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768/ASTRAZENECA PHYSICIANS' DESK REFER
4 DOSAGE AND ADMINISTRATION
g Seroquel XR—Cont. Single 5 mg dose; may repeat afier 2 hours f needed; not to | FULL PRESCRIBING INFORMATION: CONTENTS?
: exceed 10 mg in any 24-hour period; benefit of a second dose INDICATIONS AND USAGE
i is very important when an ids dicine is ished ( 11  Acute Treatment of Migraine Attacks
' started or when the dose is changed. ----DOSAGE FORMS AND STRENGTHS - -
T  Call the healthcare pmnder nght away to report new | Nasal Spray: 5 mg (3) 2 i Muﬁmﬁ;amwogm cks

or suddm in mood, b or feel- -CONTRAINDICATIONS - ----cx-=sucnse- 22 Hepatic Impairment il

. Keep all follow-up visits with the hea.lthm prvnder
as scheduled. Call the healthcare pi

* Ischemic heart disease, coronary artery vasospasm, or
other sxgmﬁcant underlymg cardiovascular disease (4.1)

DOSAGE FORMS & STRENGTHS
CONTRAINDICATIONS :
.1  Ischemic or Vasospastic Coronary Atte

-

1 t f TIA

' 1ts as needed, especially if you have concerns abaut * (C42) 3 sty o ks o Cerebrovascular Syndromes

&

X ymptoms. : Vascul i nctiading Ssetiaid Peripheral Vascular Dlsease

? Call a hoaMlcan provider ngM away if you or your iamily ; };Z‘:E:Sr&l 3) 1lsSase Lt Uncontrolled H;

& member has any of the foll g sy lyif | . u g Hypertension (4.4) Use within 24 hours of treatment Wwith

Foile

they are new, worse, or worry you:
 thoughts about suicide or dying

o attempts to commit suicide

¢ new or worse depression

© new or worse anxiety

o feeling very agitated or restless

e panic attacks

¢ trouble sleeping (insomnia)

© new or worse irritability

* acting aggressive, being angry, or violent o Serious adverse cardiac events, including acute myocar- 5.2 i of pain, tightn Pressure j
* acting on dangerous impu]sg:sy dial infarction, and life-thr ing disturbances of cardiac 23 g:_s‘ and or *-h-""E"v n::k and jaw

. i ebrovascular Even ;
* an extreme increase in activity and talking (mania) rhythm (5.1) 5.4 Other Vasospasm-Related Events, inclug

. otherunusualrhangesmbehavxorormood
What else do | need to know about medi-

© Do not use ZOMIG within 24 hours of another 5-HT, ag-
onist, ergotamine-containing or ergot-type medication
(4.5)

¢ Hemiplegic or basilar migraine (4.6)

© Do not use ZOMIG within 2 weeks of an MAO-A inhibitor
4.7

* Hypersensitivity to ZOMIG (4.8)

------ WARNINGS AND PRECAUTIONS-----------

. It is strongly recommended that ZOMIG not be given to
in whom ized coronary artery disease

cines?

* Never stop an antidepressant medicine without first talk-
ing to a healthcare provider. Stopping an antidepressant
medicine suddenly can cause other symptoms.

. are medicines used to treat depression

(CAD) is predlcted by the presence of risk factors. In very
rare cases, serious cardiovascular events have been re-
ported in association with ZOMIG in the absence of known
cardiovascular disease. If ZOMIG is considered, patients
should first have a cardiovascular evaluation. If the evalu-

5-HT, agonist, or ergotamme containing
tion, or ergot type medication
46 Hemxpleglc or Basilar Migraine
4.7 istration of MAO-A inhibit
weeks
Hypersensitivity to zolmitriptan
5 WARNINGS AND PRECAUTIONS
5.1 Risk of Myocardial Ischemia and/or
and Other Adyerse Cardlac Events:

ripheral Vascular Ischemia and Colonic
5.5 Serotonin Syndrome
5.6 Increase in Blood Pressure
Binding to Melanin-Containi

1 Tissues:
Laboratory Tests: 1
Drug/Laboratory Test Interactions

REACTIONS

e : s 3 | 6

and other illnesses. It is important to'discuss all the risks | ation is satisfactory, first dose should take place in a physi- SF; ’ :

of treating depression and also the risks of not treating it. uans oﬁce seﬂ:mg (5. l) 69 gl‘::cal Etu.c_iles EXP"'.‘"‘*“"“' th 20!

Patients and their families or other caregivers should dis- ht. and h 7 liRUG INTERACTlh ietmgngp;nence o MIG T

cuss all treatment choices with the healthcare provider, the chest, throat, neck and jaw: generally not assoclated Ereot. k! o

not just the use of antidepressants. with but patients with signs or symp- ! M‘X?)Xofnmtmb' mgmd’ ugs

o Antidepressant medicines have other side effects. Talkto | toms suggestive of angina should be evaluated for the 5 H’l‘- e s ( triptans)

the healthcare provider about the side effects of the med- | presence of CAD (5.2) C-ime::li;&?;:\eagoms 8 SripLans, =

icine prescribed for ‘you or your | family member. * Cerebrovascular events, some fatal (5.3) 3 g . :
. St ek d:a" with mfz:;gi. .« G oy S S0h g STy st 75 Selectxve NSerotomn Re‘:_.ptake‘

cines. Know e medicines that you or your ly | spastic reactions (e.g. R & hord ) (5.4) o or ine

£ to) yndro:
member takes. Keep a list of all medicines to show the | o Patients with symptomatic Wolff-Parkinson-White syn- 8 USE &n sgenrgmma i’OPUlI‘i;TIONS
healthcare provider. Do not start new medicines without | drome or arrhythmias associated with other cardiac acces- 81 Pregnancy

first checking with your healthcare prov:d.er
* Not all anti d for child:

sory conduv:hon pathways should not receive ZOMIG (5.1)

are FDA approved for use in ehlldron Talk to your child’s
healthcare provider for more information.
This Medxcatwn G\nde has been approved by the U.S. Food
for all

and
SEROQUEL XR is a trademark of the AstraZeneca group of

@AstraZeneca 2008, 2009

* P life-th in syndrome, particu-
larly in combmat)un w1th SSR.Is or SNRIs Mommr patients
if t is lly warranted

(5.5, 7.6)
o Increase in blood pressure, very rarely associated with
significant clinical events (4.4, 5.6)

o In controlled studies the most common adverse reactions

8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Hepatic Impairment
9 DRUG ABUSE AND DEPENDENCE
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Dl, smzbutz;b%:h itials LB (= 2% and > placebo) were: unusual taste, paresthesm, hy- 12.3 Pharmacokinetics
Wilmi DE1119850 peresthesla, nausea, pam locatmn specxﬁed pain throat, 12.4 Drug Interactions
SIC XXXX-XX o b i rt of nasal cavity, | 13 NONCLINICAL TOXICOLOGY
P 3 mouth, tightness at (6.1) 13.1 Carci is, Mut: is, Impairm
gg"“ssnedé/o:fm AstraZeneca Pharmaceuticals LP | %, o0+’ SSPECTED ADVERSE REACTIONS, contact Fertility

Shown in Product Identification Guide, page 308

AstraZeneca at 1-800-236-9933 or FDA at 1-800-FDA-1088

13.2 Mutagenesis

or www.fda.gov/medwatch 13.3 Impairment of Fertility
................ DRUG [N'I‘ERACTIONS------~--------- 14. CLINICAL STUDIES
* Ergot-type or erg dications other | 16. HOW SUPPLIED/STORAGE AND HANDLING |

5HT, agonists, and ZOMIG: do not use within 24 hours of

17. PATIENT COUNSELING INFORMATION
17.1 Risk of Myocardial Ischemia and/or Infarts

ZOMIG NASAL SPRAY B | eachother (4.5, 7.1, 7.3) : ;
[z6"mig] © Do not use ZOMIG within 2 weeks of an MAO-A inhibitor Adverse = Cardiac Events,
(zolmitriptan) (4.7,7.2) Vasospasm-related Event, and Cerebrov:

spray, metered for nasal use

o Cimetidine: half-life and AUC of zolmitriptan doubled
(7.4)

Events
17.2 Serotonin Syndrome

HIGHLIGHTS OF PRESCRIBING INFORMATION o SSRI or SNRL: _life-tk i d i;i wce Use
These highlights do not include all the information needed ported during combined use with triptans (5.5, 7 5) 17‘5 A gnan;yp 5o ing
to use ZOMIG NASAL SPRAY safely and effectively. See full | ----<----- USE IN SPECIFIC POPULATIONS -- ST PP“"’e atient Label oy

prescribing information for ZOMIG NASAL SPRAY.
ZOMIG NASAL SPRAY ) spray, d for
nasal use

