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RODUCT INFORMATION

ASTRAZENECAIESY

e Europsan trials of NOLVADEX in woemen with a ugh
Ln'sk of breast cancer were alse conducted. They showed no
gifference i the pumber of breast cancer cases between the
n whe touk tamoxifen and these who got placebo.
hese studies had trial desipns that differed from that of
NSABP P:, were smaller than P-}, and enrctied women at
s lower Tisk-for breast cancer than these io the P-1 tzial
+ in women with DOIS, fullowing bresst surgery and radi
ation, NOLVADER is indicated to reduce Lhe risk of inva-
sive Dreast cancer. The decision regardimg therapy with
NOLVADEX for the reduction in breast cancer incidence
should be based npon mn individual assessment of the
benefits snd risks of NOLVADEX therapy.
A trial evaluated the addition of NOLVADEX to Tumpee-
. wenytand radiaticn therapy in wemen with DCLS. The pri-
objective was o determine whether 5 years of
NOLVANFEX: therapy would reduce the ncidence of inva-
_sive breast cancer-in the ipsilateral (the same) or contra-
. Internl (the opposite) breast. The incidence of invasive
prepst cancer was reduced by £3% amang women treated
wish NOLVADEX .
+ ROLVADEX is used to reduce the recuirence of breast
cancer in women who have had surperyandior radiztion
therapy to treat early breasi canver. NOLVADEX is also
waed in women with breast cancer who are at risk of de-
veloping a second breast cancer. in ihe opposite breast. -
The Early Breast Cancer Trialists Collaborative (ronp re-
viewed the 10-year resulls of stodies of NOINAPEX for
_enrly ‘breast cancer. Treatment with NOLVADEX for
about 5 years reduced the risk of recurrence of breast can.
.-cer aind ioproved overall survival Freatment with about
3 yesrs of NOLVADEX alse reduced the chance of getting
2 second breast cancer in the opposite breast by approxi-
-mately 50%, a result simiiar to that seen i the NSABP
P-1 study.

- women nnd wen X

- Three studies compared NOLYABEX to surgery or radia-
“1tion. to the ovaries i premenopausal wemen with ad-
:wznced breast cancer and found that NOLVADEE was
similar to swgery of radiation in causing tumer shrink-

Published studies have demonstrated that NOLVADEX is
flective for the treatment of advanced breast cancer in
1BED, .
OLVADEX is a presexiption tablel available i two dos-
e strengths: 30 mg tablefs and 20 mg tablets. The active
agredient in each tablet istamorifen citrate,

How. does NOIWADEX work? -
ROLVARDEX belongs to a group of medicines called anbies.
trogens -Antiestrogens work by blocking the effects -of the
-hormene estrogen in the body. Estrogen way csuse the

Who shoutd nat take NQLVADE X .
*:You sheuld.not take NOLIVADEX %o reduce the risk of get-
- timg breast cancer if you have ever had.bloed clets or-if

block the growth of tumors that respond 1o estrogesn.

e ees E - you ﬂe'_ve]@-bimd clots that require medica? treatment.
mb. paryl , - However, if you are taking ROLVADEX for frentment of
foa} Bt 4 . .early or advanced - breast cancer, the benefits’ of
¢ oot 55 3 ,,kNO_LYAi)EX,may outweigh the risks assedated with de-
wnde theis & . ,a-'.\ve]opmg niew blood elots. Your heaith care professionat
L6 i L ,;an assist you in deciding whether NOLVADEX is nght
T - foryou .
hisalellE - * You shonld not take NOLVADEX fo reduce the risk of get:
:‘-“’37 il ting breast cancer if you are laking medicines to thin your
“”‘];’ £ blood {2nticoagulants) fike warfarie (Commadia®™),

‘h‘m..;, - You shouid not lake NOLVADEX ¥ yiu plan to-become
v héogsy :_ E pregoant while taking NOIVADEX or. during the fwo
w"wmw k- - months after you.stop tuking it becsuse NOLVADEX may
‘i that : . hﬁna your ynborg child: You should see your doctor im-
b o e 33 - mediately and stop taking NOLVADEX H you become
n};m = ¥ - Pregaant while taking the drug, Please talk with your

® yodu 3 * factar shout birth pontrof recommendations. I you sre ca-
:’;' T - pable of becoming pregnant, you should staxt NOLVADEX
Wm. d;: & during » menstrual peried or if you have irregalar periods
Mﬁmﬂ f have a.negafive pregnancy test before bepinning to take

NOLVADEX, NOLVADEX docs not prevent jregnancy;
even in the presence of menstrual irreguiarity. s
* ¥ou should not take NOLVADEX. if yow are breast feeding.
N ;Ymrsl_mu!d not take NOLVADEX #f you have ever bad an
<allergic reaction to NOLVADEX or famoxifen citrate {the
chemical name} or a0y of il ingredients. .
" iﬁvam is not known to reduce the risk of breast can-
oI wemen with changes: in breast cancer gopes
_{miCA] or-BROAZ). e : ¥ -
. YD\:'_rshmﬂd ot take NOIVADIEX to decresse the chance of
£gething breast, cancer i you.are jess than age 35 because:

i ! . NOLVATIEY haf not been' tested in younger women.

E = 3 Tou should: nof take BOLVADEX 5 reduce the risk of

x ot o breast cangar unless-your are af high zisk of getting breast:

} Wouzeen cancer. Certain cunditions put women at high'risk and 3t

aking - 18 possible to caleulate4ls sk for any womsn, Breast

b : ;Ew"sk assessment tools to belp caleulate your risk of

- . ast canicer have boen developed and are available to
Your health care professional You-sheuld discuss your

& .'?L;ks With your health care professional.

0.3 i tdren should not take NOLVADEX becase treatment

08 i thew has not: been suldently studied,

i0 _Fi'-sh-widame NOWVADEXZ.-. . .: .: :: .

25 ;&hw Yous docter’s instructions about swhen and how o

3L4 A < NOLVADER_ Kead the label.on the container if you

u“”—“ﬁi’e orhave questions, ask your doctor o pharma-

cx NOLVADEX is used to treat advanced breast caneer in -

grovith of seme types of breast tamors NGIVADEX -may

+ You wili take NOLVADEX differently, depending on- your
diagnosis.
* For reduction of the nsk of breast cancer, the nsual dose is
20 oyt 2 day. dor five years.
* Fer treatment of breast cancer in adull women and men,
the usuwal dose 15 2040 mg a day. Take the tablets snce or
twice u day depending on the tablet strengih prescribed.
H your doctor has prescribed 2 different dose, do not
change it unleas be or she tells you to do so. For women
with early breast cageer, NOLVADEX sheuld be taken for
5 years. For women with advanced cancer, NOLVADEX
should be taken wotil your dactor feels it 1s ne longer
indicated.
Take your medidne each day. You may find 1t easier 1o
remember to take your medicine if you Lake it at the same
time each day. If you forget Lo take 2 dose, Lake o as soon
a3 you remember and then Llake the next dose as usual
* Swallow the tablets whole with a drink of water.
* You can take NOLVADEY with or without foed.
» Do not stop taking your tablets urdess your doctor tells
you W do 50.
Are there other important factors to consider before taking
NOLVABEXT .
« Tell your doctor if you heve ever had blood clots that re
guired medical reatment. .
= Because NOLVADEX may affectthow other medicines
work, always tell your doctor i you are taking any other
prescription of pon-prescription (over-thetounter} medi-
cations, particolarly i you are taking warfario to thin
your biood - B
You should nol- become pregnant when taking
NOLVADEX or during the twe months after you stop tak-
ing i as NOLVADEX tuay barm your unborn child Please
contact your docter for birth coctrol recommendstions.
HRVADYX does not prevent pregnancy, even in the pres-
ence of menstrual irregularity. You shoudd see your doctor
immedistely i you think you may have become pregaant
after startiog to take NCLVADEX. - -
What should 1 aveid or do white teking NOLVADEX?
* You shonld contact your dector immediately if you solice
any of the following simptoms. Soime of these symp

s

A rare but senows side effect of NOLVADEX is a biood clot in
the veins, Blood clots stop the flow of blood and cn cause
serions medical problems, disability, er death. Women whe
take NOLVADEX ar st increased risk for developing blood
clots in the hungs and legs. Some women wmay develop more
than one blood dhot, even if NOLVADEX is stopped. Women
may also have complications from breating the clot, soch as
blesding from thinning the blaod toe much Symptoms of 2
blood clot in the longs may include sudden chest pain,
shortness of breath or ughing wp bloed. Symptoms of a
blood cloi in the legs are pein or swelling in the calves. A
bleod clot in the fegs may move to the lungs. If you experi-
ence any of these symptoms of » bleod clet, contacl your doc-
tor immediately.

NOLVADEX increases the chance of having a stroke, which
can canse serious medical problems, disabibity, or death. If
you experience niy symptoms of sirchessuch as weakness,
difbewity walking or talking, oz numboessioontact your dac-
tor immediately.

NOUVADEX increases the chance of changes occurving in
the lining (endometrium) or body of your uterus which can
be serions and coukd inclede eancer. I you have not had a
hysterectamy (removal of the uterus), it is lmportant for yon
to contact your dector immmediately if you experience any
unusual vaginal discharge, vaginal bleeding, or menstrua)
frregularifies;or pain or pressure in the pelvis (lower stom-
ach). These may be caused by changes to the Hning (eade-
roetringm} or body of your uterus. 1 is lmportant to bring
them to yonr docler’s attention without deluy as they can
occastonally mdicate the siart of something more serious
and even Jife-threstening.

