AIMITREX®

(sumatriptan succinate/sumatriptan)

50 and 100 mg Tablet

6 mg Subcutaneous Injection and Autoinjector

5mg and 20 mg Nasal Spray

THERAPEUTIC CLASSIFICATION: Migraing Therapy

PHARMACOLOGIC CLASSIFICATION: 5-HT1 Receptor Agonist

CUNICAL PHARMACOLOGY

IMITREX {sumatriptan succinate/sumatriptan} has been shown to be effective i ln reltev
ing migraing headache. it is an agonist for a vascular 5-hydroxytryptamine,

receptor subtype (a member of the 5-HT, family}, and has only weak affinity Pur .‘rHll
receptors and no significant activity {as measured using standard radmlla_[nd bmdmg
assays) or pharmacological activity at 5-HT2, EvMTs, 5 T4, 5- HTSA, o 5-HT7 receptor
subtypes, or at alphay-, alphay-, or beta-ad mus-

injection, but has only been rarely associated with ischemic ECG changes. Sumatriptan
may cause a short-lived elevation of blood ‘rressure {see CLINICAL PHARMACOLOGY
and CONTRAINDICATIONS). Patients should be cautioned that drowsiness may occur
as a result of treatment with sumatriptan. They should be advised not to perform skilled
tasks e.9. driving or operating machinery if drowsiness occurs.

Concomitant Disease: Since there have been rare reports of seizures occurring,
sumatriptan should be used with caution in patients with a history of epilepsy or
structural brain fesions which fower their convulsive threshiofd.

Concomitant Medications: There have been reports of patients with known hyperf

Table Z Incidence of Treatment-Emergent* Adverse Events Reported by at
least 1% of patients in Controlled Clinical Trials with IMITREX Nasal Spray

sensitivity to sulphonamxdes exhibiting an aIIerglc reaction folla\mng
ranged from
Renal Impairment: The effects of fenal impairment on the eﬁlcacv and safety of

sumatriptan have not been d. Therefore is not r
this patient population.
Hepatic Impairment: The effect of heﬁatlc impairment on the efficacy and safety of

carinic; or benzodlazepms receptors.
Sumamptan activates the 5-HTyg receptor subtype which is present on cranial
arteries, on the basitar artery ané m the vasculatur of dura mater. This action cor-
relates with relief of h effect of
to be due to vassconstriction of cranlal arterigs, which are dilated and ed

has not been evaluated, however, the pharmacokinetic profile of suma-

Placebo 5mg 0mg  20mg
Event n=741 n=4%  n=1007 n=1249
| Atypical:
warm / hot sensation <% 1% <M <%
bummg 1% <1% <1% 1%
nausea / vomiting 15%  17% 15%  16%
Neumlngl:al
/ vertigo <1% 1% 2% 1%
malaise/ fatigue <1% 2% 1% <%

A% 1% <% %

Cardiovascular®:

during a migraine attack.
Experimental data from animal studies shows that sumatriptan also activates 5-HT;
receptors on peripheral terminals of the trigeminal nerve which innervates cranial blum}
vessels. This causes the inhibition of neuropeptide release. It is thought that such an
action may contribute to the anti-migraine action of sumatriptan in humans. Significant
relief he?ms 10-15 minutes following subcutaneous injection, 15 minutes following
intranasal administration and 30 minutes following oraf administration.
Cardiovascular Effects: /n vitro studies in human isolated epicardial coronary arteries
suggest that the predominant contractile effect of 5-HT is mediated via 5-HT2 recep-
tors. However, 5-HT1 receptors also contribute to some degree to the contractile
effect sean, Transient increases in sysmhc and diastolic blood pressure {up to 20
mmHﬁ) of ra&d onset {within minutes), have occurred after intravenous administra-
tion of up to 64 pg/kg (3.2 mg for 50 kg subject) to heatthy volunteers. These changes
wera not dose related and returned to normal within 10-15 minutes. Following oral
of 200 mg or of 40 mg, however, mean peak
increases in blood pressure were smaller and of slower onset than after intravenous
or subcutaneous administration.

