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DESCRIPTION
SYMNAREL inafarelin scaints) Meesl Sslution is irdended for sdrmin-
isfration e & epray 0 The aadal mimoes, Nataralin scetate. the
active component of SYNAREL Nasal Solution, is & decapeptids
with 1he chamical neme; S-0uxo-L-prolylL-histidyl-Laryotophyl-L-
saryl-L-tyroayl 3-42-naphibyd)-D-alanyl-Ldescyl-L-argleoyl-L- prodyl-
glycinamida ncetoto. Maforalin acetate is o synthetic analog of
thee naturally occuming gonadotropin-raleasing hommone (GnAHL

Mafaralin neatote has the folewing chamcal structura:
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EYNAREL Nasal Soluban contains nafarslin acetate (2 mp/mL,
content expressed ar nafarelin basst in o sclution of bereadko-
nium chisnde, glacinl acsfic acid, sodisvm hydrosde or hydrochio-
ric acid fte Bdjust pHI eorbitol. aad purified water
After priming the pumg unit for SYMAREL. soch actuation of
the wnit delivers approcimately 100 @A of the sproy confosining
apgroxirately 200 pg nataralin Boaze, The conterts of one spray
bonle are intandecd 1 deliver A1 leas1 G0 sprays.

CLINBZAL PHARMACOLOGY
Mafaralin acotote is o potent agonistic analcg of gonadatropon-
ralzasing hormone (GnRH). &t the onset of administration, nafar-
elin simulates the relezse of the pituitary gonadotropins, LH
and F3H, resuling in a temporary increase of gonodal ste-
roidoganesis. Repeated dosing abalishes the stimulatory sfiect
on the pituitary gland. Twice daily administration leade to
decreanad sacration of gonadal arafoide by aboir 4 woeke! aon-
saquantly, Ti=ues and functions that depend en gonadal sleraics
for thalr maintenance hecoms Quisscant,

In ehildren. nafaralin acotate was rapidiy ohsorbed into the
sysiemic circulation aftar mtranasal administration. Maximum
serum concentrations (imeasured by ALY were achieved between
10 and 45 minutes. Following = single dose of 400 pg base, the
ohserved paak concentrotion wes 2.2 ngiml, whareas iollowing
a gingle dods of 600 pg Dees, The abesrved paak concaniralion
was 6.8 nwml, The average sarum haif-lite of nataralin Tollow-
Ing intrameesl adrminigration of o $00 G Goae vwis spprasimaney
25 hows, It 18 not known and cannot be predicted what the
phormoeskinaties of naforelin will be in children given & doe
mbowve SO0 pp.

In Belult worsn, nalamalin ecetote wes rapidly sbaorted inte the
systemie clreulation after intranasad adminktration. Mo mem
sarum concantrations (measurad by AL wars ooheeed betwann
10 and 40 minutes. Following a single dosa of 200 pg basa, the
ohserved sverage peak concentratian was 0.6 ngimL (rangs 0.2
to 1.4 ng'mL}, whemsas fcllowing a single doss of 400 wg base,
the ohesrved avermge peak concantration was 1.8 ngéml rangs
0.5 1a 5.3 ngimll, Bioavailabiling frem a 400 g dose averaged
8% {range 1.3 1o 5.6%], The avarage sarum hall-lite of nafar-
alin following introndss edminsiralon was spproximataly 3
hours., About BF% of naferelin acetale was bound to plasma
protaing of 4°C. Twice doily intranosal sdministration of 200 or
400 pg of SYMAREL in 14 haatthy wemen for 22 daye did not
lead 1o significant soccumulation af tha drug. Based on the maan
Crnin levels on Days 15 and 22, there app=ored o b= do=e pro-
porienality across the two dose levels.

Afler gubcutaneoue sdminsiration of MCnalamelin scetate 1o
e, 44-55%% of the dose wae recovernsd in urine and TB5-44 2%
wag meedvarad in Tecas, Aporoximaraly 3% of tha administared
dose sppeared as unchanged nofarafin in urne. The 1 serum
haif-lide of the metabalitos was about 858 hours. Six matabo-
Iites of natarslin have been identified of which the masgor medab-
olite = Tyr-0i2j-Nel-Leu-frg-Pro-Giy-MH| 5100, The activity of the
mistabolites, the metabolism of nafarelin by nosal muccsa, and
thie pharmacokinetics of the drug in hepatically- and renalby-
impaired patierds have not besn dabermined

There app=ored to0 be no sigrificant efi=ct ol rhinitis, ie., nasal
congesticn, an ihe systemic bioavailability of SYRNAREL; howaver,
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if thee use of a nasal deconpestant for rhinitis is necessary during
treatment with SYHAREL, 1the decongesiant should not ba wesd
until o bapst 2 hours following dosing with S¥YMAREL.

wWhen used ragularly in girls and Boye with caniral precocious
puberty (GPPI ai the recommaendsd doss, BYMAREL supprassss
LH and sex stereid hormona lovals 1o prepubertal levels, affects
& corrasponding arrest of socondany sevual dewolopmont, and
slows imear growdh and skelstal maturation. In some caces, initial
estrogen withdrawal bl=eding may occur, generally withen &
weaeks after initistion of therapy. Thereafter, mansiruation should
caans.

In clinical =tudes the peak response of UH to Snf stiimulation
was reduced from & pubsrial response 1a 8 prepubertsl response
{=18 mlU'mL} within one month of treaiment.