NOLVADEE may canse cataracts or changes to parts of the
eve known as the coroea or vetina, NOLVADEX can increase
the chance of needing cataract surgery, and cancause blood
clots in the veins of the eye. NOLVADEX cav resolt in &if
ficudty in distinguishing diffesent ootors. I you experience
any changes in yoar vision, tell your doctor immediately.
Rare side efiects, which may be serious, include certain liver
prablems such as jaundice which may be sebr as yeilowing
of the whites of the eyes) or hypertriglyceridemia lincreased
levels of fats in the blood) sormetimes with pancreatitis {pain
or tenderness in the upper abdemen). Stop taking
NOLVADEX and contact your doctor immediately if you de-

may suggest that you are experiendiag a refe bit serjous
side effect associated with NOLVADEX {sce “What arethe
possible side effects of NOLVAREXZ"). .
— pew hreast lumps :
— vaginal blecding .
— thanges i yoiraoenstrual cycle-
-~ changes in vaginal discharpe
- peivit pamn or pressare
. swelling or tenderness in your calf
— tnexplained breathlessness {shoriness of breath)
o sudden chest pmin ~ - ’
"— conghing up bood
" — changes in your vision .
- IF you'seé aheallh care professiowal who is bew to ypu (an’
emergency room doclor, another doctor i the practite’,
" tell hirs or hér that you take NOLVADEX or have provi-
onsly taken NOLVADEX .
= Because NOLVADEX mag-saffect how other medicines
work, always tell ypur doctor if you are Laking any other
prescription or nom-prescriplion {over-the-counter) medi-
cines. Be sure to tell your doctor if you are taking warfa-
7in (Conzadin) o this your bloed |
You should .nol -become pregnant when taling
NOLVADEX er during the 2 manths after you stop taking
it because NOEVADEX may harm your uabora child You
should see your doctor immediately i you think yov may
have become pregnant afler starting to take NOLVADEX
Please 1alk with your doctor about birth contrel recom:
mendations. If you are iaking NOLYADEX o reduce your
135k of getting breast cancer, and you are sexuaily active,
NOLVADEX shouid be started during your menstrual pe-
riod. H you have irregular periods, you should have a neg-
ative pregnaney test before you start NOLVADEX
NOIVADEX does not prevent pregsancy, even in the pres-
énee of menstrual brepulerity. .
* If you are taking NOLVADEX to reduce your risk of get:
ting breast cancer, you should know thal NOLVADEX
does not prevent all bregst cancers. While you are taking
NOLVADEX and after.you stop taking NOLVADEX and iv
Leeping with your docor's recommendation, you shonid
bave annual grnecolegical check-ups which should iIn-
- clude-breast exams sod mammoegrams. 1€ breast cancer
ooy, there is ao guarantee that i will be detected at an
_early stage, That is why it is important to continse with
regulad chéckups. . .
What are the possible sidé effects of NOLVADEXT
Like many meticines, NOLVADEY causes side effects in
most patients. The msjority of the side effects seen with
NOLVADEX have been mild and do-not usually cause breast
cancer patients o stop faking the medication In women
with breast cancer; withdrawal from NOLVADEX therspy is
about- .5%. Approximately I5% of women who took
NOLVADEX Lo reduce the chance of getting breast cancer
stopped treatment becanse of side effects.
The mowl common side elfects reported with NOLVADEX
are: hiot flashes; vaginal discharge o1 bieeding; and wen-
strual irreguiarities {these side effects may be mikd or may
be  sign of a more senicus side effect). Women way expers-
ence hair loss, skin rashes (itching or peeling skin} or head-
aches; or inflammation of the hdgs, whivh may have the
same symploms s pnéumonia; such as. breathléssness and
congh; however, bair joss is uneomrron and is wsoally wald,

velop angioed Isweiling of the face, Xips tongue and/or
throat) even if Fouhave been taking NOLVADEX for a long
time. )

H you are a woman receiving NOLVADEX for treatment of
advanced breast cancer, and you experience excessive nan-
sea, vomiting or thirst, tefl your doctor immediately. This
may mean that there are changes. in the amoant of calcum:
in your blood (hypercalcemia), Your dottor will evaluste
In patients with bréast chhcer, a iemporary increase in ibe
suze of the tumor mayioceur and sqmetimes results in mis-
cle -aches/hone pain and skin redness. This condition may
oocur shortly after starting NOGLVADEX and .may be asson-
ated with a goed response to trestment. . .
Many of these side effects happen dhly rarely. However, youn

_should contact yeur doctor if you think. you have any of
| these or any olher problems with your NOLVADEX. Some

side effects of NOLVADEX inay become spparest-soon after
starting the drug, but others may first appear. st any Ume
during therapy. . .
This summary does not include all possible side effects with
NOLYADEX. Jt is important o talk to your heslth care pro-
fessional about pussible side effects. If you want 1o read
more, ask your doctor or pharmacist Lo give you the profes-
sional labeling. - T -
How should 1 store NOLVADEXZ
NOLVADEX Tablets should be stored ai room temperature
(68-77"F). Koep in 2 weil-tlosed, light-resistant conlainer.
Eeep out of the yeach 5f childreh. )
Do nol take your tablets after the expiration date on the
container. Be sure that any discarded fablets are obi of the
reack of childsers
“This leaflet provides you with 2 summary of information
about NOLVADEX. Medicines are soinetimes préscribed for
usés oiher thas those hsled NOLVADEX has been pie-
scribed specificadly for your by your doctor. Do mot give your
medicine te anyone else, even if they have a similar. vondi-
4ion becavse it may barm them
H you have any questions o7 coneerns, contact your doctor or
pharmaicist. Your pharmacist also has a longer leafiet about.
HOLVADEX written for bealth care professionals ihat you
can ask 1o read. For more information about NOLVADEX or
breast cancer, cadl £-800.34 LIFE 4
Printed in USA. . - .
*Colmadin® s 3 registered trademark of BristoleMyers
Squibh Pharmaceuticals.
Al ‘other trademarks are the property of the AstraZeneca
group :
© AstraZeneca 2002 T -
AstraZeneca Pharmicenticals LP -
Wilmington, DE 19856 -
6420700 A
Rev 95/02 : A - -

Shown in Preduct Identification Guide, page 306

SEROQUEL®
{serd-quall ™
{guetiapine fumaratej
Tablets

DESCRIPFTIGN 7
SEROQUEL (quetizpine fumarate} is an antipsychotic drug

bebonging 40 8 sew chemical class, the dibenzolhiazepine

Continued on next page

Consult 2003 POR® supplements and hrture editions for sevisions
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'PHYSICIANS® DESK REFERENCE®

Seroguel-Cont.

derivatives. The chemical designation‘is 2-1244-dibenzs /b.f
11, 4lthinzepia- 13-yl L-piperazinyl)cthoxy]-ethancl fmarate
{24} {salt). 1145 presest in tablets as the famarate sali. AR
deises and tabiel strengths are expressed as mﬁhgram:. of
base, nol &s fumarste salt. Its molecitar formula is
Cu}i:,aNSD,S.fC‘H‘Q‘ ‘and jt has a molecular weight of
£83.11 (Fumarate salt) The structural formula is:

a A

()

- 2 P
Qireliapine fumarate it 3 white to off-white arystaliine pow.
der which 15 modemtely solable in water.

SEROQUEL is fupplied for oral administration 45 25 sog
(peach) 100 mg (yello‘w) 2040 g fmund., wh:LP! und 300 mg
{capsule-shaped, white) tablets.

Inactive ingredients re povidone, dibasic Gicalcam phos-

phate dihydrate, microcrystallise céllulose, sodium stasch
glycolate, lactose movohydrate, magnesivm stearate, hy-
druxypropyl methylcelnlose, po]yeﬂ\yle-ue glycol and tita.
niurn: dioxide. -~

The 25 mg t.ablets contain red ferrsc oxxde and yellaw fem»c.
oxide -and- the 100 mp tab!et,s coutain on]y ye!]uw ferric
oxide..

ClmlCAL ?BARMACOUOGY

Phalmacodyhamm .

‘?EROQ‘UEL is an m)t.pgwomst a{ mumple ncuml.ram,mstter
vecepiors 16 the braim: serotonin 5HT,,. and . 5HT,
{50, = 717 & 1480M, respectively), dopamine Dy and D,
{1C5y= 1268 & - 329nM,.: respectively), . bistamine. H,
{C50=30nM), ond.ad i aganid o, prors (1Cgq, =54
& 271nM, respectively), SEROQUEL has no appreciabieaﬁ
Anity- at cholinergic* muscanmc and aJ,rpme recep
tors (10,5000 nM). B
Thé mechanism’ u[achon'ofSEROQUFL, a8 with ui.her an:
npsyr;hout dmgs is unknum;ﬂrrwever it has heep’ pro:
posed (hat tHs drug’s therapeutic activity in sdumphmma
35 mediated through.a combination of 4 type 2 {I),)
and, semtemn type? (SHTg) ani::gﬂmsm Amagsmsm atre-
espiors ofher than- fopamipe and SHE, with similar Teckp:
tor. affinjties may expla seme -of the pther effects of

SEROQUEL
SERGQUEDs antagonism-of histamine H, moep\:ors may
explaiz the somnolerrce.observed with this gimg'- R B

SERDGUEVS antsgepism: of adresergic o receplors mny
sxplain thesrthastatic ﬁyputensmn a];served “with this timg
Pharmacpkinetds - - '
Quetiapine fumarate activity is nman]y due o the parest
drug. The multiple-dise pharacokinetics of quafispisiy are
dose- pﬁ)pﬂﬂmna] within the propesed clinieal dose ringe,
and guetiipine accumulation 3, prediciatie "ipon multiple
dosing. Elimination of qéetiapine is maindy via hepatic me-
iabolise with a wean termine] halfEfe of about 6 hours
within the proposed clinica dose rahige: Steady- state con-
pestratiois are expec!edi.u be sehieved within twe days nf
- dosing. Quettapine & "unlikely ia mte,rl'ere with the'
olism of durps melabnhzeé by c}"locixrome 1’45() ey
DR . himirate 16 rapidly absorbed after
zeaehmg peak plaxma concenirations
io 1.5 hours. The tablet forreulation is 100% bioavailable
setative to solution. 'Ihe innavmlahﬂrty of quetiapine is mar-
vmai}y aﬂecbed by sdmlms!ratmn with food, with G, and
ATIC waiues increased by 25% and 15%, respectve]y
Listrigraton:, Quehﬂpme:ls widely distributed 1hmnghaut
the. body with an appareel:volume of distiibution ef
1624 L/, 1t js 83% bound o plasma proteing at therapen”
tic- copcentyations. In pitre, quilispine ‘did not affect the
bibvding tf -warfarid of rlia.'wpam o hipean seruny albungn.
Tev tum, ‘eeither warfarit ner i ailsred the bindy
of quetiapine.
Merabolismy and Elimination: Fol]owmg a single oral écrse
of " qisetiapind, Jets then 1% of fhe administered dose
oz excreted s unchanged druz.mdacaimg that quetizpine
is bighly metabolized. Appromimetely J2% and 20% of the
dose was Tecovered n the wine and feces, respectively.
Chietiapine is extenstvely metabohzed by the Liver: The ma-
Jor melaholic psthweys are sulfoxidation to-the sulfoxide
metabolile and oxjdation to the parent acid metabolite; both
metaboliles are pharmacologically inactive. In vitro studies
vuing: human' liver mitrosemes reveaied that-the cyio-
chrome P450 344 iscenzyme is mvolved in the metabolism
of quetiapine to its major, but insciive, sulfoxide metabolite.
Population Subgroups
Age:
elderfy patiests (265 years, n=9) compared Lo yobing pz-
Hienis {n=12), and dosing adjustment may be hecessary {See
HOSAGE ANIY ADMINISTRATION; :
GGender:  There is no gender effect oa the pbarmaeubnzhcs
of quetiapine. -
Haet - There 18 o race effect on the pbamamkmebcs of
guctiapine. ..
Smoking: Smoking has pe effect on the oral tlearance of
quetispine..

