratoire : Embolie pulmonaire, épanchement pleural, cancer du poumon, rhume des foins
Rhinite n nl 16 20,6 €t laryngisme,

Dyspnée 3 184 [] 64 Peau et annexes cutanées : Herpés, prurit, éruption cutanée et urticaire.
Bronchite 18 14,4 12 9.5 Organes des sens : Glaucome, cécité et alteinte du champ visuel.

Peau el annexes culanées Voies urogénitales : Néoplasme des voes urogénitales, anomalie urinaire, cancer des ovaires, néphrose,

Hypersudation 15 120 10 19 insuffisance rénale, cancer du sein, cancer de la vessie el pollakiurie,

Erytheme 3 64 4 32 SURDOSAGE : SYMPTOMES ET TRAITEMENT i _ . L

Troubles dermatologrgues 5 40 2 1.6 Des surd s de COPAXONE* ont été signalés chez trois patients. Un patient s'est injecté quatre doses
Nodule cutané 4 32 1 08 (soit un total de 80 mg) de COPAXONE® 4 la fois. Aucune sequelle n'a été notée. Deux autres patients, un
Vernue i 14 0 0 homme de 28 ans et urie femme de 37 ans, ont requ, par erreur, trois injections de 20 mg of COPAXONE® 2 des

Organes des sens intervalles de une demi-heure. Aucun patient n'a manifesté de variation de sa pression artérielle, de sa fréquence
Douleur aunculaire 15 120 12 95 cardiaque ni de sa temg . Le survi téléphanique effectué plusieurs heures plus tard n'a pas revelé d'effets
Troubles oculaires ] 64 1 0B indésirables dans un cas comme dans I'autre.

= = S - POSOLOGIE ET MODE D'ADMINISTRATION

Voies urogénitales 1 17 La prescription de COPAXONE® doit étre réservée oux médecins (ou apres une consultation avec un médecin)
Miction impeneuse 20 60 133 qui conngissent @ fond le diagnostic et la prise en charge de Io sclérase en plaques.

Candidose vaginale 16 128 9 11 La dose recommandée de COPAXONE® (acétate de glatiramére pour injection ou acétate de glatiamére
ménopihée 12 96 9 71 injectable) dans le traitement de la SEP rémittente est de une injection quotidienne de 20 mg par voie sous-Cutanée.
%":’:"‘:5(‘;"““‘""“ 3 2 2 3 Divectives d administration : Pour feconsttuer le yophiliat de COPAXONE® avant Finection, utiser tne
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seringue et un adaptateur de flacon stériles afin de prélever 1,1 ml du diluant fourni (eau stérile pour injection)
et de linjecter dans le flacon de COPAXONE®. Agiter trés délicatement, par un mouvement de rotation, le
flacon de COPAXONE® et le laisser reposer a la temp e ambi jusqu'ad dissolution compléte du
Iyophilisat, Inspecter visuellement le produit reconstitué et le jeter ou le retourner au pharmacien avant
Futilisation s'i renferme des particubes. Administrer dans les huit heures suivant la reconstitution. Prélever 1,0 mL
de la solution  I'side d'une seringue stérile. Retirer I'adaptateur de flacon, connecter une aiguille de calibre
27 et injecter la solution par vole sous-cutanée. Les points d'auto-administration comprennent les bras,
I'abdomen, les fesses et les cuisses. Un flacon ne convient w une seule utilisation; toute portion inutilisée doit
Etre jetée (voir INFORMATION A LINTENTION DU PATIENT, Produit reconstitué).

Pour obtenir les directives concernant la préparation et I'injection de COPAXONE® au moyen de la seringue
préremplie, voir INFORMATION A Ll N DU PATIENT, Seringue préremplie.

REMSEIGNEMENTS PHARMACEUTIQUES

Substance médicamenteuse :

Nom progpre : Acétate de glatiramére

Dénomination

Chimique : L'acétate de glatiramére est le sel acétate de ides synthétiques.

Description : Vacétate de Limm‘!lestgl!’[pa{érarmcﬁonr imique des dérivs activés de quatre acides aminés :
) fa L-ala

I'acide L-glutamigue (L-Glu nine {L-Aka), la L-tyrosine {L-Tyr) et la L-tysine (L-lys) dans une
‘ﬁ: spér:?ﬁme. La fraction molaire de chaue rénrd? dacide ):miné s'échelonne Emme suit :
u, de 0,129 80,153 ; L-Ala, de 0,392 4 0,462 ; L-Tyr, de 0,086 40,100 et L-Lys, de 0,300 30,374,
Formule Developpée : Poly[L-Glu™", L-Ala™, L-Tyr**, L-Lys™"]enCH,COH (n=15-24)
Poids moléculaire : e polds moléculaire moyen du se situe entre 4 700 et 11 000 daltons, au moins 68%
o dum}éﬁdsesim:;ejﬁlémsmddtgns.
Description Physique : Lyophilisat de couleur erement jaundtre,
Sn(ubra?t:: » soluble dans I'eau, insoluble dans 'acétone.
s Le pH d'une solution & 0,5 % pfV d'acétate de glatiramére dans de I'eau se situe entre 5,5 et 8,0.
‘omposition : COPAXONE® (acétate de glatiramére pour injection) est un Iﬁaphiﬁsa stérile destiné & linjection
sous-Cutanée aprés reconstitution avec de l'eau stérile pour injection. Un flacon de lyophilisat renferme
20 mg d'acétate de %:liramére et un surtitrage de 2 mg pour tenir compte des pertes possibles pendant la
reconstitution et le préié t ainsi que 40 mg de mannitol, Un flacon d'eau stérile pour injection renferme
1,1 mL d'eau stérile pour injection et un surtitrage de 0,35 mL pour tenir compte des pertes possibles pendant
Eoﬁc&?-{ﬂe&ty latira ére injectable) est présenté i renf
iram jectable) est en seringue ie & u ique renfermant
20 mg/1,0 mL de SOlUﬁgf! stérile équivalant & [a solution mcmuée de C Mmﬁm, mag/mL
d'acétate de glatiramére et 40 mg de mannitol dans de I'eau stérile pour injection).
Stabilité et conditions d'entreposage : Les flacons de gwmisat e COPAXONE® doivent étre réfrigérés (entre
2 et B° C). COPAXONE® peut également étre conservé 3 la température ambiante (entre 15 et 30°C) perﬁanl;.

un maximum de 14 jours. Les flacons de diluant (eau stérle pour injection) it étre

tempérﬂ?-mature et i lies de COPAXONE® doivent étre réfrigérées dés leur réception (entre 2 et 8° C)
S8 3 tre n el N
'51? S ot ubt de les seri ies de COPAXONE® au réfrigérateur, efl t étre
il n'est pas possi conserver les senngues prérempies de au eur, efles peuven
conservées A la température ambiante (entre Egéet 0° C) pendant un maximum d'une semaine. Ne pas
conserver les seringues préremplies de COPAXONE® 3 la température ambiante pendant plus de sept jours.
Remarque : ce médicament est sensible 4 la lumiére, le protéger de la lumigre lorsqu'on ne fait pas d'injection.
Une seringue préremplie ne doit servir qu'une seule fois. co 1
Reconstitution du lyophilisat : Pour reconstituer le lyophilisat de COPAXONE®, avant linjection, utiliser une
seringue et un adaptateur de flacon stériles afin de prélever le diluant fourni (eau stérile pour injection) et de
l'injecter dans le flacon de COPAXONE®. Agiter trés délicatement, par un mouvement de rotation, le flacon
de COPAXONE® et le laisser reposer & la température ambiante jusqu'a dissolution compléte du ‘Imléilisat
Inspecter visuellement Ielﬁwoduit reconstitué et le feter ou le retourner au pharmacien avant |'utilisation s'il
renferme des particules. Une fois le produit compliétement dissous, prélever 1,0 ml de la solution & Faide
d'une seringue stérile. Retirer |'adaptateur de flacon, connecter une aiquilie de calibre 27 et injecter la
solution par voie sous-cutanée. Un flacon ne convient qu'a une seule utilisation ; toute portion inutilisée doit
Btre jetée. La solution reconstituée ne doit pas &tre conservée Plus de huit heures 4 la tem re ambiante.
ts parentéraux : COPAXONE® ne dolt étre reconstitué qu'avec e diluant fourni (eau stérile pour injection).

Format du Volume de diluant & Volume 3 Concentration
flacon ajouter injecter nominale par mL
2ml 1,1mL 1,0mL 20mg

PRESENTATION

COPAXONE® (acétate de glatiameére gour injection) est offert sous la forme d'une dose de 20 mg de
Iyophilisat stérile d'acétate de glatiramere avec du mannitol, le produit étant conditionné dans des flacons
unidoses de 2 mL de couleur ambre. Un deuxiéme flacon renfermant 1,1 mL de diluant (eau stérile pour
injection) et un surtitrage de 0,35 mL acccmpagze chague flacon de médicament et est inclus dans la trousse
‘auto-administration. COPAXONE® (acétate jramére pour Injection) est offert en emballages de
32 flacons de couleur ambre renfermant le Iyophilisat stérile destiné 3 Uijection sous-cutanée. Le diluant (eau
stérile pour injection) accompagnant COPAXONE® est offert en emballages de 32 flacons transparents qui sont
inclus dans la trousse d'au inistration,
COPAXONE® (acétate de glatiramére injectable) est présenté en seringues préremplies & usage unique renfermant
20 mg/1,0 mL de solution stérle équivalant 4 la solution reconstituée de COPAXONES, COPAXONE®
(acétate de glatiramére injectable) est offert en emballages de 30 seringues en verre p iplies & usage unique
(20 mg/1,0'mL), accompagnées de 33 tampans d'alcool.
Manographie foumie sur demande.

1. Monograpﬁe'de COPAXONE® {acétate de glatiramére), Teva Neuroscience.
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ONCE-AWEER

(Interferon beta-1a)

PRESCRIBING INFORMATION
THERAPEUTIC CLASSIFICATION

Immunomaodulator

INDICATIONS AND CLINICAL USE

Relapsing Forms of Mulliple Sclerosis:

AVONEX™ (Inferferon beta-1a) is indicated for the treatment of relapsing lorms
of multiple sclerosis {MS) 10 slow the progression of disability, decrease the
frequency of clinical exacerbations, and reduce the number and volume of
active brain lesions identified on Magnelic Resonance Imaging (MRI) scans.

Single Demyslinating Event:

AVONEX™ is also indicated lor the trealmen of peaple who have experienced
a single demyelinating event, accompanied by abnormal Magnetic Resonance
Imaging (MRI) scans with lesions typical of MS, to delay the onset of clinically
delinite multiple sclerosis (3s determined by a second demyelinating event),
and 1o decrease the number and volume of active brain lesions and overall
disease burden (as identilied by MR scans). Belore initialing treatment with
AVONEX, alternate diagnoses should first be excluded.

Salety and efficacy have nol been evaluated in patients with chronic progressive
mulliple sclerosis.

CONTRAINDICATIONS

AVONEX" (interteron beta-1a) is conlraindicaled in patients with a history of
hypersensitivily to natural or recombinan{ interferan beta, human albumin, or
any olher component of the formulation.

WARNINGS

AVONEX™ should be used under the supervision of a physician. The first
injection should be performed under the supervision of an approprialely
qualified health care prolessional (se¢ DOSAGE AND ADMINISTRATION).

