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FLUOXETINE HYDROCHLORIDE TABLETS ,fevestconmted e puar e Sopeg oo 20 s b
these studies, a significardly higher rate response and remission as
w.mmmmw—n_m.m.mmwumommsa Fluoxetine was well

Rw mmg}dwmmmmmmmmummmmMunp
SCRIPTION A study was d invoh d who had (modified HAMD-17 scons «
Fh ine is an sant for chministrath msalm ke ‘by!hc“ ol during each of Nmtamdmmmimwwwmofmﬁxm DSM-IR enit
disorder Snrafam"“ ine hyd: i b wmonddmmmdizﬂukopmmmtmsemnmmxdqThesopa' ts (N=298) \
oﬂ available antidepressani agents. h is des;gna(ed (t) N-me( -3—pmnyt 3 (a P u-m’fuom—p- ra 8d fo continuation on double-biind flucxetine 20 Wdﬂl or . At 38 weeks (50 weeks tots
and has the formula NOHCI. s molecular weight is statistically significantly lower rel D( LTpioms sufficlent to meet a diagnosis of n
345.79. The structural lormula is: btzwuksb Oll |7wnreoi 14 for 3 weeks) was observed for patients fa
Vs L brlhn for obe Compu
FiC 0 —— CHCH,CH:NHCH, -HC) disorder {OCD} was damomlm«d intwo l&mkdmzta% ga sh.xies (Sh.?:ys ;cund 2] ol :‘
p‘mpwmhmbuhsmhud 0 severe (DSM-iI-R}, wnhmeanbau
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dose mﬂmsm:u observed in Stud, 2, vnth numoncally better msponm in the 2 higher d
groups. provides the group on the Clinical Gk
Flucxe! Mochbndﬂsuwhlhlooﬂ-whu crystahine " for Studies 1 and 2 combined:
| Each tablet m c yorootio ol 32.3 umol) or 20 mg (54 Tumol) of
uoxetine. tablets also contain anhy(fmug silica, cro: 3 T -
magnesium stearate, maize starch, microcrystaliine cell ﬁlene Mm dioxide. Ou\oovmrf: ol n (%) °; ?ﬂ Studies Scate for
Pharmacodynamics: AL OLOGVAUG 2 200' Fluoxsting
The antid and sntich Yo be linked o its Ouicome Classification Placebo 20 40 m, 60 my
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t tine serotonin into human 1s. St in animals also
mlmuchnmp?l':n(uplakenhbmolwuml ine, N Worse 8% 0% % 0%
e ool Muscarinic, histaminergic, "‘;‘ld“'*’""’i"c mndmmm sized to be No Change., 64% 1% 3% 29%
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the concentration range from 200 to 1,000 ng/ml., approximately 94.5% of flucwatine is
i vifro o human serum proteins, including albumin and Q, ayglycoprotein. The interaction
Mpmwn-bwmdmgs nolbeonlhlly svaluated, bulmaybelmpontm (see
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INDICATIONS AND USAGE
Deapression-Fl ine is. indk ‘bvthe of d - The efficacy of Huoxetine was establish
Inmimal hs—undmlrblswﬂh DSMIII( “y[;ricou llenh(’!&yuvsolage)who;iedugm;s
curren category depressive disorder {s
G:ucal Trials under ivSUN MMT (DWSMJV‘COL) WOGY) and et
major api lies a .

loast 2 mﬁm mood that usually interieres nrilh da||y mndiorm . l:cvryudesdazx le:
fation of S of the following synptoms mood; loss of interest in usual activities; si int change in weig
ake and has and/or appetite; hy lation or retardation; increased fatigue; feelings

guﬁlo:wﬂblessncsl sbundlfvmklngmuwedm ation; a suicide atiemp! or suicidal ideation
P action of flux patlenls has nol besn adequately Sludie

Thodﬁuqoi' in up lo 38 weeks lollowing 12 wee
-Id)el acute treatment (50 weeks |o1al) was Jsmonstmhg ina %!:cebo-oontrolbd trial. The usefuine
for extended periods

equences thal may y poiential g patients receiving fiuoxstine for reevaluated periodically (see Clinic
e Ak ”""’é""”"‘“w""” iy "““md“":‘&'"““"’“"” P A Ao lor the trmatment o obsessions and compuis
D6, ‘o as “poor izers™ P
debnsoqum dmwmpom and m. o TCAs. In a s! g labeled and uniabeled amniiomorl pema with oboossmoorm:lsm disorder (OCO) as defined in the DSM-NILR; ie., the obsessaons
W ing a slower rate and lunci cause m are m-oonsurmng o slmmunw interfere with social or occupation
R S ing at sleady stale were Honi
lower. The metabolism of R-ﬂumutna in these poov elabolizers appears normal. When compared with X Icaq of fluoxeline was established with obsessive-compulsive ou xaﬁems whos
normal metabolizers, the Iotai sum at steady stale of the Pplasma concentrations of the 4 active enantiomers dp ded mos! cbs& o ma DSM II|~R calegory of obsessive-compulsive di {soa Clinic
was nol_si rﬁcnnw greater among poor melnboﬁzevs Thus, the net pharmacodynamic activities were Tn under HCAL PHARM
(non'IIDG) also ribute 1o the ism of disorder and i ldaas thoughts, mg:l
fluoxetine. ‘nus mplams how fluoxetine achieves & slem{pslale rather than i g without images (obsessions) that are ogu-dys!omc an i aviol
henit ) that are o the person as exeessm of Unreason
Bouusc fluonetine’s metabolism, Mm !h.! of a number of other compounds including tricyclic and other The effectivaness of fluoxetine in g-term use, m for more than 13 weeks, has not been systematical
" involves "nnnrg:S;)IIDs Sslem drt:;rmmanl me'rnpyomth drugs also mu lacebo-controlied trials. oo ph[su:lan '3'1"3., el;c ng u;n;e ﬁugmnne extende
metabolized system sochas s} may rug s term r individual patient (se
mmpnscﬂmoNS) ) o habilo ot 113 B?)sms AND Sles#unou) 1 v patent {
" P il
day acute wnistration and 4 to 6 aher mronu: admlnlstrahon) and its acl tive metabolite, CONTRAINDICATIONS
nory;mune {efimination haﬂHnb of 4 10 16 days atter acute and chy fo s in patients known to gy‘cmnsnm toit.