Oral dearance of quetiapine was reduced hy 40% in

fenat Insufficiency: - Patienis with severe renal impair
meot (Cler=10-30 mb/min/1 73 m? 8=8) had a 25% Tower
mean oral clearance than pormat subjedts (Cler > B0 AL/
in/1.73 m”, n=H), hut plasina queliapine concentralions in
1ibe subjects with renal insufficiency were within the range
of rencentrations. seer in normal subjects receiving the
same dose: Dosage adjusiment is therefors not needed in
these patients,

Hepatic Insulficiency:  Hepatically impaired patienta {o=8)
had & 30% lower mean oral clearance of quetiapine than
dormal subjects. In twe of the § bhepatically impaired ps-
tients, AUC and C,,,, were 3-times higher thaa those ob-
served typically in healthy subjects. Since quetiapine 1s ex-
tensively metabolized by the hver; higher plasma levels are
expecied in the hepatically impaired population, and dosage
adiusiment may be needed (See DPOSAGE AND ADMINIS-
THATION).

Drug-Drug iateractions: In withe enzyme inhibition data
suggest that quetiapine and 9 of ils metabolites would have

| Little inhibilory effect on in vivo metabolism mediated by cy-

iochiromes P450 1A, 209, 2C18, 2D6 and 344

Cnets

 orakch i3 d by the prototype cy-
tochrome. P450 344 inducer, phenytein, and d d-by

WARNINGS -
N leptic Mafignant Synd IS}

A pontentially fatal symptom complex sometitnes referred
o as Neuroleplic Malignant Syndrome (NMS) has been te-
ported in association with admmistration. of sntipsychotic
drugs. Two possible cases of NMS 1272387 {0.1%)3 have been
Teported in clinical trials with SERGQUEL. Clinical mani-
{estations of NMS are hyperpyreria, smscle rigidity, altered
mental stalus, and evidence of autonomic instability Grreg-
ular pulse os-blood pressure, tachycdrdia, diaphoresis; and
cardiae. dysrhythmia} Additional signs may include ele-
vated cresline phosphokinase, :nyoglubmnm (rbabdnmyul
ysas) and acuke renal failure.

‘Fhe diagnostic evaluation of patients with t.h;s syndrome is
complicated. in amving el a diagnosis, i is important io
exclude eases where the.clinicaj presentation includes hoth
serious medical iliness {e.g., pn ja; systemmic infectio
ete) and untreated or inadequately treated extrapy dal
signs and symptoms (EPS). Other laportant considerations
in the differential diagnosis inchede centrat anticholinergic
toxicity, heat stroke, drug fever and pnmary central ner-
vous system (CN5) pathology. .

the profotype cytochrorae P450 3A4 inhibitor, ketoconazote.
Dose adjustment of quetiapine will be necessary il i ks coad-
marstered with phenytoin or ketoconazole (See Drug ntes-
actions vader PRECAUTIONS and - DOSAGE AN'D
APMINISTRATION.) H

Quetiapine oral clearance is not mhsbﬂed by tbc— nop-upe.

cific enzyxee inhibitor, cimetidine.

Quetizpine at doses of 750 mpfday did not aﬂ'ed. the single
dose pharmmcokinetics of antipyrine, fithium or lorazeparm
{See Drug Interactions under PR.ECAU'!‘IONS}

Clinical Efficacy Data .~ ™

The efficacy of: SEROQUEL in Lhe trealment nl' acbm;phre—
sha. was established’in 3 short-term (6-week} controlled
trizls of wpatients with schizophrenia whe met DSM 11-R
critena for schivophrenia. Althongh s single fixed dose hal.
operidol Arm was iscluded s a comparstive trestment in
one of the three trisls this single haloperidol dose group
was-inadequate toprovide & reliable 2nd valid comparison
of SEROQUEL and haloperidol

Several dnstricments. Were used for assessing. psycl-uamc
signs and symptorns’ib these sthdiés, among them the Brief
Psychiatric Rating Scale (BPRS), a muiti-ilem inventory of
general psychopathelogy fraditionally used to evaluate the
effects of ‘drog treatenent in schizophrenia. The BPRS psy-
chosis cluster {corceptual disorganization; halivcinatory be-
havior, suspicieusness, and unusual thonght content) is con-
sidered a particularly wsefal subset for, assessing agtively
‘psychedic schizopforenje patieots. A secozsd traditional as-

sesszent, the Clinical Globa) Empres-sm (CI), reBects the
impression of a skilled abserver, fully familiar, with. the
manifesiations of schizophrenia, about the overall chinical
state of the patient. In addihon, the Scale for Asmsmg
Negative Symploms (SANS),  roore, recently dev glopcd but
Jess well’ svaluabed seale, Was émployed for aqsessmg naga-

tivé symptoms.

The results of the trials follow:

(1155 6-weéek, plauabocont.ro}led t¥iak (n=363) involving 5
fized deses’of SEROQUEL(TS, 150, 300, 600 and 750 mp/
day on a tid schedule), fhe 4 highest dusés of SEROQUES.
were generaliy superior to placebo on the BPRS tolal score,
the BFRS psychosis cluster and the CG1 severity score, with
the marimat effect seen at 300 mpfday, and the effects of

-deses of 150 te 750 were generally indislingwishable.

SEROQUEL, at-a desé of 300 mglday was supertor to p]a
el on the SANS.

(2515 §-week, placebo-controlled trial (n=286} involving
titration of SEROQUEL iz high lup to 750 mg/day o 2 Hd
scheduie} ind Jow (ap to 250 %ig/day bn 3 #id schedule)
doses, ‘cnly the Bigh dose SEROQUEL group (mean dose,
500 mgt‘ciay}was generally superiorte placebo oo the BPRS
Lilal seave, the BPRS psyc,hosxs ciuster the CG] severity
store, and rj]e SANS.

(3) In a 6-weik dose and dose regimen compérisen trial
{n=618) involving two fized deses of EEROQUEL {450 mg!
both bid and Ed schediles and 50 mg/day on a bid
schedule}, enly the 250 ‘mplda¥ (225 me bid schedule) dose
groiip Wag gener-a]]y snpenorw the 50 mg,’day {25 xog hid)
SERGGUEL dose group on the BPRS Lotal score, the BPRS
psychesis clustér, the (G séverity score, snd oo the SANS.

Examination $f population’ subsets (race, gender, and age}

4id not reveal any diffeicitial re_spons:veness on the basis of
Yaig of élp.mier sith an abparently greater efiet io patiéots
dnder apd of 40 compared to those older thas 40. The
clinical signiﬁcanca of this finding 15 unknown.
INDICATIONS AN'[) USAGE

SEROQUEL 3¢ tudicated for the Lreatment srhlmphrema

The efficsey of SEROQUEL in schizophrenis was estal-
lishéd in-short-lerm (6-week) controlled. trials of schizo-
phresic inpatients {See CLINICAL PRARMACOLOGY).
The ‘effectiveness of SEROQUEL in Jong-term use, that is,
for more thae & weeks, has ool bebn ystematically evalu-
ated in controlled tna!s Therefore: the physician who elects
to use SERCGQUEL for extended periods shuuld periodicadly
re-rvaluate the tong-lerm usefulriess of the drug for the in-

dividsal patwm (See DOSAGF AND ADM]N'I&TRA .

TION y]
CON'!'RA!N])!(‘A’!’!ON%

SEROGUBL ix mnkamdncated n mdmduals with a known
hypersensitivity to this medication or any-of ils ingredienis.

The 1 of NMS should include: 1} immediate dls

sontinuation of antipsychotic dings and other drugs not es.

sential to concurrent therapy, 2) infensive symptomatic
treatment and medical monitoring: and 3} treatment.of 2oy
concomitznt serious medical problems for which specific
treatments are available. There is no general agreement
about specific pharmam’lngmal treatment regimens: Ior
NMS.

1f a patient requires aniipsychotic dmg Lmaunent aﬂ.er TR
covery from NMS, the potential reintroduction 6fdrug theér-
2py should be carefolly oonsidered. The patient should be
carefully monitored since recwrrence of NMS have been
reported. .

Tardive Dyskinesia

A syndrome of polentially irreversible, mvahmtarj, dysiti-
netic moverments may develop in patieats treated with an-
tipsychatic drugs. Although the prevalence of the syndrome
appears 16 be highest amang the elderly; especially elderly
women, H is impossible to rely wpon prevalence estimates to
predict, at the inception of antipsychotic treatiment, whick
patients are Likely 16 develop the syndrome. Whether anti-

psychotic drzg produds differ in thetr pobent.\ai 1o cause tar-

dive dyskinesia is upknown.

