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( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
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Food and Drug Administration
Rockville MD 20857

NDA 20-768/SLR-010
NDA 21-231/SLR-003

AstraZeneca Pharmaceuticals LP
US Regulatory Affairs

Attention: Judy W. Firor

1800 Concord Pike

PO Box 15437

Wilmington, DE 19803-5437

Dear Ms. Firor:

Please refer to your supplemental new drug applicatibns dated July 1, 2002 submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Zomig (zolmitriptan) tablets and Zomig-ZMT
(zolmitriptan) orally disintegrating tablets.

These supplemental applications provide for adding the terms anaphylaxis or anaphylactoid
reaction in the Adverse Reactions, Post-Marketing Experience section, under subheading General.
These supplements were submitted in response to FDA letter dated January 24, 2002.

We have completed the review of these supplemental applications, as amended, and have concluded that
adequate information has been presented to demonstrate that the drug products are safe and effective for use
as recommended in the submitted final printed labeling (package insert, patient package insert submitted
July 1, 2002 Label Code SIC 64192-02), which incorporates all of the revisions listed. Accordingly, these
supplemental applications are approved effective on the date of this letter. ’

Labeling changes of the kind which you have proposed under the above supplemental applications are
permitted by section 31 4.70(c) of the regulations to be instituted prior to approval of these supplements. It
is understood that the changes, described in the above NDA supplements, have been made.

If a letter communicating important information about these drug products (i.e., a "Dear Health Care
Practitioner” letter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to these NDAs and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.
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If you have any questions, call Ms. Lana Chen, R.Ph., Regulatory Project Manager, at (301) 594-5529.
Sincerely,
{See appended electronic signature page}
Russell Katz, M.D.
Director
Division of Neuropharmacological Drug Products

Office of Drug Evaluation I
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Russell Katz
10/9/02 04:55:29 PM
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Zomig
LOLMITRIPTAN

TABLETS

Zomig-ZzMT
ZOLMITRIPTAN

ORALLY DISINTEGRATING TABLETS

ODESCRIPTION
ZOMIG® {zotmitifptan) Tablets contaln zolmilriptan, vmicn k 2 sdedm SMnxyhymznhe 1a1p (5-HT 300} receptor agonist Zowmitriptan is
as (SHa{[3-f2 and has the following chemical structure:

y SHAE

NCHo),

The emplrical tormula s Cyghyy N30,, representing a molecular welight of 287.36. ZolmHrigtan Is a white to almost white powder that is readily soluble
B walsr. ZOMIG Tablets are avaflable as 2.5 mp (yeliow) nd S mg (pink) film coated tablets for oral administration. The Bim coated tablets contaln
anhydrous lactose NE. microcrystaltine celinose NF. sodivm starch glycolate NF, stearate NF, USP, thanium
dloxide USP. potyethytena ghycol 400 NF, yellow bron axide NF (25 mg tabkt), red ron oxids NF (5 mg table1), and polyethyiens giyco! 3000 NF.

ZOMIG-ZMT™ Orally ==7ﬁmwsomgmnounmedhhmshr ral The oraty di
tablels contaln mannito! USP: microcrystalline ceflulose NF, NF, sodium USP, clirke
sificon dioxide NF, magnesium stearate NF and crange favos SN 027512

CLINICAL PRARMACOLOGY
Sachankym of Aclion: Zomitrigtan binds with high aftinzty to human recombinant 5-HTyp and 5-HT g receplors. Zomitriptan exfiibits modest afiniy
for 5-HT,,, receptors, bmnumdunmnmly(smmrdwmﬁomﬂndmm)m acivlly at S-HT,, 5HT,, SHT,
aipha, . alpha;_ or beta, Hy. Hy, i; dopamine,, or dopamine; recegiors. The N-desmeiyl mefabolte also bas high
afnly for 5-HTyap and modest aMfiaky for 5+HTy receptors.
&nulmmsmwosedlowhmmemwo!mmmm:wwmmmnmmmdmlummmuwmbnwwhm

USP, eoliofdal

nlnsnlnnsuy pene-relatad dings 1 Ihe trigemina)
system. The i mmummm can mosi kel be lomuwnlslennﬂsatmes«mmg
uums on trtracrantat bigod vessels (inchiding the asterio-venous anastomases) and sensory erves of ths trigeminal syslem which resuf b oanial
on and inhibition of pr reease.
ﬁhkll Pharauacolinetics and Bleavailabltity:
Absorption: Zoimitripstan ts well absorbed aftsr ora) for both the tablets and the oratly tablets.

displays knear kinedics over the dose range of 2.5 to 50 mg.

The AUC and C,, of 2ohmilriptan are simBar following administration of ZOMIG Tabisis and 20MIG-ZMT Orally Disiaiegrating Tablets, but the T, ks
sofmewhat tter m ZOMIG-ZMT, with & median T,,.,, 0f 3 hours for the orally disintegrating tablet compared with 1.5 hours for the comventional tablet.
The AUC. €,y ‘mex 107 the active N-desmatbyl metabolite are simiar tor the two formutations.

Muamomamwnmbummmunmcwmdcmmzmmmdmsammwml&w.mmﬂw%mu
%%, and mean T, yed by one-half hout compared fo the same patlents duting a migraine frse period.

Food has no mzdonlﬁc of Ko occorred o mufiiple dosing.

Bisirbation: Mean absolute bicavaiabitity ts approximalely 40%. The mean apparent volume of distribution ks 7.0 L. Pizsma protetn binding of
mmmkzsxmmmmmm-mo-mowm

L] 1o an active N such Dt the mstaboiite concentrations are aboul Two thicds that of
Zotmitripian. Bouuselm-'ﬂﬂmnnWmﬁmemmoﬁulszmﬂhesﬂmmmepammmmoﬁomeumweammumﬂhnm
nnwﬂ)ﬂtﬂldilumlmmﬁhn

£liminstion: Tola} mmnmomuhmmmmauotmmmmmrwm About 8% of the dose was
recovered in the wine as unchanged zolmiiriplan. Indole acrtic atid metabofite accounted for 31% of the dose. followsd by N-oxide (7%) and
N-desmethyt (4%) metaboktes. The indole acetic ackd and N-0.xdde metaholites are inactive.

Mean tolal phasma clearanes ks 31.5 mL/minvig, of which one-sbah s renal clearance. The renal clearance Is greater than the glomesular fitration mte
suggesting renal tubutar sectetion.