triptan in patients with moderate! hepatlc impairment shows that these patients, fol- flushing <1% <i% A% <%
lowing an oral dose of 50 m? have much higher plasma hyp i ycardi A% <% A% <%
than heafthy subjects. Therefore, an oral dose of 50 mg may be considered in patients palpitations A% <% <% <%
isbelieved  with hepatic impairment ) pulsating sensation 0% 0% <% 0%
P: After Cral A ion of ptan 50 mg changes in ECG <1% <1% <1% <1%
to Healthy Vol and Moderatel ly Impaired Patients of Potentially Cardiac Origin®:

Parameter | Moan Ratio {(hepatic impaired/healthy) n=8 90% C1 p-valug neck pain / stiffness <% 0% <1% <l%
e T HoEm | 0w feeling of heaviness <% <% A% <1%
Cmax 6% Bwa% | 0w faeling of tightaess g% 0% % %

- tight feeling in head % 0% A% <%
*Statistically significant pressure sensation <% <I% 1% <%

The pharmacokinetic parameters of 6 mg subcutaneous sumatriptan do not differ
stansncall‘v between normal valunteers and moderately hepatically |mpa|red subjects.
Use in Etderly (>65 years): Experiance of the use of sumatriptan in patients aged over
65 years is fimited. Therefore the use of sumatriptan in patients over 85 years is not
recommended.

Usa in Children (<18 years): The safety and efficacy of sumatriptan in children has not
been estabhshed and its use in this age group is not recommended.

Use in Py studies, performed in rats, have not revealed any
evidence of i |mdpa|red fertilty, or post-natal devel due to suma-
triptan, Repm ucuan smdws performed in rabbits by the oral route, have shown

in cervico-thoracic blood vessel configuration in

Pharmacokinetics: Sum?'l’rlmmn is rapidly ab absorbed after oral, sub and
amean bility of %% after dos-
ing and 14% after oral dosing and 16% after intranasal administration. The low oral
and intranasal bioavailability i is primarily due to metabolism (hepatic and pre-sys-
temic) and partly due to i The oral ption of is
not significantly affected either during mlgrame attacks or by food.
Following an oral dose of 100 mg, a mean Cmax of 34 ng/mL was attained, while the
time to peak plasma lavel was variable (0.5-5 hours). However, 70% to 80% of Cmax
values were attained within 30-45 minutes of oral dosing. The mean plasma half-life
was approximately 2 hours {range 19-2.2 hours). Following a 6 mg subcutaneous
dose {standard injection) in the de md ragion of the arm or thigh or autoinjection into
the thigh, a mean Cmax value of 60 ng/mL was attained at approximately 15 minutes.
Mean plasma haff-ife was appmxlmatelé 2 hours {range 1.7-23 hours). Following a
5 mg, 10 mg and 20 mg intranasal dose, Cmax values were 4.7 ng/mL, 85 ng/ml and
144 ng/mL, respectively. The time to oak plasma level was 11to 15 hours. The elimina-
tion half life is approximately 2 hours range 1354 hours). Inter-patient and intra-patient

the foetuses. These effects were only seen at the highest dose tested, which affected
weight gain in the dams, and at which blood levels were in excess of 50 times those
seen in humans after p doses. A direct with treat-
ment s cansidered untikely but cannot be excluded. Therefore, the use of sumatriptan
is not recommended in pregnancy.

In & rat fertility study, oral doses of sumatriptan resulting in plasma levels approxi-
mately 150 times those seen in humans after a 6 mg subcutaneous dose and approxi-
mately 200 times those seen in humans after a 100 mg oral dose were associated with
& reduction in the success of inseminatian. This effect did not occur during a subcuta-
neous studl where maximum plasma levels achieved appruxlmatelv 100 times those
in humans by the sub route and approximately 150 times those in humans
by tha oral route.