Depression and Suicide
AVONEX™ {Interferon bela-1a) should be used wilh caution in palignts with
tleprasmn Depressmn and suicide have been reported 10 occur in palients
g other i compounds. D ion and suicidal ideation are
nown 10 occur al an incieased Trequency i inthe MS population. A relationship
between the occurrence of depression and/or suicidal ideation and the use
of AVONEX" has not been established. An equal incidence of depression was
seen in the placebo-treated and the AVONEX” -freated patients in the placebo
controlled study of relapsing MS patients. In the study of patienis with a single
demyelinating evenl AVONEX™-trealed patients were more likely to experience
depression than placebo-treated patients {p = 0.05). Suicida! tendency
occurred in one subject ireated with placebo. and there were no repons of
suicide atlempls. Patients treated with AVONEX" should be advised to repart
immediately any symploms of depression andfor suicidal ideation to their
prescribing physicians. If a patient develops depeession, antidepressant
therapy or cessation of AVOMEX® therapy should be considared.

Anaphylaxis

Anaphylaxis has been reponed as a rare complication of AVONEX” use. Other
allergic reactions have intluded dyspnea, orolinguat edema, skin rash and
urticaria {see ADVERSE EVENTS)

Decreased Peripheral Bipod Counts

Decreased peripheral blood counts in all cell lines, including very rare
pancylopenia and thrombocylopenia have been repored from post-markeling
experience (see ADVERSE EVENTS). Some cases of thrombocytopenia have
had nadirs below 10,000/uL. Some cases reoccur wilh re-challenge. Patients
should be monilored for signs of these disorders (see PRECAUTIONS:
Laboratory Tests)

Pregnancy and Lactation

AVONEX™ should not be administered in case of pregnancy and laclation.
There are no adequate and well-controlied studies of AVONEX® in pregnant
women. Patients should be advised of Ihe abortitacient polential of AVONEX"
Fertile women receiving AVONEX" should be advised to lake adequate
contraceptive measures. It is no! known if interferons alter Ihe eflicacy

of oral contraceptives (see PRECAUTIONS: Infarmalion lo Patients).

Il a woman becomes pregnant o plans to become pregnant while laking
AVONEX", she should be informed of the potential hazards (o the fetus, and it
shiouldd be recommended that he woman discontinue thesapy. The reproductive
loxicity of AVONEX™ has not been studied in animals o humans. In pregnant
maonkeys given interferon beta at 100 times the recommended weekly human
dose (based upon a body Surface area comparison), no teralogenic or other
adverse effects on letal developmenl were observed. Abortifacient activity
was eviden! following 3 1o § doses at this level, No abortilacient eflects were
observed in monkeys treated at 2 times the recommended weekly human dose
(based upon a body surlace area comparison). Alhough no leratogenic effects
were seen in these studies. it is not known if teratogenic ettects would be
observed in humans. There are no adequate and well-controlled studies

wilh inferferons in pregnant women

Nursing Mothers

It is not known whether AVONEX™ is excreted in human milk. Because of the
pofential of serious adverse reactions in nursing infants, 2 decision should
be made lo either discontinug nursing or to discontinue AVONEX®

PRECAUTIONS

General

Patients should be informed of the mos! comman adverse events associaled
with interleron beta administration, including symptoms of the fhu-like syndrome
(see ADVERSE EVENTS). These symploms lend lo be mast prominent al
the initiation of therapy and decrease in frequency and severity with continued
treatment (see PRECAUTIONS: Information fo Patients).

Selzures
Caution should be exercised when administering AVONEX* (Inerferon beta-1a)
lo patients with pre-existing seizure disarder. In the wo placebo-controlled
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studies of MS, 4 patients receiving AVONEX" experienced seizures, while no
sgizures occurred in the placebo group. OF these 4 patients, 3 had no prior
history of seizure. It is not known whelher these events were related lo the eflects
of MS alone, tp AVONEX™, or 1o 2 combination of both. For patients with no
priot history of seizure who developed seizures during therapy with AVONEX™,
an etiologic basis should be established and appropriale anti-convulsant
therapy instituted prior to considering resumption of AVONEX™ treatment,
The effect of AVONEX® adminisiration on the medical management of
patients wilh seizure disorder is unknown.

Cardiac Disease

Patients with cardiac disease, such as angina, congestive heart failure,

or arthythmia, should be clasaly monitored for worsening of their clinical

condition during inifiation and continued treatment with AVONEX". While

AVONEX® does not have any known direct-acting cardiac toxicity, during

Ihe post-marketing period infrequent cases of congestive hear failure,

cardiomyopathy, and cardiomyopathy with congestive heart failure have been

reported in patients without known predisposition 1o these events or other

known eliologies. In rare cases, hese evenls have been lemporally relaled lo

the administration of AVONEX® and have recurred upon re-challenge in patients

with known predisposition.

Autoimmune Disorders

As with other interferon treatment, autoimmune disorders of mulliple

farget organs have been reported post markeling including idiopathic

thrombocytopenia, hyper and hypothyroidism, and rare cases of auloimmune

hepatitis have also been reported. Patients should be monitored for signs of

these disorders (see PRECAUTIONS: Laboratory Tests) and appropriale
plemented when

Hepatic Injury

AVONEX™, like other interferan beta products, has the potential for causing
severe liver injury {see ADVERSE EVENTS). Hepatic injury including elevated
serum hepatic enzyme levels and hepatilis, some of which have been severe,
has been reported post-marketing. In some patients a recurrence of elevated
serum levels of hepatic engymes have occurred upon AVONEX® re-challenge.
In some cases, lhese evenls have occurred in the presence of other drugs thal
have been associated with hepatic injury. The potential of additive etfects from
multiple drugs or other hepatotoxic agents (e.g.. alcohol) has not been
determined. Patients should be monilored for signs of hepatic injury (see
PRECAUTIONS: Laboratory Tests) and caution exercised when AVONEX™
is used concomitantly with other drugs associated with hepatic injury.

Laboratory Tests

Laboratory abnormalities are associated with the use of interferons. During
Ihe placebo-controlled irials in multiple sclerosis, fiver function tests were
performed at least every 6 months. Liver function tests including serum ALT
are recommended during AVONEX" therapy and should be performed al
baseling, monthly at months 1 through 6, and every 6 months thereatter,
AVONEX" should be initiated wilh caution in patients with a history of
significant liver disease, clinical evidence of active liver disease, alcoho!
abuse, Increased serum ALT (>2.5 times ULN), and in patients receiving
concomitant medications associated with hepatic injury. These patients may
require more frequent monitoring of serum hepatic enzymes. Disconfinuation
or interruption of AVONEX™ should be considered it ALT rises above 5 limes
the ULN. Treatment with AVONEX® should be stopped if jaundice or other
clinical symptoms af liver dystunction appear. In addition ta thase faboralory
tests normally required lor monitoring patients with MS, and in addition to
liver enzyme monitaring {see PRECAUTIONS: Hepatic Injury) complete
blood cell counts and white blood cell differential, platelet counts, and blood
chemisiries, including thyroid function tests, are recommended during
AVONEX" therapy (see WARMINGS: Decreased Peripheral Blood Counts
and ADVERSE EVENTS). These lests should be performed at baseline,
months 1, 3, 6, and every 6 months thereatler, Patients wilh myelosuppression
My require more intensive monitoring of complete blood cell counts, with
diterential and platele! counts

Immunogenicity

Serum neulralizing antibodies were reported 1o develop in only 2% Lo 6% of
AVONEX™-trealed patients. Although the exact clinical significance of antibodies
has not been tully established, there are multiple literature reports indicating
thal the occurrence of neutralizing antibodies with beta interferon ireatment
impacis clinical efficacy, MRI measures and the induction of biological markers.

Drug Interactions

No formai drug interaction studlies have been conducted with AVONEX®. in
the placebo-controlled study, corticosteroids or ACTH were administered for
treatment of exacerbations in some patients concurrently receiving AVONEX®.
In addition, some patients receiving AVONEX® were also treated with
anti-gepressant therapy and/or oral contraceptive therapy. No unexpected
adverse evenls were associated with these concomitant therapies.

Other interferons have been nofed 1o reduce cylochrome P-450
oxidase-mediated drug metabolism. Formal hepatic drug metabolism sludies
with AVONEX® in humans have nol Deen conducled. Hepatic microsomes
isolated from AVONEX®-treated rhesus monkeys showed no influence of
AVONEX® on hepatic P-450 enzyme melabolism activity.

As with ail interteron products, proper monitoring of patients is required it
AVONEX* i given in combination with myelosuppressive agents.

Carcinogenesis and Mutagenesis

Carcinogenesis: No carcinogenicity data for Interferon befa-1a are available
in animals or humans.

Mutagenesis: Interferon bela- 13 was not mutagenic when lesled in the Ames
bacterial test and in an in vilro cylogenetic assay in human lymphocytes in
the presence and absence of metabolic activation. These assays are designed
to detect agents thal interact directly with and cause damage to cellular DNA,
[nterferon beta-1a is a glycosylated profein that does not directly bind to DNA.

Impairment of Fertility

No studies were conducted to evaluate the effects of interferon beta on fertility
in normal women or women with MS. 1t is not known whether AVONEX" can
affect human reproductive capacity, Menslrual irregularities were observed in
monkeys administered interferon beta al a dose 100 times the recommended
weekly human dose (based upon a body surface area comparison). Anovulation
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and decreased serum progesterone levels were also noted transiently in some
animats, These effects were reversible atter discontinuation of drug.
Treatment of mankeys with interleron beta at 2 times the recommended weekly
human dose (based upon a body surface area comparison) had no effects on
cycle duration or ovulation,

The accuracy of exrapolating animal doses to human doses is not known.
In the placebo-contralled study. 6% of patients receiving placebo and 5%
of patients receiving AVONEX® experienced menstrual disorder. If menstrual
irregularities occur in humans, it is not known how fong they will persist
following reatment.

Pediatric Use
Salety and etlectiveness have nol been eslablished in pediatric patients below
the age of 18 years.

Information 1o Patients

Patients should be informed of the most comman adverse events associated
with AVONEX™ administration, including symploms associaled with flu
syndrome (see ADVERSE EVENTS).

Symptoms of flu syndrome are most prominent at the initiation of therapy
and decrease in frequency with continued treatment. In the placebo-controlied
sludy, patients were instructed 1o take 650 mg acetaminophen immediately
prioe ta injection and lor an additional 24 hours atter each injection lo modulate
acute symptoms associated wilth AVONEX™ administration.

Patients should be advised not to stop or modily their treatment unless
instructed by therr physician,

Patients should be cautioned 1o report depression of suicidal ideation

{see WARNINGS).

Patients should be informed about the risk of decreased blood counts
including white blood cells and platelel counts and of the requirement for
periodic laboratory testing (see WARNINGS). Patients should be advised
10 repord immediately any clinical symploms associated with blood count
abnormalilies and laboratory testing should be performed according 1o
standard medical practice (sez WARNINGS). Palients with myelosuppression
may require more intensive meniloning of complete biood cell counts, with
differential and platelet counts.

Patients should be informed of the potential risk of liver injury with AVONEX®
therapy, and of the req) it for Irequent y lesting (see
PRECAUTIONS). Patients should be informed of the symptoms suggesting
liver dystunction, such as loss of appetite accompanied by ather symploms
such as nausea, vomiting, and jaundice, and advised to consull with their
physician immediately should such symploms arise.