accumulation of thesa acti Sfecles in chronic use and delayed amammen( of steady slale aven when a fixed

Monummo Oxidase lnhbrrors-There have been repons serious, somelimes falal, reactions (includin

dose is used. After 30 days o dcsmg at 40 ma concentrations of tiuoxetine in the range of 91 to ith possible fluctuations of vilal signs. and ment:
302 ng/ml. and norﬂumeﬂm in ;med"yd.!g nzmﬁ. have been observed. Plasma concentrations of slalus changes that inckide extrame agitation pmgressmgolo deliriun and comal in patients reog"vmg flucwetin:
fluaxetine ware htghu sludies, because fluoxstine’s metabolism is not in combination with a monoamine addase inhibtior M l) and in patienis who have recently discontinue
however, sppears 1o have linear pharmacokinetics. ts mean terminal half- fluoxstine and are then started on an MAOL. Some ca with features

e aftera smgle dose was B8 days and after multiple dosing was 9.3 days. Steady-smte levels after prolonged should not bg used in combination with an MAOI’ or within ;
dosml:'m similar 1o levels seen at 4 to 5 weeks. minimum of 14 oldtswrmnumg therapy with an MAOL. Since fi and its major have ver
dr’lr;:wgtm ato p;l;'gv':s Ix'a fied :":;u f assure thal, even when ‘b"' 9 s stopped, active long elimination half-ives, at leasi 5 wi has

P andior al higher doses (see Accumulation and Slow Elimination under CLINICAl
previous dosing imen, and of previous Ihanpy at dnwmhnuaﬂon) This is of potamnl consequence aliowed fopping fluce
when drug dmum Is required or when drugs are prescribed that might interact with Huoxetine and PHARM*éO"OGY” e id nol :Ser ; » m betor ’:w,';,?,:': MaoL ol 5 weeks afte

norfluoxeiine tnllcmng the discontinuation of Huaxetine.
meigipﬂ— nnqt#‘ebepmdmad from mrnmux site ol metabolism, liver impairment can atfect the
i half-lile dina siudy of cirrhotic patients, with
oomparadtolhemngoolzhsdagssaenmsmmmn disease; norfiucxetine
Oﬂ"‘lﬂ K: 5

amean ol 76

-Sllh

shou
!Iuouslme has beon disoontinued (see WARNINGS)

WARNINGS

Rash md Possibly Al EventsIn US. ﬂuouetmn clirical trials, 7% of 10,782 patients developed various
l% mna Among the cases of rash and/or urticaria reported in premarketing clinica
lnais, llmoﬂ 2 third were withdrawn from treatment becausa of the rash and/or systemic signs or symploms
ted with the rash. Clinical Mms reported in assomaboo wllh rash include Cevev leukocylosis
arthraigias, edema, carpal tunnel . respi diswem, lymp Y. ia, and milc

transaminase elevation. Most patients | with di inuation of fi and/or adj
freatment with antihistamines or steroids, and all pahenls aperencing these events were reporied to recover

patients with novmd renal function, WM- possbilﬂy enxists mnl renally 01
muymmulalclohwbvdun tients with severe renal use of a lower or less trequent dose
mﬂm no'c'dnsu in vcru “‘K:INI Sﬁm (soe in Pn(lems with Concomitant Niness urnider
&

ofsmgie mmﬁneinheal elde subpeds o 65 years of
du?m— not differ uonmcar'nlw from that in hf il mg hall-d T nonlinge)

ger normal subjects r, gwen ife and nonlinear
disposition of the drug, a se st is not adequah ty of ahtered
pharmaookngg in MT":’G par:'whny it have syusmlc |Ilnass ar a;lv bee g mumpb d‘rulzs zg
ases age upon n 0

BM but otherwise healthy, depressed lloms ars of who received 20 myg fluaxetine for 6

(;cl«s’my my’ m’2093t657 mfa(lhesndoiemks
No unusual ar—nssoazlod pattern of m events was observed in those aldery patiants.

C!mwﬁmsm mcyo”l lorl!wmtmemdpments ith deps 18 4 ) has
uonelma wi ression rs of a

been studied in 5- and 6-we loheslgm!mv)v:yame%chvo

than placebo as measured the Hamilton
significantly more efhchve |har?{>|aeebo on the HA|
the anxiety sublactor.

shown
sion Rahng Scala (HAM-D). Fluoxeline was aiso
depressed mood, sieep disturbance, and

-D subscores for

prwwbungdhullnak 2 patients are known o have devek #iness
0 neither pafient was there an unequivocal :ﬁamosu bm 1 m aunsuismd lo have a lsukocytochsln:
vasculitis, and the other, a severs ck y to be
nrythom- mullbrmo Other  patients have had systemic sy

syndmma ave doveloped in pnooms ‘with rash, Nthosm these even

the lung, kidney, or liver. Death has to occur in association with these systemic events.
events, Mucﬁng , lar

gospasm, and urlicaria alone and in
covmmon hmbommonod
including infl gy andior fibrosis, have been
anﬁmmnedwmmuqemvym
ihuo lemlcmmmdnshhmumm mssovueduetodnﬂsmnlemlog»ss
ha thog::: suunollmown Furthermore, a n Immunologic basis for these events
S not

abergic phenomena for which an

otbloqyca not ld-nMed fiuoxetine ihouldbedsoon

Pobn nllnramcmn with Thioridazine - In & study of IDheahhymala subyects which mcludedﬁslow and 13
apid hydroxylators of debrisoquin, a single 25 mg orat dose of th anepvod:oeda24bldhlgﬁercm..and

a

s'wes of serum sickness.