Lactation: Sumatriptan is excreted in breast milk in animals. No data exists in
humans, therefore, caution is advised when administering sumatriptan to nursing
women,

Drug | ions: Single dose ph kinetic drug i studies have not

variability was nated in most p assessed. ptan is
extensively metabolised by the liver and cleared 1o a fesser extent by renal excration.
The major metabolite, the indole acetic acid analogus of sumatriptan is mainly excreted
in the urine where it is present as a free acid (35%) and the glucuronide conjugate
{11%). ft has no known 5-HT1 or 5-HT2 activity. Minor metabolites have not been identi-

fied. Plasma protein binding of sumatriptan in humans is low (14%-21%). No differences
have been observed batween the pharmacokinetic parameters in heatthy elderty volun-

teers compared with younger volunteers {less than 65 years old).

INDICATIONS AND CLINICAL USES IMITREX {sumatriptan succmaidwmamptan) |s

shown evidence of mteracnons with propranolol, flunarizine, pizotifen or alcohol.
Muttiple doss interaction studies have not been performed.

ADVERSE REACTIONS The most common adverse reaction associated with IMITREX
ly is transient pain
{locaf erythema and burning sensation} at the site of injection. Other side effects which
have bean reported for both the oral and subcutaneous routes, but were more common
for the route, include of tinglin heaL i pressure or
tightness in any part of the body, chest symptoms, flushing, dizziness and feefings of

indicated for the relief of migraine attacks with or without aura.
indicated for prophylactic therapy of migraine, o for the management of ﬁemnpleglc
or basilar migraine,

CONTRAINDICATIBNS IMITREX (sumatriptan succinate/sumatriptan} is con-
tramdlcated in pausms with known hvpersensmvny to any of the components of
the is contr in patients with ischemic heart
disease, anglna psctuns mcludmg Pnnxmetal angma {coronary vasospasm), pre-
vious my ion. Sumatriptan is also
contraindicated in patients xakmg ergotamine contamlng preparations or ergot
derivatives isuch as dlhzdroergmamlne) and in patients raceiving treatment with
monoamine oxidase inhibitors or use within twa weeks of discontinuation of
MAQI therapy. Until further data are available the use of sumatriptan is con-
traindicated in patignts with hemiplegic ]grame basilar migraine and in
patignts receiving treatment with selective 5-HT reuptake inhibitors and lithium.

WARNINGS

There is no experience |n panems with mcem cerebrovascular accidents
or cardiac arrhythmi ). Therefore the use of
IMITREX (sumatriptan succmnts) in these patlems is not recommended.

Sumatriptan should only be used where there is a clear diagnosis of migraine
headache. As with other acute mlgrame therapies, before treating headaches in
patients not pi and in who present
with atyplcal svmp!ums, care shnuld be taken to exclude other potentially serious
ngurological canditions. There have been rare reports where patients received suma-

Transient i in blood 1 pressure arising soon after treatment have
been recorded. H and p have been
reported rarely. Sumatriptan may cause caronary vasospasm in patients with a histo
of coronary artery disease, known to be susceptible to coronary artery vasospasm, and,
very rarely, without prior hlsmry suggestive of coronary artery disease. There have
been rare reports of serious and/orl e- threatemng arrhvthmnas, including atrial fibrilla-
tion, fibrillation, dial infarction, and transient
ischemic ST elevation associated with IMITREX injection (see WARNINGS). Fatigue
and drowsiness have been reported at slightly higher rates for the oral route, as ware
nausea and vomiting; the relationship of the latter adverse reactions to sumatriptan is
not clear. H reactions to have been reported mcludmg]_:
ﬁh\dacnc shock, anaphylactold reactions, rash, urticaria, pruritis and erythema. There

ave been rare reports of seizures, the majority 'of these patients have Gﬁrevmus histo-
ry of epilepsy or structural lesions predisposing to epilepsy {see PRECAUTIONS).

The following tables list the incidence of adverse reactions reported in clinical trials
undertaken with the aral formulation and the subcutaneous injection {Table 1), and
with the intranasal formulation (Table 2).

