* Manager, Editorial Services: Bette ‘Fatow

EXHIBIT N

PoR]  [¢

! a0 co%‘
MI?T {TCHELL

ECITION

12004]

Execu‘tlve Vice Pr&sndem l‘)lrectory Services: D.awd Duplay

Vice President, Sales and Marketmg Dikran N. Bmsamxaﬂ K
Senior Director of Pharmaceutical Sales: Anthony Sorce
Nationat Account Managet: Marion Reid, RPh. ' -
Senior Account Manager: Frank. Karkowsky Cetn
Account Managers: Marjorie A, Yaxel] Denise Yelley, Eileen Su!lrva
Suzanne E. Yarmow, RN

Director of Trade Sales: Bill Gaffney -

Sentor Director, Marketing and Pmducl Management'
Valerie E. Berger

Semiot Product Manager: Jeffrey D. Dubin

Finance Director Mark 5. Ritchin :
Sentor Director, Pubhshmg Sales and Mamehng Mlchae
Senior Marketing Managér: Jenhifer M. Fronza{,ha -
Direct Mail Manager: Lomaine M. Loening
Manager of Marketing Analysis: Dina A Maeder
Pramotion Manager: Linda tevine ) :
Vice Presidept, Regulatory Affairs: Muke*;h Mehta RPh
Editerial Director: Lisetie Bralow
Managcr, pProfessional Data Servioes Thomas Fk,mzng ?

: Manager ol Pmduchm,ﬂpe!ahons’ Thomas Westhurgh
PDR Pmducuon Manager. Jnseph F.Rizzo
Semor Pmduc\lon C:omdm irs; Gianna Caradonna, Christina Kiinger

WManager, Concise Data Cnnlent. T')mrny Chemm RF‘

3 ne of the | oDnXEn! of this publication
i formor i means (electronic, mecharical,

Vo g pubishier., Phiysicians’ Desk Reference®, POR®, Pockel

; He-étﬂ‘s-zmﬂ escriphion Dmgs‘ ihd POR Famity Guide to

i “Drirgs and Dietdry Supplements, PDR®
kR ary. PO Nupse's Diug Handbook, PDR®
and Healing ?\empies PDR® Family Gyida to Comman
PDH‘ Elet,%mmc Ublai'y aﬁe rademarks used hesein under

T HOMVIS O Copyright & 2004 And published by
B 3 Q . Ay be repoduced, stored v ’mmmisysmm.‘
pholopopying, 1ecording, of othel

PR POR, POR Family Guide to Presgry

Nutrition and Health® are segistered 1rac§emarks used hersin undsl
Comparion Guide, POR® Phammpoela PDA® for Herbal Meic PDR' fof. Rhritioeat Suppfcmen'
Nurse’s Dictionary, PDR® Family Guigé Encyciopedia of Medicat Gase;
Aitments, PDR® Family Guide to Cver-the-Lounter Drugs, PDﬂ'Fami[y
license.

At Ch f Finanrx,ﬂ ﬂfﬁmr Paul Hilger; Executive: ice Presndenf Chnical Triats: Tom Kedly,
i ~Jeff Reitd; Exéoytive Vice' President, Directory Services: David Duplay,
Er!ash Presocﬁm!. Ph)'s 'a'n s World: Mry Ceamal

Otficers of Thomson Healthcare,: President and Chiel Excoutive GHiCEER
Executive Vice President, Medica! Education; Jel MacDonald, &ecu‘l‘-! Viee: i
Senior Vice President, Business Development: Witham Gole! Vice J dont ~ frmanﬂesaumes Pame!a