related lo vasculitis and mludtng fupus-like
s ara rare, they may be serious, imvolvin,




l45-bidh|@or slow“ u hydroxylatovs The rate

in and carb. pine have d

Ammpamsmmma heny d elevated plasma

W the level of modnome PlSO!DG 'sozxme Thus, this. anticonvulsant chnical toxicity foltowing initiation oi
sluoy sum which |nhl(n P‘P%”E'Dcm.s‘) certain SSRIs, including tine, will pmdm tfreatment. N
so0 A dinical "
annmnmmm.m pmbngamnamorcmm which is iated with beN in specific ke nhibi (ssm's) and .nn;:sycma Elavaton of biood levels of
serious ventricular archythmias, such as lga and sudden death. This risk is haloperidol and cloz has Saou observed in pallems moemng concomitant ﬁumahne A smgh case
mm increase  with ﬁuommﬂnduoed Iﬂhl o thioridazine metabolism {see has 5"09“'5?.” additive effects of leading to 3
C IDICATIONS). ﬁ INDICKTIONS and WARNINGS
Bsnm:mm-‘rh- haifile of di g some patients
PRECAUTIONS {see Accumulstion and Slow Elimination undsl CUINICAL PHARM OGY) Condmmusuatbn of
General brazuhmmdﬁumﬁm has resulted m P and in further
Wuswmmwmhumsm 12%tols'bolpanermuaated Iwnls
10 9% of patients treated nervousness, or iNsomnia. Lnﬁmm-ﬂ'nn have been reports of both lncreased and decreased lithium levels when lithium was used
effects have been

.S. mmmpor\edinzs%ofpabentsmhdmm
ﬁmﬁmwhmdpmmm_wimpiacaﬁo Amds'yw.srq)onsdln 14% of patients Ireated with

Among the most common adverse even! with di: ik at least twice thai for
placebo and at least |%brll\ml|nemcinxal tnalsoo!lechnguwy primary event associated with
cl

d patients, may be an

n US. pk k:altdabmanxmy(z%nocm insomnia, and
netvvusness(t%ln ession)(seeT&leZN loss) vin .
result of treatment with ﬂcmm "
ini i depression, II%nlpauenlslmenhﬁmhnede%ol
reporied anorexia (decreased appetite). ﬂ was reported in 1.4% of
plmntstvwadvmh uow::mmdinos%dpaon'enumhdwm placebo. , only rasely have patients
anocexia or weight loss,
S. placebo-controlied chinical trials for OCD, 17% of patienis reated with fluoxetine and 10% of patients
voand with placebo reported anorexia (decreased appetite). One patient discontinued treatment with
fluoxetine because of anorexia. US. clinical triats for §
n trodled chin depression, m. nm/hxpomanla
was 1%0 panontsumtedw fuoxe! umamot%dpanoncswmadmthpiacebo clivation
:L;nani i ia has also been reporled in a small pvoponion patients with Major Aftective Disorder

was reported in 0.8% of patients treated
"uannne ciinical trials, 0.7% of 10,782 patients.

wmﬁuanmomdnopmmsm plaeabo hl"

nug plwebommmlbddmlcalmls (or dh d as possibly
murs)mmpododmﬂ!%oipamntsmledwmﬂmhmundomol tients treated
-nh"ﬁm No patients reported uS. pl clinica! frials for OCD. i all USS.
Nucetine clinical truh 0.2% of 10,782 pahems mpone:roomuisms The pen:eniagn appears 1o be similar

to that a with other with care in patients

" i Toe posseuy of hecent in depros 1o signit
i i a st is inl 1 in sion and m: ist Ln icant
poéou?upsmsm of hlm patients should accompany initial ;yugpevs Pr;cg:‘puons

therapy.
fluoxetine should be written for the smallest quantity consistent with good patient management, in order to
mduee the risk of ovmdusa A

not be fully reflected in plasma for
hnal dose nnd vtl!hdrawal from treatment (see CLINKCAL

with 'Iummm in Puﬁenls with concomitant

Cases ol Nhium toxicity and increased
veporbd Lithium levels should be monflored when these drugs are admimsterod concomitantty.
tients acdverse

ive pal in i
ing agitation, restiessness, and gastrointestinal distress. ’
- See CONTRAINDICATIONS.

n two studies, prmoasrysiablephsmsbvdsolmuprammw pramine have

mmznw—mm is infi
r’?pmsvslbtmmmkr swbﬂwaﬂevﬁuonumnsdmlnwd Thus, Ihadoseo!TCA need 10 be
ting is

'CA concentrations may need to be monitored Ien'Eoranly when
coadminisiered or has been recently discontinued {see Accumulation and Slow Elimination under CLINICAL
P‘-{AWAOOt%(":L :'nd D;\g;‘Melbohznd bhlm P4501106 um %mg ImerumonsL
Exgm](mn ave rare postmarketing reports ribing patients witl weaknsss hyperveﬂeua
tnooordination following the use of an SSRI and sumatriptan. if ot
) is chi icd'y

and an SSAI (e.g., 3 . Of citalop:
Wq)ﬂ! Mﬁoﬂ
Bacause fluoxetine is tightly

mﬂwpaﬁmllsadvsed

en A at of gh! Bin
dto plasmn pmiun um odmmstram d !Imtme m a pamn( laklng anolhsr drug that is tightly bound
o pvmaln (eg czﬂaﬂam digioxin) may cause a shift in plasma Wm'rallons poianmlly msunmg in an