Special Popuiations

Age: Zohmiriptan pharmacokinetics in healthy elderty non-migraineur vohmteers (age 65 - 76 yrs) wera simiar to those in younget non-migraineur
volinteers {ags 18 - 35 yrs).

Genger Mean plasma concamtrations of zalmitriplan wers up to 3.5-fold higher by femases than males,

; Clearance of zoimltriplan was reduced by 25% in patients with Severe renat impament (Clcs 2 5 5 25 mi/min) compared to the
novmal group (Clct > » 70 mL/min); no significani change in clearance was observed In the modearately renally impakred group {Cicr 2 26 < S0 mL/min).

Henatic Impalorett: in severely hepalically mpalred patlents, the mean Cpyy, Troy,, 816 AUC,,__ of Zoimitripian were increased 1.5, 2 {Z vs 4 br), and
3-fold, respectively, compared 1o pormals. Seven out of 27 patients experiencad 20 to 30 mm Hg elevations i systolk and/or dlastoBic biood pressurs
after 2 10 mg dose. Zolmitriptan should be admbilstered with caution in subjects with Mver diseass, generally using doses less than 25 mg (see
WARNINGS and PRECAUTIONS).

“densive Patients: No in the of of s effects on blood pressuss were Seen in miid to moderate hyper-
mhmuﬁmnwodlamnm(eummols
analysis of data between Japanese and revealed no

Drug Interzctions: All drug studies were In heakhy using 3 single 10 mg dese of 20imArptan and a single dose of
Ihe other drug except where olherwiss noted.
Fuoxsting: The pharmacoidnelics of zokmitriptan, as wel as Rs eflect on blood pressuse, were unafiected by 4 weeks of pretreatment with oral fuox-

eting (20 my/day).

MAQ Inhibltors: Folowing one week of o1 150 mg bidt aweutmo-AhhMov mslnsanlnuuseclabomzs%
mmmcmmeIumlmenMD}bblmusalnmC and AUC of the active N: (see Ci
CATIONS and PRECAUTIONS).

Selegiiine, 2 selective MAD-B inhibitos, at a doss of 10 mg/day for 1 week had no effect on the pharmacokinetics of zolmbriptan and s metabofits,

Propganvlol Con and AUC of zoimiiriptan Increased 1.5-told afler one week of dosing With propranotal (160 mg/day). Cpy, and AUC of the
K-gesmathyl metaboiite wese reduced by 30% and 15%, respectively. These were no Interactive effects on blood prassure of puise fate following admin-
Istralion of propranoiol with 20lmBtriptan.

mmmmmslnwladnsamauwnhwhmdoumm:rmwmmolzmmmdﬂsﬂmmmmmbom. However,
ZTolmitriptan detayed the T, of acstammophen by one hous.

Metoclopfamids: A single 10 mp dose of metoclopramide had o effact on the of i ofits

Orad Confracentives: of data across Gtudies Indicated that mean plasma concentrations of zomitriptan were
generaly higher in females takinp oral contraceptives compared to thoss ot taking ora) contraceptives. Meanc,wmdMolmnmmn were found
1o be highes by 30% and 50%. raspectively, and 1,,,,, was delxyed by one-hall hour in females tzking oral i The effect of L on
Ihe phammacokinetics of ord contraceptives has not been studled.

Cimetiging Following 1he administration of cimetidine, the hait-fife and AUC of 2 5 mg dose ot zoimiriptan and ks active metabokte wess 2ppioximately
doubied (see PRECAUTIONS),

Clinical Studies: The efficacy of ZOMIG Tabiets in the atute eatment of migraine was in five double-bilnd,
placedo controed studies, ntwhbnzmmzeomelquosgzwrzedmezsnummammmsmm all studies used the marketed
formylation. In study 9, mmedlndxnmmmawnkm 1n the other studies, patients treated thekr headaches as outpatients. In
Study 4, patierts whe had previously used sumatriptan were excluded, whereas in the ather studies no such exciusion was appied. Patients enrolled in
these $ studles were predominantly female (62%) and Caucasian (37%) with 2 mean a8 of 40 years (Tange 12-65). Patients wers tnstructed 10 reat a
moderdie to sovere headache Headache response, defined 25 a reduttion In fis2dachs sevesity from moderate of Severe pan 1o miid of no pain, was
assessed al 1, 2, and, In most studies, 4 hours after dosing. such &s Rause2, and wero aiso assessed.
Maintenance of response was assessed for up to 24 hours posidose. A second dosa of ZOMIG Tabiets of olher medication was Hlowed 2 to 24 hous
after the Inltial treatment for pessistent and recurrent headache. The bequency and time to use of these additlonal treatments weze also recorded. In
studies, the effect of 20imitrigtan was compared 1o placebo In the treatment of a single migraine attack

in aft five studies, the percentage of patients achleving headache response 2 hours afier reatment was significantly graaler among patients recewing
ZOMIG Tablets at all doses (except for the 1 mg dose in the smallest study) compared 10 those who received plicebo. In the two studies that evaluated
the 1 dose, there was a statistically significant greater pertertage ot satients wiih headache responss a 2 hours in Lhe highes dosa groups (2.5 and/or
5 mg) compared to the 1 mg dose group. There were no stalistically significant differences between the 2.5 and 5 mg dose groups (or of doses up o
20 myg) for the primary end point of headache response at 2 hours In any study. Tha results of thes clinjcat In Table 1.

Conparisons of drug perfonasnce based upon resufly ohtained in differant clixical ¥ials sre nevsr reliabls. Becarxs sdles ars conducied ot
difierent tmes, with difereat samples of patients, by ditiersnt Investigators, empioying éillerent criterta andlor differsa} Interpretations of he
same criterls, under diflerent cenditions (dose, desieg regimen, elc.), quantitative sstimates of treatment resporms and the timing of respsare
w3y be expecied kv vary considerably from sty to stxdy.

Table §: Pascerztape of Patisnts with Headache Rexposss (MIld of ne Hexdachs)
2 Hours Foliowing Treatment (n-dumber ¢f pstlents ndomized).

Placebo 20MIG 20M6 20M1G
1.0mg 25mp 5mg
Study 1° 16% ™ NA 60% 4
(=18} n=22) (n=20}
Study 2 19% NA NA 66%"
{ne88) {n=179}
Study 3 % 50%" 5% 7%
{n=121) {n=148) {n=250} (n=245)
Sty 8 “% NA NA 59%°
n=55) (=49}
Study & H% 1Y 2% NA
=92) HA {n-178)
*p<0.05 In comparison wilh phacebo.