Most of the avents were transient in nature and resolved within 45 minutes of subcu-
taneous administration and 2 hours of oral or intranasal administration.

Table 1: Incid of Ti E Adverse Events in
Controlled Clinical Trials

S.C.
Tablets Placebo Injection Placebo
Event n=1456 n=296  n=2 n=868
Gastrointestinal:

ondary to an evolving | lesion {i
haemorrhage). In this regard, 1 shuuld be noted that migraineurs may be at risk of

triptan for severe headaches which subsequenﬂy ware shown to have been sec- nausea/ vomiting o 2% 4% 8% %
b accident, h gastric sy 1% <i% 1% <%
dysphagia 1% 0% 1% 0%

centain events {e.g. accident, transient ischemic

gastro-oesi J)hagea! reflux,
stool!

attack). Howaver, if a patient does not respond to the first dose, the

should be taken to review the diagnosis befare a second dose is given.
Sumatriptan has been associated with transient chest pain and tightness which may
mimic angina trectuns and may be intense. Only in rare cases have the symptoms
been identified as the result of coronary vasospasm. The vasospasm may result in
ythmia, ischemia or
sumatriptan hava occurred but are extremely rare. Although it is not clear how many
of these can be attributed to sumatriptan, because of its potential to cause coronary
vasespasm, sumamrtan should not be given to patients i in whom unrecognlzed coro-

. Serious coronary events following

nary artery disease {CAD) is likely without a prior
cular disease. Such panents include postmennpausal wamen, ma|es over 40, patients
with risk factors for CAD (|
smoking, or strong family hlsmrv of CAD). Consideration should be given to adminis-
tering the first dose of IMITREX injaction in the physician's office to patients in whom
unracognised coronary artery disease is comparatively likely. If the patient experi-
ances symptoms which are severe or persistent and are consistent with angina,
appropriate investigations should be carried out to check for the possibility of
ischemic changes. A careful medical history should be taken before sumatriptan is
prescribed to exclude pra-existing cardiovascular disease. Sumatriptan should be

used with caution in patients in whom there is a concern of ischemic heart disease,
as well as in patients with arterioscleratic diseases such as peripheral and/or cere-
bral vascular disease. There have been rare reports of serious and/or lifs-threatening
arhythmias, including atrial fibrillati icul
and myocardial infarction, as well as transient ischemic ST wave elgvations assoclat

2d with IMITREX injection. Sumatriptan injection should never be given
The dose of iptan should not be
PRECAUTIONS Cluster Headache: There is insufficient inft
and safety of sumnmman in the treatment of cluster headache which is presentin an
older, p male population. The need for prol

repsmd medication in this condition renders the Jusmg information inapplicable for
cluster headache.

General: Prolonged vasospastic reactions have been reported with

chest symptoms {including chest pain) <1% 1% A% <%
throat symptoms {including sore or

swollen throat or throat spasms) 1% <% 2% 3%
Ear, Nose and Throat:

disturbance of nasal cavity/ sinuses 3% 5% 3% 4%

throat 1% <% % 3%
Miscellaneous:

disorder of mouth and tongue 0% 1% <% <%

disturbance of taste % 15% 0% 5%

*ncludes all events regardless of causality that accurred at a frequency of 21% in any
IMITREX treatment group and were more frequent in this group than in the placebo
group. *These events are included in the table regardless of the incidence in the
{MITREX group.

0f the 3630 patients treated with IMITREX Nasal Spray in clinical trials, there was one
report of a coronary vasospasm related to IMITREX administration.

Minor disturbances of liver function tests have occasionally been observed. There is
no evidence that clinically significant abnormafities occurred more frequently with
sumatriptan than with placebo.