Patients should be instructed to report any symploms of thyroid dysfunction
{hypo or hyperthyroidism) and thyroid funclion tests should be performed
according 1o standard medical practice (see PRECAUTIONS).

Female patients should be advised aboul the abortifacient potential of AVONEX™
and insiructed 1o take adequale conlraceptive measures (see PRECAUTIONS).
When a physician determines that AVONEX® can be used outside of the
physician's office, persons who will be administering AVONEX" should receive
instruction in reconstitution and injection, including the review of the injection
procedures. |f a patient is to sell-administer, 1he physical ability of thal patient
1o self-inject intramuscularly should be assessed. Il home use is chosen, the
firs! injection should be performed under the supervision of a qualified health
care professional. Patients should be advised of the importance of rotating
sies of injection with each dose, o minimize the likelinood of injection site
reactions. A punclure-resistani comainer lor disposal of needles and syringes
should be used. Patients should be instiucted in the technique and importance
of proper syringe and needle disposal and be cautioned against reuse of
these ilems.

ADVERSE EVENTS

Relapsing Multipie Sclerosis

The safety data describing the use of AVONEX" (Interferon beta-13) in MS
patients are based on the placebo-controlled trial in which 158 patients wilh
relapsing multiple sclerosis randomized 1o AVONEX® were treated for up lo
2 years.

The 5 most commen adverse events associaled (a1 p < 0.075) with AVONEX®
Ireatment were flu-like symploms (otherwise unspecilied), muscle ache, fever,
chills, and asthenia. The incidence of all 5 adverse events diminished with
continued treatment.

{ne patient in the placebo group atlempted suicide; no AVONEX™-trealed
palients aftempled suicide. The incidence of depression was equal in the

2 treatment groups. However, since depression and suicide have been
reported with other interleron products, AVONEX" should be used with
caufion in palients with depression (sec WARNINGS).

In the placebo-controlled study, 4 patients receiving AVONEX® experienced
seizures, while no seizures ocourred in the placebo group. Of these 4 patients,
3 had na prior history of sewzure. It is nol known whether (hese events were
related fo the eflects of MS alone, 1o AVONEX". or 10 a combination of both
(see PRECAUTIDNS)

Table 1 enumerales adverse events and selected laboratory abnormalities
that ocouried al an incidence of 2% or more among the 158 patients with
relapsing MS treated with 30 meg of AVONEX™ once weekly by IM injection,
Reported adverse events have been classified using standard COSTART
terms. Terms $o general as to be uninformalive or more common in the
placebo-treated patients have been excluded

Mimmdidudldlahﬂhlb“

Adverse Event iy
(I = 143) (N = 158)
Body a3 a Whole
Headache 7% 67%
Flu-like symptoms (otherwise unspecified)” 40% 61%
Pain 0% 24%
Fever™ 13% 2%
Asihenia 13% 1%
Chills* 7% N%
Infection 6% 1%
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Table 1 (continued) Table 1 {continued)
Hmu!unhlndwhbuum MM::‘MHMW

in the Placebo-Controlled Study of Relapsing MS in the Placsbo-Controlled Study of Relapsing MS

Adverse Event Plocebo AVONEC Adverse Event Macebo AVONEX®
=143 (N=158) (N=143)  (N=158)
Abdominal pain 6% 9% Herpes zoster 2% 3%
Chest pain 4% 6% Herpes simplex 1% 2%
Injection site reaction 1% 4% Special Sanses
Malaise 3% 4% Otitis media 5% 6%
Injection site infllammation 0% 3% Hearing decreased 0% 3%
Hypersensitivity reaction 0% 3% Urogenital
Ovarian cyst 0% 3% Vaginitis 2% 4%
Ecchymosis injection site 1% 2% * Significantly associated with AVONEX™ treatment (p < 0.05).
;;::ope 2% 4% Post-Marketing Experience
Vasodilation 1% 49 Anaphylaxis and other allergic reactions have been reported in patients using
Digestive Systom AVONEX™ (see WARNINGS: Anaphylaxis) Decreased peripheral blood
Nausea 3% 2% counts have been reported in palients using AVONEX* (see WARNINGS:
Diarrhea 10% 16% Decreased Peripheral Blood Counts). Seizures, WWUH[_N\EM events,
Dyspepsia 7% 1% and autoimmune disorders also have been reported in association with the
Anorexia B% 7% use of AVONEX® (see PRECAUTIONS)
et g Sy % - single Demyelinating Event
Easinaphils > 10% % 5% The adverse events observed in the placebo-controlled study of patiens
HCT (%) < 32 (females) with a single demyelinating even! were similar lo those observed in the
<37 (males) 19 3% piacebo-controlled study of refapsing MS patients. Patients in this trial

Mh:" s e . (N = 193) initiated AVONEX® trealment while on oral prednisone, which
SGOT 2 3 x ULN 1% 35 was used 1o treat the initial demyelinating evenl. The most common adverse

i events associaled with AVONEX™ (p < 0.05) during the irst 6 months of
Mosculoskelotal System reatment were flu-like syndrome (AVONEX®: 39%. placebo: 22%), fever
Muscle ache 19% % (AVONEX": 17%, placebo: 6%), and chills (AVONEX®: 17%, placebo: 3%).
Athvalgia % % Ahigher propoftion of palients freated with AVONEX® (20%) experienced
Sieep diﬂ’m'“ltw 16% 19% depression, as compared with placebo {13%) (p = 0.05) (see WARNINGS)
Diziness 13% 15% DOSAGE AND ADMINISTRATION
Muscle spasm &% ™ The recommended dosage of AVONEX® (Interferon beta-1a) is 30 meg injected
Suicidal tencency 1% 4% intramuscularly nce & week. AVONEX® is intended for use under the guidance
Seizure S g: :: and supervision of a physician. Patients may seff-inject only if their physician
Ms’”’”m S oy s detesmines that it is appropriate and with medical follow-up. as necessary,
Respiratory System after proper training in IM injection technique.
Upper respiratory tract infection 28% 1% :ﬁmar;ﬂ;;t&%:%ag;r;nn AVONEX™ therapy, please note the following
Sinusitis 7% 18% :
Dyspnea 3% 6% = AVONEX* is contraindicated in patients with a known hypersensilivity
Skin ond Appendages 10 natural or recombinant interferon beta, albumin (human}, or any other
Urticaria % 5% component of the formulation. Anaphylaxis has been observed with the
Alopecia 1% 4% use of AVONEX™.
Nevus 0% 3%

Please also review the WARNINGS and PRECAUTIONS seclions and ensure
appropriate monitoring of patients with depression, hepatic dystunction, 2
history of seizures, cardiac disease. thyroid dysfunction, myelosuppression,
and female patients of child-bearing potential

Patients should be advised of the side-effects of AVONEX” and instructed
on the use of aseptic technique when administering AVONEX" The AVONEX"
Patient Leaflet should be caretully reviewed with all patients, and patients
should be educated on self-care and advised to keep ihe Leaflet for continued
reference during AVONEX® therapy.

AVAILABILITY OF DOSAGE FORMS
AVONEX* {Interferon beta-1a) is availabie as:

Package (Administration Pack) containing 4 Administralion Dose Packs {each
containing ane vial of AVONEX", one 10mL (10cc) diluent vial, two alcohal
wipes, one 3ce syringe, ong Micro Pin®, one needle, one adhesive bandage,
one gauze pad).

Product Monograph available upon request
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DOSAGE AND ADMINISTRATION
REMINYL (gaiantamine hydrobromide) tabiels should only be prescribed by (o
foligwing consultation with) clinicians who are experienced in the diagnasis and
management of Alzheimer's Disgase.
Adults
The dosage of REMINYL shown 1o be effective in controlled clinical trials is
16-32 my/day given as twice dally dosing. As the dose of 32 mg/day is less
well tolgrated than lower doses and does not provide increased effectiveness,
the recommended dose range is 16-24 mg/day given in 3 b.id. regimen. The
dose of 24 mg/day ded not prowde a statistically significant greater chnical
benefit than 16 mg/day. It is possible, however, that a dally dose of 24 mg of
REMINYL might provide additional benefit for some patients.
The recommended starting dose of REMINYL ts 4 mg twice a day (8 mg/day).
Aher a minimum of 4 weeks of treatment, if this dose is well tolerated, the dose
should be increased to 8 mg twice a day (16 mp/day). A further increase to
12 mg twice a day (24 mg/day) atter a minimum of 4 weeks at the previous
dose may be i faliowing appropri of clinical benefit
REMINYL should be administered twice a day, preferably with morning and
evening maals.,
Patients and caregivers should be wamed that if therapy has been interrupted
for several days or longer, the patient should be restarted at the lowest dose
and the dose escalated to the current dose.
The abrupt withdrawal of REMINYL in those patients who had been receing
doses in the effective range was not associaled with an increased Irequency of
anverse events in comparison with those continuing to receive the same dosas
of that drug. The beneficial etfects of REMINYL are los1, however, when the drug
s discontinued.

Concomitant Traatmenm
In patients treated with potent CYP2D6 or CYP3A4 inhitstors, dose reductions
can be considered.
$pecial Populations
Dose escalation for eiderly patients (=85 years old) with low body weight
(especially females) or serious comorbid diseases should be undentaken with
particular caution.

: )
Gatantamine plasma levels may be increased in patients with moderate to

severe hepafic impairment. in patients with moderatety impaired hepatic
function (Child-Pugh score of 7-9), dosing could begin with 4 mg once dasty for
at least 1 week. Then the dosage should be increased 10 4 mg twice a day for
at least 4 weeks. In thes patients, daily doses should not exceed B mg twice
a day (16 mg/day). Since no data are available on the use of REMINYL in
patients with severe hepatic impairment (Child-Pugh score of 10-15), REMINYL
is not recommended for this population (see PRECALUTIONS).

Benal impgirment

For patients with renal impairment (creatinine clearance of 9 to 60 mlL/min),
dose escatation should proceed cautiously and the maintenance dose should
generally not exceed 16 mg/day. Since no data are available on the use of
REMINYL in patients with a creatining clearance less than 9 mi/min, REMINYL
is not recommended for this poputation (see PRECAUTIONS).

Ina population of cognitively-impaired individuals, safe use of this and all other
medications may require supenvision.