Initial U.S. Approval: 1997

arning (5.5) 10/2008
Drug Interactions, serotonin syndrome (7.5) 10/2008
Use in Specific Populations, pediatric use (8.4) 10/2008
-------------- INDICATIONS AND USAGE--------=-==--
ZOMIG Nasal Spray is a 5HT g, receptor agonist (triptan)
indicated for:

© Use only after a clear diagnosis of migraine has been es-
tablished (1.2)

e Pregnancy: Based on animal data, may cause fetal

harm. Use ZOMIG during pregr only if the p

benefit justifies the potential risk to the fetus (8. 1

¢ Nursing Mothers: Use with caution while nursing, as it

1s not known if ZOMIG 1s excreted in human milk.
i has been d d in rat milk at levels equal to

or greater than those in maternal plasma (8.3)

¢ Pediatric Use: Efficacy not established in a study in pa-

tients 12-17 years. Adverse reactions similar in nature and

frequency to adults. Not studied in patients under 12 years

(8.4)

zohmtnptan and s:gmﬁcant elevation in blood pressure ob-
served. Use doses <25mg of an oral formulation, with
blood p: ing (2.2, 8.6, 12.3)

{ oiAciite 3 of migraits with.at with aura in | © Geriatric Use: = Safety and effectiveness in patients over of migraine should be reconsidered before ZOMIG“
{ adults (1) 65 not estabh.shed (8 5, 12. 3) istered to treat any subsequent attacks.
{ Important limitations: ¢ Hepat D d of | ZOMIG is not intended for the prophylactic

(]
|

© Not i ded for the prophylactic therapy of
(1.2)
* Not indicated for the

t of cluster headache (1.2)

will be and

ded by

editions

See 17 for PATIENT COUNSELING INFORMATION

informamm are not listed

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

11 Acute Treatment of Migraine Attacks
ZOMIG Nasal Spray is indicated for the acute tres
migraine with or without aura in adults.
1.2 Important Limitations
ZOMIG should only be used where a clear diag
graine has been established. If a patient has no
the first mlgrame attack treated with ZOMIG, the ¢

migraine or for use in the management of hemiplegi®

ilar migraine [see C 4.6)].

Safety and effectiveness of ZOMIG have not bee? %

hshed for cluster headache whlch is present in “
ly male
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3" DESK REFERENQn [ICT INFORMATION ASTRAZENECA/769
GE AND ADMINISTRATION predmpouhon to Prinzmetal’s variant angina before recew— nosed as migraineurs, and in migraineurs who present with

TION: CONTENTS* Treatment of Migraine Attacks ing additional doses of medication, and should be moni yp ympt care should be taken to exclude other
E one dose of ZOMIG Nasal Spray 5 mg for the | electrocardiographically if dosing is resumed and similar | potentiall serious logical conditions. It should be
of acute migraine. If the headache returns, the | symptoms recur. noted that with migraine may be at i d risk

?i'.ls‘RATION f sy be repeated after 2 hours. The effectiveness of a
Migraine Attacks @ge has not been established in placebo controlled
: fhe maximum daily dose should not exceed 10 mg in
RENGTHS pour period.

h olled clinical trials, single doses of 5mg of
stic Coronary Artery D, o an nasal spray were administered into one _m\stzil
1dromes p effective for the treatment of acute migraines in
Disease
tension juals may vary in response to ZOMIG Nasal Spray.
s of treatment with ' armacokinetics of a 5 mg nasal spray dose is similar
gotamine containi s mg oral formulations. Doses lower than 5 mg can
:dlﬁhme . ,ehwved through the use of an oral formulation. The
dministration thereft
MAO- A inhibitors w " of dose, and route of should

Patients with symptomatic Wolff-Parkinson-White syn-
drome or arrhythmma sssocxaﬂed with other cardiac acces-
d should not receive

ZOMIG

Premarketing experience with zolmitriptan

Among the more than 2,500 patients with migraine who
participated in premarketing controlled clinical trials of
ZOMIG Tablets, no deaths or serious cardiac events were
reported. In a premarketing controlled clinical trial of
ZOMIG Nasal Spray, more than 1,300 patients participated
and there were no deaths or serious cardiac events to
b 1
Postmarketing experience with zolmitriptan

of certain cerebrovascular events (eg, stroke, hemorrhage,
transient ischemic attack) [see Contraindications (4.2)].

54  Other Vi Events, including Periph-
eral Vascular Ischemia and Colonic Ischemia

5-HT, agonists, including ZOMIG, may cause vasospastic
reactions other than coronary : arteryvuospasm such as pe-

ripheral and with ab-
dominal pain and bloody dmrrhe&
Very rare reports of and pe; t blind: and

significant partial vision loss have been reported with the

use of 5-HT, agonists. Visual disorders may also be part of a

migraine attack.

Patients who expenenee other uymptoms or signs sugges-
d arterial flow

o on an individual basis. Serious cardiovascular events have been reported in associ- | tive of d ing the use of any 5-HT
Zolmitri of treating an average of more than four head- | ation with the use of ZOMIG Tablets, and in very rare cases, | agonist, such as isch bowel drome or R d’s syn-
AUTIONS ina 30-day period has not been established. these events have occurred in the absence of known cardio- | drome, are candidates for further eval [see Contrain-
Ischemia and/or Impalcmont disease. The trolled nature of p keting | dications (4.3)].
TR T ! with moderate to severe hepatic mpaxrment have | surveillance, however, makes it impossible to  determine de- | 55  Serotonin Syndrome
txghtn ess, preesm d clearance of zolmitriptan and signifi eleva- | finitively the proportion of the reported cases that were ac- | The devel tofap ially life-thr
bt J;w Te in d hmlly cauaed by zolmitriptan or to reliably assess causation | syndrome may occur with triptans, including ZOMIG treat-
e with idual cases. ment, particularly during combined use with selectxve sero-
B A e pressure monitoring is recommended [see Clinical Pad'ants with documented coronary artery disease tonin reuptake inhibi (SSRIs) or
b b Cc;lonicl ) cology (12.3) and Warnings and Pre 6.6)]. | B of the p ial of this class of compound (5-HT, | rine reuptake inhibi (SNRIs). If i treatment
k ” agonists) to cause coronary vasospasm, ZOMIG shouldnot | with ZOMIG and an SSRI (e.g., fluoxetine, paroxetine, ser-
S be given to with d ic or vaso- | traline, ﬁuvoxamme cltalopram, esmtalopra.m) or SNRI
Containing Tisoues: spastic y artery di [see Contraindicatis (e.g. d, care-
€ a ‘ (4.1)]. ful observatmn of the patient is advised, particularly during
FRIsER C y Artery Disease Patients with risk factors for CAD treatment initiation and dose increases. Serotonin syn-
should not be given to patients with ischemic heart It is strongly recommended that zolmitriptan not be given | drome symptoms may mclude mental status changes (e.g.,
ey (angina history of my in whom d coronary artery disease ma), aut ic instability (e.g.,
Tience with ZOMIG onted ’"‘"‘ ischemia) or to patients who have (CAD)m predicted by the presence of risk factors (eg, hyper- | tachycardia, labile blood pressure, hyperthermia), neuro-
! o with | heart dis- | tension, hypercholesterolemia, smoker, obesity, diabetes, | muscular aberrations (e.g., hyperreflexia, incoordination)
P ing ¥ ) I's stmng famﬂy history of CAD, female with surgical or phys- | and/or gastrointestinal symptoms (e.g., nausea, vomiting,
188 nt angina, or other significant P or male over 40 years of age) unless a | diarrhea) [See Drug Interactions (7.5)].
PPL Fiui disease [see Warnings and Precautions (5.1)]. di 1 1 provides satisfactory clinical evi- | 5.6  Increase in Blood Pressure
b 4 : Cerebrovascular Syndromes & dence tbat the patient is reasanably free of coronary artery | As with other 5-HT, agonists, significant elevations in sys-
i Rouptake ' Tahibl should not be given to patients with and i dial disease or other significant under- | temic blood pressure have been reported on rare occasions
phme Rouptake Inhik including (but not limited to) stroke of any | jying cardiovascular disease. The sensitivity of cardiac di- | with ZOMIG Tablet use, in patients with and without a his-
P as well as transient ischemic attacks. [see Warnings to detect cardi lar disease or pre- | tory of hypertension; very rarely these increases in blood
ULA’I'IONS wd Precautions (5.3)]. disposition to coronary artery vasospasm is modest, at best. | pressure have been associated with significant clinical
Peripheral V"""f"" Disease . If, during the di the p t's med- | events. Zolmitriptan is contraindicated in patients with un-
G should not be given to patients with peripheral vas- | jca] history, el di hic or other i tions re- trolled hypertension. In volunteers, an increase of 1 and
disease including (but not limited to) ischemic bowel | yeal findi dicative of, or consi with, coronary ar- | 5 mm Hg in the systolic and diastolic blood pressure, respec-
[see Warnings and Precautions (5.4)]. tery P y dial ischemia, zolmitriptan should | tively, was seen at 5 mg. In the headache trials, vital signs
. Uncontrolled Hypertension y not be admini: d [see Contraindications (4.1)]. were measured only in the small inpatient study and no ef-
>ENDENCE use ZOMIG may increase blood pressure, it should not | For patients with risk factors predictive of CAD, who are | fect on blood pressure was seen. In a study of patients with
1 to with Isee | determined to have a snt:sfactory cardiovascular evalua- moderate to severe liver disease, 7 of 27 experienced 20 to
and Precautions (5.6)]. tion, it is st d that admi; ion of the | 80 mm Hg elevations in systolic and/or diastolic blood pres-
LOGY -Use within 24 hours of treatmant W'ﬂ! another ﬁrst dose of zolmitriptan take place in the setting of a | sure after a dose of 10 mg of zolmitriptan /see Contraindi-
3 4 agonist, or erg or er- ian’s office or similar medically staffed and equipp cations (4.4)].
fype medication 4 facility unless the patient has previously received | An 18% i in mean p was
S and any "Um'“'""‘”“"'“i“' or W““VP‘ med- | gimitriptan. Because cardiac ischemia can occur in the ab- seen followmg dosmg W'Ath another 5—HT1 agomst in a study
JLOGY n (such as dihyd sence of clinical symptoms, wnsxderahon should be gwen to cardiac catheterization.
tagenesis, Impairment not be used withm 24 hours °' each °“""' nor ing on the first of use an el 5.7 Bmding to Melanin-Containing Tissues:
T oo AR ZOMIG and another 5-HT, agonist be used within | (ECG) during the interval immediately following ZOMIG, in | When pigmented rats were given a single oral dose of
of each other [See Drug Interactions (7.1 and | thege patients with risk factors. 10 mg/kg of radiolabeled zolmitriptan, the radioactivity in