, adverse effects may resutl from di protein line by othe
tightty bound dmp (soe Aocurrmlmm and Slow Elimination undsr CUNICAL PHARMM:OL Y).
Wartadin-Ah eflects, i . have been when fluonaline is
. Patients g warlarin mmp, shou recaive careful coagulation monitoring

when lhmnno is initiated or stopped.
-There are no clinical studies establishing the benefit of the combined use of ECT

have been rare reporis of prolonged seizures in patients on fluoxetine receiving ECT

is, & i of Fertility-There is no evidk of
or mpmmenl of fectility with lluomm

and fluoxatine.
trsmmenl

Qﬁﬂmﬁ@- duhrymlnls!rahono“lmmmemmls andm)eebr‘éyearslldosasduplomand

12m m appmmmals}ylZand07nmes P y. the human
] of 80 mg on a mg/m? basis), p of b

Mmmm—ﬂuaeﬁm nofnuwmmhavebeenshownhohavam toxic effecis based on the

following assays: bacterial mutation assay, DNA repair assay in cultured rat

tomea mouse fymphoma
assay, and in vivo sister chromatid exchany y

assay in Chinese hamster bone marrow cells.
Impairmment of Feartility-Two m wndtmedhratsuldusesuhph75md125 day
(spzmmaleiyﬂQan .5 times the MRHD on a mg/m? basis) indicated thal tuoxatine had no adverse e

Plsgnancy-Prsgnancy Ca'ogory C: In embryo-fetal t studies in rats and rabbits, thare was no

snble in usmg fluomatine in patients wi ions that

Fl has not been d or used 1o myuppreddﬂomlmpanenlsmlhamemmmym
myocardial infarction or unstabie heart disease. Patients with
from climical studies during the product's p'emarkei testing. However, the dedmcavdaogram of 312 pa &snems
who received fluoxetine in double-bliind Inals were no
reswledmluanblock The mean heari rate was reduced

development
of up to 12.5 and 15 mg/kg/day, (15and 36
hmos ctively, the d human dose [MRHD)] of 80 mg 0n a mg/m? basis), throughout
is. However, in a rat reproduction studies, an increase in stiltborn . & decrease in pup weight,
am‘l an increase in deaths during the first 7 days postparium occurred ing maternal re to 12
mg/k (1.5 times the MRHD on a mg/m? basis}) during gestation o 7.5 mg!kqlday (0.9 times the MRHD on
a mg/m? ) during gestation and laclation. There was no in the

observed. 3b
In subjects with cirhosis of the liver, the deamnces ol fluoxstine and its e metabolite, norfiuoxetine, were
thus g the f these or less Irequenl dose should
bo used in patients with cmhoss
Studies in

bents on dial

of rals treated with 12 mglkg/d"y dunng tation. T'he no-etiect dose for rat pup monallly
wasSmglk 'day (0.6 times the MRHO on a mg/ Tuoxetine should be used during pregnancy only
it the poumhal benelit mﬁﬁes the polential risk to the !elus
L 'luomlme on labor and delvvery in humans is unknown. However, because
th m

of
in plasma (soe Renal Mm undev C'{JNICAL PHARMNCOLOGY Use of a lower or less !requenl dose lor

renally impai mgaheﬂts i8 not roulinely necessary {see DOSAGE ADMlNISTHAT iON).
In galiems diabeles, !luomtme may alter yosmlc control. ia has occurred during therapy
has P g discontinuation of the drug. Asls(mewnhmany

ity by patients with dlsbebs nsulin andlor oral hypoglycemic

~Any psychoactive dmg may |mpar:uudglmsnl thinking,

T out
unnl Ihcy ure ruasonab'y oermn that the drug treatment does not affect them
IorPa rs-Physscians are advised to discuss the following issues with pahen!s for whom they

prascrbe ﬂuoxe
may impair thinking, or motor skills, patients should be advised to avoid
dwmq a ca;d or operating hazardous machinery untd they are reasonably certain that their performance

not atfect
Pabentsshou‘doemsedfolnbrmﬁmr an if are taking or plan to take any prescriplion or over-
o physician if they g of pl ny prescripli
PMshwldbthmMy(MrphysumdMbewmpragrmmrmhndbbu»vmpmgnanldnng

Patients shoukd be advised to notify thair physician if they are breast bedmg an infant.
Patients should be advised to notify theic phys«:lan if may develop a or hives.

m ol the p at ay have adverse effects on the
mewbor"v:.3 nuomrme should bu used during labor and daivevy only if the potential benefit justifies the potential
risk 10 the letus.

Nursing Mothers—Because fuoxetine is excreted in human mitk, nursmg while on Ruoxetine is not
recommended. In 1 breas! mik sample, the plus was 70.4 ng/ml. The
concentration in the mother’s plasma was 295.0 ng/mL. No adverse eﬂecls on the inlant were reported. In
another case, an infant nursed by a mother on fluaxetine developed crying, seep disturbance, vomiting, and
walery stools. The infant's plasma drug levels were 340 ng/ml of ﬂuoxetme and 208 ng/ml of norfiucxetine on

tha second day of feeding
Pediatric Use-Salel and effectiveness in pediatric patients have not been established.
Geriatric Use-U.S. umsuno chinical trials (10,782 patients} included 687 patients >65 years of age and 93
patients 275 C& efficacy in geriatric patients has been established (see Clinical Tnals under
CLINICAL PmA OGY). For armaookmnc information in geriatric patients, see Age under
CLINICAL PHARMACOLOGY. No ovara in salety or etk were observed between these
subjects and younger subjects. and other reported clinical experience has nol identified ditlerences in
responses between the and younger patients, but grealer itivity of soma older individuals cannot
be ruled out. As with other SSRIis, fluoxetine has been associated with cases of clinically significant
hn)onalremla n eldedy patients (see Hyponanvmla under PRECAU"ONS)

{some with serum wniowenhanﬂommovuhavebeenmponed
MWponammnappothbembhmn was gh these cases were

complex with ible etiologies, some were possibly due to the synd '

Laboratory Tests-There are no sg:clhc {aboratory tes!