#p<0.05 in comparison with 1 mg.

a This was the only study In which patients treated the headache in a dinle setting.

b This was the only sludy where patients were excluded who had previousty used sumatriptan.
NA - not applkcable

The estimated probabllly of achieving an inifial headache response by 4 hours following treatment ks depicied In Figure 1.
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“Figure 1 shows the Kaplan-Malsr piot of the probability over lime 01 obtaining haadache response (o or mBd pain) following treatment with
Zolmiiriptan. The averages displayed are based oa povled dala trom 3 placsbo controlied, outpatient trials providing evidence of efficacy
{1ats 2. 3 and 5} Pallents not achieving headache responss or taking additional treatment prior to 4 hours were cansored at 4 hours,

For patiehts with migraine associted photophabla, phonaphobia, and nausea ab baseline, there was 3 decseased incidence of these symgtoms
Tokowing administration ol ZOMIG as compared 1o placebo.

Two to 24 hours tobowing the initial dose of Study treatment, patients wese alowed 10 use additiona) treatmen for pain telief b the form of 3 second
dose of study treatmest of other medicaion. The estimated probabfity of patients taking a second dosa of other medication for migraine oves the 24
hours tollowing the Inftial dose of study beatment is summarized in Figure 2.



Figure 2: mzmurmmmmmmnmgA
Second Dose Oy Other Medication For Migraines Over The
24 Hours Following The Initia) Dose Of Study Treatment *
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'mwuwsmmmowmthhummmdﬁwrrhs(sudyz,amos). Patlents nol using additienal treat-
marts weso consored at 24 howrs. mwmmmmmmmmmuzmmmmmammmm
Indial dosz. N shouid be Roted that tha profocols dkd nol aliow remedication within 2 hours postdose.

l’r-dﬂzyn'lmm\nslnﬂnuedbywmdaua:mmdmnhlonwmmmhmmmmr.um-wun“he
nmwmmmwwmmmmmmmmpmmkm
Z0MIG-ZMT Orady Disiregrating Tablots

'll-ﬂmﬂloMlG-MZﬁmgmmWﬂedh:mm.mwoﬁduﬂimvssinh!hdslmhlhnh’sdloﬂﬁ'lamﬂs
Patients were lnstructed to aaf & moderale o savere headzche. mn-ammmuwmhmman-uemmmwxw-um.m
amean age of 41 years (rRnge 18-62). At 2 mwngrsm:aumwmmmwunmum-mzsmmammmmmmmm
the placebo group. The diflerence was statistically significant, m&imuwmmydtliwhqmlmwhuﬂmrawaWZMursloﬂm-g
treatmest with ZOMIG-ZMT Tablets &5 depicled in Figure 3. .

Figure 3: Estimated Probabllity Of Achleving
Initiat Headache Response By 2 Hours
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rumnnmnmmmmmMhmmmmmmaMMmmmme
administration of ZOMIG-ZMT as compared (o placebo.
hmz‘mimmmmmmmmnmmweawmmmnmhmmm:mﬂuusm
trealmen or olher medicatlon. mmmmmmyotmmammummmmmlnnm.wermeznmslmwm
Inlliaf doss of study teatment ts summarized t Figurs 4.
Figure 4: The Estimsted Probability Of Patients Taking A Second Doss Or Other Medication
HIWWWNMWNMUMO’MT@MI

o= we Placebo
H | = ZOMIG-ZMT 2.5 mg

- - . ——— -

of rescue

BERREREEER

T

1 T —t =
8 10 = k2 16 1. 20 F-3 1

L]
~
»~d
@

Time in hours from the inltia) dose

in this Kaplan-Meler plot, patients not using addiional ireatmants wers censosed af 24 hours. The piot includes both patierits who bad hieadache
#esponse 8 2 hours and those who had no fesponss [0 the inltiz) dase. Remedicition was aSowed 2 hours post-fase, and unliks the comen-
Somat ihiel, remedication prior 1o 4 hours was sol discouraged.

INDICATIONS AND USAGE: Z0MIG is Indicated for the acute Ireztmont of rigraine with or without aura in adults.
ZOMIG is ot intended for the prophylactic Iheragy 0 migraine of tos uas in the managamens of hemiplegic or baskar migraine {see CONTRAINDICATIONS).
saay.ma«ea‘nmmmmmmmmmmmmwmnammmkumhmm.prmmwmmhm

CONTRAINDICATIONS
mmmnmhln-uwmmmwmnmqmnm.hmwmmwﬂummmum— lachemia)
-mummmmuﬁmpmmmnmm.,mmmmm. inclyding Priatmetal’s variant
sogla, or other dixazze {(sue WARNINGS)
Sacauss ZOMIS may Increase biood preszare, B shookd nof be gives o palisats with caeooirolled hypartaczion (sse WARNINGS).

znummmb-uumzanmummmm,.mu-n o srgot-ype ks
ditiydrougoalamize or methyzerplds.
JOMIG should 2ot be 1o patiants with tasihar migraios.

Concurrat adminiztration of MAD-A Eabibitars or xse of moimitripiss wilkie 2 weety of discontinsation of MAD-A ichNor Merapy is cootratadicated
(see CLINICAL P Drug aad PRE! (]
mmhm&nubnmmnmmmmnm or suy of Bs active agrediests.

WARMINGS: ZOMIG shoud ouly be cssd whers a clear dlagrosls of migraies kaz Deen extshlished.
mummmnamnuumnmmmummmlmwuhw-hmmmmd ackemic
artery dlzasss {so0 CONTRAINDICATIONS). B Is stroagty recommesded Wiat mimitiiztan pot be ghves (o patizals fn whom