Limanar growth velacity, which i commanly pubians in childran
with CPF, ia reduced in moit children within the firet year of
traatmant 10 values of 510 B cnv'year or less. Childran with CPP
ana frequantly tallar than thair chronologleal age poars; halght
for chranodogical nge apsroaches normal in mast chddren dunng
tha second or third year of reatment with SYMAREL. Skaletal
maturetion rate (bone age welocity —change in bone age divided
by chenge in chronclogical ogel iz usually abnormal {grester
thar 1] in children with CFP; in mast children, bane age welecty
approaches normal (1 during the firet yeas of trestment. This
fesLlte in & narrowing of the gap between bons age and chin-
aological age, usually by the sacond or third yeaar of reatrent
Thi mban pradicted adilt Maight incrbase.

I alinkcsl trigls, brapst developmant was arrested or regragsad
I B2% of girls, and genital development was armested or
ragraesed in 100% of boya, Bacause pulkic hoir growth ia largely
conirolled by adromal ancregens, which aro unaffectad by matar-
alin, pubiz hair development was arrostad or ragressed anly in
Bt of girls and boys.

Rewersal of the suppressiva offecis of SYNAREL has been dermion-
stratec to ooour in el children with CPP for whom cne-year proet-
rrasimant Tolkes-up i svailabie (m-68), Thie demonetration son-
aigted of tha appearance of retdim of menses, The relurm of
pusberial genadotrepin and gonadel sax sterold leveds, andor
tha advancerment of secondary soxual developmant. Seman
analysia was normal in the twe ejacalated specdmens obtainacd
thus for frem boys who have been talen off theragy 1o resume
puberty. Fartility has not been documented by pregnanceas and
the effect of long-tarm use of the drug on fertility is not known.

INDICATIONS AND USAGE
FOR CENTRAL PRECOCIOUS PURERTY
iFor Endormetricsis, Soe Aeverse Sidal

SYMAREL & indicarad tor weatmant of ceniral precodous puberty
(CPP) {gonadotropin-dependent précocious puberty| in childran
of both saxes.

The diagnoemss of central precocous puberty (CPP| = suspacted
whan pramature davelopment of secondary sexual charactaris-
tice ooours ot or bafore the age of 8 years in gids and & years
in boys, and i= sccompansed by significont advencement of
bone sga sndior @ poor adult height prediction, The disgross
ahioukd ba confirmed by pubanal gonadal sex steraid levels anc
& pubartal LH respense o stimulation by notive GnAH, Palvic
ultrasoind assagssment in girls usually reveals enlarged uterus
and owaries. tho lattar often with multipls oystiz formations.
Mdapneiic resonance imaging or CT-ecanneng of the brain is rec-
ommended ta detect hypothalamic or priuitary tumnars, or ane-
tomical changes aszocisted with increased intracranial pressure.
Cthar causes of mexunl precocdy, such == congenital adrenal
hyperplagia, [estolowicoRis, Teaticulsr Tumor: andlor ofher
aulonomous faminizing of masculinizing disonders must be
axcluded By proger clinigal hormonal and disgnostic imsging
EEAFNATIONS,
CONTRAINDICATIONS

1. Hypersensitivity 10 GnfH, GnRH agonist analogs or ony of
tha excipienis in SYNAREL;

Z. Undiagnosed abnormal vaginal blesding;

3. Us=e in pregnency or in women who may becomes pregnant
while receiving the drug. SYNAREL may cauee fetal harm whan
asdrmanisiersd o0 a pregnant woman, Major fetsl abnormalities
ware obesrced in rate, but not in mice or rabbite after admin-
isrrarion of SYNBREL durng the period of organogeanasis, Thera
was 8 doss-ralaed inorease in Tetal momslty ard 8 Gecredsa in
fatal weight in rats {see Pregnaney Secilon|. The eHects on ot
fmtol mortality are axpected consaquances of the afterations in
hormonal levels brought about by the drsg. if this dug is vsed
during pregnancy or il the pationt becomes pregnant while
taking this drisg, she should be spprised of the potential hazsrd
to the fetus;
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4, Une in women wha are Dreag-feading [4ee Mrsing Mothens
Seallani,

WARNINGS

The diagnosis of central precocious puberty |CPP) must ba
established before treatment i inftiated. Regular menitoring of
CPP patiants is neadad to assoss both patient responsa os wall
as complinnee. This is porticulardy important duning tha first &
to 9 waosks of frestmant to assura that supprassion of pitutany.
gonodal function is rapid. Tasting may incleds LH responsa to
GnAH stimulation and circulsting gonadal sew steroid levals.
Assessment of growth velocty and boma oge wvelociy should
begin within 2 to & months of treastmaent inhation.

Same patients may not show supprassian of the phiudany.
gonadasl axis by clinical andlor biccharmicnl parameters. This ey
be due to leck of compliance with the recommanded traatment
regiman and may ba rectified by recommanding that the dosing
bo dome by caregivers. f comnplionce problems are exeluded,
tha possibility of gonsdotropin independent sexual pracocity
should ba reconsidered and appropriste exominotions should
ba conductad. if compliance prablems are awcloded and if
gonodoiroping indepandant sexual procoerty is not present, the
dose of SYMAREL may be increased to 1800 pgidey adminis-
tared as S00 wg tidl

PRECAUTIONS
General
A= with other drugs that stimulate the release of gonedotrapins
or that induce ovulation, in adult women with endometriosis
ovarian cysis hawve been reported to coour in the first two
months of therepy with SYNAREL. Many, but not all, of thess
evends cccurred in women with polycystic ovanan disssse. Thess
cystic enlargements may resolve spontancously, genemally by
ghowt four 1o =ix wesks ol therapy, but in some cases may
require discontinuation of drug and/or surgical intervention. The
relevance, if amy, of such svenis in children is anknown.
Infemmation for Patients, Patienis" Parents or Guardians
An information parmphlet for patients ia Included with the
praduct, Patienta and their coreglvers should be aware of
the following information:
1. RG\I'GTHDI"I’]I of tha suppressive allecte of nafaralin has baan
darmonairaied by the sppearance of reurn of manses, by The
requrn of pubertal gonadotropin and gonadal eex slarcid levels,
andior by advancement of sacondary gexual developmant,
Semen andlyeir wae normal in the two ajaculated specimens
obtained 1hue tar fom Doye whio have been Teken alf theeapy
o reslima pabaity, Fenility has Aol Bean docwmentad by prég-
manciex and the effect of ng-1erm uee of the drsg on Tartility
g nal known

2. Fatients and thali caregivers should be adaguataly counieled
to aseure Tl compliance! imegular or incomplete daily doses
ray reaullt i stimnidation of tha pitiitary-gonacdal axis.