lity 4 Hemiol, gic or Basi posu
should not be administered to patients with hemi-
Or hnilar migraine.

ion of MAO-A i within 2 weeks
ldmmistntmn of MAO-A inhibitors or use of
2 weeks of discontinuation of MAO-A
is contraindicated [see Clinical Phar-
I 12. 4} and Drug Interactions (7.2)].

AGE AND HANDLING
% INFORMATION

Ischemia and/or Infa
Cardiac Events, OH
Event, and Cerebrovast¥

itivity to
h. indicated in who are h
5 iptan or any of its i ive ingredi
aiing INGS AND
, > PRECAUTIONS
ed from the full pres Risk of My ial Ischemia and/or and
Card:ac Events:

Events and Fatalities with 5-HT; Agonists Serious
ﬁ::rdlac events, including acute myocardial infarc-
reported within a few hours following ad-

TION

S3AGE

It is recommended that patients who are intermittent long-
term users of ZOMIG and who have or acquire risk factors
predictive of CAD, as described above, undergo periodic in-

the eye after 7 days, the latest time point examined, was
still 75% of the value measured after 4 hours. This suggests
that zolmitriptan and/or its metabolites may bind to the
there could be accumulation in

melanin rich tissues over time, this raises the possibility
that zolmitriptan could cause toxicity in these tissues after
» no effects on the retina related to

terval cardi I as they to use lanin of the eye. Bl
ZOMIG.

The systematic approach descnbed above is mhended to

reduce the likelihood that with d car- xtended use. H
diovascular disease will be inadvertently exposed to

zolmitriptan.

52 S of pain, tigh p in the chest | thoughno

and or throat, neck and j jaw

As with other 5-HT, of tigh

, and h in the pr di throat, neck
and j jaw ‘have been reported after treatment with ZOMIG
Tablets. Because 5-HT; agonists may cause coronary vaso-

spasm, pati who i signs or sugges-
tive of angina followmg dn.smg shuuld be evaluated for the
of CAD or a predi to Pri I's variant

yraine Attacks
ed for the acute treat?

tion of zolmitriptan. Life-threatening disturbances
thythm, and death have been reported within a
t"’n‘Wﬂng the administration of other 5- HTl ago-
denng the extent of use of 5 HT, agonists in pa-
h’mgm!ne the incidence of these events is ex-

%an cause coronary artery vasospasm; at least one
®vents occurred in a patient with no cardiac disease

sred before ZOMIG is 4%

angma before mcewmg add:hona] doses of medication, and
should be itored elect ly if dosing is re-
sumed and similar symptoms occur. Patients shown to have
CAD and those with Prinzmetal’s variant angina should not
receive 5-HT,; agonists [see CONTRAINDICATIONS (4.1)].
5.3  Cerebrovascular Events

Cerebral hemorrhage, subarachnoid hemorrhage, stroke,
and other cerebrovascular events have been reported in pa-

treatment with zolmitriptan were noted in any of the toxic-
ity studies including those conducted by the nasal route Al-
ic monitoring of ophthalmol

was undertaken in clinical trials, and no specific recommen-
dations for ophthalmologic monitoring are offered, prescrib-
ers should be aware of the possibility of long-term ophthal-
mologic effects.

5.8 Laboratory Tests:

No monitoring of specific lab y tests is ded
59 Drug/Laboratory Test Interactions

Zolmitriptan is not known to interfere with commonly em-
ployed clinical laboratory tests.

6  ADVERSE REACTIONS

6.1 Clinical Studies Experience

Because clinical studies are conducted under widely varying
conditions, adverse reaction rates observed in the clinical
studies of a drug cannot be directly compared to rates in the
clinical studies of another drug and may not reflect the

t attacks. ad with documented absence of coronary artery | tients treated with 5-HT; agonists, and some have resulted | rates observed in practice.
‘he prophylactic th uge, use of the close proximity of the events to | in fatalities. In a number of cases, it app ible that | Serious cardiac fudi dial inf
igement of hemiplegic ) a causal relationship cannot be excluded. In' | the cerebr lar events were primary, the agonist hav- | have occurred following the use of ZOMIG Tablets. These

"here there has been known underlying coronary
S, the relationship is uncertain. Patients who
;ﬁs or symptoms suggestive of angina follow-
1d be evaluated for the presence of CAD or a

itions (4.6)].

IMIG have not bee?
‘hich is present in %
1 %

ing been administered in the incorrect belief that the symp-
toms experienced were a consequence of migraine, when
they were not. As with other acute migraine therapies, be-
fore treating headaches in patients not previously diag-

For labeling updates or more information, please visit www.PDR.net or consult mobile PDR®

reactions are extremely rare and most have been
in patients with risk factors predictive of CAD. Reactions

Continued on next page
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770/ASTRAZENECA

PHYSICIANS’ DESK REFERg

Zomig Nasal Spray—Cont.

reported, in ion with tri hlve’ juded coro-

uncontrolled studies, the role of ZOMIG in their causation
cannot be relxably detsrmmei Furthermore, variability as-

with reporting, the terminology
used to desv:nbe adverse reactions, etc., limit the value of
the pravxded Reaction fre-

nary .rtory I i
dia, and ventric-

ular fibrillation [See Contraindications, (4.1) and Warn-
ings and Precautions (5.1)1.
Incidence in Controlled Clinical Trials:
Among 464 adult patients treating single attacks with
zolmitriptan nasal spray in a blinded placebo controlled
trial, there was a low withdrawal rate related to adverse
reactions: 5 mg (1.3%), and placebo (0.4%). None of the
withdrawals were due to a serious reaction. One patient
was withdrawn due to abnormal ECG changes from base-
line that was incidentally found 23 days after the last dose
of ZOMIG Nasal Spray. The most common adverse reactions
m clinical tnxls for ZOMIG Nasal Spray were: unusual

i and d
Tahle 1 lists the adverse reactions that occurred in = 2% of
the 236 patients in the 5 mg dose group of the controlled
clinical trial.