Drug Interactions-As with all tia br interaction b,s y ‘ i (e.g9.
isap y (see A .
and Slow Elimination under CLINICAL PE{ARMAOO\.OGY)
ately 7% of the normal lalm has a tic defect that leads
cy'ochrome P450 isoanzyme uals have been relerred

ho as “poor rnatabouors %1 qu_s such as dabnsoqum dmmm Msny drugs, such as

IADH). Themqomd&nesemmncashmbsenhou«pamsurdm&nm
taking muroncsov who were dep 6-woek sludies in patients > years
of age, 10 of 323 fiuoxetine and 6 of 327 pl aosoomcmntshadalonmgdserumsodkm the
reference range; this diflerence was not statstical nt. The lowest observed concentration was 129
mmoll. The observed decreases were not clinicall ggnmcsnl

Platelel Function-There have been rare reports of allered platelet function and/or abnormal results from

most
by this i me; Mus both the pharmaoowmtlc rties and relative proportion of melabolllas are ahered
mnmm However, for fluoxetine and gnpe labolite the sum of Ihe p‘asma oom:enlrnms ol the 4
enantiomers is comparable
under CUNICAL PHARMA&X_
Fluoxetine, #ke other agents that are metabolized by P4501106, inhibits the mM'YhO' this isoenzyme, and
thus may make normal Therapy with medications’ that are
mmm metabolized I:7 the PdSOIIDG sgglem and that have a reinmty narow therapeutic index (see list
), be initiated a dose range if a patient is receiving flucxetine ooncunenﬂy
has t; nm the S Swaeks Thus hisn\el dosing requiremants resemble metabolize:
H o the regimen of a pahen( ready msmnga drug melnbo‘lzed by P4500IDB
the need for decraasod dose of the original medication shoul
index represent the grealest concern (e.g., flecain devnbi
ias and sudden dsam potenlmlty assoclalad

lab y studies in patients taking fiuoxetine. While there have been reports of abnormal bleeding in several
patients lahng fluoxetine, it is unclear whether Huoxetine had a causative role.

ADVERSE REACTIONS
Muitiple doses of fluoxetine had been admmslered 1o 10,782 pahems with various dlagnosas in U 8. clinical
trials as of May 8, 1995. Adverse events were by clinical 0 using terminology
their own choosing. Consequently, it is not possible 10 pr(Mde a meaningful estimate of 'the proportion of
mdmdunls ing advorsc wants without first grouping similar types of events into a limited (i.e.,

In the Imbs lnd tabulations lhal blk»l COSTART Dictionary tommd':gy has been used to classlfy reported
of ind

lavets o
n\londumnmld not be administered with fluoxetine or within 8 minimum of 5 weeks after ﬁuulﬂlns has been
wed soo CONTRAINDICKI’ lONS and WARNINGS)

-In an in vivo study i g inistration of
ytoch PlSOIGIM no in plasma
f addition, in vitro studies have shown

wilh in
ketoconazole, a potent inhibitor l(;:e PdSOlIIM activity, to be at least 100 times mare potent than fluoxetine or

a(ﬁmsamoms The stated irequmcles rmseni the Is who expecienced, at least once,
adverse even! Ilsted An event was | conscdered I!salmemmrpanl it
occunud for the first time or d while g the itis imp fo

ragy
Tg:aslzemmmmsmpomoddunn Mapywemnotneosssa caussdby
iber should be aware that the figures in the tables 1sbulations cannot be used to ici the
mcideﬂcaoludaeﬂoctsmhamdusualmedca‘pvmm lbnhﬁ-pracmncsand !actovs

norﬂuomtm' as an inhibitor of metabolism of several subsirates for this enzyme, ]
midazolam. These data indicale that fi 's exdent of i of cy P4SOIlIA4

acti unmm(eiylobeoichmcalslgmf
&%&jﬂ ~The risk of using fluoxetine in combination with other CNS active drugs has not betm
. Nonetheless, caution is advised if the

ditfer from those that prevailed in the clinical trials. ilarly, the ci cannot be

figures obtained from olher dmu:al 3 dNeren! ses, and g

ctted figures, hm pvesabmg sician with some bnsls bf esumaung the relative
eontrbummof nomtu factors to the side el incidence rate in the population

trolled Chinical Trials (excluding data from extensions of ma/s)—Table 1
adverse evants associated with the use of Huoxetine

such drugs is required. In eval , sh id be given to using luwar initial doses
the concomitantly adrmmslersd dvugs conservative titration schedules, and monitoring of clinical
slatus (see A under CLINICAL PHARMACOLOGY)

g:cldenoe of at lsm 5% for fluowatine_and at least twice that for placebo within at least one of the indications)
the treatment of depression and OCD in U.S. controlled clinical trials.



mhcw-hhoqmntmun Rare. disbetic acidosis, diabetes

~Incidence less than 1

T LE . Hemnic and L Shom— ead'mmssﬂa bloodotscr-sn,»ipochvmk:m
MOST COMMON TREATMENT-EMERGENT ADVERSE EVENTS: leukopenia, 3

INCIDENCE IN U.S. DEPRESSIKON AND OCD Metabolic and Nutrfilonal-Fraquent  weight gam In/nquont generaiized edema, gou
PLACEBO-CONTROLLED CLINICAL TRIALS O esloramia, IPSiRr T, hypokaleriia, per 'P‘" ‘°°"°‘ intolersnice. afkaix

i Reporti Bmoulumn, fron anemia, SGPT hype
Percentage of Patients ing Event System-infrequent. arthritis, bone pain, bursitis, hgcmmps tenosynovitis; Rane: arthvosi