3. During the first month of treatment with SYNAREL, =ome
signs of puberty, e.p., vaginal bi=eding or bremsi enlasgement,
may occur. This & the expected initial effect of the drug. Such
changes should resolve soon after the first manthe 1§ such res-
plution do=s nat occur within the first fwo monthe of frestment,
thi= may b= due to lack of complisnce ar the presence of gonad-
otropin indepandent sexual precocity. it both possibilibes are
definitivety exduded, the dose of SYNAREL may be increased
to 1800 ppiday edmimstered as 610 pg tid.

4. Fotimnis with intercurrent rhimbs should consult their physi-
cian for the wsa of a topical nasal decongestant. IF the use of
o topical nasal decongesiant is required during treairmeant with
SYNAREL, the decongesiant should not be used until et least 2
heurs fellewing dosing with 5YMNAREL.

Snezing during or lrmmedistely after dosing with SYNAREL
should ke avodded, I possibla, since this may Impair drag
abaorplgn.

Druyg Intarsctinns

Mo pharmacokinetic-based drug-drug irfersction studies howes
bean conduected with SYNAREL, However, becauvess nafarslin
acetates is a peplide that is primardy degraded by peptideee and
net by oylochreme P-450 enzymes, snd the drug is only about
BFG bound 1o ploema proteins at 4°C, dreg intsractions would
vl ba sxpecied 1o occur.

Carcinogenesie, Mutagenetiz, Impairment of Ferility

Careinagenicity atudies of neterelin were conducted in rate
(24 pronthe) Bt doses up (0 100 Lokgidey and mice (18 monthel
a1 doses up o 500 LGRpiEey using intremusculae dodes (up 10
N0 time: and 560 timee the makimum eoommendad haman
Intronaeal doss, reepectivelyl, Thees muliplez of the human
o pre Basad on the rekative biosvailabifity of the drie by The
b rouites of administration. & ssen with othar GnRH agoniEes,
matarekn scetate given 1o laborstory rodente st high dozes for
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profonped periods induced proliferstive responsss {hyperplasia
andior neoplasal of endocrine organs. A 34 monthe, there wae
BN incraass in the incidenca of piluitary tumore (edenomaicer-
cimmal In high-does Temaka race and 8 doee-ralated Incresss in
mabs fate, Thors wae an increass In pancrastie idlet coll Bdencmipe
im both sewes, and in Benign testicular and ovarian mare in
the treated groups. Thee was & dode-related incresss in benign
adrenal medullany umare in reated female rate, In mice, there
was & doge-ralated increage # Herdesian gland tumore in meles
and an increase in pituilany adenomes @ high-dose famales, No
matsatases Of thess turmdre wers obderved, It & known thet
lurarigenicity in rodants i parteubarly sensiive (o hodrmonal
Elieris lation

Mutagenicity studies wema parformad with nafarelin acetate
using bacterial, yeast, and mammalian systerns. These studias
prowided no awdence of mutagensc potantsal.

Regroduction studies in maks and famale racs hae shown full
rewersiblliny of femility suppression when drug [restment was
discontinued aftar continuaus adminisiralion 100 up 10 § monihs,
Tha affact of trestrment of prapubeanal rate on the suhasquent
raprodictive partormance of mature animals has 1ol bean
il ated

Programey, Terntogenic Effacts

Fregnancy Category X See "GOWTRAINDICATIONS. * Intramuscu-
lar SYNAREL was administ=red o rets during the period of
orpancgenzsis st 0.4, 1.6, and 6.4 ppkpiday (about 0.5, 2, and
T fimes the maximum recommended human iniranasal doss
based on the relative bicavailabil ity by the two rout=s of admin-
istratign). An increase in major fetal abrosminlities was observed
in 460 fetuses at the highest dose. A similar, repeat study o
the =ame doses in rats and studies in mice and rabbits 2t doses
up to &0 ppkgidey and 016 ppkoiday, respecireely, foilzd 1o
demanstrate an increase in fetal abnommalities after adminis-
Iraticn during the pariod of organogensss. In rats and rabhits,
there was a dose-relsied morease in fetal mortality =nd 2
decrease in f=tal weight with the highest dase.

Mursing Mothers

It i= not known whether SYMAREL is sxcreted in human milk.
Becawss mary druge ars sxcrated in human milk, snd bacsuze
the effects of SYNAREL on lactation andior the Gresstfed child
have not been determined, SYMNAREL should not be used by
mursing mothers,

ADVERSE AEACTIONS
In climical iriaks of 165 pediatric pabienis, 2.6% reported sympioms
suggestive of drug sensitivity, such as shoriness of brenth, chest
pairn, wricario, rash, and pruorifues.