-nnm’mnm-hlmmmmuuhmhumummqmMmlm-ﬂ--mwlﬂm
fixsase. The y of cardiae s dxtect candis dissaze or i o coromsry
aclaty vassspazm s modest, f best. l.ummnﬁlmmum.hnmmmnun,mmumm
Iinnnmlfhdhnhlhlhnl,-mu'n.mnmm-mﬂhlw.mmmmmhmu
CONTRAINDICATIONS). Fer patisnts with risk tactors peatictive of CAD, who sre kv s - (L]
mnmumm«mwhmm&-mmhn-wndnm\mwmwmm
and exalpped tacility Bacazss candisc ixchentia can oceew in (e abseece of clinical symptams,
mw&nmhmlnhn|hﬂrﬂleﬂﬂuolmnM’mﬂw)ﬁ-nnmﬂmhlnhhh|lomﬂ_
in Daze patisats with risk factors.
lhmmuummnWhmmdmummnnmummmummumuﬂb,-w
abore, smderyo sariodic intwval cantiovastalay evsiualion 83 fhey caatiess I we ZOMIG.
‘nlmlmklnmnlnu'lh-(-honhkummmdmmmmmwﬂhmmlm-mhh.ﬁ--
teatly axposed fo zolmitriptan.
Cardiac Eveats and Futalities: Serious attversa cardiac events, Including acute myocardia) infarction, have been reported withint a few howrs foBowing
LR murmnmnmmmmmmmmm;mmvmmmm
of other 5-HT, agonisls. mwmmmumumdsm.mmmmmmmmmﬂmﬂmmbmnmh
muﬁmnmmwywmalwmdmmmhnmmmummnklwmmmumu
coronary artesy diseasa. Becausa of the chase praximity of the events to ZOMIG 1o, 2 causal retationship cannol be exchnded in ths cases whera here has
been known underlying coronary artery disease, the refationship ks uncestain.
Pallents with symptomatic Wotl-Parkdnson-Wnite syndrome or antytimias associated with other casdiac accessory conduction patiway disorders should
nof fecedvn ZOMIG.

_ with Among the momz.mmummmmmtmhmmmmmmmu
Urkals of ZOMIG Tablets, rio dexths or serious casdioc svents were reported.

with Sesious. evenis have been 1eported in association with tha use of 20MIG. The uncon-
vnﬁedmuadpcshnalmhgsumhoumu,ml:sl!kwmhmmhmrmﬁymwwuﬁmdlulwmmmmewm
catreed by zoimitriptan of lo reflably assess causation in individial cases.
Consbrovascular Events and Fatatilies with ST, agoatsix: Cerebral hemontiage, subarachnold hemoerhage, stroke, and ather cesebrovascuty events
ave b with 5-HT, agonlsts: and soma have resufled in tataliies, In a number of cases., it appears passible that the cesebrovas-

culas events were pitmary, the agonist having b P Dehef that werea o migraine, when
they wete not. lshmﬂbom:dmandlems-immlvmiwnnyb:nmusedrhkdmmwmmhm(u., Stroke, hemormage, ansisn
schemic aftack).

Other Vasospazm-Relsted Evaoty: sm,mnuyummmtlmhmummnmmuymm Bath peripheral vasasia
mmwmmmammwmmnmmmmvwmnnm.m

lrcrazzs b Blood Prexsamy: i elevalions In sy biood have by occasions by patients with 2 histosy
o hypertension tealed with 5-HT, agonists, i gatients with n voluntesss, an orease of 1 and
!nmmllphlltmnhmdmﬁmdwmm.muam.-:assunuqu, 1n the headache trfals, vital signs were measused oty in the small
Inpatlent shidy and co eftect on blood pressurs was seen, In 2 study of patients with moderate 1o savere bver diseasa. 7 of 27 expesienced 20 to 80 mm Hg
tlevations in systofic andior dEastole biood pressure after a doss of 10 mg of 20imiriplan (see CONTRAINDICATIONS).

An|B‘Lmmlnmmmlnﬂwmlammlmamm-mu&lll,qon'ﬂhaslmymhguﬂeasmwnu
cardiac cathelerization,

PRECAUTIONS

M»‘mmsm..,,naomlsts.sauamarwrm.m,m-ummmwrmmuumnnmunmus
I the precordium. throat, neck and jaw. m-zmmmmmmqmm.ﬂm L signs o7
rlamlrn(olwhpﬂnslmsrmldbemhmeﬂluInqpvcscnunlGADuauedispasnh-(anmaj’sumanahamum-gnmwuu
duwd’u:ﬁon.:msmmdbenmmmzhmomdiwmhulyIldasbuobmwudwsknrmsynuumlm. Simllary, patients who experienca other
smumuuslwanmmddmﬂsedmuﬂw.sumasmtmmmorwmmlmmwmmdwS-H'Iawms!
are candidates for turther evaluation (see WARNINGS),

Znh%mslmldaknhnaamk&uadmumhnlnmvmhmmlnuyanunumsmptmmbdsm.mnnaimo!am.mn
Impaired hepatlc tunction (see CLINICAL PHARMACOLOGY).

ru.mmcuammmvwmwrmmammhmn.m&mummesmmmmummwmh
istrallon of 2 second dose,

Bindizg to Melasio-Cantalning Tissues: mmlwmmgmamwmdwmd itri tha y in
ﬂnqumu7mtmmﬁmmm.wsﬂm7sxammmmm4m. This suggests that 2nimitriptan and/or s metabo-
Hes may bind to ths metanin of e eye. Bﬂ:nmemuwmmuaeumubnhmmm&mw«tn.mﬁs&lbmmmmm
coukd cause todcy In these Iissuss aftes extended use. Hwnlu_mdleﬂsnnmlMmrmluunm.mmmbmnlueﬂbwdlm
toxiclly studles.  Although no L ing of ophth hmction was in dincal trials, and no specitic recommendziions for
ophithatmologlc menftoring are offesed, umgwumaummmumammm dtects.
shouid be inlormed that 20MIG-ZMT cortaln ( o Each 25 mg onally
disintegrating Lablet contalns 2,61 e E4ch 5 mg orally ing tahiel contains 5.62 mg phenytalanine,

Mhm:SQPATEN'ImmmﬂﬂMMddmkmhwmdmmemmﬂm
Z0MIG-ZMT Orally Disintsprating Tabiets

The oraily disintegraing tabiet s packaged in a bllster. Pauuusnmubemmmammmlmmllmmmmimwnom
mmmmmmmunu-.:nomamm/asmgmhumupmonmm.mnwmdmmmumwmmsan

Laboratory Testy: No monitoring of spectiic laborainry tests b recommended,

mmaw«mwmm-mrmwmummwwkmmn Because thers is a theorelical fasis that these
eftects may be addiive. use of 0 o7 ergot-type (ke o pide) and within 24 hours
of each other $hould be avoided {see CONTRAINDICATIONS).