Depression oCo chondrodystrophy, thenia, myopathy, bs, " X , rheumatoid arthwitis.
Nervous tion, amnesia, confusion, emotional lgbinyl_sloup disorder; infrequer
Body Systenv Fluoxetine Placebo Fluoxetine lacebo ; i, acute bran syndrome, akathisia, apathy, ‘m;&ﬁw 9 asin b CNS i #&NL
Adverse Event (N=1728) {N=975) {N=266) (N=89) i ination, libido i d, myocionus, i " i ' reaction, p v

disorder’, psychosis, vertigo; Hare: ab ek ephal (] | reaction, Ch

Body as a Whole M.m&mhns, dysarthria, dystonia, o , fool drop, hyp
" neuritis, pua'ysis reflaxas increased,
Asthenia 9 $ 15 n b y System-Infrequent asthma, apistaxis, hlccupnmorvantlla!m Rare: apnea, atelectasis, eoug
Flu syndrome 3 4 10 7 Stidor. ply P nx edema, lung edema, pneumothol
Cardiovascuter System Skin and Wmlmquonr acne, .hEm' lar rash, siu
lorati hupas mster hlrsuusm petechial rast
Vasodilatation 3 2 5 - s' ‘h,. L nsh,p‘mnnmh.m o0, Bnitus: Infro . "
Digestive System pecial Senses roguent ear pain, este parversion Lyts' roquant conjunctve, dry oyes, my
Noveos 2 3 2% 73 iritis, parosmia, scleritis, strabismus, laste loss, wsual o
ystem—Frequent. urinary h'oqusncy In nt momon albuminuria, amenorrhea’
Anorexia 11 2 7 10 anovonsmn breast onlarg_-mm', breast pm‘:" lbrocysuc breast”, hematurie
una ria, umary mconunm wiinary retention, urinar
Dry mouth 10 7 12 3 urgency, mm Greesl engor , hypomenorthea®, kidney pain, “oligurie
" hemorhage®, umne fibroids e rrd'
Dyspepsia 7 ] 10 4 mmuroh? %: nt mdromo the COSTART which best caplures serotonin syndrome.
Nervous System 'MI vhor Zr COSTAAT term lor desbgnlnng non-aggressive obpec able behavior.
us:

i fintroduction Repor ry reports of events that hav
lnsoAmma b 9 28 2 boen received m.dm mlmducum and thl( may hava no causal lula lh me ncluda th
Anxiety 12 7 14 7 bﬁonih ing: mmﬂ:ﬂ amaér forilation, cawaclo, Ix?:csl—l t, choles IC jaundice

confusion, ia (i n owrple, a
Nervousness " 9 14 15 tongue g & 3::“&;:.’« -&ou-old lamah aflsv 5 auoumm |heupy and whicl
S complet w mon|
rolence 3 hd 7 7 it o ma itis, gyneoomasua hean arrest hefanw
Tremor 10 8 o ! - vement di aavabpf - hem:vnthnskhckxsim'ludl 9 dnug
Libido decreased 3 — 1 2 such events and ‘_ofr reoment o 9’ evan
opfic neurtlis, pencraatitis penensloﬂ a
Abnormal dreams 1 1 5 2 prolongallon wm;yv\dm(lmngodsmmdwomsmalanmw Iniémodmbrm
Respiratory System Y ). Stevens-Johnson syndrome, sudden unexpected death, suicida
th purpura, va blesdng‘aﬂcr drug withdrawal, venlncuin
Pharyngitis 3 3 1" [) lachyca:!ﬁu(lnchldﬂglovsadosdapmmstypolmm;u)mdwobn h:
Sinusitis 1 4 5 2 DRUG ABUSE AND DEPENDENCE
Yawn 7 — Conirofled Substance CIus,—Fqumim fs not a controlled substance.
- = o .’tﬁlhr i hlsnolboonwh Joma nudndmanmhahumans
Skin W Wl abuse or ile
and A f dldnotml‘my d zgn th or any drughseekmg behavior, lheu
Sweating’ 8 3 7 — obsorvaﬂunmnollysqavuﬁcmﬁbnotpos sible to predict 0o the basis of |slvmsdamermw
exteri! to which a CNS active drug will be misused, diverted, and/or sbused once marketed. Consequently
Rash - 4 3 6 3 should carefully evaluate pnnsnu for history ol dru abuse snd follow such panenls ck
;i : o
Urogenitsi System obsorvingmn]bvgvsdmnwuovm
Impotence” 9 s ) ovsnnosme
-~ - 2 — — — Human E W i ine_hydrochioride is esth d fo be over 38 millior
Abnormal ejaculation* — — 7 — patients (circa 1999). Of the 1578 cases ol 9 hydrochi ulnne or wnh othet
d'i'.?‘" 633 adult patien '95"“"" hioride long, 14 nsd  fatal outoome.
“Denominator used was for maios on (N=690 Huoxetine depression; N=410 placebo deprassion; N=116 ong D‘ on fluoxe 0 resulted in a ou
fucxetine OCD; N=43 3 placsbo OC o ¢ Dl .l"dﬁm"'"" perien it
mowmanl

Associated with Drscoannualmn inUS. PIacabo—Comroﬂed Clinical Trials (excluding data from extensions of
trials)-Table 2 lists the adverse events of at
least twice that for placebo and at least 1% E«Mﬂ%lm in clinical trials collecting only a primary event

with di N

TABLE 2
MOST COMMON ADVERSE EVENTS ASSOCIATED WITH DISCONTINUATION IN U.S. DEPRESSION
AND OCD PLACEBO-CONTROLLED CLINICAL TRIALS

sorder, and hypomani Ths romalnmg 206 pa|m
ms usoctalsd Mth tal overdosal

and vomiting.
hydmdulondemadull nenhvasﬂ msinafmnl
B 8 T panun donsmmgssnonubwasmmhasbeen
Amonmm ients Smmthslnn 5 o mﬂdm' 156 o overdosa i fluoxetine
hont 390‘ years), 508 i
alone_or J pl ‘ pmmztsded 127pan:: 1 patient