In those 186 patients frostod for an sverogo of 41 months and
na long aa 80 martha (5.7 years), advaras svonts most frequantty
roported f= 3% of patents| consisted largaly of apisodes acouming
during tha first & weaks of troatment os a resutt of the transiant
stimulatony acticn of nofaralin upon tha piuitarg-gonadal aes:

peme {109%)

IFanEant brasst anlargement (B9
vaginal bleading (8%

amational labilny (6%

tramsknt incroase in pebec heir (5%}
beely oo (43%G)

sobonhas [

Hal Naghes, comman in sfull women rreatad Tor endomalriesis,
cocwined in only 3% of tested children and weare transient
Crthar adwares events thought 1o Be doug-relsted and ocourming
in =3% of patlente were rhinitis 5% and white o brownish
vagingl dischargs (3%, Approsimataly 3% of patiente withdrew
Trern slinical wriake due 10 sdveres awens,

In cne male patient with concomiant congenital adrenal bypaer-
plasia, and who had discontinued treatrment 8 momihs previowsly
1o resuma puborty, adrenal rest tumors wera found in the left
lostis. Malatiorship to SYNAREL is unlikaly.

Aegular exsmminations of the priuitery gland by magnetc reso-
mance imaging (MR} or computer as=isted tomograghy (CT) of
children during long-term nafarelin therapy 2= well a3 during
the postdreatment period has occasionally revealed changes in
the shapa and =iz of the piuitary gland. Theose chanpes include
asymmatry and anlargement of the pitudary gland, and & pitu-
itary microadenoma has bean suspacted in a few childmen. The
ralationship af these findings to SYMAREL is not known.

OVERDOSAGE
In ewperimentsl animals, & single subcutanecus admini=tration
of up to &0 times the recommendsd buman dose on & pokp
bagis, not adjusied for bicavailability} had no advarse effocts.
At prasent, there is no clinical evidance of adversa affecis fal-
lowing ovardosage of GnAH analogs.
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Bazad on sfudies in monkeye, SYMAREL is nol abeorbed after
oral adminisiration,

DOSAGE AND ADMINISTRATHIN

For the wrastment of centrad precocious puberty (CPP|, the rac-
ommendad daily dose of SYNAREL is 1600 pg. The dass can
b increased o 1800 pg dadly i1 adequeate SupOresEion canno
ba achiewad a1 1600 rgskay,

Tha 1600 pg dose is achieved by two sprays (400 pgl mto each
ro=tril in the morning 14 spraysl and fwo sprays inio each
nostril in the svening 4 sproys), a total of & sprays per day.
Tha 1000 pg dose &= achieved by 3 sprays (600 pgl into alter-
nating nostrils thres limes o day, a fotel of 9 spraye por dovy,
The padient's head should be (#ted back slightly, and 3 ssconcds
ghould alapes Derwaen Spreye,

It 1he prescrifed tharagy has baan well 1olarated by 1he patiant,
traaiment of CPF with 3YNAREL should cominue until resemp-
lion ol pubey is desarad,

Theare appeared 1o be no =significant effect of rhinitis, i, nasal
congertion, on the systemic bicavailability of SYNAREL: howewvar,
iff the use of & nosal decongestant for rhinitis is necassary during
treatment with SYNAREL, the decongestont should not be used
until ot konst 2 howrs fofowing dosing with SYMAREL
Sneezing dunng or immadistoly after dosing with SYMAREL
should be avaided, if possiole, since this may impair drug
ahsorption.

Az 1600 pgiday, s bottle of SYNAREL prowides sbowt & T-day
supply {about 86 sprays)h. If the daily dos= is increased, nocrease
the supply to the patient to ensure uninteruoted trestrment for
the duration of therapy.

HOW SUPPLIED

Each 0.5 cunce botile (NOE 0025-0188-08) contains 8 mL
SYPMAREL [naferalin acetats| Masal Solution 2 mgdmlL {os nofareln
base), and is supplied with a metersd sproy pump that defivers
200 g of nafarelin per spray. & dust cover and o leafiet of
pationd indructions are sles inclheded,

Store upright at 26°C (T77Fl; excursions permitted to 1HA0°C
|B9=B8"F} [sae URF Corrolled Aoom Temperature]. Praotect from
light.

Beory Fenvisadd: Movamber 2003
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DESCRIFTION
SYMNAREL {nafaralin scotote] Massl Saluton s Bbended for admin-
isfraticn as o spray o the nasal mucosa. Mafarslin acetatn, the
aotive compeonont of SYMAREL Magsal Sohrtion, is a decapaptide
with tho chemical nama: S.om-L probyl L-histidyl L tryptaphyl L -
saryl-L-tyroeyl-3- (2-na phthy -0 alanyl-Lbeuoyd- L-arginyl-L-pralyl-
glycinamide acetaie. Mafarelin acotaie = a synthotic analog of
tha maturalty oocurring gonadatropin-releasing hormona {GnRH|.

Mataralin scetare ke the following chermscal sIruchurs;

ATtV e Twivu¥ i §
G CH-CCH-CheEH-E LS G- ’-{u\j;c\- Ty

o nh
T h
CH o

o é\ (? (Lr] ol ‘
o

e CHyCOOH «pH0 NMemcd EZoy< B

SYNAREL Nasal Solution contains nafarelin sesiote {2 mgiml,
conient axpressed as nafaralin bass) in & soluion of benzalko-
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miwm chlonde, glacial acetic acid, sodmm hydroxde or hydrochlo-
ric acid (to adjust pHl, sorfbdal, and purified weates

Aftor priming the pump unit for S¥NAREL, sach actuation of
tha unit dolivers approximatahy 100 gl of the spray containing
approximately 200 pg natarefin baszs. The cantents of one spray
boitle are int=nd=d to delwer ot k=asi 63 spreys.