Table 1: Adv with an incid of = 2% of

quencies are calculated as the number of patients who used
ZOMIG Nasal Spray and reported a reaction divided by the
total number of patients exposed to ZOMIG Nasal Spray
(n=3059). All reported reactions are included except those
already listed in the previous table, those too general to be
informative, and those not reasonably associated with the
use of the drug. Reactions are further classified within body
system categmes and enumerabed in arder of decreasing

using the fi ad-
verse reactions are those occurring in 1/100 to 1 ,000 pa-
tients and rare adverse reactions are those occurring in
fewer than 1/1,000 patients.

Body:

t:  allergi tion, back pain, chills, cyst, flu
syndrame, infection, jaw pain, pressure other, jaw tzghten-
ing, edema of the face, abnormal laboratory test, neck pam

and neck tight chest heavi chest pain,
and chest pressure
Rare cellulitis, fever, jaw pressure, and neck heaviness
C;

patients in the zolmitriptan 5 mg nasal spray
group by body system and greater than placebo.

Inﬁ'equent an'hyt.hnnas hypertension, syncope, thrombo-

Body System and Ady R i Placebo | 5.0 mg
(N=228) | (N=236)

Rare: angma pectons, bradycardia, atrial fibrillation,
myucardml infarct, vasodilation, and vascular disorder

arising from both ‘domestic and non-domestic y
zolmitriptan. The reactions enumerated include o'
those already listed in the ADVERSE REACTIQ
above or those too general to be mfm‘mshve
mports cite reactions reported sp
ket . freq =
the role of zolmitriptan in their causation cannot
determined.
Cardiovascular:
Coronary artery i
angina pectoris, and myocardial miarchon
Digestive:
Very rare gastroi
splenic infarction, ischemic colitis and gastmm
faretion or necrosis have been reported; these 2
as bloody diarrhea or abdominal pain. [See Warpjp.

Ik Wb 4

Precautions (5.4)]. 5
General: 3
As with other 5- HT 184D agomsts there have been
reports of phyl d reactiong;

tients recemng ZOMIG There have baen Tare repory

Serotonin syndrome has also been reported durmg i

marketing period [see Warnings and Precautions (58
Neurological: B
As with other acute migraine treatments includipg,
5-HT, agonists, there have been rare reports of

7 DRUG INTERACTIONS
741 Ergot-conmnmg drugs

Atypical Sensations Infi diarrhea, dyspepsia, tongue edema, g :s‘. got ining drugs have been rexrted to caug
tmal der, saliva, Shivat o ere is a thegy
Hyperesthesia 0% 5% f;:re dincden, mmafed cnht‘:: e metaty basis that these effects may be additive, use of ergofy
: containing or ergot-type medications (like dih
Paraesthesia 6% 10% gast.ntls gastromtemcza‘:moma gmglvms, hep::g mine or methysergide) and zolmitriptan within 24
stomatitia ! each other should be avoided [see Contraindicati

Ear/Nose/Throat 5 72 MAO-A Inhihitors

3 3 Rare: hyperthyroidism i MAO-A i the .
Disorder/Discomfort of nasal cavity 2% 3% Hemic: b R and thyroid edema zolnutnptan Therefore, the use of mlmltnptan ind

T g MAO-A inhibitors is

Pain and Pressure Sensations

Inﬁ-equent cyanos:s

St ] Teuk

Mutabolu: Nutrmonal

Pharmacology (12.4) and Contraindications (4. 7)]
7.3  5-HTgyp agonists (e.g. triptans)

T e b Rare: increased weight, dehydration, and peripheral | Concomitant use of other 5-HT,p,p agonists
Pain Throat 1% 4% edema hours of ZOMIG treatment is not recommended [see
A I I indications (4.5)].
Tightness Throat 1% 2% Infi t: arthralgia, joint disorder, and myalg; 74 ' Cimetidine
Rare: bone pain, P i itis and twitchi Foll ration of ci: idine, the half
Digestive Nervous System: AUC of zohmtnptan and its active metabolites were ap)
Infrequent i anmety, atana abnormal imately doubled /see Clmzcal Pharmaoology (12. 4)]
Dry Mouth 0% 2% dinati fusion, d hy- | 78
pertonia, i ia, ner speech disorder, abnormal | Norep p
Nausea 1% 4% thinking, tremor, vertigo, and circumoral paresthesia drome
Rare: apathy, convulsions, abnormal dreams, euphoria, | Cases of life-th i i dre
Neurological hypertonia, irritability, tardive dyskinesia, manic reaction, ported during combined use of sel i
path psychosi a(SSRIs)or i inephrine reup
Somnolence 2% 4% Respiratory: hibitors (SNRIs) and triptans [See Warnings and |
Infrequent: bronchitis, increased cough, dyspnea, epi- | tions (5.5)].
Unusual Taste 3% 21% staxis, laryngeal edema, pharyngitis, rhinitis, sinusitis,
throat discomfort, and voice alteration 8 - USE IN SPECIFIC POPULATIONS
Other Rare: hiccup, hyperventilation, laryngitis, p ia,in- | 8.1  Pregnancy
T creased sputum, and yawning Pregnancy Categvry C. There are no adequate and welll
Asthenia 1% 3% Skin: trolled studies in pregnant women; therefore, zolmitri

Adverse clinical reactions occurring in = 1% and < 2% of
pahents in all attacks of the controlled clinical trial were
pain

Infrequent: pruritus, rash, skin disorder, and sweating
Rare: eczema, erythema, erythema multiform, hair disor-
der, and neoplasm
Spoeial Smm

blyopia, disorder of lacrimation, ear pain,

p e throat, vomiting, headache, tight-
ness chest, dysphagi Ipitation and
aggravation.

The incidence of adverse reactions in controlled clinical tri-
als was not affected by gender, weight, or age of the patients
(18-39 vs. 40-65 years of age), or presence of aura. There
were insufficient data to assess the impact of race on the
-3 " i
Local Adverse Reactions:
Among 922 patients using the zolmitriptan nasal spray to
treat 2311 attacks in the controlled clinical study who were
exposed, across all doses (0.5 to 5 mg), approximately 3%
noted local irritation or soreness at the site of administra-
tion. Ad tions of any kind, perceived in the naso-
pharynx (which may include systemic effects of triptans)
were severe in about 1% of patients and appmximabely 60%

eye pam, parosmxa and tinnitus
Rare: ctivitis, dry eye, ph hobia, and visual field

defect

Urogenital:

Infrequent: polyuria and menorrhagia

Rare: breast caxci.nomx, dysmenon'hea, metrnrrhagia,
breast 1 PAP
smear, utenne dlsorder, en]arged uherme fibroids, ﬁbrucytlc
breast, i cysht\s, urinary
tract infection, kidney pain, pyelonephritis, urinary fre-
quency, urine impaired, and urinary tract disorder

The adverse experience profile seen with ZOMIG Nasal
Spray is similar to that seen with ZOMIG tablets and
ZOMIG-ZMT tablets except for the occurrence of local ad-
verse reactions from the nasal spray (see ZOMIG Tablet

resolved in 1 hour. Nasopl examinations, in a sub- | Prescribing Information).
set of pahents parhclpahng in two long term mals ofupto | 6.2 Postmark-tmg Experience with ZOMIG Tablets
failed ically sig- | The followi tions were identified during post

one year any
nificant changes with mpeated use of ZOMIG Nasal Spray.
All nasopharyngeal adverse reactions with an incidence of
= 2% of patients in any zolmitriptan nasal spray dose
groups are included in ADVERSE REACTIONS Table 1.
Other Adverse Reactions:

In the paragraphs that follow, the frequencies of less com-
monly reported adverse clinical reactions are presented. Be-
cause the reports include reactions observed in open and

approval use of ZOMIG. Because these reactions are re-

ported voluntarily from a population of uncertain size, it is

not always ible to rehably imate their fr or
blish a causal rel to drug

ially important ad-

The following section t
verse reachons that have occurred in clinical practwe and
which have been reported spontaneously to various surveil-
lance systems. The reactions enumerated represent reports

f ion will be by and editions

should be used during pregnancy only if the potenti
efit justifies the potenhal risk to the fetus. In repro
tnnmty st:ud:es in rats and rabhats oral inistrati

d in embryo
ity and fetal abnormahhes (malformations and vari
at clinically relevant exposures. A
When zolmitriptan was administered to pregnant

ing the period of organogenesis at oral doses of IW-
and 1200 mg/kg/day (plasma exposures (AUCs) ~280;
and 5000 times the human AUC at the maximum
mended human dose (MRHD) of 10 mg/day), theré
dose-related increase in embryolethality. A no-effect 60
embryolethality was not blished. When zolm!
was administered to pregnant rabbits during the per*y
organogenesis at oral doses of 3, 10, and 30 mg/*
(plasma AUCs ~1, 11, and 42 times the human AUCE
MRHD), t.here were mcreases in embryolethality
tal i The no-effect dose
verse effects on embrymfetal development was
with a plasma AUC similar to that in humans 2
MRHD. When female rats were given zolmitripta®
gestation, parturition, and lactation at oral doses of!
and 400 mg/kg/day (plasma AUCs ~70, 280, and 1100
that in human at the MRHD), an increased incidenc® %
dronephrosis was found in the offspring. The no
was associated with a plasma AUC ~280 times that
mans at the MRHD. :
83 Nursing Mothers
It is not known whether znlxmtnptan is excreted io 2"
milk. Because many drugs are excreted in human Mm%
tion should be exercised when zolmitriptan is a

Nalox1045
Nalox-1 Pharmaceuticals, LLC
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+ and non-domestic use g
enumerated include ajj
\DVERSE REACTIONS 4
to be informative. Becgy,

woman. Lactating rats dosed with zolmitriptan
n milk equivalent to maternal plasma levels at 1
; 4 times higher than plasma levels at 4 hours.