The'risk of developing tardive dygiinesis and the hkvhbuud
that it wilf betome irreversible are believed o increase as
the duration of treatment and the tetal camulative dose of
antipsychotic drugs administered. to the patiedit increase.
Hewever, the syndrome fan develop, although much’ léss
comusnibaly, after rela'bve]y brief trentment penods at lova
doses: 3

There is bo kaown {réatment for estabhshed coses  of
Lerdive dyskinesia, although the syodréitie mny remit, par

- Lially, or completely, if aut\psychohc)h’eatmens gt

drawa. Astipsychotic treatment, ftaelf, However, may'sip-
press (or partially suppress) the signs and symptoms af the
syndrome and theraby may possibly mask the underlying
process. The effect that symiptomatic suppression bas dpon
the long-term course of the syndromeis whldnown, 3 7 -

Given these considerstions, SERUQUEL should be pre-
scribed in 5 'manner that is most kely to minimize the oc-
cwrrence of tardive dyskinésia. Chronic antipSyebotic treat-

. ment should generaliy be reserved for patients wha appear

to suffer from & chronic ithness that (1) & knowt'to véspond
o antipeycholic' dnigs, and {2} for whom iRefhative,
equally effective, but paientially léss harmfid tréatments
are pot available o1 approjriste. in patients who do-require
chrenic: Lrwlmml the Smﬂ]]ﬂﬁt doie and the shortest dura-
tion of {reatmen & satisfactory citical resp
should be sought 'Ibe ‘peed for umhmmﬂ tmatmem. shonld
be reassessed periodically. -

If signs and symptoms of tardive dyskinesia appear in # pa-
tient on SERGQUFL, drug distontinization should BE oo
sidefed’ However, sotié patients may requite trestment
with SEROQUEL desplte t.be presence of t.he syndmme

PRECAUTIONS

General -

Orthestatic Hypn:ensvon SEROQ{E‘L may. mduue arthe-
static hypotension associated with dizziness, lachycardia
and, in some patients, syncope, espedally doring tse Tnitial
dose-fitration pericd, probubly reflecting its o, -adresergic
antagonist properties. Syncope-was reporied in 1% (22
2162) of the patients treated with SERGQUEL, .compared
with 0% {0/206) on placebo and abeut 0.5% (2420} on active
control drugs. The riskeof erthostatic hypotension and syn-
cope may be minimized by limiting the injtial dose 1o 25 g
bid (See DOSAGE AND ADMINISTRATION)_If hypoten-
sion occurs during 1itration do the target dose, 'a return to
the previous dose in the titration schedule.is appropnate.
SEROQUEL should be nsed with particular caution in pa-
tients with known cardidvascular disease (history of myo-
eardial infarction or ischemic heart disease, heart fatlure or
eonduction abnermalities}, cerebrovasealar disease or con-
ditions which would predispese paticnts to hypotension-(de-
hydration, hypovolemia snd freatment with anlxhypeuan
sive medications).

Cataracts:  The development of cstaracts was observed in
assoriation with quetiapine treatment in chronic dog stud-
ies {see Animal Toxicology). Lens changes have alsobeen
ohserved in patients dusing lorg-term SEROQUEL weat-
ment. but 3 causal relstionship to SERCGQUEL use has not
been established. Nevertheless, the pussibifity of lenticular
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whanges annot be-exduded at this time. Therefore, axam-
ination of the lens by methods adequats to detect cataract
formation, such as sfit lamp exom or other appropristely
sensitive methods, & recommended #t inftiation of treat-
mect o shortly theveafies, and a1 6 month intervals during
chronfc trestment

Seizures: Puring clinical trals, seizores nu:urred in 8%
{18/2387} of patients treated with SERGGQUEL compared Lo
0.5% (U206} or. placebo and 1% (4420} on active contsol
drugs. As with other antipsychotics SEROQUEL should be
used cavdiously in patients sith a hastory of seizares or with
vonditions thatl potentially lower the seszure threshold, e g,
Alzheimer s dementiz, Conditions that lower the seizare
threshold may be more prevalent in 2 population ol 65 years
or older.

Hypaothyrodism: Clinical trials with SEROQUT:.L niemun-
strated a-dose-related decreass in total and free thyroxine
(T4} of -approximately 20% st the higher end of the thers-
pentic dese range-and was mavumal b the first two to four
weeks of treatment -and meintained: without adaptation or
progreasion. during more chaonic therapy. Gencmﬁj“ ‘these
changes were of no clinical significace snd TSH was ug-
changed in mast patients, and. levels of TBG were un-

changed dn nenrly all cases, cessation of SEROQUEL treat-
ment was associsted with -2 reversal of the effects on total
abd free T4, ireapective of the duration of treatment. Abiut
0.4%{10/2386) of SEROQUEL patients did experience TSH
increnses. Siz of he patients with TSH increases needed re-
placement Ehyroid trestment,

Cholesterot ‘snd Triglyceride Flovations: Iu a pook nf3 ta
Sweek’ Pladebo-controlled Azials, SEROQUEL treated pa-
thentahad B ases from basels
exide.of 11% spd 17%, vespectively, comapered to sbight de-
creases for placebo panests ‘These chanpges .were only
weakly. related to the incréases. in weight abserveﬂ in
SEROQUER Arenied paticnts..

Hyperprolactinemia:  Althengh an elevat\un of pmlactu:
levels.was ™ not . demonstrated ~in clinical  trials with

SEROQUEL, increased prolactin levels were observed in rat |

.sh.ldses 'w1l.h this coinponnd, and.were -assodated with ap

gland neoplasia-in rats fsee, Eareino-
penesis} Iﬁssue culture experiments. indseate that -approxi-
mately one-third of human breast cancers are prolactin

dependent. in vitra,. u factor of petentia¥-isnportance if the |
prescription of these drugs is contemplated in e patient with
provieusly detecied breast rancer. AHthough: disturbances

sucheas galactorrhen, smenbrbes, gypedomastia, and impo-
tence -have been reporied: with -prolaciin-elevating com-
ponnds, the chinical significance: of-clevated seram prefactin
levels isupknown for most patients, Neither clinicai stodies

nor epidemidlogic studies conducted to date bave shown an
A tration of this. class of |

drugs and tumorigenesis in bumans; the available evidence

dion bet chroni¢ adwiind

is.corsidered tor Hmited to be conchusive at this time. .
Trarsaminase Hevations: . Asymptomatie, dransient.and
reversible elevations in serum. trapsaminases (primarily
ALT) have been reporied. The propodtions of patiestsswith
transaminase elevations of > 3 times the upper limits of the
normal wference range in & pool.of 3o 6-week placebo-
confrolled triaks. were appreximately 6% for SERQQUEL
compnred to 1% for placebo, These. bepstic anzyme eleva.
tiens vsually oorurred within the first 3 weeks of drug treat.
rsent and promptly rebuined to.pretstudy IeveL‘; w)dl onge-
ing treatmend with SEROQUEL.. - - -
FPotential for. Cognitive and Motor impmrment. Semno-
tenice was & commonly reporied adverse évent Teported in
patients tredted with SERQFEL especially during the 3.5
day penod of initisl.dose-titration. in the 3+ to G-week
trolled -trials, sermnole
u{ patients:on SEROQUEL compared to 11% of placebe pa-
‘tients. Since SEROQUEL has the: potential to impair
Judgment, -thinking;: or matei skills, patients-should. be
crutioned about performing activities requiring mental
-alertmess, suck a5 operating a motor vehicle {incleding.nis-
mmohlies) ot operativig hazardods madunery until-they are
reasonably certain that SLROQULL Lherapy does ot affect
them-adversely. . - . .

" Priapism: . One_ case of pna;nsm s3] a paheu reCPlv)ng
SEROQUEL has been reported prior to markel intreduc-
‘Gor. While a cousal relstioaship to use,of SERGQUEL has
a0l been established, other drugs with alphesadrenergic
block, eﬁ'ect& have bhoen. -reporied to Induce priapism, and

itis p;;.'_;.'ﬁhle thet SERGQUEL may. share, this capacity. Se-

. may Tequiresurgical intervention.”
dy Temperature Regulation:, Ali.boug‘h
~with SEROQUEL, dsmphan of the body’

agepts, App ale ‘care is adﬂseﬂ when pxe:.rnhmg
SER{)QUEL p&‘nents whit. will be. EXperencing mud»
tions which may

Esophagea] dysmaﬁ]f’y and as;nrahon “have -
heen associaled with antipsyéholic drog wse: Aspirstion |

pueumonin iv & tofuzben causewd morbidity and mortzlity in

. elderly patienis, in particular those withk advanded Atthei-
mér's'Bementia. SERGRITEL snd other-nntipsyehotic drugs
should. be 1msod cauhou%ly in pahents at risk. fm aspuahem
poeymonis, |

Suicide: M};o.s'srbﬂxt.y ofa smude awempt is inhereit in |

schizophrenia snd . close: sppervision of highi visk patients

shondd | accompany . drig.-therapy. - Prescriptions  for -
SEROQUEL shotild e written for the smallest quantity of

in cholesterol and igiye

Harsing:

was reported io 18% |

tablets consisteat with good petient mansgement m order
1o reduce the risk of overdose.

ise in Patients with Concomitant Winess. - Clinical experi-
ence with SEROQUEL in patients with certain concomitant
systemic Mnesses (see Renal Impairment and Hepatic Tm-
pairment under CLINICAL PHARMACOLOGY, Speoial
Populations} is Hited.

SEROGEEL has pot been evalualed or used to any appre-
cable extent in patienls with a recent history of myecardial
infarction or unstable beart disease. Patients with these di-
aproses were excluded from premarketing chnical studies.
Becauge of the risk of orthostatic bypotension with
SEROQUEL, cantion should be observed in cardiac patmnts
{see Grthostatic Hypotension).

Information for Patients .

Physicians are sdvised to discuss the foliowmg issues with
patients for whom they prescnbe SERDQUEL.. © .
Orthostatic Hypotension:  Patients shovld be advised of
the risk of orthostatic hypotension, especially during the 35
day period of initial dose titration, and alse af times of re-
itiating treatmen? or increases in dose.

Interference with Cognitive and Motor Performance:
Since somnolence was & commonly reported adverse event
associated with SEROQUEL treatient, palients should be
advised of ibe risk of somnolence, especiafly during the 3-5
day period of initial dose titration. Patients should be cay-
tioped abont performing any activity requiring meulal
aletiness, Siid\ as opexating A wotor vehicle (including au-

for eytochrome P4fyD mad.xated metabo!xsm of a.nhpjﬂ)ne
€ of Fertihify
Camnogen&sns Cannrzogmmty studies were eonducled
s C5TBL mice and Wistar rats. Quetiapine was adminis.
aered in the diet to mice at doses of 20, 75, 250, and
750 raglkg aud to rats by gavage 2t doses of25 '25 and
250 mg/kg for two years, These doses are .equ;valent il
05, 1.5, ond 4.5 timtes the mwaximumn haman. dosé (800 ing/
day) on a mgfm’® basis {mice) or 8, 3 0.9, and 3.0 times the
maxkmum burpan dose on a mrjm basis (rati). There were
statm.:cally sngmﬁcanl ipcreases in thyrtid gland follicolar
sdenomas in male mice 21 déses of 250 and 750 mg.’k%ar i5
nid 45 times the maxitum human dose of a'mg/m® basis
and in male rats at 2 dese of 250 mp/kp or 3.6 times the
maximun buman dose on 8 mg/m® basis. Mammary gland
adenccarcinomas were statistically -significanily increased
in female rats at all doses tesied (25, 75, and 250 mpha or
0.3, 9.9, and 3.0 fimes the wazivows’ remmmended haman
dose on 8 mgfm® basis).
Toyroid follicular cell adencma.s may have reslted from
chronic, shirnulution, of the thyroid gland by thyroid stimu-
Iating harmone {TSH) residting from enhanced metabolism
and dearance of thyroxinie by rodetit hves' Changes in TSH,
thyroxitie, and thyroxine cléarance coasisteat with this
mechanism were observed in sibchronic toxiaty studies’ in
121 and mouse and in B }-year toxicity stody,in rat; hewever,
the resulis_of these studies were not defingfive. The reie-

‘vince of the increases in thyroid follicular esl) adénomas to

hubian nsk. throdgh whatever mechantsm, is ankuown.

timnobiles) ar dperating hazardous madhinery, until l.hey are
reasonably cirtain that SEROQUEL therspy does not sffect
them adversely.