CLIMIC AL FHARM ACOLDMGY

Mafaralin scatate i€ 8 potent agonistic analog of gonsdatropin-
releasing hormane (GnAHL AL the onser of administration, nafar
slin gtimulates The ralease of the pituitery gonadotroping, LH
and FSH, reaulling in & temgorary increase of owvarian sie
roidegansesis, Repeated dosing abolishes the stimulatory affect
on the pituitery gland Twice dadly adrinlstration leads 1o
deciaased sacration of gonadal starcids by about 4 weaka, con
aacuantly, tiesues and functions thet degend on gonadal stercids
tor thalr malntenonce bacome guescant.

Matarafin acetate (& rapadly abecrbed inta he aydtemic cinculs-
ripn after intranaesl adminietration, Mok gerim consemrs-
tiang (measiirsd by AIAY wers achdoved hetwsan 10 and 40
rinutes, Following a =ingle dose of 200 pg base, the obsarved
average peak concapiration was B8 agiml (renge 0Z 0 14
ngfmL), whameas Tollawing & singls dose of 400 g base, the
abserved averags pedk concentration wis LB ngdml rangs 0.5
2 5.3 mgimbl. Bioowailabil ity Trom & 400 g doss averaped 5%
trange 1.2 to 58%) The averoge serum hal-lite of rafaralin ol
Iowing intranasal adrdanstration is approximately 3 heurs, ADout
0 of nofaralin sostata i bound to plasma protelne st 4°C.
Twica daily intranosal administration of 200 or 400 pp of
SYKAREL in 1& haalthy waman far 22 days did mot load to sig
nificant accumulation of the drug. Bosod on tha mann Coryn levels
on Days 15 and 22, thers appearcd to be dose proportionality
across tha two dose lovals.

Aftor subcutaneaus administration of YC.nafamlin acetate o
rme=n, 44-85% of the dos= was recowered in urine ard 18.6-48.2%
was recovered in f=aces. Approximately 3% of the administered
dose sppeared a5 unchanged nafarelin in urine. The L marum
haolfife of the metabolites was abowt B5.5 howrs. Six metobo-
lites of nafarefn hawe besn identified of which the major metab-
olite iz Tyr-D{2}-Mal-Leu-frg-Pra-Ghe-NHz|B-10). The activity of 1he
matabofies, the maiabolem of nafarelin by nass!l mucoes, and
tha pharmacokinetios of the drug in hepatically- and renaslly-
impaired paterds have not been determined

Thare appeared 1o be no significant effect of rhinitis, Lo, nazal
congestian, on 1he systemic bioavailabiity of SYNAREL; howewer,
if the wv=e of 2 nasal decongesiant for rhinitis is necessary during
treatrnant with SYNAREL, the d=congesiant should not be used
undil at least 2 howrs iollowing dosing of SYNAREL.

In controlled climical sfudies, SYMAREL ai domes of 400 =nd
B0 ygidey For & monthe wes shown o be compsrshle 1o
danazol, 800 mglday, in mleving the clinical symptomne of
andometrioziz {pekic pain, dyermanarihes, and dyepsreunial
and in reclucing the giza of endomatrial implanis &8 de1srmined
by laparoscepy. The dimizel significance of & dacresss in endo-
malietic lesions 8 ool known AL this Gme &nd, in addticn,
laparoscopic araging of endometriosis doss nor necesaariy
corralate with severily of symprome,

In & single controlled clinical trial, intranasal SYMAREL (nofore-
lin acotote} ot & dose of 400 pg per day wae shewn to be clin-
ically comparable to intamuecular lsuprelide depat, 3,75 mg
manthly, for the trastment of the symptomes (dysmenorrhen, dys-
pareunis snd pahli: paln} esocialed with sndomatioes
SYMAREL 400 pg dmily nduced amznarrhes in approxmately 884,
Bfo, ard 9% of the patesnts after 80, 99, and 120 days, respec
trvely. In the first, second. and third post-trest ment months, nommal
menstrual cycles resumed in 8%, B, and 100%, respectively,
of tho=s patients who did not become pregnarnt.

A4 the end of treatment, B13% of patients who reoeived SYMNAREL,
400 pgfday, wers symptam free, 32% hoad mid sympioms, 7%
Fad moderate gymplams, and 1% had gavane eymgiome, OF 1he
ERG of patiente who had complate relief of gpmpioms ot he
and of Weatment. 17% had moderats aymplons 8 manths sfiar
treairnent wae discontinued, 33% had mild aympiome, 505
remained symptam free, and no patient had severs syimanoema,

Durimg the first two months wves of SYNAREL, =ome women
experience waginal blesding of varable durstivn and intensity.
In ol likelihood, this bleeding represenis estrogen withdrawal
bleeding and is expecied to stop spontaneousky. IF vaginal
blesding continues, the poasibifty of lack of complrance with
the dasing regimen should be considered. If the patient is com-
plying coralully with Tha regimen, an incresse in dode 10 400
HE Teice A day ahould be congideed

There is no evidencs Thal pregnancy rales are anhanced of
adwarsely affecred k' the use of SYMNAREL



Synarel

brand of nafarelin acetate nasal solution

INDICATIOMNS AND USAGE FOR ENDOMETRIOSIS
[For Central Precocious Puberty, See Revarse Sidel

EYNAREL is indicated for meanagement of endomesriosis, incud-
ing pain relief and reduction of endometriotic kesions. Experi-
snoe with SYMAREL for the management of endometriosis has
been limied to womsn 10 years of sge snd older treated for
# monthe.