”dﬂib Use
effectiveness of ZOMIG in pediatric patients
been established; therefore, ZOMIG is not recom-
for use in patients under 18 years of age.
0% " multicenter, double-blind, randomized placebo-
study was conducted to evaluate the efficacy of
g9, tan 5 mg nasal spray in the acute treatment of mi-
it wmhe in 171 evaluable adolescent subjects 12 to
gr of age. Efficacy was not established in that study.
ctions observed in this study were similar in na-
uency to those reported in ZOMIG Nasal Spray
cal trials. The most 1 d adv

eir causation cannot be pg

transient myocardial "

ischemic reactions j

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action
Zolmitriptan binds with high affinity to human recombinant
5 HTyp, and 5 HTg receptors. Zolmitriptan exhibits modest
affinity for 5-HT,, receptors, but has no significant affinity
(as measured by radioligand binding assays) or pharmaco-
logical activity at 5 HT2, 5-HT3, 5 HT4, @y, ag or B, adren-
ergic; H,, Hy, histamini inic; D,, or D, recep
The N-desmethyl metabolite also has high affinity for
5 HTypyp and modest affinity for 5 HT, , receptors.
Current theories proposed to explain the etiology of mi-
graine headache suggest that symptoms are due to local
cranial vasodilatation and/or to the release of sensory
peptiles ( R 7 : = P

peptide,
and calcitonin gene-related peptide) through nerve endings

(= 2% and > placebo) were dysgeusia (7%), nasal
(8%), dizziness (2%), nasal congestion (2%), nau-
), and throat irritation (2%).

Nasal Spray has not been studied in pediatric pa-
under 12 years of age.
arketing experience with tri

nists, there have been vey
maphylactoid reactiong g
re have been rare re

YR R

in the trigeminal system. The therapeutic activity of
zolmitriptan for the treatment of migraine headache can
most likely be attributed to the agonist effects at the
5 HT\g),p receptors on intracranial blood vessels (including

there is a limited number of reports that describe
ients who have experienced clinically serious
events; those that were reported are similar in na-
those reported rarely in adults.
" @eriatric Use
agh the pharmacokinetic disposition of the drug in
derly is similar to that seen in younger adults, there is
o information about the safety and effectiveness of
tan in this population because patients over age 65
cluded from the controlled clinical trials [see Clinical
acology (12.3)]. 2
Impairment
¢t of hepatic disease on the pharmacokinetics of
n nasal spray has not been evaluated. After oral
i tion, zolmitriptan exposure was increased in pa-
ts with severe hepatic impairment, and significant ele-
n in blood pressure was observed in some patients. Be-
of the similarity in exposure, zolmitriptan tablets and
spray should have similar dosage adjustments and
be administered with caution in subjects with liver
generally using doses less than 2.5 mg. Doses lower
mg can only be achieved through the use of an oral
tion. [see Dosage and Administration (2.2) and Clin-
Pharmacology (12.3)].

DRUG ABUSE AND DEPENDENCE
e potential of ZOMIG has not been assessed in clin-

g
ngs and Precautions (5,

ae treatments including g
been rare reports of

olmitriptan within 24 }
1 [see Contraindicationg (

3 the systemic expo
use of zolmitriptan in paf
s contraindicated /see (}
itraindications (4.7)]. %5
g. triptans) .
HT;p;p agonists 3
not recommended /see Congl

cimetidine, the half-life
ctive metabolites were
Pharmacology (12.4)].
teuptake Inhibitors/Ser

thibitors and Serotonin { with acute dose. Clinical study

receiving single 50 mg oral doses of zolmitriptan
ly experienced sedation.
imination half-life of ZOMIG is 3 hours /see Clinical
macology (12.1)] and therefore monitoring of patients
ose with ZOMIG should continue for at least 15
while symptoms or signs persist.
1o specific antidote to zolmitriptan. In cases of se-
oXication, intensive care procedures are recom-
luding establishing and maintaining a patent
% ensuring adeq ion and ilation, and
and support of the cardiovascular system.
SaKnown what effect hemodialysis or peritoneal dialy-
o0 the plasma concentrations of zolmitriptan.
DESCRIPTION
® (mlnnih:iptan) Nasal Spray contains zolmitriptan,
a selective 5 I tamine yp;p (5 HTyp/1p)
:t- ‘ZOImitriptan is c?mmcallly designated as
p = 0o

Noth o], = o1l

tonin syndrome have bess
of selective serotonin

n norepinephrine reuptak
s [See Warnings and

JPULATIONS

are no adequate and

wcy only if the poten
¢ to the fetus. In reps

:xposures (AUCs) ~280;'
\UC at the maximum I®
) of 10 mg/day), theré!

me and has the follawi;-lg chemical structure:

rolethality, A no-effect &% ?

ablished. When zo QJL N
t rabbits during the P NH

of 3, 10, and 30 mg/ Vi

times the human AUGS
in embryolethality &
ans. The no-effect dosé
development was as5®
* to that in humans
Te given zolmitriptal :

N(CHg)

formula jg ¢ N;3O,, representing a molec-
:ation at oral doseﬂ d °f 287.36. Zolfn%ﬁpﬁ isp:ewhi?enfo almost
JCs ~170, 280, and 1% oo 15 eadily soluble in water. ZOMIG Nasal
an increased incide? Plied a5 2 clear to pale yellow solution of
+ offspring. The no-¢! to a pH 5.0. Each ZOMIG Nasal
AUC ~280 times tba* 3 g of zolmitriptan in a 100-pL unit dose
solution containing citric acid, anhydrous,

Hepatic Impairment:

The effect of hepatic disease on the pharmacokinetics of
zolmitriptan nasal spray has not been evaluated. In se-
verely h ically impaired pati , the mean Cpay, T,
and AUCO-» of zolmitriptan dosed orally were increased
1.5, 2, and 3-fold, respectively, pared with !
Seven out of 27 patients experienced 20 to 80 mm Hg eleva-
tions in systolic and/or diastolic blood pressure after a
10 mg dose. B of the similarity in
zolmitriptan tablets and nasal spray should have similar
dosage adjustments and should be administered with cau-
tion in subjects with liver disease, generally using doses less
than 2.5 mg. Doses lower than 5 mg can only be achieved
through the use of an oral formulation /see Dosing and Ad-
ministration (2.2) and Use in Special Populations (8.6)].
Hypertensive Patients: "

No differences in the pharmacokinetics of oral zolmitriptan
or its effects on blood pressure were seen in mild to moder-
ate hypertensive volunt pared with i
controls.

the arterio-venous anastomoses) and sensory nerves of the Race:

trigeminal system which result in cranial vessel constric- | Rot pecti lysis of ph kinetic data bet
tion and inhib of pro infl ¥ peptid J and C: revealed no significant differ-
release. ences for orally dosed zolmitriptan.

123  Pharmacokinetics 124  Drug Interactions

Absorption: All drug interaction studies were performed in healthy vol-

Zolmitriptan nasal spray is rapidly absorbed via the naso-
pharynx as detected in a Photon Emission Tomography
(PET) study using "'C zolmitriptan. Zolmitriptan was de-
tected in plasma by 5 minutes and peak plasma concentra-
tion generally was achieved by 3 hours. The time at which
i plasma ions were observed was simi-
lar after single (1 day) or multiple (4 day) nasal dosing.
Plasma concentrations of zolmitriptan are sustained for 4 to
6 hours after dosing. Zolmitri displays linear kineti
after multiple doses of 2.5 mg, 5 mg, or 10 mg. The mean
relative bioavailability of the nasal spray fi lation is

unteers using a single 10 mg dose of zolmitriptan and a sin-
gle dose of the other drug except where otherwise noted.
Eight drug interaction studies have been performed with
zolmitriptan tablets and one study (xylometazoline) was
performed with nasal spray.