SYMPTOMS AND TREATMENT OF OVERDOSE There have been no reports of
overdosage with IMITREX {sumatriptan succinate/sumatriptan}. Experience with
doses outside of the recommended fabelling are as follows: One patient received
two 6 mg subcutaneous doses within 30 minutes and 1 patient received four 100
myg tablets within 24 hours, with no adverse events. The highest dose of IMITREX
Nasal Spray administered without significant adverse effects was 20 mg given three
times daily for 4 days. If overdosage with sumatriptan occurs, the patient should be
monitored and standard supportive treatment applied as required. Toxicokinetics are
not available. The effect of haemodialysis or perttoneal diafysis on the serum concen-
tration of sumatriptan is unknown.

DOSAGE AND ADMINISTRATION General:
IMITREX (sumatriptan succinate/sumatriptan) is indicated only for the intermittent
troatment of migraine headache with or without aura. Sumatriptan should not be
used prophylactically. Sumatriptan may be given orally or subcutanecusly or as &
nasal spray. In selecting the appropriate formulation for individual patients, consider-
ation should be given to the patient’s preference for formulation and the patient’s
requirement for rapid onset of relief. Significant relief begins about 10-15 minutes fol-
lowing subcutaneaus injection, 15 minutes following intranasal administration and 30
minutes following oral administration.
In addition to relieving the pain of migraine, sumatriptan {all formulations} has also
baen shown to he effectwe in rellevmg associated symptoms of migraine {nausea,
vamiting, ph is equally effective when adminis-
tered at any stage of a migraine attack. Long term {12-24 months) clinical studies with
maxlmum recommended doses of sumatriptan indicate that there is no evidence of
is or medil induced {rebound) headach:
Twenty-four hours should elapse before sumatriptan is taken following any ergota-
mine-containing preparation or ergot derivative (such as dihydroergotamine).
Conversely, ergotaming-containing preparations or ergot derivatives should not be
taken until 6 hours have elapsed following sumatriptan administration.
Tablets: The recommended adult dose of IMITREX Tablets is a single 100 mg tablet,
Clinical trials hava shown that approximately 50-75% of patients have headache relief
within two hours after oral dosing, and that a further 15-25% have headache relief by
4 hours.
However, based on the physician's clinical judgement, a 50 mg dose may be consid-
ered adequate. The appropriateness should be based on the patient’s ngeds and
response to treatment.
It adequats religf has not been attained within 4 hours, additional doses should
0ot be used as they are unlikely to be of clinical benefit. Sumatriptan may be taken
to treat subsequent migraine attacks. Not more than 300 mg should be taken in
any 24 hour period.
The tablet should be swallowed whole with water, not crushed, chewed or split.
Hepatic Impairment: In patients with mild or moderate hepatic impairment, plasma
sumatriptan concentrations up to two times those seen in healthy subjects have been

As
these sffects may be additive, 24 hours should elapse before sumatriptan can be taken

following any

preparations should not be taken until § hours have elapsed fuTlowmg sumatriptan
administration. Sumatriptan should be used with caution in patients y
epilapsy or structural brain lesions which lower their convulsion threshold. Chest, jaw
or neck tightness is relatively common {3-5% in controlled clinical trials} after IMITREX

pp Y diarrhea an s % <1% <% 0% observed. Therefore, a 50 mg dose (single tablet} may be considered in these patients

Neurological: (see Precautions),
hn?hpg . 1% <% 9% 2% Injection: IMITREX Injection should be injected subcutaneousty {on the outside of
malaise fatigue 8% 2% % <% the thigh} using an autoi The d adult dose of iptan is a
dizziness/ vertigo_ 5% 2% 8% 3% single 6 mg subcutaneous injection.
warm/ hot sensation % <% 8% 3% Clinical trials have shown that approximately 70-72% of patients have headache
burning sensation <% 0% % A% relief within ane hour after a single subcutaneous injection. This number increases
numbness . 1% <% 3% 1% t0 82% by 2 hours,
drowsiness/ sedation ‘?% <6% m ‘m If adequate relie has not been attained within 2 hours, additional doses should not be
La < used as they ara unlikely to be of clinical benefit. Sumatriptan may be taken for subse-