CONTRAIKDICATIONS

1. Hyparsensitivity to GnRH, GnRH sgonist ansfogs or any af
ihe excipeents in SYMAREL;

2. Unciagnosed abnormal vaginal Bleeding:

3, Lisw in pragnancy OF in women who iy Decoma pragnant
while receiving the drug. SYNAREL may couse fetal harm whan
adminlstersd 1o a pragnant woman, Majer faal abrosmalties
wins abserved e refs, but not 0 mlee or rabblts after admian-
wtratlon of S¥NAREL during the pericd of organagenesia. Them
wiis @ dose-reloted Incroese in fetal martality and & decressa in
fatal waight in rats (sea Pregnancy Soction). The effects on rat
fotal rrartality aro axpoctod consequances of the alerotions in
harmenad levala brought aboart by the drug. If this drug is vsed
during pragnancy or it the patient becomas pragrant whila
taking this drug, sha should bo apprised of the potartial hazard
1o tha fatus;

4. Usz in women who are breasi-feeding (s=s Mersing Motfiers
Section].

WARNINGS
Gaofe use of nafarelin acetate in pregnancy has not been estab-
lished clinically, Befors starting treatment with SYMAREL
Preg y must be lu e

When used regularly at the recommended doge, SYMAREL
ugnually inhitre ovulation and S0pE MERSTFUBION. CORTAGID-
Tian g not Ensured, howsawar, By aking SYMAREL, particulasy if
patiente mige succedsive dosce Tharalore, petients ehould e
nannormonal metheds of contraception, Patients shodld Be
advisad 10 see their physician i they believe they may Be
pragnant, it & patient becomes pregnam during raatmen, the
dmag must ba discontinued and the patisnt must be apgrised
af e potential rigk 1o fhe Teus,

PRECALUTIONS
General

s wih other drugs that stimuiste the release of gonsdotropins
or that induce owulation, ovarian cysts have besn repored o
occur in the first two months of therapy with SYRAREL. Many,
but not all, of these events occurred in petiers with poheoys-
tic ovarian dissase, These cyslic enlargements moy msohe
rpontansoushy, genaraly by about four 1o sin weels of therapy,
but in some cases may reguire discontinuation of drug ander
eurgical intervantion.

Infarmation for Patisnts

An infarmation pamphlat for patients s included with 1he
product. Patients shoubd be syarg of the Following information
1. Since manstruation =hould =top with effeclive dozss of
SYMNAREL, the potinnt should naotity her physician o regular
menstruation parsisks. The ceuss of waginal spotting, blseding
ar mansirustion could be noncompliance with the {restment
regiman, of it &nuld Be that B h'ﬂﬁﬁf cioas af tha {'fl.lﬂ i ragyudnad
10 sthisve amenorrhas, The patkan shoubd ba gqueetioned fegand-
ing her compliance, IT &ha ig carelsd and complisn, and man-
Eruation pergigle 1o the sacond month, coneidaration ehould be
given 1o doubling the doso of SYNAREL If the patient has
miasad saveral doses, she ahould be counsslad on the imaor-
1ance of taking SYNAREL regularly as prescribad,

2. Patients should naot use SYMNAREL if they are pregnant, breas:-
feading, have undiagnosed abnormal vaginal bieeding, or am
sllergic to any of the ingrediente in SYMNAREL.

3. Sofa usa of the drug in pragnancy has not boan establishad
clinically. Therefore, o nonhormonal methed of controcegtion
shaould be used during treatmant. Patients should be adwised
ihat if thy miss sucocossive dooes of SYMAREL, breakthrough
biaeding or ovulation may oocur with the potential far concop-
fion. if a patiend bocomes pregnant during treatmant, sha shauld
discontinua treatment and consul ber physican.

4. Those adverse events ocourring most freguenily in clinical
etudies with SYNAREL are sssocisted with hypossirogenism; the
most frequently reparted are hot flsshes, headsches, smoticnal
lability, decrearsed libide, vagnal dryness, acne, myalgis, and
radiaction in bresst size. Estrogen levels returned to nommal after
irestment was discontinued, Nasal irritation occuwrred in sbout
10% of all patisnts who used intraneesl nafaredin

§. Tha nduced hyposstrogenic siate resuts in a small loss in
bone density aver the course of trastmaent, soma of which may
nat be reversible. During one sic-morth treatment pariod, this
bone lo== should not be impartant. bn patients with magr risk
factors for decressed bone mineral content =uch as chromc

Synarel

brand of nafarelin acetate nasal solution

alcohod andior tobacce use, strong femily hislory of osteo-
porosis, or chromic use of druge theat con reduce bone maoss
quch ag anficomaileams or eormicostargide, Tharapy with S¥YRNAREL
hay poea an additional rigk. In Thees patiente the rieke and
Beneditg musl Do waighed sorefully bafgne therspy with SYMAREL
I matituted, Repested courses of realmant with goradotropin-
ralaating hormane anaiogs sre Aol sdvieatibs in patients with
rmajor gk factors Tor lose of Bane riraral congent,

8. Patients with intercurrent rhinitis should consult their physi-
clan for the use of & topcal nesal decongestant. B the use of
a topboal nasal decongestant s requined diving traabment with
SYMNAREL, the decongastant should not ba used ungil ot leest 2
hours follewing dosing with S¥YMAREL.

Sneazing during or immediately after dosing with SYNAREL
ghould be aveided, T poesible, since thie may impair dreg
absorption
7. Reireatment cannot be recommended since safeiy data
beyvond § monthes are not available.