PHARMACEUTICAL INFORMATION
Drug Substance
Trade Name: REMINYL
Common Name: galantaming hydrotromide
Chemical Name: (425,6A,8a85)-4a.5.9,10,11,12-
hexahydro-3-methoxy- 11-methyl-6H-
benzofurof3a,3,2- eA[2]benzazepin-6-ol
mvdrohmnide
Structural Formula:
. H
w L
|4.as t-tan.!ib.&aﬁ'}] Hydrobromide (1:1)
Molecutar Formuia: C,H,NO,sHBr
Molecular Weight: 368.27
lonization Constan!: pKa=8.2 {azepine moiety)
Partition Coefficient: log P=1.09, between n-octanol and an
agueous buffer solution at pH=12.0
Metting Point; 257.3C
Description: Gatantamine hydrobromide is a while to
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7022-1 Can @
See pages A-16, A-17
aimost white powder. I i freety solubig in
water (pH=5.2), 0.1 N hydrochioric acid
{pH=1.0 and 0.1 N sodium hydroxide
{pH=8.3),
Composition

REMNYL (galantamine hydrobromide] tabiets are available in three strengths
containing 4, 8, 12 mg of galantamine per tablet, as galantamine
hydrobromide. The inactive ingredients are Iacmse mon:mvdmle
microcrystalline cellulose, colloidal anh silica, crosp

stearate, hydroaypropyl methylcelluioss, propylene glycol, talc, and ‘Htaniym
dioxide. The 4 mg tablet also containg yellow terric oxide. The 8 mg tablet atso
contains red ferric cde. The 12 mg tablet also contains red feric oxide and
FD & C yetiow #6 {also known as orange yeliow S aluminum lake),

REMIN’\‘!. labﬂms shc:.rlﬂ De sttled bmmen 15°C-30°C
AVAHABILITY OF DOSAGE FORMS

REMINYL (galantamine hydeobromide), expressed as galantamine base, i

available as film-coated tablets in the following strengths:

4 my tablets which are off-while, circular, biconvex tablets with the inscrigtion

*JANSSEN® on one side and *G4” on the other side;

8 my tablets which are pink, circular, biconvex tablets with the tscription

*JANSSEN" on one side and "GB" on the other side:

12 mg tablets which are orange-brown, circular, biconvex lablets with the

inscription “JANSSEN" on one side and *G12" on the other side.

REMINYL is availabie in bottles of 60 tabliets and in biisters of 56 tablets per carton,

Product Monograph available to healthcare professionals upon

request.

ﬁ JANSSEN-ORTHO

19 Green Belt Drive, Toronto, Ontario M3C 1L9

Date of Issuance: September 2003
AMPI031032A

© 2003 JANSSEN-ORTHO Inc.
*All trademark rights used under license
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ramipril

PHARMACOLOGIC CLASSIFICATION:
Angiotensin Converting Enzyme Inhibilor

ACTION AND CLINICAL PHARMACOLOGY
mmmﬂmmwmmmmwmmﬂm
ion. ALTACE is rapidty hydroly i

its pnncipal
active metabolite

INDICATIONS AND CLINICAL USE: : ALTACE {ramiprif) is
indicated in the treatment of essenbial hypertension, It may be used alone or in
association with thiaride diuretics. ALTACE shouid normally be used in patients in

while
(bees,
have been avoided when ACE

patients ienci ined life th
recenving ACE inhibitors during desensitization n'amm with hymenoptera
} venom, In the same

wasps] patients, these
inhibitors were tempararily withhald for at least 24 hours, but they have reappeared
umn inadverient rechalleme

2 AsSium-503 SeruUm potassium (greater
Ihan 57 m‘EqJ'u was nnsmed |n npgmrmately 1% of hypertensive patients in
mucal malsmleu wﬂhﬂ.m‘.! lrl most cases these were solaled values which

ig was not

to three days before benlnnlr# therapy with ALTACE to reduce the likelihood of
hypotension {see the diuretic cannot be discontinued, an initial dose
ol 1. ZSWM#LI&CEstdbe used wilh careful medical supervision for several
hours and until blood pressure has stabilized. The dosage of ALTACE should
subsequentty be titrated (as described above) to the optimal response,

{Use in Renal impairment; For patients with a crealinine clearance below 40 mL/min/
1.73 m’ {serum creatinine above 2.5 mg/dL), the recommended initial dose is
1.25 m of ALTACE once daily. Dosage may be litrated upward until blood pressure
is controlled of to a maximum total daily goeeolSm% In patents with severe renal

of mernny in any hypertensive patient. Risk factors for the | of
hyperkalemia may include renal insufficiency, diabetes mellitus, andmeoonpmm

use of agents to treat hypokalemia or other drugs serum

3 m) the maximum total daily
meenl?swdlLT&CEsrmldmibeW

potassium {see PRECALTIONS - Drug Interactions).

Surgery/Anesthesia; In patients undergoing surgery or anesthesia with agents

producing hypotension, ALTACE may biock angetensn Il formation secondary to
y renin release. if i be due tothis

whom treatment with a diuretic or a beta-blocker was found inett has been

associated with unacceptable adverse effects. ALTACE can also be tried as an initial

agent in those patlenls in vmun use of diuretics anc/or beta-blockers are

| conditions in which these drugs fraquently

Cause Sefious imme effects. The satety and eMficacy of ALTACE in renovascular

and therefore, its use in this condition is not

recommended, The safety and efficacy of concurrent use of ALTACE with
anﬁlmmsin mm than thiazide diuretics have not been established.

ALTACE ' nccated following acte myoeariat arcion in clically staie patents
with signs of left mnn'lcuiar dysfunction fo improve survival and reduce
hospitalizations for heart failure. in the ao‘mrm‘s

it maynecnrreﬂed by volume replm
: There is concern, on theoretical grounds, that patients with aortic
musmuwmmmcwnﬂcammmmmwm

Initiation of mrapy reqmres‘ ion of concomitant and baseline
biood pressure and should be instituted under close medical supervision, usually in
a hospital, three fo ten days following an acule myocardial infarction in
haemodynamically stable patients with clinical signs of heart fadure. The
recommended indial dosage of ALTACE is 2.5 mg given twice a day (b.i.d), one in
the morning and one in the evening. f tolerated, and depending on the patient's
response, dosage may be increased by doubling at intervals of one to three days.
Themlmummwmuutmmmmsmmwwm.mm

with vasodilators because they do not develop as much atterioad reduction.
Patients with Imgaired Liver Function: Hepatitis r and/or
elevations of fver enzymes and/or serum bilirubin h d during therapy with

E:nﬁﬂ dose of ALTACE, mmmummmw SUPEnViSion
atleast

ACE inhibitors in patients with or without pre-existing liver abnormalities. In mast
cases the changes were reversed on discontinuation of the drug.

Elevations of liver enzymes and/or serum bilirubin have been reported with ALTACE
(see ADVERSE REACTIONS). Should the patient receiving ALTACE experience any
unexplained symploms particularty during the first weeks or months of treatment. it
is recnrnmmtd that a full set of liver function tests and any other necessary

mmmmmmmmmmwam y v is
nof yel avaiable. (See WARNINGS - Hypotension. |

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
cardipvascular events because of a history of coronary artery disease, stroke,
peripheral artery disease, or diabeles Ihat is accompanied by at least one olher
wdmwmlmmnasnmmmmue\al mmlemmlemrs low
levels, cig

camied oul. Discontinuation of ALTACE should be considered when
appropriate. There are no adequate studies in patients with cirrhosis and/or liver
dysfunction. ALTACE should be used with particular caution in patients with pre-
existing liver abnormalities. In such patients baseling liver function tests should be
obtained before administration of the drug and close monitaring of response and
metabolic effects should apply.

Nursing Mothers: Ingestion of a single 10 mg oral dose of ALTACE resulted in
undetectable amounts of ramipril and its metabolites in breast milk. However,

mmmmm&:m]msmdmedfmmﬂs%mmm lreated

group lo 14.0% in the ramipnl-treated group.

GENERAL: In using ALTACE consideration should be given o the nsk of angicedema

(see WARNINGS). When uuﬂ In pm?rum during the second and third

trimesters, ACE causs Injury or even death of the wuluphg
When pregnancy is mmwemunamm

wulhle (see WARNINGS - Use in Pregnancy, and INFORMATION FOR 11|E

mmumm. ALTACE (ramipril) is contraindicated in patients who are
hypersensitive to this drug, or to any ingredient in the formuéation, or in those patients
who have a history of angioedema

WARNINGS: Angicedema has been reported in patients with ACE

¥ produce low that are not predictable
from single doses, ALTACE should nat be administered to nursing molhers.
Pediatric Use: The satety and eflectiveness of ALTACE in children have not been
established: therefore use in this age group is not recommended.
Use in Elderly: Although clinical expenence has not identified differences in response
between the elderty (65 years) and younger patients, greater sensitivity of some
older individuals cannol be ruled out.
Patient Aleriness: ALTACE may lower the stale of patient alertness and/or reactivity,
particulary at the start of treatment {see ADVERSE REACTIONS).

A dry, persistent cough, which usualty disappears only after withdrawal or

h d until biood p at least an adddtional

hour. 1 a patient becomes hypotensive at this dosage, it is recommended that the
dosage be lowered to 1.25 mg b.i.d. following eflective management of the
hypotension. (see WARNINGS - Hypolension).
Patients who have been fluid or salt depleted, of treated with diuretics are at an
increased risk of hypotension (see WARNINGS ~ Hypolension). An excessive fall in
‘blood pressure may occur particularly in the following: after the initial dose of ALTACE;
after every first increase of dose of ALTACE; after the first dose of a concomitant
diuretic and/or when increasing the dose of the concomitant diuretic. if appropriate.
the dose of any concomitant diuretic should be reduced which may diminish the
likelinood of hypotension {see PRECAUTIONS — Drug Interactions). Consideration
should be given to reducing the initial dose 1o 1.25 mg of ALTACE in these patients.
\Use in Renal Impairment; In patients with impaired renal function (creatinine
dlearance of 20-50 mUmin/1.73 m surface areal, the initial recommended
dasage is genarally 1.25 mg of ALTAGE once daily, Th with
caution up to 1.25 mg of ALTACE twice daily, mmmoupmeﬁnwmmnseand
tolerability,

of
infarction in pmnm.m nwtf-a-mm severe renal failure. tseencmumu
CLINICAL PHARMACOLOGY ~ Pharmacokinetics and Metabotism, PRECAUTIONS -
Renat Impairment).
\Us# in Hepatic Impalrmet. insutficient data is available conceming the use of ramapril
following acute myocardial infarction in patients with heart falture and hepaln:

ACTIONS ANIJ CLINICAL PHARMACOLOGY ~ Pharmacakinetics and Metabalism,
PRECAUTIONS ~ Patients with Impaired Liver Function).

Cough:

lowering of the dose of ALTACE, has been repmea Such should be
as part of the ol cough.

Drug ension may result but can

Angipedema;
inhibitors, including ALTACE wum
invalvement may be fatal Hlawrwlsm«anwmﬁ Imgue o
glottis occurs, ALTACE should be dlswnlmued immediately, the palnenl treated

al care, and carefully abserved until
Ihe swelling  disappears. In instances meswlmisconfmmmemsardhus
mmmmwmmm ings may be
useful in religving sy Where there is invol glattis, or aryn,

likety 1o cause mr obstruction, appropriate therapy (including, but not imited to
0.3 1o 0.5 ml of subcutaneous epinephnine sohution 1:1000) should be administered
promptiy (see ADVERSE REACTIONS).
Thie incidence of angioedema during ACE inhibitor therapy has been reported fo be
Iigher in biack than in non-biack patients. Patients with a istory of angioedema
unvelated fo ACE inhibitar therapy may be at increased risk of angioedama witile
recelving an ACE inhibitor (see CONTRAINDICATIONS).

300 has occurred after admi of ALTACE,

Interactions: Concomilant Diretic Therapy: Hypol

be minimized by discontinuing diuretic ol increasing wt lnlah: prior ln ramipril
treatment and/or reducing initial dose. A olassium: Use
patassium sparing diuretics with caution a«u monfor fseuum; 1
[enin relgase: ALTACE

. Anacs,
The bioavailability of ALTACE and the pharmacokinetics of ramiprilat were not
attected. Diggxin; No change in ramipril, ramipilat or digoxin serum levels. Warfarin;
The co-administration of ALTACE with warfarin Mmtaﬂewme mmgulanlaﬂws
Acengcoumargl: No significant changes. Non-s lamma 143
(NSAID); The anlihypertensive eHfects of ACE inhi mrs may e reduoeu with
concomitant administration of NSAIDs {e.g. indomethacin).