Pregrancy,- Patients shonld be advized te notify their phy-
sicjan ifthey become pregnanl or mtaud !.D bacome pregnani
during therapy.

Patients should be advused not e brust feed if
they are-taking SERGQUEL.

Concomitart Medication:  As with other medications, pa-
tients should be advised to notify their physicisns U they
are taking, of plzo-io take, any prescription or over-the-
counter drups.

Adcobot: . Pahents should be advised to avoid consu.mmg
alosholic bwerages while (aking SEROQUEL.

Heat Emosuu- and Dehydration;, ‘Patients sbould be ad-
vised regarding appropnate care m avoiding mrerheahng
and dehydration.

Laborptory Tests

No specific la!)orator; tests aré recoimmended.

Dnig Interactions -

The risks of winng %.R{}QUFL in combination with other
drups have pot been exiensively evalizted in systematic
giudies. Given the primary CNS effects of SEROQUEL, cau-
Hion shouid be used when it is-taken in combinaticn with
other: centrally: acting drugs. -SEROQUEL polentiated -the
cognitive aod motor effects of alcuhol in a clinical tnaf in
subjects with selected psychotic disorders, and zlcohelic
i)werages shouid be aveided while talking SEROQUEL.
Because of ils: po(enhai for induting bypetensmn
SEROQUEL may enhance the cﬂ'ecLs of certain antihyper-
Lensive ageats.

SERCLQUEL may antagonize Lhe eﬁ'eds Df levodopa and de-
pamine agofnists.

The £Effect of Other Drugs on SF_ROCIUEL

Phenytoin: Coadministration of quetiapine (250 mg ud)
and phenyiain {3100 mg 3d) increased the mean oral clear-
ance of quetiapine by 5-fold. Increased doses of SEROGUEL
may be required to maintaiz coptro} of symptoms of schizo-

plirenia in paiients receiving quetispine and phenyioin, or °

other hepaiic enzyme inducers le g, carbamazepine, barbt-
turates; rifampis; glicocortiosids), Caution should be taken
if phenyioin.is withdrawn and replacéd with 2 pon-inducer
{£.g., valproste) {see. DOSAGE AND ADMINISTRATION:}
Thioridazine: Thioridazine (200 mg bid) incréased the oral
clearance of quetiapine (300 mg bid) by 65%. -
Cimetidine: Administration of multiple daily doses of ci-
metidine (400:mg tid for 4 dayx) resulted in a 20% decrease
in the mean oral clearinée of guetiapine (150 mg Gd). Dos-
age adjustment. for guetiapine is pot mqmred when H i
given: with-ametidine.

P450. 3A Inhibitors: Coadmxmslrahon of Eetoconmzoie
(200 mp once daily for 4 days), a potent inhibifor of cyto-
chrome P&40 3A; reduced oral-clearance of quetiapiae by
84%, resulting in 8 335% increase in maximom plasma
coneentrstion of: quetiapine. Cautionis indicated whea
SEROQUEL i administered- with ketotonazole and other
inhibitors.of eytochrorae ‘P45 3A feg; itraconazole, fu-
conazole, and erythromycin) -

Fluoxetine, Imipramine. Haloperidol,. and Rlspendone
{lsadministration of fuexetine: {60 mg onee daily), imipra-
mmine {75 mg bid}, haloperidol {25 mg bid), or risperidone
{3 mg-bid) with-quetizpine {300 mg bd)-did sot aller the
steady-state pharmacokinetics of quetiapine.

Efféct of. Quetiapine on.Othes Drigs: .

Eorazepam; =The mean oral tlearance of lorzzepam (2 mg,
smple dose) was pedizced by 20% in the presence uf qucha
pine admimstered as 250 mg 6d dosiag. . ..

titbivm: Conromiiant’ administration af - qnetlapme
(250 myp tid) with Bthivm had no offect on any nfthr Meaﬂy
state pharmalonetic parameters of Mhyum.

Antipyrine: Administration. of muiltiple daify doses vp to
75 mgfday fon & tid scheidule) of guetiapine to subjecly with
sélected psychotic disorders had no.clitacally relevant effect
wirthe: cheranee of antipynne. of grinary recovery ar anhi-
pyrine ‘metsholites, These results indicate that quetiapine

~does not significaptly indude hepatic enzyives msponsible

Antipsy drugs bave beédn shown 1o chronically elevate
prolaciin Yevels in redents. Serunt measurerbonts ib"a 11§
toxicity study showeéd ihat fjuetiafing increased medisn
serum profactin levels s marimpm'of:32- and 13- fdld H

| ‘male and female rats] respectively. Increases o' mammary

neoplasms have been found in rodents after-chironic admin.
istration of other snfipsychotic drigs sid re considecsd to
be prolactin-mediated_The relevance of this i ing-
denoe of prolactin-mediated mammary ghand tomors 1 in,rats
to. buman, risk is unknews, {see, Hyperprolactmem)a ,m
PRECAUTIONS, Generat). R

Mutagenesis: - The mufsgenic, pm.antia} ufqu 'ap %ras,
tested in pix i vizre bacterial gené mutahon azsa T
an ir vitro mammaBan gene mutation nssay in Chindse
Hamster Ovary cells. However, snfice 11y hxgh‘conuenl:rz‘
tions of guetiapine may not have been asid oy

strains. Quetiapiné did produce’ s reproducible inéréase in
mutaticns in-one Salmonelle typhimurium tester strain in
the presénce of nielabolit Activation: No e\ndennc ‘of chasto-
genic puhzntla} was ob ELEL }Fab-
errition Essay in cultirad human Imp’hoqtes o in tixe in
uive micronucleus assay in rats,
Impaiment. of Fertility:” Quetiapisie decmased misting snd
fertility in iiialé Sprague-Dawiey rats st orad doses of 50 and
150 mg/ky or 0.6-and 18 timea thé mazimum humaz dose
oo 2 mgfm® basis. Drag-rélated effecls inicladed increasas in
ifiterval io mate and indhe pumbér of makings réquifed for
successful impregnation. These effects continued to be ok
served at 150 me/kg eden after s two-week period thhout
trestment. The no-efféct dose for impiired tmating-sind- fei-
1ility in male rats was 757 m;_-fkg 6703 times the taxins g
huroan dbse en & mifm® bisis. Quetiapine”sdversely aft
fected mating and fertifity i female SpragueDawley ¥ais
at ap oraf dose of 54 mg’kg. or 006 tirhés the maxmin ba-
man dose on & wpfm? basis. -Drig-ielated effects induded
decreases 10 mzﬁmgs, anifin matings multmg L] pfcgne.ncy,
and an increase in the iterval to mate. An increase in -
regular estius cycles was obuerved at doses of 10 and 58 mg’
ke, or -1 and 0.6 imés the inaximain human dose’on a
mefm” basis. The po-effect dose in fermale rats was 1 mgfkg
or 0.01 times the maximurs human dose on & mg,'m ‘hasis.
Pregnancy.
Pregnancy Categow c-

in TAbbiLE ai 50 25id 100 fug/'(L 2 and 2.4 toes th
1mnm!n’sman dose on'a mgx’m hus:s) Fe
rednu_ed in Fal retuécs at 2

atsdose‘oim()mg/kg( 41
man duse on a mg;'m2 bas]s

rafs, oo d.ru,g rebited eflgcts were phsere
and 267 wig/kg or 6.01, 0.9% ann:m
buman dest od 8 mg/m” basis. However; in 3 pre ary
peripostnntal study, there were mncreases jn felal aod pnp
death! and decreases in weah iter wilght ot 150-inghp, o
3.0 times the misdimun hambai Jose o' 2 mghn” basis.
Therd ere no adequate snd well-coutrolled studies in preg.
nant’ womben and quetiapirie should be wséd during preg-
nanty ooly i the poumhal benefl)usuﬁeﬁ the pubenbal risk
10 the fetus.

Labor and Defivery: The efect of ‘;FROQUEL cn]sbor and
delivery in hamans is nnkszn H

Continued ‘on mext page
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PHYSICIANS DESK REFERENCE®

SéroqueI%Cont.

Nursing Mothers: SEROQUEL was excreted in milk of
treated- animals during lactation. It is not known if
SEROQUEL is excreted in himan mitk 1t is recommended
that women receiving SEROQUEL sbould not breast fesd
Pediziric Use:  The safety and effectiveness of SEROQUEL
in pedistric paticots have not been established.