Cardiovascular: quent attacks provided a minimum of 1 hour has elapsed since the last dose. Not

obesity, diabetes, flushing <1% 1% 5% 2% more than 12 mg {two 6 mg injections) should be taken in any 24 hour period.
hypertension, tachycardia <1% 0% <1% <1% Administration during migraine aura prior to other symptoms occurring may not
bradycardia <1% 0% <1% 0% prevent the development of a headache.
alpitations <l% <% <% <% Patients should be advised to read the patient instruction leaflet regarding the safe
ypotension <% 0% <% <I% disposal of syringes and needles.
pallor ! <h o 0% <% 0% Nasal Spray: The minimal effective single adult dose of sumatriptan nasal spray is
pulsating sensation <% 0% <1% <% §mg. the maximum recommended single dose is 20 mg.

Symptoms of Potentially Cardiac Origin: If adequate relisf has not been attained within 2 hours of initial treatment, additional
neck pain/ stiffness 2% 0% % A% doses should not be administered for the same attack as they are unlikely to be of
feeling of heaviness 3% % 8% 1% clinical benefit. Sumatriptan may be taken for subsequent attacks provided a mini-

tachycardia pressure sensation 1% <% 6% 1% mum of 2 hours has elapsed since the last dose. Not more than a total of 40 mg
chest symptoms (including chest pain}) 3% <% % 9% should be taken in any 24 hour period.
Y throat Sore or Placebo-controlled clinical trials revealed the following incidence of headache retief,
swollen throat or throat spasms} M 0% Th <% defined as a decrease in migraine saverity from severe or moderate to mild or no
an the efficacy Musculoskeletal: pain, within 2 hours after treatment with intranasal sumatriptan at doses of 5, 10 or
wealknass .’2!& <‘l)% I& <}';2 20mg. (see Table 3 below).
myalgia <
g use and the demand for f“hng of tightness A% 0% % <% Table 3: P ge of patients with headache relief at 2 hours
joint symptoms, backache, Study  Placebo [n} 5my (n) 10mg {n) 2mg {n)
muscle stiffness or cramp A% 0% 0% 0% Swdy 1’ 35% 0] 57% 142) 7% (39) 8% {40)
Miscellaneous: . % a% m o a% SwdyZ 4% (31) 5% (3)  66% (39 74%' {39
g e (R3)  49%7 [177) v i
disorder of mouth and tangue % A% 4% 2% Study 3 % _{63) A% 12 % _{15) G (119}
a histary of disturbance of hearing ! A% 0% <% 0% Swdyd  25% (151) = 4% (288)  S5% (292
visual disturbance <1% 0% <1% <1% Study 32% (198) 44%Y (297} 54%47 {293) 60%"" (288}

Xiv
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SYMPTOMS AND TREATMENT OF OVERDOSAGE
In acute TOPAMAX {topi ) overdose, if the ingestion is recent, the stomach should be emptied immediately by lavag or by induction of emesis.
Activated charcoal has not been shown to adsorb topiramate in vitro,

T its use in overdosage is not ded. T should be appropriately supportive.

Hemodialysis is an effactive means of ing topiramate from the body. Howaver, in the few cases of acute overdosage reported, including
doses of over 20 g in one individual, hemodialysis has not been necessary.

DOSAGE AND ADMINISTRATION

Adults

The recommended total daily dose of TOPAMAX {topiramate) as adjunctive therapy is 200-400 mg/day in two divided doses. 1t is racommended
that therapy be initiated at 50 mg/day, foliowed by titration to an effective dose. Doses above 400 mg/day have not been shown to improve
resp and have been d with a greater incidence of adverse events. The maximum recommended dose is 800 mg/day. Daily doses above
1,600 mg have not been studied.

Titration should begin at 50 mg/day. At weekly intervals, the dose should be increased by 50 mg/day and taken in two divided doses. Dose
titration should be guided by clinical outcome. Some patients may achieve efficacy with once-a-day dosing.