Cartars advarsa aveiils

M of Patients at Risk of lar Events:
Recemmended initial dose: 2.5 mg of ALTACE once daily. Depending on the
Toberability, the dose is gradually increased. 1t is recommended 1o double the dose
n?tetnneweehn‘f treatment and — atter enother three weeks - to mcrease it to
Usual maintenance dose: 10 mg of ALTACE daily (see ACTION AND CLINICAL
PHNI LOGY, WARNINGS and PRECAUTIONS). Dosage recommendations for
special risk groups such as patients with renal or hepatic impairment, or at an
increased risk of hypotension fluid or salt depletion, treated with diuretics) are 1o be
followed as previously descnbed (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
medicinal ingredient ramipril in quantities of 1,25 mg, 5mﬂ 5.0mg, and 10.0mg
respectively. The qualitative formutation for all potencies of ALTACE is: ramipril, pre-

ADVERSE REACTIONS: Essential Hypertension,

North American placebo-controlled clinical trials with ramipril monumzmpj' in
hypertension (n=972) were: hypotension (0.1%); myocardial infarction (0.3%),
oerehmm accident (0.1%); edema (0.2%}; syncope (0.

Hypolension: Sy
usually after the first or second dose o when the dose was increased. ttis mare fikely
1o octur in patients who are volume depleted by diuretic therapy. dietary salt
restriction, dialysis, diarthea, or vomiling. In patients with ischemic heart disease or
cembrm.scular u-mse an excessive fall in blood pressure could result in a
ular accident (see ADVERSE REACTIONS).
Bmmofwmmalfaﬂmmmmmmmm therapy with ALTACE
should be started under close medical supervision. Such patients should be followed
closely for the first weeks of treatment and whenever the dose of ALTACE i increased.
In patients with severe congestive heart failure, with or without associated renal
Insutficiency, ACE inhibitor Iheraw may cause excessive hypotension and has been
associated with oligunia, and/or progressive azolemia, and rarely, with acute renal
tailure andior death.
1t hypotension occurs, the patient should be placed in a supine position and, f necessary,
receive an intravenous infusion of 0.9% sodium chioride. A transient hypotensive
response may not be a contraindication fo further doses which usually can be given
without difficulty once the blood pressure has increased after volume expansion in
hypertensive patients. However, lower doses of ALTACE and/or reduced concomitant
diuretic therapy should be considered. in palients recemng treatment following acute
mmmmwmnmamucﬂm
ADVERSE REACTIONS - DOSAGE
AND ADMINISTRATION - MM dial Infarction).
Neutropenia/Agranulocytosis: Agranulocytosis and bene marrow depression have
been caused by ACE inhibitors. Several cases of agranulocytosis, neutropenia or
leukopenta have been reported in winch a causal relationship to ALTACE cannot be
excluded. mmlmmmadmumm|MDwmbem Peniodic
manitoring of white blood cell ially in patients with
collagen vascular disease and/or renal disease. ise in Pregnancy: ACE inhibitors can
cause fetal and neonatal mortidity and mortality when administered to pregnant
women. Several dozen cases have been reporied in the world literature. When
pregnancy is detected, ALTACE should be discontinued as s00n as possible.
PRECAUTIONS: . As a consequence of inhibiting the remin-
angiotensin-aldasterane system. changes in renal function have been seen in
suscepiible inclviduais. mmmmwmmmemmumw
of the renin-angiolensin-aldsterone system, such as patients with bilateral renal
artery stenosis, unilaleral renal artery slenosis to & solitary kidney, or severe
congestive heart failure, treatment with agents that inhibit this system has been
iated with oligunia, p e azolemia, and rarely, acute renal failure and'or
daath. in Mparlenm concomitant diuretic use may further increase risk.
LUse of ALTACE should include appropriate assessment of renal funclion. ALTACE
should be used with caution in patients with renal may require

insufficiency as they
reduced or less frequent doses (see DOSAGE AND ADMINISTRATION). Close
monitoring of renal function during therapy should be performed as deemed
Wmmmmmmmmmm:}f

2 £ jre; Anaphylacloid reactions have
been runorlau :n pahems dﬂmﬂ w|lh nm qu: ‘membranes {e.g. polyacrylonitrile
[PAN]) and treated concomitantly with an ACE inhibitor. Dialysis smuln be stopped

yil inal cramps, buming, angicedema,
ﬁnrliesanlhreaﬂiandsemtwoteﬂmmr Symptoms are not relieved by
antihistamines, In these patients consideration should be given to using a ditferent
type of daalysis membrane of a ditferent class of antihypertensive agents,

Anaphylaciond Reactions dunng Desensilizaton: There have been isolated repoets of
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i starch NF (as filler, gliding anenl and disintegration agent) and empty
gelatin capsules. Empty gelati capsules for &l

ramipril patients (n=1,244), urred in p

ramipril and a dlureﬂc 0.1%;). The musti?eqmmanmse mmsucurnng in these

trials with ALTACE monotherapy in hypertensive (n=651} were: headache

(15.1%); dizziness (3.7%]: asthenia (3.7%). ches! pain (2.0%); nausea (1.8%);
edema (1.8%); (1.7%). impot

arthritis (1.1%); dyspnea (1.1%). Dlsmmlmm of therapy due to clinical adverse

events was required in 5 patients (0.8%). In placebo-controlled trials, an excess of
upper respiratory infection and fiu syndrome was seen in the ramipnil group. As these

sludies were carmied out before the retationship of cough to ACE i
recognized, some of these evenls may represent ramipril-induced
1-year study, increased cough was seen in almost 12% of ALTACE patients, with
about 4% of ihese patients requiring discontinuation of treatment. Approximatedy 1%
of patients treated with ALTACE monotherapy i North American controlled clinical
trials (n=872) haw required dxsw:hnuamn because of cough.

mm{mmmmmjmwmmmmwm
AMI patients with clinical signs of heart failure considered related
to ALTACE and occumng in more than 1% of stabilized patients (n=1,004) were:
hypatension (10.7%); increased cough (7.6%); dizziness/vertigo (5.6%);
nauseavomiting (3.8%); angina pectonis {2.9%); postural hypotension {2 2%).
syncope (2.1%); heart faiure (2.0); severe/resistant heart faiure (2.0%); myocardial
infarction (1.7%). vomiting (1.6%); headache (1.2%); abnormal kidney function
(1.2%); abnormal chest pain (1.1%); darrhea (1. 1%). Isolated cases of death have
been reported with the use of ramipril that appear fo be retated to hypotension
(including first dose effects), but many of these are difficult to differentiate from

hptHHm 0f ALTACE are composed of
iy all North telatin NF and coloring agents specific 1o each potency (see below).
with e o
1.25mg Yellow iron oxide Titaniym dioxide
(1.5%). rash (1.4%); Teenhim gionide
25mg fedlow iron oxide Titanium dioxide
FO&Credno 3
Titanium dioxide
was
50mg FO & C blue no. 2 Tilanism dioxide
iy b FD& Credno.3
Tilanium dioxide
10.0 mg FD & C blue no, 2 Titanium dicude
FD&Credno.3
Black iron oxide
Titanium dioxide

b} Stability and storage recommendations

Store ALTACE (ramipril) in original contamer at room temperature, below 25°C and
not beyond the date indicated on the container.

AVAILABILITY: No. 4 hard gelatin capsules:

* 1.25 myg (whiteyeliow),

-25mg{'mlefnmhneb

* 5.0 mg [(whi

progression of undertying disease (see WARNINGS
dmmromwmm»@swmmmmmmmbmh
Iaking ramipni {36.7%), compared o 401/982 patients receiving placebo (40.8%).
Clinical Laboratory Test Findings. Im‘.reased creatinine, increases in blood urea
nitrogen (BUN); decreases in gl ¥

of liver enzymes, serum bifirubin, unic acid, it d glucose; proteinria and si
increases in serum potassivm,

DOSAGE AND ADMINISTRATION

Essential Hypertension: Dosage of ALTACE |

ify must be

* 10.0 mg (white/blue)

ALTACE capsules 1.25 mg, 2.5 mg, 5.0 mg and 10,0 mg are packaged in carions of
30 (2 x 15 blister-packed) capsules, Bottles of 100 capsules and 500 capsules also
available.

Product monograph available upon request

Inftiation of theragy requires consideration of recent
the extent of blood pressure elevation and salt restriction. The dnsuge of other
antitypertensive agents being wsed with ALTACE may need to be adjusted
Mongtherapy: initial dosage of ALTACE in patients not on dwretics
15 2.5 mg once daily, shoukd be adjusted according to blood pressure response,
Ily. at intervals of at least two weeks. The usual dose range is 2.5 to 10 mg once
daily. A daily dose of 20 mg should not be exceeded.
In some patients treated once daily, the antihypertansive effect may diminish towards
tne end of the dosing interval, This can be evaluated by measunng blood pressure
just prior to dosing to determine whether satisfactory control is being maintained for
24 hours. If it is not, :mmhmcedanyammﬂmwﬂhﬂEdeaﬂym
of an increase in dose should be consi I blood p not
ALTACE alone, a divretic may be added. After the addition of  diuretic, rtmarna
possibie 0 reduce the dose of ALTACE

Goncomitant Diuretic Theragy. h occasionally may ocour
following the initial dose of ALTACE and is more Inl.dy in mmm are currently
being treated with a diuretic. The diuretic should, if possibie, be discontinued for two

A-54

1. ALTACE Product Monograph. 2. The Heart Outcomes Prevention Evaluation Study
Investigators (HOPE) Trial. Ettects of an angiolensin-converting-enzyme inhibitor,
ramipnl, on cardiovascular events in high-risk patients. N Engl J Med
2000342{3):145-53.

® Registered rade-mark of Aventis Group. Used under licence by (RED) TBA8*
Aventis Pharma Inc., Laval, Quebec H7L 4AB. 50069716
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REAJUIP

Ropinirole (as ropinirole hydrochloride)

TABLETS: 0.25 mg, 1.0 mg, 2.0 mg, 5.0 mg

THERAPEUTIC CLASSIFICATION: AntiParkinsonian Agent / Dopamine Agonist
INDICATIONS AND CUINICAL USE: REQUIP* (ropinirole hydrochloride) ks
indicated in the treatment of the signs and symptoms of idiopathic Parkinson's
disease, REQUIP* can be used both as eary therapy, without concomitant
levodopa and as an adjunct to levodopa. Three year and five year active-
comparator controlied dlinical trials have been conducted.
CONTRAINDICATIONS: REQUIP* (ropinirole hydrochioride) is contraindicated
in patients with a known hypersensitivity to ropinirole hydrochloride or the
excipients of the drug product.