Drug Interactions

Ma pharmacokinatic-based drug-drug mtarsctian studios hao
bean conducted with SYMAREL., Howewsr, becouse nafarslin
acetate is a peplide that is primarity degraded by peptidass snd
not by cylochrome P-450 enzymes, and the drug iz only sbout
80% Dound 10 plagma proteing ai 4°C, drug inlerscticng would
Aol ke expecied 10 ccur,

DrugiLaboratary Test Interactions

Adminiatration of BYMAREL in therapeutic doses readlts in sup:
pression of the piuitary-gonadal systern Normal function i
usially rastored withln 4 to & weeks after frastment is discon-
tinued, Tharelore, dingnestic tests of pliultery genadetrople and
gonadel functlons conducted durlng treaiment and up 10 4 to
H woaks after discontinuation of theropy with SYNAREL may bo
i lasding.

Carcinpganasis, Mutag it, Impairmant of Fertility
Carcimogenicity siidies of natarelin werg comducied in rats (24
il 6 doses up 1D 100 pekgiday and rmace (18 monbel st
doges w12 500 poiknfday using intramuscuelan doses (up o 110
tirmes and 560 times the maimium reommended human intna-
nasal dose, respectivelyl. Thess multiples of the heman doss ane
basad on 1he relative bioavailability of 1he drisg by tha Twoe
routes of Adminigraion, Az seen wilh oher GnRH agonisis,
nataraiin seetate gisen 0 laboraony rodents 81 high Odoses #or
prolonged periods induced proliferative reapenass (hypelplasls
andior neoplpaisd of andocring orghne. AL 24 monChs, Thera wic
an ncredsss in the incidenos of piuitary wmors (sdanomacar-
cinomal in high-desa femala rats and o dese-relobed incresss in
il rats, Thers was an increass In pancrestic tslet call adenamas
i both sexes, and in benign tosteular and ovarlan temors in
tha treated groups. Thers was & dose-relabed merense in banign
adrenal modullory tumaers in trasted fomale rats. In mece, thare
was 0 dosa-ralated increase in Harderian gland tumors in moles
and an increada in pituitary adeanomas n high-dose famales. Mo
matagtasas of these bumors ware chsorved. It is known that
tumoriganieity in rodenta iz parteulary sensitive too harmonal
stimulatian.

Mutapanicity studies woere performed with nafarelin acetate
using bactenal, yeast, and mammalian systems. These studies
provided no evidence of mutaganic potential.

Bapreductien studies In moke and female rots have showa Tl
reversibdlity of fertility suppression when drug treatmant wiss
discontinuad after continuous administration for up 10 § months.
Thie offect of trestment of propubaral rots an the subseguaont
reproductive parformnance of mature snimels hes not been
it igated.

Pregnancy. Teratogenic Effects

Fragnanoy Category X. Sesr ‘CONTRANDICATIONS.® Intra.
rmu=cular SYMAREL was administered 1o rais during the penod
af organcgenesis at 0.4, 16, and 6.4 pokpdey |sbout 0.8, 2,
and T times the msomum recommended human irdranasal
dose based on the relative bicevei lability by the two routes of
administration). An incresse in major fatal sbnormalities was
ohserved in 4/80 feiuses at the highest dose. & similar, repeat
study at the same do==s inrats and studize in mice and rabbits
ot doses wp 10 §00 pakgiday and 018 wg'kgiday, respectively,
failed to demonstrate an increaze in fetal sbnormalities after
administration during the period of organcgenesis. In rats snd
rabbis, thare was a dose-related incresss in fetal mortality and
a decrapss in fotal weight with the highest doss.

Mursing Mothars

It is not nown whather SYRMAREL is excrmed in human milic
Bacauce many drugs ara excrated in human milk. and because
the affects of 3YMAREL on lactation andior tha breastied chilld
hawe not boen detosmined, SYMAREL should not be used by
nursing mathars.
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Pediatric Uee
Safety and eMecthvenpes of SYNAREL for epdomelriosis in
patients youngsr than 18 yeans have not been astabiishad,

ADVERSE REACTIONS
Ir formal chmical inals of 1509 haaltby adull patients, sympioms
suggestive of drisg sensitivity, such as shorineas of breath, chest
pain, urticaris, rash and pruritus occumred in 3 patisnts (approx-
irmatsly 0.2%).

Az would e axpectad with @ drug which lowers garum agra-
diol levals, he st Trequently reparted acverss reacrions ware
thase refated 1o hypoesiiogenism

In controlled studies comparing SYNAREL {400 pg'deyl snd
danazol {EOD or 800 mgiday], advarss resctions most frequanthy
reported and thought 1o be drug-releted are ghodn in the Tagure
balow

ADYERSE EVENTS DURING 6 MOMTHES TREATMENT
WITH SYMAREL® 00 pgiday vs
DANAZOL GO OF BOO mg/day

Eeraal? o] imain |

Ot [ 6 w147

In adolitien, kess then 1% of petients experiendsd paresthacis,
palpivaticns, chlgesma, maculopaps lar rash, aye @ain, asthenio,
lactation, braast engorgamant, and arthralglo.

Changes in Bone Density

Aftar six months of freatment wih SYMAREL, vartobrai trabac.
ular bone dansty and total vertebral bone mass, measured by
guantitative computed tomography (QCT), decreased by an
weorage of BT and 4.3%, respectively, compared to pretreat-
meni lavals. Thers wae partial recovery of bone damsity in the
post-irmatment pariod; the sversge trabeculsr bone denmity and
Total bora mase ware §9% and 3.3% loee than the presresimant
lewala, respectively. Total vemebral bone maes, messursd Ey
disal phaton absorptiometry |DPAL decreased Dy & mesn of
550 a0 1he end of treatment,

After six monthe ireatment with SYMAREL, kone mass as
meseurad by dusl x-ray bons densiiomenry (DEXAL decreassd
3.2%., Maan 1otal varrabral mass, re-acaminad Dy DEXA six
manifia attar complation of meatmant. was 1.4% Delow pra-
et ment, Thers wos [0, iTany, Sscrenss in the mingral conten
in compact bene of the distal rackus ard second matecarpal.
Usa of SYMAREL for longer than the recommended sie mmonths
or in the presence of other nown risk factors for cocroased
bone mineral comtent may cause additional bone Ioes.