THE RECOMMENDED TITRATION RATE IS:

AM Dose PM Dose

Week 1 none 50 mg
Week 2 50 mg 50 mg
Week 3 50 mg 100 mg
Woeek 4 100 mg 100 mg
Waek 5 100 mg 150 mg
Woeek 6 150 mg 150 mg
Week 7 150 mg 200 mg
Week 8 200 mg 200 mg

TOPAMAX Tablats can be taken without regard to meals. Tablats should not be broken.

Geriatrics

See PRECAUTIONS section.

Pediatrics

As vet there is limited experience on the use of TOPAMAX {topiramate] in children aged 18 years and under and dosing recommendations cannot
be made for this patient population.

Patients with Renal Impairment

In renally impaired subjects { less than 70 mL/min/1.73m?), one half of the usual adult dosa is recommended. Such patients will
require a longer time to reach steady-state at each dose.

Patients Undergoing Hemodialysis

Topi is cleared by h ialysis at a rate that is 4 to 6 times greater than a normal i . Accordingly, a prolonged period of dialysis

p

may cause topiramate cnncemratlon to fall below that required to maintain an anti-sgizure effect To avoid rapid drops m topiramate plasma

during hemodi a ) | dose of topiramate may be required. The actual adjustment should take inta account 1} the
duration of dialysis period, 2} the clearance rate of the dialysis system being used, and 3) the effective renal cl of topil in the patient
being dialyzed.
Patients with Hepatic Disease
In hepatically impaired patients topi plasma are |l d approximately 30%. This mod increase is not considered to

warrant adjustment of the topiramate 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.e., seizure control and avoidance of advers effects.
Such patients will require a longer time to reach steady-state at each dose.

PHARMACEUTICAL INFORMATION

i) Drug Substance

Proper Name: topiramate

Chemical Name: 2,3:4,5-bis-041-methylethylidene)-8-D-fructopy sulfamate

Molecular Formula: Cy;HyNO,S

Molecular Weight: 338.36

Description: Topiramate is & white crystalline powder having a bitter taste. Topiramate is most soluble in alkaline solutions containing sodium
hydroxide or sodium phosphate with a pH of 9 to 10. It is freely soluble in acetone, chiorofarm, dimethylsulfoxide and ethanol. The solubility in
water is 9.8 mg/mL. Its saturated solution has a pH of 6.3.
ii) Composition

TOPAMAX (top } contains the following inactive ing|
starch glycolate, magnesium stearate, purified water,
80 and may contain synthetic iron oxide.

iii) Stability and Storage Recommendations
TOPAMAX Tablets should be stored in tightly closed containers at controtled room temperature {15 to 30°C). Protect from moisture,

AVAILABILITY OF DUSAGE FORMS

: lactose monohydrats pregelatinized starch, microcrystalline cellulose, sodium
wax, hydroxypropy hylcellulose, titanium dioxide, polyethylene glycol, polysorbate

+

TOPAMAX {i ) is available as embossed tablets in the following strengths as described below:
25mg: white, round, coated tablets containing 25 mg topiramate.
100 mg: yellow, round, coated tablets containing 100 mg topiramate.
200 mg: salmon-coloured, round, coated tablets containing 200 mg
topiramate.
Supplied: Bottles of 60 tablets with desiccant.

Product Monograph available on request

REFERENCES:

1. Faught E et al. Topiramate placebo-controlled dose-ranging trial in refractory partial epilepsy using 200-, 400-, and 600-mg daily dosages. Neurofogy
1996; 46:1684-90. 2 TOPAMAX {topiramate) Product Monograph. Janssen-Ortho Inc., 1997. 3. Walker MC and Sander JWAS. Topiramate: a new
antiepileptic drug for refractory epilepsy. Seizure 1996; 5: 199-203. 4. Shorvan SD. Safety of topiramate: adverse events and refationships to dosing.
Epilepsia 1996; 37{Supp!) 2): S18-22.

*Trademark ©Janssen-Ortho Inc, 1987

JANSSEN-ORTHO Inc.