ISREN: 1-56363-471-6




PRODUCT INFORMATICN

ASTRAZENECA/EES

prescription or mon-prescription {over-the-counter) medi-
cationg, particularly i you. are taking warinrin io thin
your blood.
You. should not. become pregnant when taking
NOLVADEX: or dusing the 1we months after you stop tak.
ing it a3 NOLVAUFX may harm your unborn child. Please
contact your doctor for hirth control recommendations
NOLVADEX does not prevent pregnancy, even in the pres-
enee of menstrual brregularity. You should see your doctor
itamediately if you think you may have become pregnant
after starting t6 lake NOLVADEX
vithat should 1 aveid or do while taking NOLVAREX?
= You should contact your docler Immediately if you notice
. any.of the following symptoms. Some of these symptoms
may suggest that you are expetiencing s rare but senous
side effect associated with NOLVADEX [see "What sre the
possible side effects of ROLVADEX?").
- pew breast hemps
— vaginal bleeding
— changes in your menstroal cycle
— changes in vaginaf discharge
— pelvic pain or pressore
.— swelling or lenderpess in your el
— tnexplained byesthlessness (shortness of brealh)
— sudden thest pain
- coughing up bicod
— changes in your vision .
if you see » bealth care professional whe is new Lo you {an
_ emetgency room. doclor, another doclor in the praclice),
. tell him of her that you take NOLVADEX ar have previ-
" qusly taken NOLVADEX
. Pocruse, NOLVADEX may affect how other medicines
work, always iel your doctor if yon are Laking any ather
presgriplion o7 non-preseription {over-the counter) meds-
cines. Be sure te 4ell your doclor i you are taking wasfa-
sin (Conmadin) to thin your bleod
« You :ghould hot become pregnant when taking
NOLVADEX or during the 2 menths after you stop taking
it because NOLVADEX may harm your unbore child. You
shoudd see your doctor immediately if you think yeu may
have become pregnant afler starting 1o take NOLVADEX.
Please talk with yow dottor about birth contrel recer-
meedations.  you are 1aking. NOLVADEX to redoce your
risk of gettinig breast cancer, and you are sexually active,
NOIVADEX shouid be started during your menstrual pe-
riad_if you have irregular perieds, you should have 2 neg-
ative pregeancy .test before. you start NOLVADEX.
NOLVADEX does not prevent pregosocy, even it the pres.
emce of menstraal frregularity...
Y you.are laking NOLVADEX to reduce yous, risk of pet-
iing breast cancer, you shmﬂd know. thal NOLVADEX
.dogs nol prevent alt breast cancers. While you sre takiag
NOLVADEX and after you stop taking NOLVADEX and in
hecping with your doctor’s recommendation, you should
.bave annuval -gynetological chech-ups whick should in-
clude breast exams and wammograms. If breast tancer
otcwrs, there iz no guarantee that it will be detected at an
early stage. Thal ts why it is important to continue with
regalar check-ups. |
What ate the possible side effects of NGLVADEXT
Like masy medicines, NOLVADEYX cavses side effects in
most patients. The majority of the side effects seen with
HOLVADER bave bees mild and do not usualiy canse breast
cancey patieats te stop laking the medication. In women
with breast cancer, withdiawal from NOLVADEX therapy is
apont- 5%. Approximately.-15% of women who iook
NOLVADEX to réduce the chance of getting breast cancer
stapped treatment brcnse of side effects,
The imost commen side. effects reported. with NOLVADEY
arer hot flashes, vaginal dischzige o bleeding: and men-
sirual irregularities {these side effects may be mild or may
be a sign of 2 wore serious side effect). Women may exper-
jeace hair loss, skin rashs (m:hmg or peeling ; slun) o1 head-
aches; or infammation of the langs, which may have the
sarne $Fmptoms as pnemmonia, such as breathles . and

"

o
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thern 10 your doctor’s attention withowt delay as-ihey can
oceasiopally indicate the stari of samethmg more serioes
and even life-threalening.
NOLVADEX may cause cataracts or changes io parts of the
eye known as the cormea or retina. NOLVADEX can increase
the chance of needing eataract surgery, and can canse blood
clots in the vewns of the eye. NOLVADREX can result i dif-
Beuliy in distinguishing different. colors. U you expetience
any changes 1o your vision, tell your doclor immediately.
Rare gide effects, which may be serious, include cerlain bver
problems such as jaundice (which may be seen as yellowing
of the whites of the eyes) or hypertriglyceridemia {incxeased
levels of fats in the bisod) sometimes with pancreatitis {pais
or. tenderness is the upper abdomen). Stop taking
MOLVADEX and contact your doctor immediately if you de-
velop angoedema {swelling of the face, Iips, tongue andlor
throat) even il'you have been taking NGLVADEX for a Jong
Lme.
If you are s WoIDAR reccmng HNOLVADEX for treatment of
advanced hreast cancer, and you experience excessive
nausea, vomiting or thirst, iefl your doctor immedistely.
This may méan that there are changes in the ameunt of cal-
ciwm in your Biood (bypercaloemla) Your doctor will evaly-
ate this
In patienis with breast cancer, a bemparm increase in the
size of the tumor way oo and sometimes results o mus
cle aches/bone pain and skis redness. This condition may
occur shortly afler starting NGLVADEX and may be assocl-
ated with & gond response to treatment
Many of these side effects happen only rarely. Howevar you
should eontect your dottos if you thizk you have any of