Oﬂw NBCOV
One of the six l':g!ﬂlas was a QJyearold
with tics, attention deficit disorder fetal” afcobol

ndrome with and
receiving 100 mg of ﬂuonsﬂne daily for 6 months in nddmon fo clonidine,

Mi or other of suicide all six
D?::;;;m (N(:‘Z:gs) “ovedosess non-hh chi h’m that resutied in fatalities. largest lngsshon in pediatric panems was 3 grams which
;. mportedwnh&mnmmrdose single or mult d'uslncludeooma
- Anxiety (2%} dullrmm 'E%)é'imormolmas (Lsuch as QT interval o o X o ) rg‘ torsades
— — , mania, p g Y bk mﬂts py stupor,
a
Nervousness (1%} - Anlmal Emenence—Sludias in animals do not provide precise or necessarily vaiid information about the
— Rash (1%) rea . However, animal experiments can provide useful insights into possible treatment
strategies.
Male and Female Sexual funct ith SSAs - Althou: saua.ldel alporbrmance median lethal dose & mg/kg, respectively.
and smﬂl satrlgliglon oﬁ"mDoygcw asmvﬂnmleslaln:s ofa psychm |n th ly": sz!i:: a con: oym e bk ruts.:dnd e s k:\‘md o bl'.t‘?r% am 9. Acute high
of pharmacologic treatment. In_particular, some evidence suggesls that can causs such Amonyg 6 dogs d with oral fi ine, § d grand mal seizures. Seizures s!
sexual Feliable estinates of tha incidence and Sove severity of untow: imeediately upon the bolus i a vetarinary dose of diazepam. b this s
des"gewmr;’f'n‘ge o ;;u'dss W;&'ﬂ "wuﬂ o ogiea;no hma mma mﬂs ﬂnd P"vsr':g; term sh';dy the lowest mma ol::csnlarghon at which ha seuure occurred was only twice the maximum pcasma
p W’" once concentration seen in humans takiny
%‘m.m Shed Dud ing, are h d| doere I do was the onty 1%:1\‘:‘ mmm QR‘“S. &m& Tachycim and mhm d'd - '&? Iongaloor‘;yo{ s PR
!ﬂ increase in uent
"’P""'d bY :;p':f;'m“ of P“:ﬁ:“g aking "“g,“"‘"“’ “% ““"’“’"‘“ <% pl of the E'OG n oud’ldmg cardiac foxicity is unknocm e he € ECG should ordmanh; be monnored in
adeq dies tment. cases
“I’V’r‘- s :: be"m:u:‘e "Tmﬂm"sg%g :I dmsr,n‘:nmg  sexual d)"ss"cl::nm:nh o SS:I:‘?“ o Ti shodd consist of those general measures empioyed in the
shouid mﬁtmeﬁnq&m"?bptﬂ 5 ns . d s, raledw use Ensure an adequate urway oxygona!bn and ventilation, Monitor cavdlac rfythm and vital
Other Events Observed in Af U.S Chmcal Triafs—Following is & list of all treatment-emergent and are also I of emesis is ml
reported at anmne by individuals taking fluoxetine in U.S. ¢l mn:ql trials (IO 782 pa(umts) mm Ilsted recommended. Gasiric Iuv:g- Iupe—bore ma airway pi
in Drebod{“oev trotes af Table 1 above or elsewhere in labedmg (2) those needed, nwybemdncded ¥ g:vbrmod 8000 affer mges symomul alients.
uninformative or misleading; {3) those events for which a cau: . Due to the large volume of ion of 1his drug, forced
ramo‘e'and()mmsoccumn modylpuuenlusaladmhﬂumenmandmlchddmthmamwmol diuresis, dial [ h are unkke bbeolbgnaﬂ No’ specific
peobability of being W‘B% e threa antidotes for fuoxetine ave known. ~ " ely
Events are.da il 5yswm categories using the following definilions: frequent adverse events A caution invol Ms who are(ak have recently taken fluoxetine and might m%esl
are those defined oocaslons in atleast 1/100 pquenrs Infrequent adverse events are excessive quantities d a TCR. ".‘8&. ik of lhye aner:m tricychic e and/ovgnn
Hhose occurring n 11105 10 |ﬂ ooofa henls: 1816 events are those ccurfing i less than 1/1 000 patientz. etabole e e of chscalty signds P AcyFic andior an adt
Body as a ot Inlmquenr chills and fevor, [oce odema, intentional ovordoso odical b on (ssm”““i tidepreasants under PRECALTIO IONS),
%’;’,‘;"am sysndruwogadam S ﬂ reaction y acute, hy T v Based on experience in animals, which mz not be rdevarl to humans, Buoxetine-induced seizures that
Cardlovasculer Sy:tem—Froquan %a gina pedons anhythmia, tail 1o romk FPNMIIM may "SP°“" to
congesma heart mﬁ ension, me myoca nmam posturir hypolensm In iwolvement. The PWS'C‘H“ should
‘ular headache: atnal mmlah al embolism, ia, Cerebrovascular nonsldov eonncnng a pomon control comet for monal i aﬂon on the treatment of any overdose.
wodant exiras stohs heari aresi, vascular d!sordef lebitis, shock, for certified poison control centres are kisted in the icians’ Desk Reference
Y ph (PD
fiballation. )
tive System-Froquent increased appetite, nausea and vommng, Infrequent; aohthout stomatitis, DOSAGE AND ADMINISTRATION
colit: uctati trit 1
R e Lt T o ey

nauseafomiting/diahea, stomach ulcsf,'stomatms. thirst; Rare: bilia arrhea, cf stitis,
duodenal ulcerglamsnns esofhagea ulcer, facal lncm!menoe gastry gm IOV:” morrhage, hemlomesls
hemorrhage of colon, hepali |s intestinal obstructian, liver f derosﬂ pancreatitis, peptic ulcer,
homonhage salwary gland enlargement, stomach ulcer hemon'h longue edema.

of Ruoxetine, patients were adminisiered
oorrparmg luoxetine 20, 40, and 60 mglday lo'piacsbo
cases.