Geriatric Use:  Of the approximately 2400 patients in clin-

ical studies with SERCQUEL, 8% {190) were 65 years of age
or over. In general, there was wo indication of any different
tolerability of SEROQUEL in the elderly compared 6 youn-
ger adults. Nevertheless, the presence of factors that might
decrease pharmacoldnetic cearance, increase the pharmsa.

codynamit response Lo SEROQUEL, or cause poerer toler-

ance or orthostasis, sheuld lead 1o consideration of a lower
starting dose, stewer titralion, and carehel monitoring dur-

ing e initial dosing periodin the elderly. The inean plasma
clearance of SERGQUEL was reduced by 30% to 50% i i el

derly patieats when compared to younger patiepts {sée
Pharmacokinetics under CLINICAL PHARMACOLOGY
and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

The premarketing development. propram for SEROQUEL
included over 2600 patients and/or normal subjects exposed
ia 1 ot more doses of SEROQUEL. Of these 2600 subjects,
appmnmaee]y 2300 were patents who pamnpa'le& 6 moul-
tiple dose eﬂ'ecuvene';s trials, and Mheir experience torre-

-sponded, taapprnnmabely BES patient years. The conditions

and durstion of treatment with SEROQUEL varied greatly

aod inchuded (in everlapping categories} spen-label and dou- ;

ble-blind phases’of -studies, inpatients and cutpatients;

fixed-dose and dose:titration studies, .end shori-term or

longer-terin exposdre. Adverse reactions were asscssed by

collecling adverse events, results of physical examinations,

vital signs, weights, laborstory a.nalysec ECGs, and resulls

of ophthalmologic examinalions

Adverse events diring exposure Were sbiained by generat

3 7.and recorded by linical mvemgatms using termp-
nolagy.of their virn ch quentty, i is not possibl
o pmwde & meaningfol estu:naw of the porportion of ndi-
vidnals expesiencing adverse events without firsl prouping
similar types of events into 2 smaliér number of standard-
ized event eatepories. In the tables and tzbulations thal Fol-
Jow, standard COSTART terminology has been used 1.0 clas-
sify reported zdverse events,

" The stated frequenties of adverse events re.prescui the pro-
portion of individuals whe expericoced, at least onee, a
treatment-ernergent sdverse event of the type fisted. An

event was considered treslment emergent if it occurred for

the first time or worsened while receiving thcrapv following
baseline evalbation

Adyerse Findings Obsesvedin Shont-Term, Cnmmlled Trials
Adverse Events Assotiated with Discontinuation of Treat-
ment in Short-Term, Placebo-Controlied Trabs

Gwerall, there was hittle differrace in the incidence of dis-
continuation due to adverse events (4% for SEROQUEL vs.
3% for placebo) in a pool of controlted trials. However, dis-
sontinuations Gue 1o somnoleher and hypotension were con-
sidered to be drug reloted (see PRECAUTIONS):

Bdverse Bvent SEROGUEL Placebo
Semnolence . 8.8% 0%
Hypotension . 0.4% %

Adverse Everts Owcuming at an Incidence of 1% or Mose
fanong SEROOUEI. Treated Patients in Short-Term, Place.
bo%ommlfed ials: Table'1 enumerates the incidence,
rounded to the nearest persent, of treatment-emergent ad-
werse events
vresks) of schizophirenia 1% or more of paticats tiealed
witli SEROQUEL (doses rnging from 75 1o 750 ing/day)
where the incidence in, patients. tréated with SEROQUEL
was greaher thao the incidence in placebo-treated patients.
The prescriber shouid be dware that the Sgyres in the
. fables and tabnilations cannol be used to predict the Snd-
démee of mide efferts in the eiirse of usual tedical practice
wrhere patheit c.baractensht: and other Faclors différ from
‘those that pmai}ed in the chnical trials. Simiarly, the cited
freqiendies of he mmp&red with ﬁgu.res ebtarsed From

] estigators. The cited ﬁgu.m-; "hoviever, do pro-
3 biig phiysician with some basis for estimat-
ing the reldtive tontrity on of drug ind aondrug faciom 0
the side 2#fect tocidente i the population studied

In these sludles the most comiuonly ohserved adverie
evénts associated with the ase'of § ERGQUEL {imidence of
% or gnaaf.er} #nd observed at a rale on SEROQUFL al
least wice ibat ofplambo were dizzingss {I0%), posturs
,’by;mt.ensmu ('?%), &ry ‘mouth {7%) and dyspepsia (6%).

* hable 1. Treatinent Emergent Adverse Experience
¢ l.nndenm i 3- to §Week Placebo-Contzofled

) Cligical Trials® )
Body System/ SEROQIEL Platebeo .
Freferred Term: - {n=510) - =206}
Bedy az 2 While
Headache 19% 18%
Asthenia 1% %
:Abduminal pain - - 3% 1%

that mrred dunng acute therapy (tip to 6 |

Back pain 2% %
Fever % 1%
Nervous Systemn

Semnolence 8% 1%

Dizziness 0% 4%
Digestive System

Constipation % 5%

Bry Mouth % % -

Dyspepsia 6% 2%
Cardiovasaular System

Postural hypotenszion % 2%

‘Fachycardia % 5%
Metabatic and Nubitional Disorders :

Weight gain 2% 0%
Skin and Appendages

Rash 4% 3%
Respiratory System

Rhinstis . % 1%
Special Senses

ar pain 1% 9%

* Events for which the SEROQUEL incidence was equal to
or less than placebo are pot listed as the table, but in.
cinded the following: pain, infection, chest-pain, bostiliky,
accidental injury, hypertension, hypotension, nauses,; vem-
iting, diarrhea, myalgia, agitation, insomnia, anxiety, ner-
vonsness, skathina, hypertonia, tremor, depression, par-
esthesm, pharyngitis, d:y skin, amblyepia and wrinary
Lrart mfectmn_

Explarations for interarticns on the basis.of geader, age,
and race did not revesl any clinically meaningful diferences
in the adverse event occurrence on the basis of these demo-
graphic faclors.

Dose Dependency of Adverse Events in Sbort 'Ferm Place
‘bo-Controlled Trials

DeseRetsted Adverse Tuents: Spontaneously elicted .«I
verse event data frem a study companing five fixed doses of
SEROQUEL {75 mg, 150 mg, 300 g, 600 mg, and 750 mg/
day) to placebo were explored for dose-reiatedness of ad-
verse events. Logistic regressicn znalyses revealed a posi-
tive dose vesponse (p< 0,05} for the following xdvesSe events:
dyspepsia, abdomina} pain, and weighit gain :
Extrapyramidal Symptoms: Data from ose &-week chinical
trial comparing five fived doses of SEROGQUEL (75, 150,
300, 600, 750 mpfday} provided evidence for the ack of
trealment-emergent extrapyramidal symptoms (EFS) and
dose-relatedpess for EFS ssseciated with. SEROGUEL
trestment. Three methods were used Lo measwre EFS: (1}
Simpsun-Angus totsl scure {mean change from baselc}
which evaluales pariinsonism and ahathisia, U),lncsdcnce

Other Adverse Events Observed Dunng the Pre-Marketing
Evaluation of SERQQUEL,

Pollowing is a list of COSTART terms that reflect treat-
ment-emergent adverse evenis s defined in the introduc-
tion to the ADVERSE REACTIONS section reported by pa-
tients (reaied with SEROGQUEL at multiple doses = 75 mg/
day during any phase of & trial within the pre-marketing
database of appioximately 2200 patients. Al reported
events are inchided except these already listed in Fable 1 or
elsewhiere in labeling, thase events for which a drug cause
was remote, and those event terms which were 50 gencral as
to be nminformative, It is importact to emphasize that, al-
ihotigh the events reported occurred during treatment with
SEROQUEL, they were not necessarily caused by it
Events arc further categorized by body system and hsted in
order of decreasing frequenty according 1o the. follawing
definitions: freguent adverse events are these deourring in
at least /100 patients (only thove not already kisted in the
tabulaied results from placebocontrolled triaks appear in
this listing), infrequent adverse events are these owurr:ng
in V106 to 11066 patienls; rare events are thase uccun-:ng
W fewer than 11000 patieqts, -

Nervous System: Frequant: hypertonia, dysarﬂma Infre-
quent: zbnoymal dreams, dyskinesia, thinking abpormal,
tardive dyskinesia, vertige, involuntary moversents, confa-
sion, ampesia, psychosis, haljucinabions, hyperkinesia, |-
bido increased®, nrinary retention, incosrdination, pamnoxd
reaction; abnormal gait, myotlonus; delusions, manic reac-
tion, spathy, ataxia, depersonadization, stipor, bruxism, cat-
atonic reaction, hemiplegia; Rare: aphagia, buceoglosssl
syndmme,diureoaﬂnebos;s deliriam, emotional kability, eu-
phoria, litide decreased?, muralgaa, stuttering, subdural
bematoma. .

Body as 2 Whole: qummr j: 51 syndmme: fnfrequenr:
neck pain, peivie pain®, suicide attempt, malaise, pholosen-
sitivity reaction, chills, face edema, moniliasis; Rsre: abdo-
wen enlarged.

Digestive System: Frequent anorexia; I'nfr-.-quenl' in-
creased salivation, increased appetite, gammia ghitamy)
transpeptidase increased, gingivitis, dysphrgis, fatulence,
gastroenteritis, gastritis, bemorrhoids, stomatitia, thisst,
toath caries, fecal inconticence, gastroesophageal reflux,
gum hermorrhage, mouth vleerntion, rectal hemorrhage,
iengue edema; Asre: glossitis, hematemesis, intesting] ob-
stroction, woclena; pancreatitis.

Cardiovasculor System:  Frequent palpltahun, Infraquent:
vasodilatation, QT interval prolonged, migraine, bradycar-
dia, cerebral ischemia, irregular pulse, T wave abnormality,
bundie brarch block, cerebrovascular:accidest, deep throm-
bophlebitis, T wave ioversion; Rare: anging peclors, atris]
Lhriltation, AV block first degree, congestive heart failure,
87 E]L’Va‘ﬁd, thrombophlebitis, T wave ﬁattenmg ST abnor-

mul:ty, increzsed QRS duration.

of spontancens complaints of EPS (akathisia, als i, COE-
whoel rigidity, extrapyramidal syndrome, hypertonia, bypo-
hinesia, neck rigidity; and tremor), snd (31ese of anticho-
finergic medications th trest emergent BPS,

SEROQUEL
Doze
Groups Placebo  T5mg 150mg I00mg 660me 750mg
Parkinsonism 0.6 - 10 12 16 -Lg 58
EPS
Incdence . 16% 6% % 4% - 8% 6%
Anficholinergic

Medications 14% % 1% 8% 12% 1%

o three additional placebo-controlled clinical trials nsing
variabie deses of SEROQUEL, there were no differences be-
tween the SEROQUEL end placebio ireatment groups in the

incidence of EPS, as assessed by Simpson-Angus -tetal ©

scores, spontanecus complaints of EPS and the use of con-
conjtant anticholivergic medications o treat EPS. -

Vital Sign Changes: .. SERQQUEL is associated with orthe-

sialic hypotension (see PRECAUTIONS).

Weight - Gdin: The proportions-of patients meeling a
weight gais criterion of 7% of body weight were compared
i & pool of four 3- to:6-week placebo-controlled clinicat tri-
als, ressaling a statistically siguificantly greater incidence
af welgi\t gam for. SEROQUFL {23%} compared 4o planebu
6%: . :

Lah y.Ch o ';An ‘nfthe pmmarim%.mg
experience for SEROQUEL suggested that it is associated

with asymptomatic increases in SGPT 2od increases in both .

tatal cholesterol and triglyverides (sce PRECAUTIONS).
An assessment -of hesitological parameters in short-term,
piacebo-controlled. trisls revealed 06 clinically hmportant
differences between SEROQUEL and placebo.