MAD-A InhibRoxes Increase the systemic eqosure of zokmilsiplan, Theretore, the use of Zolmitriptan i patients recelving MAO-A lnhiblors Is comraind-
cated (see CLINICAL PH. OGY end

Goncomitan? use of oktver S-HT,gnp aponists wihin 24 hours of ZOMIG treatment ks not {ses )

Following adminktralion of cimetidne. the hait-Hla 2nd AUC of and its xctive wers Goubled (see CLINICAL
PHARMACOLOGY).

Seleciiv serotonin reuptaks nhidifors (SSRIs) (g, lmm.mwmm)mbmw.memlnmmw-
reflexta, 3nd i when . -HT; agonists. It teatment iptan and en SSAt is cinically warranted, appro-
priale observation of the patient is advised.

o Teat ks not ¥mown 10 Intertere with commanly empioyed clinical iaboratory fests.

Mate of FertBRy:

wwmmwmmmammhmmmnmmomm Mice were dased for 85 weelks
{males) and 92 weeiss (lemales), mmu-(yhsmzAUCmwmlm)ﬂmhwmmdmmymwuwﬁmsmasuhhum
afler a single Iqudose(manmmlmnmwdawduu). There was no eflect of 20imilriptan on tumor dackdence. Contral, low dase and
li!dl!dnsamwubmdluIN-IO&-uB;mhh;hmwmmsanﬂimmulolm(m)wumm)mhmmhy.
Melvmmh:msehwumMlnyro'ﬂlmummﬂmwlmullmmhmﬂummmwﬂl
mwa:wmmdymmmsomlnmmansmumshummmu.mmmmnnndu
. Z was hmmsmmzusmms.mmmmwm,hmumud.mmhmamu.
metabolic activallon. nmmmhmhmammwmmmmumm&y. Zolndrigtan was clasiogenic In an in vito

CONTINUED ON REVERSE
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human tymphocyte assay both in the absence of and the presence of ic activation; It was not inan in vi uSe Mk assay.
Ht was also not inan DNA sy study,

impairment of Festility: Studies of male and female rats administered zoimitriptan prior to and during mating and up to implantation have shown no
impairment of fertitity al doses up to 400 mg/ig/day. Exposure at this dose was approxi 3000 times exp at the

human dose of 10 mg/day.

Pregeanty: Pregnancy Category C: There are no adequate and well controfled studies in pregnant women; therefore, zotmitriptan should be used
during pregnancy only it the potential benefi justifies the potential risk to the fetus.

In reproductive toxicity studies in rats and rabbits, oral adminkstration of zoimitriptan to pregnant animals was associated with embryolethality and
fetal abrormajities. When pregnant rats were administered oral zoimitriptan during the period of orpanogenesis at doses of 100, 400 and
1200 mg/kg/day, there was a dose-felated increase in embryolethatily which became statistically significant at the high dose. The materna) plasma
exposures at these goses were approximately 280, 1100 and 5000 times the exposure in humans receiving the maximum recommended tota! daily dose

of 10 myg. The high dose was ly taxic, 2s evi bya maternal body weight gain during gestation. In a similar study i rabbits,

embryolethality was increased 31 the malema!ly loxic doses of 10 and 3¢ plasma expr h 10 11 and 42 times exposure

o humans receiving the tota) gaily dose of 10 mg), and inci of feta) ions {fused rae, fib

anomaties) and vanations (major blood vessel variations, iregular assification pattern of ribs) were ar30 0/ Three mg/kg/day was a

mdlemaase(emmmkmtnhmmnmosuremaamemtomu) Wnen female rats were given Zolmitriptan during i ition, and tactation,
of hy phrosis was found in the offspring at the matemally taxic dose of 400 mg/kg/day {1100 times human expasure).

Nmslw Molhers: It is not lmown vmemer 2oimitriptan is excreted in human mik. Because many diugs are excreted in human milk, caution shoutd
be when i toanursing woman. Lactating rats dosed with zoimitriptan had milk tevels equivalent to maternal plasma
levels at t hour and 4 times hlnnerman piasma levels at 4 hours.

Pediatric Use: Safely and efiectiveness of Z0MIG In pediatric patients have not been established theretore, ZOMIG is not recommended for use in
patients under 18 years of age.

Postmarketing experience with other triptans inciudes a timitest number of reports that describe pediatric patients who have experienced clinically
serious adverse events that are similar in nature 1o these reported rarely in adults.

Use in e Eiderty: Anhouohmephanmohneucdlsposmonolmedrunlnmeelderfyisstmllanolhalswnmyomoe(aduns there is no infor-

mation about the safety and i of iptan in this pop becatise patients over age 65 were excluded from the contiofied clinical trials.
(see CLINICAL PHARMAGOLOGY: Special Populations)

ADVERSE REACTIONS: Serious cardiac events, i i have toilowing the use ol ZOMIG Yablets. These events
are exiremiely rare snd nost kave keen reported in patients with risk factors predictive of CAD. Evenls reported, In assotiation with drugs of this
class, have sitery and

fibriltation (sea CONTRAINDICATIONS, WARNINGS, and PﬂECAlmouS)

Incidence in Controlied Clinical Trials: Among 2,633 patients Weated with ZOMIG Tablets i the active and placebo controlied trials, no patients
withdrew for reasons related to adverse events, but as palients treated a Single headache in these trials. the opportunily for discontinuation was limred.
In 2 tong-term, open labe! study where patients were alowed to treat multiple migraine attacks for up to 1 year, 8% (167 out of 2,058) withdrew from
me tial because of adverse i The most events were pas ia, asthenia. nausea. dizziness, pain, chest or neck tightness or

Nence and warm N

Tabte 2 fists the atdverse events that occurred in » 2% of the 2,074 patients in any one of the ZOMIG 1 mp, ZOMIG 2.5 mg or ZOMIG 5 mp Tablets
dose groups of the conlrofled cfinical trials. Only events that were more frequent in a ZOMIG Tablets group compared to the placebo groups are included.
The events cited refiect experience gained under closely monttored conditions of clinical brials i a highly selected patient population. in actual climeal
practice of In other clinical trials, these frequency estimates may not apply, as the conditions of use, reporting dehavior, and the kinds of patients treated
may difter.