Xylometazoline:

An in vivo drug interaction study with ZOMIG Nasal Spray
indicated that 1 spray (100pL dose) of xylometazoline

102%, compared with the oral tablet.

Zolmitriptan and its active metabolite display dose propor-
tionality after single or multiple dosing. Dose proportional
increases in zolmitriptan and N-desmethyl metabolite Cq,
and AUC were observed for 2.5 and 5 mg nasal spray doses.
The ph kineti limination of zolmitriptan and
its active N-desmethyl metabolite are similar for all nasal
spray dosages. The N-desmethyl metabolite is detected in
plasma by 15 minutes and peak plasma concentration is
generally achieved by 3 hours after administration.

Food has no significant effect on the bioavailability of
zolmitriptan.

Distribution:

Plasma protein binding of zolmitriptan is 25% over the con-
centration range of 10-1000 ng/mL. The mean (+SD) ap-
parent volume of distribution for zolmitriptan nasal spray
formulation is 8.4+3.3 L/kg.

Metabolism:

Zolmitriptan is converted to an active N-desmethyl metab-
olite such that the metabolite concentrations are about two-
thirds that of zolmitriptan. Because the 5HT, gy, potency of

0.1% whv), a d d 30 prior

to a 5 mg nasal dose of zolmitriptan did not alter the phar-
kinetics of zolmitriptan.

Fluoxetine:

The pharmacokinetics of zolmitriptan, as well as its effect
on blood pressure, were unaffected by 4 weeks of pre-
treatment with oral fl ine (20 mg/day).

MAO Inhibitors:

Following one week of administration of 150 mg bid
moclobemide, a specific MAO-A inhibitor, there was an in-
crease of about 25% in both Cpq, and AUC for zolmitriptan
and a 3-fold increase in the Cp,, and AUC of the active
N-desmethyl metabolite of zolmitriptan /see Contraindi
tions (4) and Warnings and Precautions (5)].

Selegiline, a selective MAO-B inhibitor, at a dose of 10 mg/
day for 1 week, had no effect on the pharmacokinetics of
zolmitriptan and its metabolite.

Propranolol:

Conax and AUC of zolmitriptan increased 1.5-fold after one
week of dosing with propranolol (160 mg/day). C,,,. and
AUC of the N-desmethyl metabolite were reduced by 30%
and 15%, respectively. There were no interactive effects on
blood pressure or pulse rate following administration of
propranolol with zolmitriptan.

A B R

the metabolite is 2 to 6 times that of the parent comp
the metabolite may contribute a substantial portion of the
overall effect after zolmitriptan administration.

Excretion:

The mean elimination half-life for zolmitriptan and its ac-
tive N-desmethyl metabolite following nasal spray adminis-
tration are approximately 3 hours, which is similar to the
half-life values seen after oral tablet administration. The
half-life values were similar for zolmitriptan and the
N-desmethyl metabolite after single (1 day) and multiple (4
day) nasal dosing.

Mean total plasma clearance is 25.9 mL/min/kg, of which
one-sixth is renal cl The renal cl is greater
than the glomerular filtration rate suggesting renal tubular
secretion.

Special Populations:

Age:

The pharmacokinetics of oral zolmitriptan in healthy el-
derly non-migraineur volunteers (age 65-76 yrs) was simi-

Asingle 1 g dose of acetaminophen does not alter the phar-
macokinetics of zolmitriptan and its N-desmethyl metabo-
lite. However, zolmitriptan delayed the T,,,, of acetamino-
phen by one hour.

Metoclopramide:

A single 10 mg dose of metoclopramide had no effect on the
pharmacokinetics of zolmitriptan or its metabolites.

Oral Contraceptives:

1 i

p ly of data across
studies indicated that mean plasma concentrations of
zolmitriptan were generally higher in females taking oral
contraceptives compared with those not taking oral contra-
ceptives. Mean C,,,, and AUC of zolmitriptan were found to
be higher by 30% and 50%, respectively, and Tpax Was de-
layed by one-half hour in females taking oral contracep-
tives. The effect of zolmitriptan on the pharmacokinetics of
oral contraceptives has not been studied.

Cimetidine:

Following the admini of cimetidi

i the half-life and
AUC of a 5 mg dose of zolmitriptan and its active metabolite

lar to those in young igraineur (age

18-39 yrs). were approximately doubled [see Drug Interactions (7.4)].
Gender: 13 NONCLINICAL TOXICOLOGY

Mean plasma concentrations of orally admini d | 131  Carci M Impairment of
zolmitriptan were up to 1.5-fold higher in females than Fertility

males. Carcinogenesis:

Renal Impairment: Zolmitri was admini d to mice and rats at doses up

The effect of renal impairment on the pharmacokinetics of
zolmitriptan nasal spray has not been evaluated. After
orally dosing zolmitri; renal cl was reduced by
i with severe renal impairment (Cler = 5

1 Phosphate dodecahydrate USP and purified

y SSP“Y is hypertonic. The osmolarity of
5mg is 420 to 470 mOsmol.

25% in p
= 25 mL/min) compared with the normal group (Cler
= 70 mL/min); no significant change in renal cl was

to 400 mg/kg/day. Mice were dosed for 85 weeks (males) and
92 weeks (females); rats were dosed for 101 weeks (males)
and 86 weeks (females). There was no evidence of drug-
induced tumors in mice at plasma exposures (AUC) up to
approximately 700 times that in humans at the maximum

observed in the moderately renally impaired group (Cler
=26 < 50 mL/min).

ded human dose (MRHD) of 10 mg/day. In rats,

Continued on next page

For labeling updates or more information, please visit www.PDR.net or consult mobife PDR®
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tril and actuated to deliver a single dose. Patients

H C Four to 24 hours following the initial dose of study treat-
Zomlg Nasal sPray ont. ment, patients were allowed to use additional t for d to avoid spraying the of the
pain relief in the form of a second dose of study treatment or | their eyes.

there was an increase in the incidence of thyroid follicular
cell hyperplasia and thyroid follicular cell adenomas seen in
male rats receiving 400 mg/kg/day. The no-effect dose for tu-
mors in rats (100 mg/kg/day) was associated with a plasma
AUC ~700 times that in humans at the MRHD.

13.2 Mutagenesis

Zolmitriptan was positive in an in vitro bacterial reverse
mutation (Ames) assay and in an in vitro ct 1 ab-

other medication. The estimated probability of patients tak-
ing a second dose or other medication for migraine over the
24 hours following the initial dose of study treatment is
summarized in Figure 2.

Figure 2: Estimated probability of patients taking an escape
medication within the 24 hours following the initial dose of study

erration assay in human lymphocytes. Zolmitriptan was
negative in an in vitro mammalian gene cell mutation
(CHO/HGPRT) assay and in oral in vivo micronucleus as-
says in mouse and rat.

133 Impairment of Fertility

Studies of male and female rats administered zolmitriptan
prior to and during mating and up to implantation showed
no impairment of fertility at oral doses up to 400 mg/kg/day.
The plasma exposure (AUC) at this dose was approximately
3000 times that in h at the i ded
human dose of 10 mg/day.

14. CLINICAL STUDIES

The efficacy of ZOMIG Nasal Spray 5 mg in the acute treat-
ment of migraine headache with or without aura was dem-
onstrated in a randomized, outpatient, double blind,
placebo-controlled trial.

Patients were instructed to treat a moderate to severe head-
ache. Headache response, defined as a reduction in head-
ache severity from moderate or severe pain to mild or no
pain, was assessed 15, 30, 45 minutes and 1, 2, and 4 hours
after dosing. Pain free response rates and associated symp-
toms such as nausea, photophobia, and phonophobia were
also assessed. A dose of escape medication was allowed 4 to
24 hours after the initial treatment for persistent and re-
current headache.