Dtﬁm
in o.';no:"rouedmmals used o l
morning mg%w
'o

indicate that 20 is
Consaquently, a dose of 20 mg/day, admlmslued n \ha mommg is recommended as the mmal dose.



A dose increase may be considered atter several weeks il no clinical improverment is observed. Doses above
20mg mqummdm;%‘xadw(mgbubld schedule(io morming and noon) and

shoul maximum dose .
As with other P the full ep afiect may be delayed until 4 weeks of keatment or
with many other medications, a lower o less 1 dosage should be used in ts with tic
impairment. mummmwﬂmu hq‘b,:“consdamdh (so:“mGemlmUscmmdar

CAUTIONS), mupoﬁentsv«mcomumdsanseovmmmueoprml | medications.
adjustments ﬁxmalnnpammaremnmmdymosssary see Liver Disease and Renal Disease w/

10 induce rem doec
altic evalusl ﬂmo“\wnsﬂlmhasshow . efficacy is up

woeks following 12 weelks m aculsmmnm(soweeksmnl)undoseolzornglday(soe
Ciwlcd’l'ﬂabmdsr INICAL PH IACOLOG

ive Disorder—
-in lhceomloﬂsd dlinical trials of L tect: in the

of

obsessive-compulsive disarder, patients were administared fixed dueesolzo 40, or 60 oflhmlme
or placebo (see Clinical Trials under CLIN!CAL PHARMNCOLOG . In one of these s!

ip a dose of 20 mg/day, admimsbmd

in the moming, is mcormmndedaslhemlmdosa Smoelhemwasalugeshonolnposslbhdosem

vvlmmsh?hrmmmesmon adusemcmase% considered after several weeks il

insufficient clinical lrrvmmenilsnbs«wd may be delayed until 5 weeks o

Dosesnbwe mg/d lsmdonaonoenday(e mormng)otb:d schedule {i.e., momlng
and noon). Adoseranqadzmoﬁom recommended, however, doses of up 1o 80 mg/day have been

As with the of flucsti depvvsscov'\“ Iov%r“ less it Hmhuuldbowsod patients with
use ine in , 8 or juent S| u n s

hepatic impairment. A lower of less !rsqumldusageshmﬁnﬁbemedhmddqﬂylmmmﬁc

Use WPRECNI’IONS) and for patients with concurrent disease or on mustiple concomitant medications.

aﬂu for renal impairment are not routinely necessary (see Liver Disease and Renal Disease

under CLINICAL PHARMACOLOGY, and Use in Patients with Cormnam lliness under PREC MJTIONSL”

While there are no systemalic studies malmmeqws»ondb'

fong 1o continue a chronic condition and it is reasonable to consider continuation for a
patient. Mhough the aﬂm of fluonetine after 13 weeks has not been documented in controlted
trials, patients have been hmpy under double-blind conditions for up to an additional 6 months
without loss of berefl. Howaw dosage nqustmenhs should be made 1o maintain the patient on the lowest
swmvgmp and pgrnarm shou"li‘t;’s - ‘rmassesed 1o determine the need for treatment.
nuons foa ncydlc i sant
'CA may need and plasma TCA conoentrations may need to be moniored
vmenﬂ ucoattmmstevvdovhasbeen recantly di d (see Other P
PRECAUTIONS, Dmg Injeractions).
Switching Patieats to or from a Monoamine Oxidase inhibitor:
At loast 14 days shoutd elaosa bmoen discontinuation ol an MAQI and initiation of merag wilh flucsstine.
n addition, a Ee paef should be allowed aher stopping fluoxetine before starting an
W (soe GO AANDICATDNG: oad PHEGAUTIONS).
HOW SUPPLIED
Flmﬁn:v:?drod\bnda Tablets are avadable as follows:
10 mg', rmal convex, fikn coated, soofodwhllelableldobosssd‘FLl!D‘monesdeand‘G‘onme
Bottles of 30 NDC 5731505101
Botties of 100 NDC 573‘5-05!-02
Bo«les of 2000 NDC 57315-051-03
20 mg', oval, normal convex, film coated, scored white tablat, debossed “FL | 20" on one side and ‘G on the
Bottles d 30 NOC 57315-052-01
Bottles of 100 NOC 57315-052-02
Bottles of 2000 NOC 57315-052-03
! Fluoxetine base equivalent.

Store at controled room temperaturs 15° to 30°C (59° to 36°F) (see USP).
Dispense in a light, light-resistant container. Protect from light.
* Saratem™ is a trademark of Eli Lilly.

Phospholpnk sad ‘leAL ‘I’OXK?OL&G dvogs tuoxet hronically. This effec
are increa: in some tissues of mice, rats, ai n e c cal is effect
Phosp gv‘e in animals has been observed
cahomc i L and g
in humans is unknonn
MANUFACTURED BY: ALPHAPHARM PTY. LTD.
15 Garnet St.,
Carole Park. Qid. 4300
Australia

Call 1-800-661 3429
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NODC 57315-051-03
FLUOXETINE HYDROCHLORIDE
TABLETS 10

2000 Tablets
Each tablet contains 10 mg ﬂumovm

as fluoxetine hydrochibride

R only

For dosage and other prescribing Lot No.: AUG - 2 zml

i information, see accompanyi .
| product fiterature. " ‘E;:!é,[;ale‘
i Store at controlled room Manufactured a':
' temperature 15° to 30°C ALPHAPHARM PTY. LTD.
(59° 1o 86°F) (see USP). é&; f(i);mpzt rflbld
; " I , Qid. 4300
P"?"mg‘n‘: ont Australia
ight-resistant container. Call 1- 1 3429
Keep tightly closed.

@ alphapharm

75— 755

A1

o~

¥

=