Several of the adverse evenls appear dose related, Aotadly p i ion of heavi or tig in chest, neck. jaw, and throat, dizziness.
somnotence, and possibly asthenia and raysea

Table 2: Adverse Experiencs Incisence in Five Placebo-Coniroiled
Migraine Cilnical Trials: Events Reporied By > 2% Patlents Treated With ZOMIG Tablels

Z0MiG 20MI6 ZOMIG
Adverse Event Type Placebo 1mg 25mg S5mp
{n=401) {n=163) {n=A438) (n=1012)
ATYPICAL SENSATIONS 6% 12% 1% 18%
Hypesthesia 1% 1% 1% %%
Paresthesia (ah! types) 2% 5% ™% %
Sensation warm/cold 4% 6% 5% 4
PAIN AND PRESSURE SENSATIONS T% 3% 4% 2%
Chest-pain/ti andror 1% 2% % %
i it I% 4% I3 10%
Heaviness other than chest or neck 1% 1% % 5%
Pain-Jocation specified 1% 2% % 3%
Othes-Pressureftightnessheaviness 0% 2% 2% 2%
DIGESTIVE % 1% 16% 1%
Dry mouth % 5% 3% %
Dyspepsia 1% 3% b2 1%
Dyspnaaia 0% % % %
4% 4% 9% &%
NEIIRDLOGIGAL 0% 1% 17% 2%
Dizziness 4% 6% 8% 0%
Somnolence 3% 5% 6% 8%
Vertigo % 0% 0% %
OTHER

Asthenia 3% 5% 3% 9%
Palpitations 1% - 0% <% 2%
Myalgia <% 1% 1% 2%
Myasthenia <% 0% % %%
Sweating 1% 0% % 3%

ZOMIG s generatly web tolerated. Across al doses, most advesse reactions were mild ang transient and did not lead (o long-lasting effects. The
incldence of adverse events in controlted clinical trials was not affected by gendes, weight, or age of the patients; use of prophytactic medications; or
psesence of aura. There were insufficlent datz to assess the impact of race on the incidence of adverse events.

Other Events: In the paragraphis that follow, the frequencies of less commonly reported adverse clinical events are presented. Because e seports
include events observed in open and uncontrolied studies. the role of ZOMIG in thelr causation cannot be refiably determined. Fusthermore, variability
assocated with adverse event reporting, the terminotogy used to destribe adverse events, etc., limit the value of the quantitative lrequency estimates
provided. Event frequencies are calculated as the number of patients who used ZOMIG Tablets (n=4,027) and reported an event divided by the total
number of patients exposed to ZOMIG Tablets. All reported events are included except those already listed in the previous table, thase 100 genera to be
Informative, and those not reasonably assoclated with the use of the drug. Events ase further classified within body system categories and enumerated
in order of L using the g definitions: adverse events are those occurring in 1/100 to 171,000 patients and rare
aiverseeventsmlmseowumwmewemﬂnm 000 patients.

Alypical
General: Infrequent were aﬂemy reaction, chms facial edema, fever, malaise and pho!nsensmvny ,
hy ion and syncope. Rare were Y . postural ion, OT proion-

gation, tachycardia and mrombophleb!ﬁs
Digestive: Infrequent were increased appetite, tongue edema, esophagitis, gastroenteritis, liver function abnormeality and thirst. Rase were anorexia,
conslipation, gastrilis, hematemesis, pancreatitis, mefena, and ulcer.

Hemic: Infrequent was ecchymosis. Rare were cyanosis, ia, eosinophilia and

Metabollc: Infrequent was edema. Rare were hypesglycemia and aliaBine '

Musculosketetal: Infrequent were back pain, leg cramps and tendsynovitis. Rare were arthritis, asthenia, tetany and twitching.

lleumloulnl Infrequent were agitation, anxiety, {ability and i Rare were amnesia, apathy, ataxia, dystonia,
ions, cerebral i i & ta, hypertonia and iritabaity.

qzlramr Infrequent were bronchilis, bronchospasm, epistats, hiccup, karyngitis, and yawn. Rare were apnea and voice alteration.
Skin: Infrequent were pruritus, rash ang urlicaria.
Spetial sansos Infrequent were dry eye, eye pain, hyperacusis, ear pain, parosmia, and tinnitus. Rare were diplopia and lacrimation.
equent were cystitis, polywria, urinasy frequenty, urinary urgency. Rare were miscarriage and dysmenoriea.




~ a0verss experiences protda seen with ZOMIG-ZMT Tabiets was similar o that seen with ZOMIG Tablats,

Pastaarksting Experience: The fofowing section enumerates potenilaly imponan adverse events that have occerred in clinical practice and which
Bave betn reporied sponaneously to varlous surveilance systems. The events emeneraled represent reports arising tiom both domestic and non-
domestic use of roimitriptan. The events enumerated nelude all except those already ksted In the ADVERSE REACTIONS section above o those too
general to be informative. Because the reports cite events reported spontaneously from wosidwids postmarketing experience, frequency of events and
e role of zolmitriptan in thels causation cannot be reflably determined.

Cosonary artery ; transient ial ischemin, angina pecloris, and myocardla Infarction.

Gonaral: As with cther 5-HT,gy) 2g0nists, there have been very rare reponts of anaphytaxis or anaphylactold reactions in patlents receiving ZOMIG.
ORUG ABUSE AND DEPEXDENCE: The abuse poterttal of ZOMIG has not been assessed in clinjcal tilads.

OVERDOSAGE: Thers is no experience wilh clinical averdose. Volumteers feceiving singie 50 mg oral doses of zimitriptan commonly experienced
sedation.

The elimination halt-fite of ZOMIG is 3 hours {see CLINICAL PHARMACOLOGY). and thetelore monttoring of patlents after overdose with ZOMIG
should continue for a least 15 hours or whike symploms of signs persist.

There is no specific antidote to zofmbtriptan. 1n cases of severe . Infenshve care are . inchrding ' and
malntaining a paterd alrway, ensuring adequate oxygenation ang ventiiation, and monitaring and support of the cardiovascular system.

R Is unkniown what eftect hemodialysis or pesitoneal dialysis bas on the plasma concentraticns of zoimMriptan,

DOSAGE AKD ADMINISTRATION:

ZOMIE Tabiets

tn controfed ciinical trials, single doses of 1, 2.5 and 5 mp of ZOMIG Tablets were etiective for the atute treziment of migraines fn adults. A greater
proporiion of patients had headache Fesponse tollowin a 2.5 or 5 mg doss than foBowing a 1 mg dose (see Table 1) In the only dirsct compartson of
25200 5 my, thers was kltie added beneX trom the larges dose but side effects are generally Increased at 5 mg (sea Tabla 2) Patients shoutd. feretors,
be ttarted on 2.5 mg or lowel. AdnsoIm-umanlsmaanbcMWMmubxmgm:scMZSnmhbmhm.