Of the 1372 patients treated in the study, 83% were female
and 99% were Caucasian, with a mean age of 40.6 years
(range 18 to 65 years).
The two hour headach P rates in pati treated
with ZOMIG Nasal Spray were statistically significant
among patients receiving ZOMIG Nasal Spray compared

3

—=—5.0 mg nasal spray
—4— placebo

388

- o ow
3 8 8

Estimated probabllity of taking an escape medication
3 8 8

174 Pregnancy
ZOMIG: should not be used during pregnancy unlesg
tential benefit justifies the potential risk to the fetug
175 Approved Patient Labeling
Please read this information before you start taking 7g
Nasal Spray and each time you renew your preseri;
in case anything has changed. R ber, thi:
does not take the place of discussions with your docty
and your doctor should discuss ZOMIG Nasal Spray
you start taking your medication and at regular chegp,
What is ZOMIG Nasal Spray?
ZOMIG Nasal Spray is a prescription medication y
treat migraine headaches in adults. ZOMIG Nasal
not for other types of headaches. The safety an
ZOMIG in patients under 18 have not been establ
What is a Migraine Headache?
Migraine is an intense, throbbing headache. You may b,
pain on one or both sides of your head. You may have n;
and vomiting, and be sensitive to light and noise. The p,
and sympt: of a migraine headache can be worse thy,
common headache. Some women get migraines around;
time of their menstrual period. Some people have vj
p before the headache, such as flashing lj

2 4 6 8 10 12 14 16 18 20 2 24
Hours since initial dose

o

“This Kaplan-Mesier plot is based on data obtained from the
placebo controlled clinical trial. Patients not using additional
treatments were censored at 24 hours. The plot includes both
patients who had headache response at 2 hours and those who
had no response to the initial dose. It should be noted that the
protocol did not allow remedication within 4 hours post dose.

The efficacy of ZOMIG was unaffected by presence of aura;
p of headache upon awakeni ]ationship to men-
ses; gender, age or weight of the patient; or presence of pre-
treatment nausea.
The efficacy of ZOMIG Nasal Spray 5 mg was further sup-
ported by an interim analysis of another similarly designed
trial. The 2 hour headache response rates for the first 210
bji in that study for ZOMIG 5 mg and placebo were

with placebo. There was a greater p P
with a headache response at 2 hours in the higher dose
groups. The headache resp efficacy endpoints of the
controlled clinical study, analyzed from the first attack data,
are shown in Table 2.

Table 2: First Attack Data: Percentage of Patients with
Headache Response to ZOMIG Nasal Spray (Mild or No
dache) 2 Hours F ing Tr t (N = number of

ing a mig attack). The 2

70% and 47%, respectively (N=108 and 102, respectively,
p=0.0006).

16. HOW SUPPLIED/STORAGE AND HANDLING
The ZOMIG Nasal Spray device is a blue colored plastic de-
vice with a gray protection cap, labeled to indicate the nom-
inal dose. Each ZOMIG Nasal Spray device administers a
single dose of ZOMIG.

ZOMIG Nasal Spray is supplied as a clear to pale yellow
solution of zolmitriptan, buffered to a pH 5.0. Each ZOMIG

wavy lines, called an aura.
How does ZOMIG Nasal Spray work?
Treatment with ZOMIG Nasal Spray reduces swel
blood vessels surrounding the brain. This swelling is
ciated with the headache pain of a migraine attack. ZO]
Nasal Spray blocks the release of substances from
endings that cause more pain and other symptoms like
sea, and sensitivity to light and sound. It is thought the
these actions contribute to relief of your symptoms
ZOMIG Nasal Spray. 2
Who should not take ZOMIG Nasal Spray?
Do not take ZOMIG Nasal Spray if you:
 Have heart disease or a history of heart disease
o Have uncontrolled high blood pressure |
« Have hemiplegic or basilar migraine (if you are not su
about this, ask your doctor) 3
« Have or had a stroke or problems with your blood cire

lation
« Have serious liver problems 1
« Have taken any of the following medicines in the last
hours: other “triptans” like almotriptan (AXERT®), ¢

triptan (RELPAX®), fro (FROVA®),

(AMERGE®), rizatriptan (MAXALT®), sumatript
(IMITREX®); sumatriptan/naproxen (TREXIMET); -
gotamines like BELLERGAL-S®, CAFERGO1
ERGOMAR®, WIGRAINE®; dihydroergotamine I

DHE. 45® or MIGRANAL®; or methyserg

hour hoada(r:ha response was the primary end-point. & ¥ i |
PLACEBO (226) | ZOMIG 5 mg (235) | Nasal Spray device contains 5mg of zolmitriptan in a (SANSERT®). These medications have side effects simi
100-uL unit dose aq bofrorad saluti ining citric to ZOMIG Nasal Spray. P
2 hours 31% 69%* acid, anhyd P, disodi phosphate dodecahydrate . H:vetlal'zen ot IDS)JAO) il Al ::g
USP and purified water USP. phenelzine sulfate (NARD! or tranylcyp:
FONTCD Nasal 8 sulfate (PARNATE®) for depression or other conditic

*p<0.0001 in comparison with placebo

The estimated probability of achieving an initial headache
P by 4 hours followi tment with ZOMIG Nasal
Spray is depicted in Figure 1.
Figure 1: Esti ity of
response within 4 hours of initial treatment

an initial

Note: Figure 1 shows the Kaplan-Meier plot of the proba-
PPy pamegl vy

5 mg ZOMIG® Nasal Spray is supplied in boxes of 6 single
use nasal spray units. (NDC 310-0208-60).

Each ZOMIG® Nasal Spray single dose unit spray supplies
5 mg of zolmitriptan. The ZOMIG® Nasal Spray unit must
be discarded after use.

Store at controlled room temperature, 20-25°C (68-77°F)
[see USP).

17.  PATIENT COUNSELING INFORMATION

or if it has been less than 2 weeks since you stopped t
ing a MAO inhibitor.

o Are allergic to ZOMIG Nasal Spray or any of its ingr
ents. The active ingredient is zolmitriptan. The inac
i ients are listed at the end of this leaflet.

Tell your doctor about all the medicines you take or pla

take, including prescription and nonprescription medici

)! ts, and herbal di

172.2  Serotonin Syndrome
Patients should be cautioned about the risk of serotonin

bility over time of ok D
or severe headache improving to mild or no pain) following
treatment with zolmitriptan nasal spray. The averages dis-
played are based on a placebo controlled, outpatient trial
providing evidence of efficacy. Patients not achieving head-
ache response or taking additional treatment prior to 4

d with the use of ZOMIG or other triptans, partic-
i in re-

100 pp
J See FDA-Approved Patient Labeling (17.5) Tell your doctor if you are taking selective serotonin
i g 17.1  Risk of My dial jia and/or uptake inhibi (SSRIs) or serotonin norepinephrine
§ i Other Adverse Cardiac Events, Other related | uptake inhibi (SNRISs), two types of drugs for depres
i R Event, and Cerebrovascular Events or other disorders. Common SSRIs are CELEXA® (cif
| g & Patients should be informed that ZOMIG may cause serious | pram HBr), LEXAPRO® (escitalopram oxalate), PAX
{ % cardiovascular side effects such as myocardial i ionor | (pi ine), PROZAC® (fi ine), SYMBYAX® (ola
[ 2% stroke, which may result in hospitalization and even death. | pine/fluoxetine), ZOLOFT® (sertraline), SARAFEM®
i Ew Although serious cardiovascular events can occur without | oxetine) and LUVOX® (fluvoxamine). Common SNRI:
=% warning symptoms, patients should be alert for the signs | CYMBALTA® (duloxetine) and EFFEXOR® (venlafax

f g and symptoms of chest pain, shortness of breath, weakness, | Your doctor will decide if you can take ZOMIG Nasal S

4 K 2 slurring of speech, and should ask for medical advice when | with your other medicines.

10 observing any indicative sign or symptoms. Patients should | Tell your doctor if you know that you have any of the fo

be apprised of the importance of this follow-up [see Warn- | ing: risk factors for heart disease like high cholestero

0 10 pcd ’I“z..t:- e 30 40 ings and Precautions (5.1, 5.3, 5.4)]. abetes, smoking, obesity (overweight), menopause, or 2

ily history of heart disease or stroke.

Tell your doctor if you are pregnant, planning to be
pregnant, breast feeding, planning to breast feed, or n¢
ing effective birth control.

uJ]arly during bined use with select

uptake inhibitors (SSRIs) or i pinephrine re-
uptake inhibitors (SNRIs) [See Warnings and Precautions
(5.5

17.3  Device Use

ZOMIG Nasal Spray as compared with placebo.

to dosing. The ZOMIG Nasal Spray device is placed in a nos-

will be ded by and editions

How should | take ZOMIG NASAL Spray?