19 Green Belt Drive
North York, Ontario M3C 119
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Table 3: P ge of patients with headache relief at 2 hours

Study — Placebo {n] Smg () W0mg [n) 20mg (v}
Study8® _ 35% (100} - 54%" {108) 63%" {202}
Swdy7  29% {112 - 43%  {109) 62%' {215
Total 208/695 249 482/985 121113
Weighted X% % 9% 0%
Average

\Ruﬁ 25-42% 4-671% 43-61% §5-18%

Headache relief was defined as a decraase in headache severity from severe or mod-
erata to mild or none. n = total number of patients who received treatment. *compari-
sons between sumatriptan doses not conducted ¥p <0.05 versus placebo tp<0.05
versus lower sumatriptan doses + p <0.08vs 5mg - not evaluated

As shown in the table above, optimal retes of headache ralief were seen with the 20
mg dose. Singfe doses above 20 mg shoufg not be used due to iimited safety data and
lack of increased efficacy relative to the 20 mg singte dosa.

Within the range of 5-20 mg, an increase in dose was not associated with any signifi-
cant increase in the incidence or saverity of adverse avents other than taste distur-
bance {See Adverse Reactions).

The nasal spray should be administered into one nostril only. The devics is a ready to
use single dose unit and must not be primed before administration. Patients should
be advised to read the patient instruction leaflet regarding the use of the nasal spray
device before administration.
STABILITY AND STORAGE RECOMMENDATIONS [MITREX Tablets should be
storad at 2°C to 30°C. IMITREX Injection and Nasal Spray should be storad between
2°C to 30°C and protected from light.
COMPOSITION IMITREX TABLETS cantain 100 mg or 50 mg sumatriptan {base) as
the succinate salt, Imitrex Tablets also contain lactose, microcrystalline cellulose,
sodium and ium stearate.
IMITREX INJECTION contains 6 mg sumatriptan {base) as the succinate saltin an iso-
tonic sodium chloride solution.
IMITREX Nasal Spray contains 5 mg, 10 mg or 20 mg of sumatriptan base (as the
hemisulphate salt formed in situ} in an aqueous buffered solution cantaining mono-
basic potassium phosphate, anhydrous dibasic sodium phasphate, sulphuric acid,
sodium hydroxids, and purified water.
AVAILABILITY OF DOSAGE FORMS IMITREX TABLETS 100 mg are pink film-coated
tablats available in blister packs containing 6 tablets, packed in a cardboard carton.
IMITREX TABLETS 50 mg are white film-coatad tablats available in blister packs
containing 6 tablets.
Each tahlet contains 100 mg or 50 mg sumatriptan (base) as the succinate salt
IMITREX INJECTION is available in pre-filled syringes containing 6 mg of sumatriptan
base, as the succinate salt, in an isotonic solution {total volume = 0.5 mL). Syringes are
placed in a tamper-avident camying/disposal case. Two pre-filled syringes plus an
autoing'ector are packed in a patient starter kit. A refill pack is available containing 2 x
2 pre-filled syringes in a carton.
MITREX INJECTION is also available to physicians or hospitals in a single dose vial
{tatal volume = 0.5 mL) containing 6 mg of sumatriptan base, as the succinate salt.
IMITREX Nasal Spray 5 mg and 20 mg are each supplied in boxes of 6 nasal spray
devices (3 X 2 devices). Each unit dose spray supplies 5 and 20 mg, raspectively, of
iptan {base} as the hemisul salt

Product Monagraph available to physicians and ph upon request,
Please contact Glaxo We Inc., 7333 Missi Road N, A
Ontario, L5N bL4.

IMITREX® {sumatriptan succinate/sumatriptan nasal spray) is a registered trade mark
of Glaxo Group Limited, Glaxo Wellcome Inc., licenced use. The appearance, nemely
colour, shapa and size, of the IMITREX® Nasal Spray device is 8 trade-merk of Glaxo
Group Limited, Glaxo Wellcume Inc,, licensed use. Full prescnhmg information svail-
able upon request. Please contact the Glaxo Wellcome Customer Rasponse Centre at
1-800-268-0324.
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