11 the headachs returns, the dose may be sepeated after 2 howrs, not I exceed 10 mg within 2 24-how period. Conlrolted Irtals have not adequaiely
&stabiished the effectiveness of 3 second dose K the initial dose ks ineflective.

'I'nlulelyo(hmhuInmwdmlmnmmmﬁ:neshawwbdhsndbnnuﬂbﬁw.

20MiG-2MT Orally Disintegrating Tablats

In a controBied cinical trial, a single dose of 2.5 Mg of Z0MIG-ZMT Tabiets was sftective fof the acuts treatment of migraines in 2dults,

H the hoadache retumns, the dose may be repeated aftes 2 hours, not 1o exceed 10 mg within 3 24-howr period. Controlled trials have not adequatsly
established the effectivenass of a sacond dose if the Inftlal dosa is Inettective,

The satey of treating an average of more than thice headaches in 2 30-day period has nol been established,

Administration with quid is not necessary. The oally disintegrating tabiet is packaged in 2 biister, Patients should be Instructed nol to remove the
tabiet trom the bister until just prior 10 dosing. mumnmmummumum.mmmumnmgmm plated on the tongue.
whers &t will dissolve and be swallowed with the saliva #t is nol recommended to break the crally disintegrating tabjel.

Hapatic lopstrment: Patients with moderals to severe hepatic impatment have decreased clearance of zolmitsiptan and signiticant elevation in blood
pressure was observed In some patients. Use of 2 fow dose with blood pressure 3 {ses CLINICAL P OGY AND
WAANINGS).

HOW SUPPLIED: 2.5 my Tadlets - Yelow, bicomvex, round, fim-coated, scored tablets cortaining 2.5 mg of zokmitriptan identified with “ZDMIG” znd
257 dabossed on one side are supphied In cartons containlig a distes pack of 6 tablets {NDC 0310-0210-20).

2.5 iy Oratly Disintograting Tablets - White, sl faced, uncoated, bevefied tablet contakning 2.5 mg of zolmitlplan Iemified with 2 debossed “Z” on
one cida are suppiied in cartans containing a blister pack of 6 tablels (NDC 0310-0209-20).

& tog Tabisds - Pink, biconvex, fim-coated tablels containing S mg of zolmitripian identified with “ZOMIG" and ~5" debossed on one side are suppled
I cartons containing 3 blfsler pack of 3 tablets (NDC 0310-0211-25),

5 mg Orally Disintograting Tablols - Whike, flt faced, round, uncoated, bevelied Lablet containing 5.0 rog of zolmitriptan identified with a debossed
T and *5” on one side and plaln on the other are suppiied in cartons contalning a bbster pack of 3 blets (NDC 0310-0213-21).

Store both ZOMIG Tablels and ZOMIG-ZMT Tablets a1 comroiied room temperature, 20-25°C {68-T7°F) fsee USP]. Protect trom Eght and molsture.

PATEENT INFORMATION
The tollowing wording ks contained In a separate jeafiet provided for patients.

Z0MIG® (20imitriptan) Tablels
ZOMIG-ZMT™ (zolmitripian) Orally Disintegrating Tablets

Patiend Information sboat ZOMIS (20-mig) for Migraixss
Generic Name: 2oimitriptan {zok-mirip-tan)

[ ] 1~ on 20MI8 Tablols: Please read this leaflet casetully belore you administer ZOMIG Yaliels. This provides
asummary of the information avaltabie an your medicie. Please do nol throw away this leaflel unth you have finished your medicine. You may need
o read this leaflet agai, This leafiet does not contain all the Information on ZOMIG Tabiets. For turiher information or advice, ask yow doclor or
pharmacist

inforteatisn About Your Meditine: The name of your medictne & ZOMIG Tablets. It can be odtained only by prescription lsom your doctor. The
decition lo Use ZOMIG Tablets is one that you and your doctor shouid make jointly, taking into account your individuat prefesences and medica) circum.
slnces. If you have risk factors for hean! disease (such as high blood pressure, high cholesterol, abeshty, diabetes, smoking, srong Tamily history of
heart disease, or you afe postmenapausal or 3 male over ihe age of 40). you should tel) your doctor, who should evaluaie you for hean disease in order
to determine it ZOMIG Tablets are appropriate for you. - .
1. The Purposs of Yoor Medicine: ZOMIG Tabiels are Mtendad to refieve your migraine, but nct to prevent or reduce the number of altacks you
axperience. Use ZOMIG Tablets only to treal an actual migraine attack
2. important Cuestions o Coasider Betore Using ZOMIG Tablols: Htho answes to any of the folowing questions i YES o f you do nol know
the answer. then you mus! discuss 8 with yowr doctor before you use ZOMG Tablsts.
. mmmmmxm.mm,mdmummuwnmmﬂ Have you bad 2 haant attack?
. Dvyouhznllskhu.nrshrmndisnselsumashlonbhodpnum,ninhehnuemobsky.dlmzs. simoking. strong tamily history
of heart disease, or you #e postmenopausal of 2 maie over the age of 40)7
* Doyou have high blood pressure?
= A you pregnant? Do you think you might be pregnam? Are you trylng to become pregnant? Are you not using adequate contraception?
Ao you breast feeding an infant?
© {f you are taking Z0MIG-ZMT™, &ta wummhmhnm(ammmnimzﬁfnﬂmrumn
= Have you ever had to slop taking this or any cliier medication because of an aflezgy or other problems?
-mmmmyolnumimiumeﬁam.hdumm,:wlﬁmmimm ik ¥
amine, or methysergide?
* A you taking any medication for depression (monoamins axidase inhibiiors of setective seratonin reuptake inhibXors {SSAIs)y?
* Have you had, of 6o you have, any disease of the liver or kidney?
* Have you tad, or do you have, epilepsy or seirures?
« [s this headache ditferent from your usial migratae attacks?
Remember, H you answered YES to any of the abave questions, then you must discuss R whth your doctor.
3. The Use o ZOMIG Tablet: Doring Pregrancy: Do nat use ZOMIG Tablets it you ars pregnant, think you might be pregnant, are trylng to become
Pregnant. oF are not using adeqite cortraception. uhless you have discussed this with your doctor.