WARNINGS: Sudden Onset of Sleep - Patients receiving treatment with
REQUIP* (ropinirole hydrochloride), and ofher dopaminergic agents have
reported suddenly falling asleep while engaged in activities of daify Fving,
including operating a motor vehicle, which has sometimes resulted in
accidents. Although some of the patients reported somnolence while on
REQUIP*, others perceived that they had no waming signs, such as excessive
drowsiness, and believed that they were alert immediately prior to the event.
Physicians should alert patients of the reported cases of sudden onset of sleep,
bearing in mind that these events are NOT limited to intiation of therapy.
Patients should also be advised that sudden onset of sleep has occurred
without warming signs. If drowsiness or sudden onset of sieep should occur,
patients should immediately contact their physician. Until further information
s available on the management of this unpredictable and serious adverse
event, patients should be wamed not to drive or engage in other activities
where impaired aleriness could put themselves and athers at risk of serious
injury or death {8.0., operating machines). Episodes of falling asieep while
engaged in activities of daily living have also been reported in patients taking
other dopaminergic agents, therefore, symptoms may not be alleviated by
substituting these products. Presently, the precise cause of this event is
unknown. It is known that many Parkinson's disease patients experience
alterations in sieep architecture, which results in excessive daytime sleepiness
o spontaneous dozing, and that dopaminergic agents can also induce
sleepiness. There is insufficient information to determine whether this event is
associated with REQUIP®, all dopaminergic agents or Parkinson's disease
itseif. Orthostatic Symptoms - Dopamine agonists appear to impair the
systemic reguiation of blood pressure with resulting orthostatic symploms of
dizziness or lightheadedness, with or without documented hypotension. These
symptoms appear to occur especially during dose escalation. Therefore,
patients treated with dopamine agonists should be carefully monitored for
signs and symptoms of orthostatic hypotension, especially during dose
escalation (ses DOSAGE and ADMINISTRATION) and should be informed of this
isk. Hallucinations — Early Therapy: In placebo- controlled frials, REQUIP®
{ropinirole hydrochioride) caused hallucination in 5.1% of patients during early
therapy (1.4% in the placebo group). Hallucination was of sufficient severity
that it led to discontinuation in 1.3% of patients. The incidence of hallucination
was dose-dependent. In a 5-year study comparing REQUIP® with levodopa in
early Parkinson's patients, the overall incidence of hallucinations was 17.3%
(311179) for patients treated with REQUIP* and 5.6% (5/89) for levodopa
patients. Hallucinations led to discontinuation of the study treatment in 5.0%
of REQUIP* and 2.2% of levodopa patients. In a 3-year study comparing
REQUIP* with another dopamine agonist, the overall incidence of
hallucinations was 9.5% (16/168) for patients treated with REQUIP* and 9.0%
{15/167) for patients receiving actve comparator. Hallucinations led to
discontinuation of the study treatment in 2.4% of REQUIP® patients and 3.0%
of comparator patients. Concomitant Selegiline: In a 5-year study, REQUIP®
patients receiving concomitant selegiline reported a higher incidence of
hallucinations (23.5%) than did those without (12.2%); this subpopulation
effect was not seen in the L-dopa arm (hallucinations with concomitant
selegiline = 2.0% vs hallucinations without selegiline = 8.0%). Adfunct
Theragy: Hallucinations were experienced by 10.1% of patients receiving
REQUIP* and levodopa, compared to 4.2% receiving placebo and levodopa.
Hallucinations were of sufficient severity that it led to discontinuation in 1.9%
of patients. The incidence of hallucinations was dose dependent.
PRECAUTIONS: Cardiovascular - Since REQUIP* {ropinirole hydrochloride)
has not been studied in patients with a history or evidence of significant
cardiovascular disease including myocardial infarction, unstable angina,
cardiac decompensation, cardiac arrhythmias, vaso-occlusive disease
{including cerebral) or cardiomyopathy, it should be used with caution in such
patients. There is limited experience with REQUIP® in patients treated with
antihypertensive and antiamhythmic agents. Consequently, in such patients,
the dose of REQUIP* should be ttrated with caution. Orthostatic Symgtoms -
Orthostatic symptoms of dizziness or lightheadedness as well as somnolence
may occur during REQUIP® therapy. Neuroleptic Malignant Syndrome - A
symptom complex resembling the neuroleptic malignant syndrome
(characterized by elevated temperature, muscular rigidity, attered
consciousness, and autonomic instability), with no other obvious etiology, has
been reported in association with rapid dose reduction, withdrawal of, or
changes in anti-Parkinsonian therapy. A single spontaneous report of a
symptom complex resembling the neuroleptic malignant syndrome has been
observed in 3 66 year old diabetic male patient with Parkinson's disease, wha
developed fever, muscle stifness, and drowsiness 8 days after beginning
REQUIP* treatment. The patient also experienced acute bronchitis, which did
not respond to antibiotic treatment. REQUIP* was discontinued three days
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betore the patient died. The reporting physician considered these events o be
possibly related to REQUIP® treatment. (see DOSAGE AND ADMINISTRATION).
A single spontaneous report of severe muscle pain has been reported in a 66
year old male patient around his thigh. The reporting physictan considered the
event to be probably related to REQUIP* treatment. Retinal Pathalogy in Rats
- In a two year carcinogenicity study in albino Sprague-Dawey rats, refinal
atrophy was observed at incidences of 0%, 1.4%, 1.4% and 10% of male rats
and 0%, 4.4%, 2.9% and 12.9% of female rats dosed at 0, 1.5, 15 and
50 mg/kg/day respectively. The incidence was significantly highes in both male
and female animals dosed at 50 mg/kg/day. The 50 mgkgiday dose
represents a 2.8 fold greater exposure (AUC) and a 13.1 fold greater exposure
{Crna) 10 ropiniole in rats than the exposure would be in humans at the
maximum recommended dose of 24 mg/day. The relevance of this finding to
humans is not known. Pregnancy — The use of REQUIP® during pregnancy is
nat recommended. REQUIP* given to pregnant rats during organogenesis
(gestation days 8 through 15) resulted in decreased fetal body weight at
60 mg/kg/day (approximately 34 times the AUC at the maximal human dose
of 8 mg Lid.), increased fetal death at 90 mg/hg/day (approximately 5 times
the AUC at the maximal human dose of 8 mg ti.d.) and digital matformations
at 150 mg/kg/day (approximately 8-9 times the AUC at the maximal human
dose of 8 mg 1i.d). These effects occured at matemally toxic doses. There
was no indication of an effect on development of the conceptus at a matemally
towic dose of 20 mg/kg/day in the rabbit. In a perinatal-postnatal study in rats,
10 mg/kg/day of REQUIP* (appraximately 0.5 — 0.6 times the AUC at the
maximal human dose of 8 mg tid.) impaired growth and development of
nursing offspring and altered neurclogical development of female offspring.
Nursing Mothers — Since REQUIP® suppresses lactation, it should nat be
administered to mothers who wish to breast-feed infants. Studies in rats have
shown that REQUIP* andlor its metabolites cross the placenta and are
excreted in breast milk. Consequently, the human fetus and/or neonate may be
exposed b dopamine agonist activity. Use in Women Receiving Estrogen
Replacement Therapy- In female patients on long-term treatment with
conjugated estrogens, oral clearance was reduced and elimination hal-fite
projonged compared to patients not receiving estrogens. In patients, already
recelving estrogen replacement therapy, REQUIP® may be titrated in the
recommended manner according to clinical response. However, if estrogen
replacement therapy is stopped or introduced during treatment with REQUIP®,
adjustment of the REQUIP® dosage may be required. Pediatric Use - Safety
and effectiveness in the pediatric population have not been established. Renal
and Hepatic Impairment — No dosage adjustment is needed in patients with
mild to moderate renal impairment (creatinine clearance of 30 fo 50 mL/min).
Because the use of REQUIP®* in patients with severe renal impairment or
hepatic impairment has not been studied, adminisiration of REQUIP® 1o such
patients is not recommended. Drug Interactions ~ Psychotropic Drugs:
Neuroleptics and other centrally active dopamine antagonists may diminish
the effectiveness of REQUIP®. Therefore, concomitant use of these products is
not recommended. Based on population pharmacokinetic assessment, no
interaction was seen between REQUIP* and Iricyclic antidepressants o
benzodiazepines. Anti-Parkinson Drugs: Based on  population
pharmacokinetic assessment, there were no interactions between REQUIP®
and drugs commonly used to treat Parkinson's disease, ie., selegiline,
amantadine, and anticholinergics. Levodopa: The potential pharmacokinetic
interaction of levodopa/ carbidopa (100 mg/10 mg b.i.d.) and REQUIP® (2 mg
Li.d.) was assessed in levodopa naive (de novo) male and female patients with
Parkinson's disease (n=30, mean age 64 years). The rate and extent of
availability of REQUIP* at steady state were essentially the same with or
without levodopa. Similarty, the rate and extent of availability of levodopa, as
well as its elimination half-life, were essentially the same in the presence and
absence of REQUIP®. inhibitors of CYPIAZ: Ciprofioxacin: The effect of
ciproficxacin (500 mg b.l.d.} on the pharmacokinetics of REQUIP® (2 mg Lid)
was studied in male and female patients with Parkinson's disease (n=12,
mean age 55 years). The extent of systemic availability of REQUIP* was

early-therapy studies and 17.3% in adjunct-therapy studies discontinued
treatment due to adverse reactions. The events resulting in discontinuation of
REQUIP* in 1% or more of patients were as follows: Early therapy: nausea
(6.4%), dizziness (3.8%), apgravated Parkinson's disease (1.3%), hallucination
(1.3%), headache (1.3%), somnolence (1.3%) and vomiting (1.3%). Adjunct
therapy: dizziness {2.9%), dyswinesia {2.4%j, confusion (2 4%), vomiting
{2.4%), hallucination (1.9%), nausea (1.9%), anxety (1.9%), and increased
sweating (1.4%). Patients over 75 years of age (n=130) showed slightly higher
incidences of withdrawal due to hallucination, confusion and dizziness than
patients less than 75 years of age. Most Frequent Adverse Events — Adverse
events occuming with an incidence of greater than, or equal to, 10% were as
follows: Early therapy: nausea, dizziness, somnolence, headache, peripheral
edema, vomiting, syncope. fatigue and wiral infection. Adjunct therapy:
dyskinesia, nausea, dizziness, somnolence and headache. Dopaming agonists,
with an ergoline chemical structure have been associated with adverse
experiences such as retroperitoneal fibrosis, erythromelalgia and pulmonary
reactions. REQUIP* has a novel, non-ergoline chemical structure and no
reports of such events have been observed in clinical trials. Incidence of
Adverse Events in Placebo Controlled Trials ~ The Incidence of postural
hypolension, an event commonly assoclated with initiation of dopamine
agonist therapy, was not notably different from placebo in clinical trials.
However, decreases in systolic blood pressure to < 90 mmHg have been
observed in 13% (<65 years), 16% (65 — 75 years) and 7.6% (>75 years) of
patients treated with REQUIP*. Table 2 lists adverse events that occurred al an
incidence of 1% or more among REQUIP*-treated patients who participated in
placebo-controlled trials for up to one year. Patients were dosed in a range of
0.75 mg to 24 mo/day. Reported adverse events were classified using 2
standard World Health Organization (WHO)-based dictionary terminafogy. The
prescriber should be aware that these figures can not be used to predict the
incidence of adverse events in the course of usual medical practice where
patient characteristics and other factors differ from those which prevailed in
the clinical trials, Similarly, the cited frequencies can not be compared with
figures obtained from other clinical investigations involving different
treatments, uses and investigators. The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution
of drug and non-drug factors to the adverse events incidence rate in the
population studied.