The ZOMIG Nasal Spray device is a blue colored p!
sprayer device with a gray protection cap, labeled to
cate the dose. For adults, the usual dose is a single :

hours were censored to 4 hours. The ZOMIG Nasal Spray device is packaged in a carton and | spray taken into one nostril. If your headache comes
i3 For patients with migrai iated ph hobia, phono- | is a blue colored plastic device with a gray protection cap, | after your first dose, you may take a second dose an;
phobia, and nausea at baseline, there was a d d inci- | labeled to indicate the nominal dose. Patients should be | after 2 hours of taking the first dose. For any attack v
dence of these symp following admini ion of tioned to not remove the gray protection cap until prior | the first dose didn’t work, do not take a second dose wi

talkingwithyourdachonDonottakemorethanaw

Nalox1045
Nalox-1 Pharmaceuticals, LLC
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#MW prime the nasal sprayer or you will lose the dose.
§ m:e;sm will lose the dose.

2 Block one nostril by pressing firmly on the side of your

' uCT INFORMATION

i)

ASTRAZENECA/773

7 ZOMIG (tablets or spray combined) in any 24-hour

jﬁ‘ 1f you take too much medicine, contact your doctor,

21 emergency department, or poison control center
ﬁ;g’,ﬁe Nasal Spray device consists of the following

This is the part that you put into your nostril.
icine comes out of a tiny hole in the top.

’ m,“cﬁvn()ap: This covers the tip to protect it. Do
The e the protective cap until just before you are ready
s TOMIG Nasal Spray.

5 ;;.”ﬂwp:rnp This is the part that you hold when you

e plunger: This is the part that you press when you

) the tip into your nostril. This sprayer works only once.

s for using ZOMIG Nasal Spray (Please read all steps
" . using for the first time):
. ur nose gently before use. Remove the protective

1B gure 1. Hold the nasal sprayer device gently with

e o thib i shows in the picture to the right

9). There is only one dose in the nasal sprayer. Do

the plunger until you have put the tip into your

’Mn 1

Figure 2

#(Figure 3). Either nostril can be used. Put the tip (A) of

h}:d d;]vice into the other nostril as far as feels com-
ilt your head slightly as shown in the picture

"€ right, (Figure 4). .

110t press the plunger yet.

Spray the contents of the device in your eyes.

3. Breathe in gently through your nose and at the same time
press the plunger (D) firmly with your thumb. The plunger
may feel stiff and you may hear a click. Keep your head
slightly tilted back and remove the tip from your nose.
Breathe gently through your mouth for 5-10 seconds. You
may feel liquid in your nose or the back of your throat. This
is normal and will soon pass.

What are the possible side effects of ZOMIG Nasal Spray?
ZOMIG Nasal Spray is generally well tolerated. As with any
medicine, people taking ZOMIG Nasal Spray may have side
effects. The side effects are usually mild and do not last
long.

The most common side effects of ZOMIG Nasal Spray are:
© unusual taste, dry mouth

o tingli tion, skin ially around the

nose

$ioht

* pain, p (eg, in the nose,
throat, or chest)
o i "

)

e

* nausea

In very rare cases, patients taking triptans may experience
serious side effects, such as heart attacks, high blood pres-
sure, stroke, or serious allergic reactions. Extremely rarely,
patients have died. Call your doctor right away if you have
any of the following problems after taking ZOMIG Nasal

Spray:
* severe tigh pain, p or heavil in your
chest, throat, neck, or jaw

¢ shortness of breath or wheezing

* sudden or severe stomach pain

* hives; tongue, mouth, or throat swelling
* problems seeing

. k or
Some people may have a reaction called serotonin syn-
drome, which can be life-threatening, when they use
ZOMIG. In particular, this reaction may occur when they
use ZOMIG together with certain types of antidepressants

known as SSRIs or SNRIs. Symptoms may include mental
W (hallucinati P,

Other brands mentioned are trademarks of their respective
owners and are not trad ks of the AstraZi
companies. The makers of these brands are not
with AstraZeneca or its products.

8roup of
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ZOMIG®
[26-mig]
(zolmitriptan)
TABLETS

ZOMIG-ZMT®

(zolmitriptan)

ORALLY DISINTEGRATING TABLETS
Rx only

B

DESCRIPTION

ZOMIG® (zolmitriptan) Tablets and ZOMIG-ZMT®
(zolmitriptan) Orally Disintegrating Tablets contain
Imitriptan, which is a selective 5-hydroxy i
(5-HT'1pp1p) ptor agonist. Zolmitri is
ignated as (S)-4-[[3-[2-(dimethylamino)ethyl]-1H-indol-5-
yllmethyl]-2-oxazolidinone and has the following chemical
structure:

ity o
les-

o

N(CHg),

The empirical formula is C,gH;;N;0,, representing a molec-
ular weight of 287.36. Zolmitriptan is a white to almost
white powder that is readily soluble in water. ZOMIG
Tablets are available as 2.5 mg (yellow) and 5 mg (pink) film
coated tablets for oral administration. The film coated tab-
lets contain anhydrous lactose NF, microcrystalline cellu-
lose NF, sodium starch glycol ; i

NF, hydroxypropyl methylcellulose USP, dioxide
USP, polyethylene glycol 400 NF, yellow iron oxide NF
(2.5 mg tablet), red iron oxide NF (5 mg tablet), and poly-
ethylene glycol 8000 NF.

ZOMIG-ZMT® Orally Disintegrating Tablets are available
as 2.5 mg and 5.0 mg white uncoated tablets for oral admin-

coma), fast heartbeat,

h in blood p , high body or sweat-
ing, tight les, trouble walking, nausea, iting, an
diarrhea. Call your doctor immediately if you have any of
these symptoms after taking ZOMIG.

This is not a complete list of side effects. Talk to your doc-
tor if you d P any that you.

What to do in case of an overdose?

Call your doctor or poison control center or go to the ER.
General advice about ZOMIG Nasal Spray

Medicines are sometimes prescribed for conditions that are
not mentioned in patient information leaflets. Do not use
ZOMIG Nasal Spray for a condition for which it was not pre-
scribed. Do not give ZOMIG Nasal Spray to other people,
even if they have the same symptoms as you. People may be
harmed if they take medicines that have not been pre-
scribed for them.

This leaflet summarizes the most important information
about ZOMIG Nasal Spray. If you would like more informa-
tion about ZOMIG Nasal Spray, talk to your doctor. You can
ask your doctor or pharmacist for information on ZOMIG
Nasal Spray that is written for health professionals. You
can also call 1-800-236-9933 or visit our web site at
www.ZOMIG.com.

What are the Ingredients in ZOMIG Nasal Spray? Active in-
gredient: zolmitriptan

phosphate, and purified water
Store your medication at m P e,
20-25°C (68-77°F), and away from children. Discard after
use or when it expires.
ZOMIG is a regi d trad
of companies.

citric acid, dibasic sodium

Tled

k of the AstraZ

group

For labeling updates or more information, please visit www.PDR.net or consult mobile PDR®

The orally disi: ing tablets contain mannitol
'USP, microcrystalline cellulose NF, i NF, aspar-
tame NF, sodium bicarbonate USP, citric acid anhydrous
USP, colloidal silicon dioxide NF, magnesium stearate NF
and orange flavor SN 027512.
CLINICAL PHARMACOLOGY
Mechanism of Action

Zolmitriptan binds with high affinity to human recombinant
5-HT,p and 5-HT;g receptors. Zolmitriptan exhibits modest
affinity for 5-HT), receptors, but has no significant affinity
(as measured by radioligand binding assays) or pharmaco-
logical activity at 5-HT,, 5-HTj, 5-HT,, alpha,-, alpha,-, or
beta,-adrenergic; H;, Hj, histamini inic; dopa-
mine,, or d ine, recep The N-d thyl metabolite
also has high affinity for 5-HT\p;p and modest affinity for
5-HT, receptors.
Current theories proposed to explain the etiology of mi-
graine headache suggest that symptoms are due to local
cranial vasodilatation and/or to the release of sensory neu-
2 ides ( tive i inal peptide, subst: P and
calcitonin gene-related ide) through nerve endings in
the trigeminal system. The therapeutic activity of
zolmitriptan for the treat: of migraine headache can
most likely be attributed to the agonist effects at the
5-HTg/p receptors on intracranial blood vessels (including
the arterio-venous anastomoses) and sensory nerves of the
igeminal system which result in cranial vessel constric-

tion and inhibition of pro 'y pep
Clinical P! and Bi ility
Absnrpt_ion:

is well absorbed after oral admini ion for
both the conventional tablets and the orally disintegrating
tablets. Zolmitriptan displays linear kinetics over the dose
range of 2.5 to 50 mg.

Continued on next page
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