Changes in Laboratory Values During Treatment

Plasrma enzyrrea. During clinical inala with SYMAREL, regular
labhoratorny monitoring revaaled thot SG0T and SGEPT lawals ware
mare than twice tha uppar limit of normal in enly oo pationt
pach. Thore was no othar climical or laborstory evidence of
asbnormel lver function and levels returned to normal in bath
patient= after trestment was stopped.

Lipids. At anrollment, 9% of the patents in the group taking
SYMAREL 400 pgiday and 2% of the patiesmis in tho darazol
proup had total cholesterol values atove 260 mpidl. Thess
patients al=o had cholesterol values abowve 250 mg/dL ot the end
of treatment.

Of thosa patients whose pratraatment cholestarol volues waers
balow 280 mpidl, 6% in the group treated with SYMAREL and
18% in tha danamol group, had posttremtmant walues abowe
250 mgldL.

Tha mean (£ SEM| preiresiment walues for tolsd cholesterol
fromi all patients were 1818 [4L.3) mgdlL m the grosg trested
wilh SYNAREL and 193.1 |46 mgiol in the danazol group. Al
the and of reatmant, the mean valises Tor 1oral chatagtaral Trom
all patients wera 2045 (4.8 mgidl in the group treated with
SYMAREL and 207.7 (5.7 mg'dl in tha donszed group, These
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ircroases from the pretrestment vadues were stati stically signif-
ieant (p=0.05] in both groups

Triglycerides were moreased abowe the upper limit of 150 mgidL
in 127 of the patients who recoived SYMNAREL and in 7% of 1he
patisntz who received daneszol.

A7 The and of Dedgirmant, o poiEnie racpiving SYMAREL hed
abnormally kow HDL cholestanal fractions (less than 30 migilll
comparad with 43% of patlents receiving danazol. Mona of he
patdants receiving SYMNAREL had abnormally high LDL cholbsatensl
fractlons (groater than 190 mg'dl) comparned with 18% of those
recaiving dandaol. Thers wias no incresss in tha LBLHDL ratio n
patiants rocaiving SYMNAREL, but there was apgroximately a 2-fold
incraase in the LOWHOL ratio in patients receiving danazal.

Gt chanpas, In comparative studies, The Tollowing changes
ware sean in approsemately 10% to 15% of patierts. Troatmaend
with SYNAAEL was associotod with elevations of plasma phos-
pharus and sosinophd counts, and decreases in sanum calcium
and WBC counts. Danazol therapy was associated with an
increase of hematocrit and WBC.

OVERDOSAGE

In mxperimantal animals, a sngle subsutansous administration
of up to & times the recommended human dose lan 8 pep'eg
hagig, not adjested foe biosesilabiligl had no advares effacts
An prazent, thera ia no clinical evidence of advaras affecrs falowe.
ing overdogage of GnRH analogs

Bosed on studé@s in mankeys, SYMAREL & not absorbad after
oral administration.

DOSAGE AND ADMINISTRATION
For the mansgement of endomatriosis, the recommended daiby
dome of SYMAREL is 400 pg. Thiz is achieved by ocne spray
1200 g intz ona nostril in the moming and one spray into the
oiker noetril in the svening. Trestment should be started bebwesn
oy 2 and 4 of the menetrual cycle

In an oocasional patiznt, the 00 g daily dose may nol produce
pmenerrhea. For these patierts with parsistert regular men-
struation after 2 months of trestment. the dess of SYNAREL
may ba ncressed io BID pg daiby, The B0 pg doss is admin-
igtared ae ane aorey ima essh nosthil in the moarning s otal of
i apfaide] and again in tha avanng,

Tha regommendsd duration of administratien ia ik manths.
Aetrepteent connot be recommended since selaty data for
ratraximant ane nat available. if the symptoms of ondometrosis
racur ofter & course of tharapy, and further trestmont with
SYMAREL is contarnplated, it is recommendad that bora densiy
be asspssed bafore retreatmant begins o ansure that values are
withim normal limits.

Thare appanied to bo no slgnifican effect of rhinitla, Lo, nosol
pongostion, on the systemic bioavailnbility of SYMAREL; howawer,
it tha use of a nasal decongestand for rhinitis 15 necessany during
traatmant wiih SYMAREL, the decangestar showld not be used
unzil et l=ast 2 hours following do=ing with SYMNAREL.

Snoazing during or immedistaly aftor dooing with SYMAREL
showd he svoided, f possible, sines thie may impair drog
absonption.

A 400 pg'day, a bottte of SYMAREL provides o 30-day {abouwt
60 pprays; mupphy If the daity dose is increassd, increaze the
supply to tha patisnt to ensure unintarruptsd iraatment for the
racarvrendan duration of harapy

HOW SUPPLIED
Edach 0.5 gunce boitle [NDC 0OZ5-0166-08) contains B mL
SYMAREL [naforedin ocatatal Masal Solution T mgiml jas nafarelin
baga), and is supphed with & motered speoy pump that delfvars
00 yrg of nafaralin per spray. & dugt cover ond o leoflot of
paotiant insfructions ane akso ncluded.

Glofe upeight a1 25°C (77°F); excursions perminted to 15-30°C
|E9-86°F) [soe USP Controlled Aoom Tarmperature]. Protect from
ligght.
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