significantly increased when coadministered with ciprofioxacin (AUC

by 1.84 foid). Thus, in patients already receiving CYP1A2 inhibitors such as
ciprofioxacin, REQUIP® therapy may be instituted in the recommended manner
and the dose titrated according to dinical response. However, if therapy with a
drug known to be an inhibitor of CYP1A2 is stopped or introduced during
treatment with REQUIP*, adjustment of the REQUIP* dosage will be required.
Substrates of CYP1A2: Theophytiine: The effect of oral theophylline (300 mg
b.i.d.) on the pharmacokinetics of REQUIP® (2 mg tid.) was studied in male
and female patients with Parkinson's disease (n=12, mean age 59 years).
There was no marked change in the rate or extent of availability
of REQUIP* when coadministered with theophyline. Similarty, coadministration
of REQUIP* with infravenous theophyline {5 mg/kg) did not resul in any
marked change in the pharmacokinetics of theophyliine. I is therefore unkikely

that substrates of CYP1A2 would significantly ater the ph kinetics of
REQUIP*, and vice-versa. [Mganin: The effect of REQUIP* (2 mg tid.) on the
pharmacokinetics of digoxin (0.125-0.25 myg 0.d) was studied in male and
female patients with Parkinson's disease (n=10, mean age 72 years).
Coadministrabon at steady state with REQUIP® resulted in a 10% decrease in
digodn AUC afthough mean trough digowin plasma concentrations were
unatered. However, the effect of higher recommended doses of REQUIP* on
the pharmacokinetics of digoxin is not known. Alcobol: No information is
available on the potential for interaction between REQUIP* and alcohol. As with
other centrally active medications, patients should be cautioned against taking
REQUIP* with aicohol. Psycho-Motor Performance - (see WARNINGS-
Sudden Onset of Sleep).

ADVERSE REACTIONS: Adverse Reactions Associated with
Discontinuation of Treatment — Of 1599 patients who received REQUIP*
{ropinirole hydrochioride) during the premarketing clinical trials, 17.1% in
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TABLE 2
HAoverss svents with incsdence 1% from all placebo-conbrodied
‘earty and sdjunct therapy studies
Earty Therapy Adjunct Thargy
RECUP Pacebo REQUP Puaceto
Wats? W=7 Nz Nai®
% accurmence W acoumincs % ocourmincs % ocoummnes
Autonomic Nervous System
Sweating increased 6.4 41 12 1.7
Mauth Dry 51 34 53 08
Flushing 32 0.7 14 08
Eody a3 a Whole Genoral
Peripheral Edema 134 41 39 25
Fatigue 108 4 - -
Injury = - 106 92
Pain 76 41 53 33
Asthenia 64 14 - -
Drug Level Increased 45 27 6.7 i3
Chest Pain 38 20 - =
Malaisa 32 o7 14 08
Therapeutic Responss
Decreased 19 (R - =
Callulitis 1.3 o0 - =
Infuenza-like Symploms - - 1.0 0.0
Fever - - 1.4 0.0
Cardiovascular General
Syncope ns 14 23 1.7
Hypotansion Postural 64 48 - -
Hypertension 45 kT kL] 33
Hypolension 19 0.0 24 08
Cardiac Fallure - - 1.0 0.0
Tentral and Poripheral Nervous System
Dizziness 401 ns 260 158
o - - g 125
Headache 17.2 170 168 nr7
Ataxia (Faiis) - - 86 a7
Tramoe - = 63 25
Paresthasia - - 53 25
Hyperesthesia 38 20 - -
Dystonia o - 43 42
Hypokinesia - - 5.3 42
Paresis - = 29 0o
Speech Disorder - - .0 oo
Vertigo 19 0.0 - -
(Carpal Tunnel Syndro 07 - -
(Gastroimtestinal System
Nausea 58.9 208 298 183
Vomiting 121 68 72 42
Dyspepsia a6 48 - -
Constipation B3 75 58 13
inal Pain B4 27 8.7 15
Diarrhea - - 48 5
Anoresia is 14 - -
Ratlence 25 14 19 08
Toath Disordes 9 07 14 08
Saliva increased - - 24 08
Colitis 1.3 0.0
Dysphagia 13 00 24 08
Periodontitis 1.3 oo 14 [LE:]
Enuctation - - 14 0.0
Fecal Incontinence - - 10 00
Hemomhaids s e 10 00
- - 1.0 00
Gastrointestinal Disorder (NOS} - = 1.0 00
Tooth - - 10 0.0
Hearing and Vestibular
13 00 = =
Heart Rats and Rhythm
32 20 29 25



https://doi.org/10.1017/S0317167100051246

Sarky Tharsoy Adonct Tharsgy discontinued nmmmar@mm_mswumnm
WO Pewa MO Pk should be reduced from three times daly to twice daily for 4 days. For the
Getw  Mewr Mexs o ei® | remaining 3 days, the frequency should be reduced to once daily prior Io
Heart Rate and Rhythm complete withdrawal of REQUIP*. Renal and Hepatic Impaimment: In patients
e dnig 1 3 o - with mild 1o moderate renal impairment, REQUIP* may be tirated in the
Fibnllation Atrial 19 00 . = recommended manner according fo ciinical response. Patients with severe
Tachycardss Supraventricular 1.3 00 - - renal impairment or on hemodialysis have not been studied and administration KING MEDICAL
v sy S ! = 1l L of REQUIP® to such patients is not recommended. Patients with hepatic
ity 1 B W | e msmm, Cmn Mt R oo THE CANADIAN
Metabolic and Nutritional already receiving estrogen replacement therapy, REQUIP® may be titrated in I A
. . 2% i n b the recommended manner according to cinical response. However, i ELECTRODE PLACE
Hypoglycemia 13 00 : - estrogen repiacement therapy s stopped or started during treatment .
Wusculoskeletal Systsm with REQUIP®, adjustment of the REQUIP® dosage may be required. * AMBU Biue Sensor « Neuroline
rombongg . Z 5 . AVAILABILITY OF DOSAGE FORM: REQUIP® is suppled as  pentagonal * CHALGREN Bar/Ring/Clip Electrodes
Athritis Aggravated 13 0.0 14 00 film-coated Titab® tablet with beveled edges containing ropinirole {as * CLASS A Monopolar Needles
Myocardial, Endocardial, Pericardial Vaive ropinirole hydrochloride) as follows: 0.25 mg — white imprinted with SB and o KENDALL aiiacive's NGTab
Myocardial Ischemia 13 07 = = | 4590 10 mg - green imprinted with SB and 4892; 2.0 mg ~ pale pink esive * Nu
i @i &1 w2 s3 |  imercted with SB and 4833; 5.0 mg — blue tabiets imprinked with SB and * KING MEDICAL Cables & Adapters
Aty - - a.? 3.: 4894. REQUIP* Is available in botes in the pack size of 100 tablets. * MAVIDON Lemon & Green Skin Prep
e i: " 1 42 POl Prochict Morograeh vkt A orecumcnes b sauest * MEDTRONIC Mono/Conc. Needles
it = o 2 29 S * PARKER LAB. Electrode Paste
hvess 25 14 u o 7333 Mississauga Road North * 3M CANADA Micropore » Transpore
Sorbraatiohin - - 14 0o Mississauga, Ontario *D.0. WEAVER Ten20 » NuPrep
Paranaid Reaction - - 14 0o LSN 6L4 . .
wwmvoud 13 00 18 00 i e My P ETON Bo-ject™ » Chalgren * Inoject™
Taing oo ot S Date ofrevisions: March 31, 2004 Large stock of Hypodermic Needles
Apathy - - 1 0.0
Incraased Libido - - 140 oo
Dlacier z : 18 00 Tel 905-833-3545
| @ e Fax 905-833-3543
Rapruductive e W ] ] - E-mail: soren@kingmedical.com
Prostati Disorder - - 10 00 Web Site: www.kingmedical.com
Penis Disorder - - 13 0.0
o gy T i - - W King Medical Ltd.
Infection Viral 108 34 12 BT H
T —— ~ 145 Kingsworth Road
gl " 4 : : King City » Ontario L7B 1K1
Sinusdlis B 27 - =
[Dyspnaa 32 oo 29 7
[Bronchitis 25 14 B -~
Respiratory Disorder 19 4 19 0.0
Praumonia 13 o7 10 o8
e > ¥ 8 & ADVERTISERS INDEX
Pruritss = - 1.0 0.0
mﬁ;%m 51 4 83 25 Aventis
Cysits 3 o1 = < Altace — A-28, A-54
Pyurla - - 18 08
Urinary Incontinence - e 19 08 Baye,r
Retention : 7 - —
el e T Gamunex — A-18, A-19, A-42, A-43
Vascular Extracardisc
ool S T Berlex
Vision Abnoemal 57 34 . . Betaseron — A12, A-13, A-24, A-25,
Eye Abnonmality 3_.? 1;4 |_g 0_5
Xarophthalmia 18 [111] l:d n:s A360 A'3?
Cataract = = 1.4 o8 .
L Abvormal . " 14 00 Biogen
TV Cuk i PR oo S 4 00 Avonex — A-16, A-17, A-52, A-53
& Incidence of adverse event <1%. . .
Post-Marketing Experience - Patients beated with REQUIP® have rarely GlaxoSmithKline
reported suddenly falling asleep while engaged in activities of daly living, Imitrex — IBC, A-32, A-33
including operaion of motor vehicles which has sometimes resutted in Requip - A-3, A-55, A-56
accidents {see WARNINGS).
DOSAGE AND ADMINISTRATION: REQUIP® {ropinirole hydrochloride) should Janssen-Ortho
be taken three times daly, While administration of REQUIP® with meals may sl AE AL }
improve gastrointestinal tolerance, REQUIP* may be taken with or without Remmyl A-5,A-44,A-45,
food. The recommended starting dosage is 0.25 mg three times daily. Based A-46, A-53
on individual pabent response, dosage should then be titrated by weekly Topamax — A-8, A-9, A-34, A-35
increments of 0.25 mg per dose as described in the table below. Ater week
4, daily dosage may be increased by 0.5 to 1.0 mg per dose on a weekly basis Lundbeck
until an optimal therapeutic response is established. Smaller dose increments A i - n
are recommended for patients who may be at risk for orthostatic symptoms, Keppra A-26,A-27, A-40, A-41
Pfizer
Week
1 2 3 1 Aricept - OBC, A-29
Unit Dose (mg) 025 05 075 10 Lipitor — A-11, A-38, A-39
Total Daily Dose (mg) 075 15 225 30 Serono
In clinical trials, inialbeneit were observed with 3 mg/day and higher doses. Rebif — IFC, A-30, A-31
Doses greater than 24 mg/day have not been included in cinical trials. In a 5- :
year, double-blind study of early therapy in Parkinson's disease patients, the Teva Neuroscience
average daily dose of REQUIP* (based on the observed data set) was 10.1 mg —A-6 AT A- i
at 6 months {median dose = 9.0 mg), 14.4 mg at 3 years (median dose = 15.0 CoPaxone A-6,A-7,A-20,A-21,
mg), and 16.6 mg at 5 years (median dose = 18.0 mg), regardiess of levodopa A‘4?u A*“'S‘ A‘49-
supplementation. When REQUIP® s administered as adjunct therapy 10 A-50, A-51
levodopa, the dose of levodopa may be decreased gradually as tolerated once .
2 therapeutic effect with REQUIP® has been observed. REQUIP* shouid be Classified Ads — A-56, A-57, A-58

https://dg@egpﬁgwwzg)y 7167100051246 Published online by Cambridge University Press ~ A-56


mailto:soren@kingmedical.com
http://www.kingmedical.com
https://doi.org/10.1017/S0317167100051246