ECG Changes: Between group-comparisons for posled pla-
cebo-conirolled trials reveaied ne statistically significant

QEBOQUFUp!aoeho differences -in the proportions of pa- -

Hents experiencing polenfially impertant thanges in ECG
parawseters, mcluding @7, GTc and PR istervals. However,
the proportions of patients meeting the eriteria for tachycas-
dis were compared in foor 3.7t f-week placebo-controfied
clintea) rials' revealing .a 3% (47389} incidence for
SERCQUEL compared to 0.6% (1/156) incidence for placekio.
SEROQUEL use was assocersted with a mean incease
beart rate; assessed by BECG, of 7 beats per mimute.eom-

pared 1o ».mean inrreass of 1 best per. minute among pla-

cebo patients. This slight lendenoy to tachycardiz may be
retated 1 SEROQUELs potential fur mdumng arthostatic
changes (see PRECATUTIONS).

P ¥ System: Frequeat: pharyugitis, r)muhs

cough incressed, dyspoea; dnfrequent: preumonia, epl—

$taxis, asthes; Hare h]e:cup, hyperventilation,

Metabatic' and Nubrits tem:  Frequent: penphem]
edema; . infrequent: weight Icss alkaline phosphatase
increased, hyperlipemia, aleohol intolerance, dehydration,
hyperglycemia, creatinine increased, hypoglytemia; Rare:
giycosuria, gout; hand adcma hypokaiemm, water intoxica-
ton.

Skin and Appendages System Frequenr sweahn.g, lnfrev
quent: prurius, acke, éczema, contact dermatitis, macudo-
papular rash, seborrhez, skin alcer; Rare: exfoi.lahve de.rma-
titis, psoriasis, skin discoloration. - .

Uregonitat System: Infréguent: dysmesorrhea®, vagini-
1is*, arinary iscontinence, metrorrhagia®, impotence®, dys-
uria, vaginal moniliasis* abnormal ejawlasion‘, cystitis,
arisary frequency, amenorrhea®, female factation®, leukor-
rhea®, vaginal hemorrhage®, valvovaginitis® erchitis®; + Rare:
fyrecomastia®, necturia, polyaria, scute kidoey faﬁurc
Special Senses: ' Infrequent: conjunctivitis, abnermal vi-
sion, dry-eyes, tinnitus, taste perversion, blepharitis, eye
pain; Rare. abncmma!]ry of mwmmodaiwm deafness g‘)a:a-
oA -

Musculoskeleta! System‘ infrequent; palhalogacal frac-
ture,  myasthenia, twiltching, arthralgia; arthrms ieg -
cramps; boné pain. .

Hesmic 2nd Lymphatic Syitem: - Fraquent: _leukcpenia; in-
frequent loukofylasis, apemia, eceliiiposis; ensumphﬁm
hypechromic anemia; Z‘ymp%xadmopathy, cyanesu: Rare he-

" malysls, throimbocytepenia.

Endocrine System: * Infrequint: hypothyﬂud:sm dzabetes
aiellzhus; fire: ‘byperthyreidism: *
*adjusted for gender

Post-Marketing Experience  Adverse evedls :ep(arted sibee
market introdaction which werg temporally velated fo
SEROQUEL therzpy intlude the following rarely ]eukope—
wiafoeutropenia. a patiént dévelops a Jow white cell count
consider dascontinuation of therapy Possible risk factors ¥or
leukopenia/mentropenia include brefexistity low white cell
count and hislory of drap mduced lpukopema!neulmpema

DRUG ABUSE AND DF!’BNDFNCE .

Contrelied Substance Class:- SEROQUEL is not a.con-

trolled substance.

Physical and Psychelogic dependenca:. SEROQUEL ims
not been syslematically studied, in snitpals or humdds, for
Hs polential for sbuse, bc»]emncc or physical dependence.
While the clinieal trials 2id not revea! any Lendency for any
drog-secking behavior, these observatiosis wers not system-

stic and it is pot possible to predict on the basis of this lim-

ited experieace the extent Lo which a GNS-active drog will




PRODUCT INFORMATION

ASTRAZENECA/68S

Tie misused, diverted, andfor ahused onee marketed Conse-
quently, patients should be-evaluated carefilly for a history
of lrug abuse, and puch patients should be cbeerved elosely
for wigns of milsuse or -abuse of SEROQUEL, e.g.; develop-
ment of tolerance; increases in dose, dxug\seekmg behavaar

OVERDOSAGE, ™
Huapan Expeﬂem:a: VExperieme with  SEROQUEL
(quetippiae k n acute dosage was himited in

the chinical triaf database 16 reports) with estimated doses
ranging from 1200 wmg to 9600 mg and no fatalitzes. o pén-

eral, reported signs and symptoms were thase resuliing
from an exaggeration of the drug’s known phammacsiogical
effects, i.e., drowsiness and sedation, tachycardia and hypo-

tension. One tase, ipvolving an estimated veerdose of
HG00 mg, was assocmbed with hypokalemia and first degree
heart block.

Maﬂngemem ot O\ra:(lasa\ge In case of arake overdosage

esiablish and haintain an.away and ensure sdequate
nxyf’enatzon and ventilation. Gastric iavage {afler intuba-

fion, 3f patient is wncomscious) sod admmu.t.rauun of
gcuvatcd chareoal Logether with a'laxative should be son”

$ideted The possibility of obtandation, sRruie or dystonic
reaction of the hend and neck following overdose may create
a nsk of aspu-at:ea with lndumd emesns Cérdioyascular
: shouid .
e cnntm\:aus eledtrocardiographic mb‘mwnng to “detect
poss:ble artbyﬁumaa If anti-arrhythaic Hierapy is admin-

istered, disopyramide, procainamide and quinrdine carry s
theoretical hazard of additive Q’l‘pmhugmg effects when
administered in pafienis with acute overdosege of
SERQQUEL: Similarly # is reasonable to expect that the
alpha-adrenergic-blocking pmpert:es of b gy ight be
additive to these o7 quehapme resultmg in pmblemahn:
hypolenssen s

There is no specific anudobe w0 ‘EEHOQU'EL ']‘hcre!ore ap
prapriate supportive measures. showld be instituted. The
puss]hﬂlty (of multiple drug

treated with ; appmpnate measures such 4s:3n
ids and/or sympa'ﬁmmlmehc agents (epmepimne and dopa-
mine slhuu]d not be used, since beda stimidation may worsen
Lypofension jn {he sgttmg o{ @ nhapm&mdnced a[pha
Hm-.ixa&e) In cases o, severe e.xtrngﬁmxdal symptoxs,

ticholiner 4 ,shw]d be mistered. Close

g

mgdica supemsm and morinring “shounid continve until.

the patieat recovers. |

DOSAGE AND ADM!NI‘?IRATION
Usual Bose: - SEROQUEL should ‘génerally be adminis:
tered with an initial dose of 25 mg bid, with i inéreases 1
increments of 2550 mg bid.er il on the secend and thind
day, s toleraed; Io a larget dose’ rurge of 300 t6 406 mg
diily By the foaribiday, given bid o tid, Foriber dosage ad-
Fustments, if iniditated; should génerally otcor at istervals
of pot less than 2 days, as steady state for SEBOQUEL
would notbe achieved for apjriximalely 12 days in the ty
ical psbienl. Whn dokage adjustuients 4ré netessary, dose
incrementa/dicréments-of 25-50° g bid are recommended:
Midst efficacy data with SEROQUEL were obtained using tid
regibidns, but in 65¢ controfled tial 225 wg bid was alss
effective.
Eiﬁcm:y i sehidophiréni was dembnstrated o 2 dose rnge
OT 150 o 750 mpMay in the chnical ials supporting the
effectiventis ofﬁEROQUbL ‘In a dose respomse study,
doses above 300 inghlay were'ot demonstated 1o be more
efficacions tharfthe 300 mir'day Gose. In viher studies, how-
ever, dosek i thie' range of 460°500 miday appeaied to be
needed The safety of doses abave 800 mg‘fday tas Bot been
evn)uated i chinical tials. -
Dosing in 5 Populations T
Cohtideration’shonid be Biveriio a slower xate of dase titze-
tign’ and & lower target dose in the eldexly, and in ‘patients
wha m debititai 0 have a predisposition to hypo:
see ‘CLINTCAL PHARMACOLOGY].
When mrhm!nd, dase escalation shivuld be perfnrmed wnh
ciiition in thesk patients. :
Patients with Bepatic imipaifment. shoold be st fred o
25 mgfday, Th dnse should be mcreased daily in incremen
of 26-50 g/ A effectivg dosé, depegd.mg on thc £hi-
iehd $esponse and talérability of e patiert. ©
The elimination of gastiapine was enbenced i i the presenne
of phenytoin.. fhghermamtenance doses of quebapme may
e req’m.red when i s ‘coadminislerpd with phenyiom and
wther enzyme mdnmrs uch as eurbamazepmc and, pheno-
baibital (See D’rng lntamchpm under PRECAU'I']ONS)
Mamtnnance Treatment: . While' therc i3 no body of evir
dende, avaxlahle ‘to, answer the guestion nf how long the pa.
tient treated WILbSEROQ,UFL should reresin on it, the of-
fedzveme.ss of maintenance treatment is well established fos
many other drugs used to trest. schlu)phrema_ it 5, recom-
wended, thet responding patients he contmnen‘ o
SERDQU!&L but at the lowest dose needed to maintain ye-
migsion. Patients should be periodically reassessed to defer-
mige the need for mambenancc ireatment.
Reinitiation of Treatment in Patients Previously Discontin
ued:— Although thers are no data to specifically address
reimitiation of treal £,3t i ded that when 5e;
starting patients who have had ap interval of Jess thap vne
week.of SEROQUEL, titration of SEROQUEL is_not re-
t;]red and the maintensnce dose may be reinjtialed. When
restayiing -therapy of patiests who bave been off
SERQQUEL for more than ope chk, the initial titration
schedule should be followed.. - -

Switching from Other Antipsychotics: There are no 8¥s-
tematically collected data to specificatly address switching
patients. with schizophrenia from othey mmpsychuhcs to
SERGQUEL, or copcerning concomitant. sdminisiration
with pther anhpsychuhtx While immediate discontinnation
of the previous antipsychetic treatment may be acceptable
for some patients with schizophrenia, more gradual discon-
tinuation may be most appropriate for others. In sl cases,
the period of overlapping antipsychotic administration
should be minimized. When:switching patients with sehizo-
phrenia from depol antipsychotics, 3 medically appropriste,
initiate SEROQUEL therapy in place of the next seheduled

ity of 26.5 mgfrol, at 37°C and a log partition coetﬁcieqt {oc-
tanol/ watler} of .23 M is freely solublé in IN FCI
{300 mg/ml. at Z5°C) and less emlubie in chlomfom:
{3 mgfml at 257C).
TENORMIN is available as 25, 50 zmr] 00 mg tableta for
oral administration, TENGRMIN for parenieral adminis-
traturn is avaitable as TENOHMIN LV, Injection conleining
5 mg ztenolol in 16 mL sterile, isctonie, citrate-buffersd,
agnecus solution. The pH of the salutioe is 5.5-6.5.
Inactive Ilngredients: TENORMIN: Tabiets: ‘Magnesium
elearate, microcrystallive cellulose, povidene, soditm
starch -giycolate. TENORMEN LV injection:-Sodium eblo’

yection. The need for continuing existing EPS medicati
should be re-evaluated perodieally. .