4. Row te Use 20MIG Tablsts: Adults should be started on 2 2.5 mg dose of lower adrainistered by mouth. A dose lower than 2.5 mg can be
achieved by manually breaking the convertlonl film-coated, scored 2.5 mg tablet In hall. # is nof secommended to breakthe 20MIG-ZMT Tablet.
Hmmhnmshckaﬁumlmlmaucwmwu amytima after 2 houwrs of the dose. For
myau;kvmenyoumwmnummﬁmdasc.uondhkuswonddosawmﬂluslwnwnmwimmdmbr. Do not administer
more than 2 totat of 10 myp of ZOMIG Tablets In any 24-hour period. Discard any unused tablets of His portion that have been removed from the
blister packaging.

Z0MIG-ZMT OraBy Disttegrating Tzblats
mbﬁmmmﬂgldbelnelaﬂopmudmeuawdisimemainaanmlmmme,mlmdwmbeswalwndm
the salva.

8. Side Elfecty ta Walch For:

~ Some palients experlence (ain o lightness In the chest or throat when using ZOMIG Tabfels. if this happens 10 you, then discuss it with
wf doctos before using any more ZOMIG Tablets. 1 the chest pain ks seveto or does not 20 away. cak your doctos immedidely.

* Shoriness of breath; wheeziness; heart throbbing; sweliing of eyelids, tace, or kps; or 2 skin rash, skin umgs, of hives happens rarely. Itk
happens to you, then 1efl your doctor immeditely. Do not take any more ZOMIG Tabiels unless ‘your doctor tells you to do sa.

* Soms peopie may have feellngs of ingling, het, heaviness or pressure after treatment with ZOMIG Tabiels. A fow beople may feet drowsy,
dizzy. tired, o1 sick Tell your doctor immediately if you have symploms that you do not undessiand.

€. What Te Do if An Overtose ks Taken: Hf you have taken more medication than you have been lold, contact ether your doctor, hosphtal emergency
depastment, or nearest poison control cenfer Immediately. This medicine was prescribed for yous particuks condition and shoold not be used by
others o fos any other condition.

7. Storing Your Medicine: Keep your medicine in a safe placa where children cannot reach M. 1t may be harmiul to chixiren. Store your medication
away kom light and moisture, and af a controllzd room temperature. it your medication has exphed {the expiration date ks prinfed 00 the treatment
pack), throw it away as instructed 1 your doctor dechdes to stop your tieatment, do not keep any keftover medicine unless your doctor 1els you to.
Thiow away your medicine as Instructed. Be surs thal discarded tablels are ot of the reach of children.

Al trademarks an the property of the AstraZenaca group
© AstraZeneca 2002

ZOMIG® (zotmitriptan) Tablets
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Review and Evaluation of Clinical Data

IND (Serial Number) 20768(010) and 21231(003)

Sponsor: AstraZeneca

Drug: Zomig Tablet and Zomig-ZMT

Proposed Indication: Migraine

Material Submitted: CBE (submitted electronically) EDR
\\Cdsesub1\n20768\S_01012002-07-01

Correspondence Date: 7/1/02

Date Received / Agency: 7/2/02

Date Review Completed 8122102

Reviewer: Kevin Prohaska, D.O.

1. Introduction

The sponsor submits a Changes Being Effected (CBE) supplement to add information
regarding possible anaphylactic reaction to the Zomig label.

This change is in response to a letter, dated January 24, 2002, sent to the sponsor from the
Agency requesting the change. In the Agency letter we stated the following:

“In the Adverse Reactions, Post-Marketing Experience section, Zomig labeling
should add the terms ‘anaphylaxis or anaphylactoid reaction.’ Although the
present label arguably provides a partial description with the existing terms

‘allergy reaction’, ‘bronchospasm’, and ‘pruritis, rash, and urticaria’, the terms

‘anaphylaxis or anaphylactoid reaction’ more accurately convey the risk of a
severe, systemic, and potentially life-threatening adverse event like those
experienced by at least some of the patients reviewed.” :

This requested change resulted from the review of eight possible cases of anaphylaxis -
associated with the use of Zomig. The change was requested for Zomig Tablet (NDA
20768) and Zomig-ZMT (NDA 21231).

2. Comments

The present label for Zomig was approved in October 2001. Both Zomig Tablets and
Zomig-ZMT use the same package insert. In the “Current Annotated.pdf” file the sponsor
supplies an annotated version of the package insert. In section “Adverse Reactions”,
subsection “General” the sponsor adds the following statement:
“4s with other 5-HT/p agonists, there have been very rare reports of
anaphylaxis or anaphylactoid reactions in patients receiving Zomig.”
No other additions or deletions are proposed for the label.

The changes to the label are consistent with what was requested by the Agency. Likewise
they are consistent with the language used in the Imitrex Tablets label.

3. Recommendations
The change to the label proposed by the sponsor is acceptable.
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REGULATORY PROJECT MANAGER
LABELING REVIEW

NDAs : 20-768 Zomig (zolmitriptan) tablets
21-231 Zomig-ZMT (zolmitriptan) orally disintegrating tablets -
Sponsor: AstraZeneca
Indication:  Migraine
Supplements: NDA 20-768/SLR-010 (dated 7/1/02)
NDA 21-231/SLR-003 (dated 7/1/02)

Notes of interest:

The labeling provides for information regarding both zolmitriptan tablet and orally disintegrating
tablet formulations. The last approved labeling supplement revisions were N 21-231/SLR-001
(package insert code SIC 64192-00) dated 5/21/01, and approved in an Agency letter dated 9/17/01.

REVIEW

20-768/SLR-010 & 21-231/SLR-003

Dated: 7/1/02

CBE: Yes :

Label Code: SIC 64192-02

Reviewed by Medical Officer: Yes, acceptable.

These supplemental applications provide for “Changes Being Effected” supplements, adding the
terms anaphylaxis or anaphylactoid reaction in the Adverse Reactions, Post-Marketing
Experience section, under subheading General. These supplements were submitted in response
to FDA letter dated January 24, 2002,

CONCLUSIONS

1. These supplements provide for the labeling revisions listed above.

2. The medical officer has agreed to the above changes.

3. Irecommend issuing an approval letter for supplements 20-768/SLR-010 and
21-231/SLR-003.

Lana Y. Chen, RPh
Regulatory Project Manager

Robbin Nighswander, MS, RPh
Supervisory Consumer Safety Officer

LABELING REVIEW
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