_ _ _ _ Palliser Health Region
g) WWW.CINS.0FG  WWW.CINS.OTg  WWW.CNS.Ofg  Www.Cjns.org %
5 5 NEUROLOGIST
9
% . @ The Palliser Health Region invit lications f
Advertisements for Employment . Neuﬁg,;g}:ﬁ;o;;on SECI IS ApPIcRTions Tor
= oy ’
5 opportunltles can now been seen % Activities would be concentrated at Medicine Hat
T . L, Regional Hospital,a 213 acute care bed regional
% on our Web site. 5 referral centre, in a community of 51,000 located in
2 southeastern Alberta, and a referral area with a
g . population of 105,000.
° See www.Cins.org % Candidate should possess a recognized Fellowship
T : ‘ 2 and be eligible for licensure by The College of
% for the lateSt lnformatlon 5 Physicians and Surgeons of Alberta. Attractive
@ relocation package with site paid visits for approved
o ; ; candidates. Remuneration is fee for service.
s To place an advertisement on our website contact: % Inquiries and c.v. can be directed to :
& THE CANADIAN JOURNAL OF k)
Tel: (403) 229.9575: Fax: (403) 229.1661- Vice President — Medical Services
& el: (403) 229-9575; Fax: (403) 225-1661; PALLISER HEALTH REGION
B E-mail: journal @cjns.org % 666 — 5 Street S.W,
G X<k Medicine Hat, Alberta, TI A 4H6
§ o Tel: 403-529-8024; Fax: 403-529-8998
= e-mail: chiefofstaffpalliserhealth.ca
Biosulommm  Biosulommm  Biosulommm  Biossulommm www.palliserhealth.ca

e "f“*%% Are you a Canadian neurologist, neurosurgeon or

& ) o

$ neurology/neurosurgery resident?

S

%' Then the Canadian Congress of Neurological Sciences (CCNS) has
% & a member society for you! Join one of four member societies

%, Q
1 0gs NS representing neurologists and neurosurgeons in Canada and receive
these member benefits:

e Canadian Journal of Neurological Sciences (CJNS) subscription, both print and online. CJNS is a highly respected
international neurological sciences medical journal. Check out the new Journal web site at www.cjns.org.

» Reduced registration fees for the annual scientific meeting, depending on membership category.
The Annual Membership Directory, a handy reference tool
Maintenance of Certification and Continuing Medical Education (CME) opportunities through the annual meeting.
Watch for updates on new Journal-related CME.

e The CCNS newsletter Neuro News
Access to grants, awards and fellowships (some are restricted to members)

» Residents and Fellows receive these benefits for a bargain-priced annual fee of $35.

The four member societies are:

Canadian Neurological Society (CNS)

Canadian Neurosurgical Society (CNSS)

Canadian Society of Clinical Neurophysiologists (CSCN)
Canadian Association of Child Neurology (CACN)

+* 4+ 4

For membership information,
call us at (403) 229-9544; e-mail: brains@ccns.org or check out the CCNS web site at www.ccns.org
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AMERICAN CLINICAL NEUROPHYSIOLOGY SOCIETY

(formerly the American Electroencephalographic Society)

Annual Meeting and Courses
September 29 - October 2, 2004
Montréal Marriott Chateau Champlain Hotel
Montréal, PQ, Canada

Transcranial Stimulation ¢ fMRI ¢ MEG in Epilepsy ¢ Sleep in Neurology
Critical Care Clinical Neurophysiology ¢ Evoked Potentials ® Polysomnography
Peripheral Neurophysiology ¢ Video EEG e Clinical EEG Course

For registration information, contact: The American Clinical Neurophysiology Society
American Clinical Neurophysiology Society is accredited by the
One Regency Drive, P.O. Box 30 Accreditation Council for
Bloomfield, CT 06002 Continuing Medical Education to sponsor
Tel: (860) 243-3977; Fax: (860) 286-0787 continuing medical education for physicians.

acns@ssmgt.com WWW.acns.org

COURSES ® SYMPOSIA ® CONTROVERSIES SESSIONS ® POSTERS ® LECTURES

Canadian Headache Society - Société canadienne des céphalées
GlaxoSmithKline Headache Fellowship Bourse de rechereche clinique en céphalée
This fellowship has been created to support research and Cette bourse a été cré afin de soutenir la recherche
clinical training in the field of headache in Canada. The clinique dans le domaine de la céphalée au Canada. D’une
fellowship is valued at $50,000 and will be awarded for a valeur de 50 000 $, la bourse sera attribuée pour une
one year period. The award will be tenable as of July Ist, période d’un an et prendra effet le ler juillet 2005.

2005. Les candidats doivent étre titulaire d’un dipléme de

Candidates must have an MD or PhD degree. Preference médecine ou d’un doctorat de 3i¢me cycle. Une préférence
sera donnée a ceux qui sont inscrits  un programme de
spécialité approuvé par le Collége royal des médecins et
chirurgiens du Canada. Tous les autres canadidats seront
les bienvenus et leurs demandes seront considérés. Les
demandes doivent contenir un projet de recherche dans le
domaine de la céphalée. La recherche proposé doit étre
entreprise au Canada.

will be given to those who have completed a specialty
program approved by the Royal College of Physicians and
Surgeons of Canada, but others are welcome to apply and
will be considered. Applications must contain a research
proposal relevant to headache. The proposed research must
be done in Canada.

Applications must be received by December 31, 2004. La date limite de réception des demandes de bourse : le
Further details and instructions for applicants may be 3ler decembre 2004.

i m: . (e T .
obtained fro Pour obtenir plus de précisions, écrire a I’adresse suivante:

Canadian Headache Society
Dr. Werner Becker, President
12 Flr, Clinical Neurosciences, Foothills Hospital

Canadian Headache Society
Dr. Werner Becker, Président
12 Flr, Clinical Neurosciences, Foothills Hospital

1403 - 29th St. NW 1403 - 29th St. NW
Calgary, AB T2N 2T9 Calgary, AB T2N 2T9
Tel: (403) 944-4240; Fax: (403) 283-2270 Tel: (403) 944-4240; Fax: (403) 283-2270
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OUR GOALIZ ERO P AI N

IN MIGRAINE

% of Attacks Reduced to Zero Pain ™
(Based on a re trospet tive Analvsis)

most attacks to ZERO* i
* Nearly 1 out of 2 attacks reduced to ZERO -
PAIN™ at 1 hour i
* 2 out of 3 attacks reduced to ZERO PAIN™ at 55
2 hours 40
* 9 out of 10 attacks reduced to ZERO PAIN™ i
at 4 hours _

1 Hour Post Dose" 2 Hours Post Dosé 4 Hours Post Dose

* IMITREX® is effective at any stage of 1:: B IMITREX" 100 mg po
migraine pain® N MiphceD
* IMITREX® at the first sign of pain reduced 5

Adapted from Cady et al. (p<0.05 at 1, 2 & 4 hours)

(=]

“2 and 4 hour post dose time points were the primary endpoints.

SUCCESS WITH JUST ONE DOSE

% of attacks that did not require a second dose
when treated early with IMITREX

* When IMITREX® was taken at first sign of
pain?, 80% of migraine attacks did not require
a second dose?

*Reduced need for a second dose = Potential
cost savings (acquisition cost only)

80%

0 10 20 30 40 50 60 70 80 90 100%

IMITREX® (sumatriptan succinate/sumatriptan) is a selective S-HT; receptor agonist indicated for the acute treatment of
migraine attacks with or without aura.! IMITREX® is not indicated for prophylactic therapy of migraine, or for the
management of hemiplegic, basilar or ophthalmoplegic migraine. Safety and efficacy have not been established for cluster
headache.’

IMITREX?® 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 IMITREX®. IMITREX® is also contraindicated in patients with uncontrolled or
severe hypertension.

The most common adverse events with IMITREX® 100 mg tablets included: nausea (11.0% vs. 5.8% placebo), malaise/fatigue (9.5%
vs. 5.1% placebo), sensations (body regions unspecified) (9.0% vs. 4.5% placebo).

+ Refers to O (zero) on a 4 point pain scale where O=no pain, 1=mild pain, 2=moderate pain and 3=severe pain’
A IMITREX* should not be used prophylactically. Administration during migraine aura prior to other symptoms occurring may not prevent the development of a headache.'
§ Early intervention = treatment Initiated at first sign of pain - when pain was mild, before progression to moderate-severe pain.

# Based on a retrospective analysis, 92 patients treated 118 headaches at first sign of pain, where the original prospective study did not pre-define this end-point. Further investigation using prospective
analysis is required to prove clinical significance.
IMITREX® is a registered trademark, used under license by GlaxoSmithKline Inc. ™used under license by GlaxoSmithKline Inc. Product Monograph available to health care prof 1als upon req

P] ®
IMITRE X
SUMATRIPTAN SUCCINATE

SUMATRIPTAN

D . A faster way back.™ s
GlaxoSmithKline * Onset of action: 10-15 min. subcutaneous, 15 min. nasal spray, 30 min, tablet. (o4C)
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Since its launch, Aricept” sales and prescriptions have been leading ITIS
the way in the fight against dementia of the Alzheimer’s type.' NO WONDER
@ Over six years of excellent efficacy supported by more than 1.4 billion patient days worldwide' " .
.Aw'dmm BT 1
-

_ PRESCRIBED
Aricept’ i indicated for the symplomatic freatment of patients with mild-to-moderate dementia of the Azheimes’s type. and does
not change the undeiyng course of e dsease AD TREATMENT
Wih approprise dose escalaion, 5 mg/d. 10 mo/d and pacebo were shown 10 have comparabls adverse event, e masl 1
common being: danhe, neuses, ineorma, falgue, vomiting, musde camps and ancarexa. These e usualy mid and Yansent, IN CANADA.

resolving with confinued treatment without need for dose: modification.

1 In 3 52 weex, muAcenTe. Souble bird. paceno-conrolied sudy, 286 i o modere AL patents were randomoed 0 recewe Mool 5 mg/d tr

28 days {n="42), folowed by 10 mp/d, as per dincar's udgement, or placebo n=144]
1 0@ 54-meek. muoenee doube-bind, placeto-conoled Sy, 431 mid--mocesae AQ pens were inoomied 1 mosve Aol 5 mgid br 28 das

10 mys terasir o ceceen Once-a-day
§ 2 24-wesk, andomied, doubie-ting, placeho-conraled sty of Avcepr” in 207 mooere AD paents IMMVSE 10 17). Patienss receved oither

@ ®
Aceg?” 5 mg/d for e st 28 diays and 10 mgd thesesher, & par cincian's juogement fn=102). o placebio ir=105) A -
ok gl F'lcep
7 T a1 58 ) ¥
* TV Esa Co Lt foky, oo, Ploe Carac e loenses m —

1 2004, Pow Carat e, Kricang, Ouetec HEL VS NELIROSCIENCES www.alzheimercentre.ca Expel'ience dEﬂnes I.IS.
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