BOW SUFPPLIED -

25 my Tablets {(NIDC 0310-0275) peach, round, biconvex,
film coated tablets, identified with *SEROQUEL” and 25 on
one side and plain os the othier side, are supplied in bottles
of 100 1ablels and lmspﬂai unit dose’ packagv_s of 100
tabléts.

108 mg Tablets {NDC 0331002715 yeﬂnw “round, biconvex
il coated tablets, identified with “SERQGQUEL and “100°
on one side and plain on the oiber side, are supplied in
bottles of 104 tabjels and hoepital voit dose packages of 100
tablets.

200 mg Tablets (NDC 03§0.0272) white, round, biconvex,
iitm coated tablets, indeptibed with 'SEROQUEL and 206
oo “one Side-and plam on the othér side, are supplied in
bottles of 100 tablets and hospital unit da..e packagﬂs of 190
tablets

300 mg Tublets (NTIC 6310-0274} wbme eapsule-shaped, bi-
convex, film poated tublets, mlagilated with “SEROQUEL
on bne side and ‘300 on the ‘other 5i8e; are enpplied in
botfles of 60 tablc!.s and hosp;tn! gt dose packages of 100
tabléts.

Store at 25°C e FT, exnursmn: parmutfmi t.n 15 30'“6
(54 #6°F} YiSee DSPL.

ANIMAL TOKI(_,ODOGY

‘atised 4 dose. mlaber{ mcrease in p;g-mem dego-
sifion i thyroid plard in dad mx:cxty sbudxe:, which were §
eeks in duration er longer and in-a gpouse 2-year carcino-
genicily study. Doses were 10-250 mgfkg in Tats,
15750 mpfip 1 ‘_;mce these dosegare 0130, abd 0145
times {hie mwaxinitn recominenied blman dose ten'a mg’m
basis), !aspectwe]; P:gmeni drpe on Wag s.hown e
be i I

quehapme m thyrsid gland folhm]ax eplﬂmhal cei]s '['he
functional effects and lhe mlevanoe of thm fmnﬁng Lo human

nslg are*unknuwn

t meénth foeal triimpalas catarsels dccurmed a1 the unetion
of posterior sutifes in‘the utér cortex ufﬂae lens =t a doge
of 1007 mg}kg. or'd" times the I
humin dose o1’ a mp/m? basis. This Hodisk msy be due
to inhibificii' of holestersd biceimihesis by Gubtippine.
Quetiapine caiibed = dese rilated reduition in plasia thg.
Jésterol 3av ind monkey studies: hov-
ever, thete was no corrélation befweed plaiing: cholestern)
and the presence of rataractsis individuat dogs. The ap-
pearance of delta-Bcholestanct in plasmwia is eonsistent with
ihibition of a [ate $tage in cholesterol hiosynthesis in thsw
specis, There alfo was & 25% réduction in chelésterol o
tent ‘of the oater wortex of the lens observed in a specral
study B quetmpme-trveami female’ dopz. Drugrelated cata-
racis have not bebn Sedh in any sther species; hiswever, in'n
T-year study in monkeys, a stristed appearance- of the “aiftbe-
rior lens surface was détbcied fo 2/7 ferales at a dose of
225 mp/kg or 5.5 limes \‘.he makamem rewmmended humsan
dosé ¢t 3 pig/m” basis:*
Al trademarks aré the pmperl)' of the Astraleneca group
© AstraZeneca 2001
G4154.01
AsiraZeneca Pharmaceuticats LP
Wilmmgton, DE. 19&)9
Made in USA

Shown in Prndu.r,f Id:nb.ﬁzatwn Guide, page 306 .
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TENQRMR\!@ Tablets B
TENORMING LV. Injection

{ten-or mm}

|a!enoloi}

BLSCRIPTION
TENORMIN {atenciol), s syniheuc btm,rseled.we foard)j-
osclective) adrenorecepior Blocking agent, may be chemi-
cilly described-as benreneavelamide; 432" -hydroxy-3-J()-
methylethylaminelpropory}-. The mwlecatar and stror h:ra}
fermulas are:

T o

1

CCH CHEIMHCHCH B

CagHaozbzlny

CrgLOt,
Atenclol (free base) hasa walecular weight: of 266. 1tis a
relatively polar hydrophihc cosspaand with a water solubil-

ridé for-i feity and citric and and solium hydroxide {6
adjustpH. "t s ' :
CLINICAL PHJ\RMACOWGY

TENORMIN is a bela,-selective {cardioselaciive} beta ad-
renergic receptor blocking agent withoul membrane.stahi-
fizing or mirinsic sympathemimetic {partial agonist) sctivi-
ties. This preferential effoct is nol absolute, however; and st
higher doses, TENORMIN inhibils betayadrenoreceptors,
chiefly }ocubed ‘in thé bronchial and . vaseular muscidature:
Pt ies -and Metaboli #n moan, absorption of
an oraf dose is rapid and but i lete Approz-
imately 50% of an-dral dose is absorbed ﬁmm ‘the gastroin-
testinal tract, the remainder being cxcieted unchanged in
the feces, Peak blood levels are reached betweon two {2) and
four (4) hours after ingestion. Unlike propranclol &1 meto-
prokul, but like nidolol, TENORMIMN undergoes litile or oo
metabolism.by the liver, and the abfiorbed portiod is eliini”
nated primarily by resal excretion. Gver. 85% of 2o intrave:
nous dese s excreled in uring withis 24 hours compsred
with approximately 50% for an-ora] dose. TENORMIN slsa
differs from progranclol in ihiat only a:small avount {6%-
16%} of atesclod.is bound to p ‘i theplasma.: Thik
kinetic profile. results in relahveiy ‘tonsistent plasma drug
levels with about a fourfold interpstisat varudion: .« =
The ehiminatich haltlife of orad TENORMIN is appmn—
mately 615 7 hosrs, and there ismo alteration of the kinetic
profile of the drog by.mmtri: administration Following in-
travepods administration; peak: plasma levelsiare reached
writhin 5 minutes. Déclines from peak levelyare vapid (516
10-fold) durkng the Gret 7 hoursithereafter, plasma levels
decay with a half Hfesimilar to that of orally ndruinistered
deug: Follawiog orid dbses of 50.dag:or 10 mg, both beta-
biocking and antihypertensive effects perSist-for at Jeast 24
hours. When renat. funclion is impaired; sliminntion of
TENORMIN is closély releted to the” glomeralar filtration
rade; sigaificant accumulaticn. scours: when” the creatinine
chearance falla beiow 35 ml/monA. '.'l:’.mz See DOSAGE
AND ADMINISTRATIONG.... s LA
Pharmacodynamics: . 1n ':landani amma] o Boman phaxA
macological tests, beta-adrenoreceplor. blocking. activity.of
TENORMIN has ‘been demonstrated by: {1} reductoiiin
resting and exercise heart rate and eardiac oittpul]-(2) re-
duction of systelic apd diastolic blood pressuré at restrand
on-exerxise, (3} inhibition of isoproterenol induced tachycar-
dia, and {4} reductionin reflex orthostatic tachycirdia,
A significant beta-blocking effect of TENORMIN ;a3 wirea
sured by reduction of exercize tachyeardis, is apparent
within one hour following oral admipistration of a single
dose. This effect is maximal ‘at about 2 1o 4 hours, and-per-
sigts for ot least 24 bours. Mavimure reduction in exercss
tachycardia sceurs withiy 5 minutes of 2n intravencus dose:
For both orally and intravenously administered: drug, the
durstich of action 1= dose rulated and: also bears 2 {inear
refotinnship to the Yogarithim of plasria TENORMIN: con!
centration. The effect vn exercise tachycardia of a single
106 mg intravemous dose is Jargely: dissipated:by £2 hours,
whereas beta-blocking activity of single orad doses of 50 mg
and 100.ng is still evident beyond 24 houss following ed:
ministratian. However, a5 has:been :shown for ali betd-
blocking agents, the antihypertensive effect does not appea:r
in be related to plesma level .

In mormal subjects, the betayselectivity of TENOW ha':
been shown by its redaced 2bility to reverse the beta,
wediated vasodilating effect of x.sopmbemeno! a8 comipared to
équivalent betasblocking doses of prepranadel’ e thrhatic
patients; & dose of TENORMIN produciill i gréater effect
o resting héart rate thas proprasolol resulled m moch Jéss
mcrease in a.u'w«y remstang;e Toa plauebu mnlmﬂai
parison ¢f approxirmatelys €quipoleit’ oral dosed of sevér
beta bockers, TENGRMIN produckd a slgnxﬁczmi'l} smaller
decrease of FEV; than nonselective beta blockess sach as
propranulol apd, uniiké those agent.s did ot m.['u 1 bron—
chiadilation in respnnse "tois opmmerenol "
Consistent with s degative chronotropic eﬂ'ect die o beta
Blockade of thé'SA node, 'Y‘ENORMIN increjses sinug c_ydu.
Jength’ and stius node recovery Hime, Co’uductwn m the AV
node is a.lso prrolnnge{i ‘I‘ENORMIN i devm& ‘of membrane
stabilizing activity, and .intleasing the dose well beyend
that pmdaczng bets blockade dees not further dt‘prcs‘s by
ocardind dontractility. Several studiés have demonstrated a
moderatsd {nppmnma!a!y 10%) ncrease in mke volurne at
rest dnd during eXercise, i
In controtled thrizal tHnld, '!‘LNORJ\RN Eiven as a ﬁmgle
daily dose, was an eflective antibypertensive ngem praeid-
ing 24-hour seduclion of blowd pressurs TENORMIN has
been studied in combination with, thiazide-type ditiretics,
and the blosd pressure. effects of ‘the combination ard ap-
progimately additive, TENORMIN i ig alse cumpaubie ~with
wethyldopa, bydralazme and grazosia, each combmahon
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