these or any other problems with your NOLVADEX, Some,

side eflects of NOLVADEX may become apparent soon after
starting the drug, but others may fisst appear al any time
during thesapy.

This summary does st mdnde all ;)ossﬁ:!e side effects with
NOLVADEX. 1t 15 imzportant tn tallt to yeur health care pro-
fessional about possible side effects. I pou want to read
mere, ask your doctor or ph-armamsl L0 give you. the profes
sional labehng.

How should ) stona NOLVADEX?

NOL\’AI)EK ’!‘ablets showdd be stored.at rmom Lcmpemtnm.

(68-717F). Keep i a well-closed, Hight-resistant centsiner,
Heep out of the reach of children,
Do not take your isblets afler the expiration date on the
containey. Be sure that any discarded tablets are ml! af the
resth of childres.
This Jeaflet proyides yon wzth a summary of mfm’matmn
about NOLVADEX. Medicines aze sometimes prel;cnbed for
wses other than these listed. . NGiVADEX ‘has, been. pre-
seribed speczﬁcally for you by your, doclor. Do not give your,
mediciae to anyene else, even if they bave g similar cond:-
lion because i may haro them,
If you have.any questions or concerss, oonlact va doclor o,
pharmacist. Youy, p!)a,rmac:sl also has 2 Touger leaﬁet about
NOLVADEX writien for hezhth care pml’ee,szonals {bzt you.
can ask 1o read. For more information about NOLVADEX or
breast cancer, calt 1-800-34 LIFE 4
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cough; however, hair foss.is uncommen and is psually il

A rate but serious sideaffect of MOLVADEX s a blood clot in
the veing. - Blood clots.stop.the Bow of bleod aid LAl CHUSE
serious medical problems, disability, or-death: Women who
take NOLVADEY, are at increased risk for developing blosd
tlots in the haugs and legs. Some wormen may develop mare
than oie blood clot, even if NOLVADEX is stopped. Women
oay also bave compi.\cahons fmm heam\g the elot, such as,
Weeding. from thioning the bicod teo much. Symptoms of a
blﬂvd clot-an the hungs may includeisudden chest-pain,

shortness of breaﬁ:n or mugiuug g blood, Qymploms of &
biood clot in the legs are pain or, swelling in the calves. A
Blood.clot in the legs may move W the Jungs. If you exper-
ience ang of these symptoms of 3 blood dot, comact Tour
doctor immedintely .

NOLVADEX incveases. the chame of h'avmg a stmke wJuch
Can tause serious medical problcm disainhty, or desth, I
Y0U experience any symptates of stroke, such ns wesknesg,

dificulty. walking or talking, or numbsess, contact your doc-

tor immediately. |

NOEYADEX increases the fhance of ehanges owarring in

the l.mmg (endometrinm) or body of your ulerus which can

be serious and could include cancer. If vou have not had a
ﬁystemctomy {removal of the aterus), it is tmportant for you
1o contact your declor fmmediately if you. experience any
wpusual vapina) discharge, vaginal Beoding, or menstroal
Irregularities; or pain or pressure in the pelvis {lower stowm-
ach). These may be caused by changes to the Hoing (endo-
memum} or body of your uterus. R is imporlant o bring

TABU:‘TS . 0

DESCRIPTION - . Lo :
SEROQUEL (quelizpine fumarate) is an ant:psydmi;c drug
belonging to a hew [:hemkal class, 156 dibenzoititazepine
derivatives. The chémigaldesipnation 5 W2 ez Tl
1}, 4}tKiazepis- 11} 1-piperazinylethox§]-ethadol fudiar ste
€2:1) {salt). It is present in tablets as tbe'fuma.ral,e sa]LA]!
doses ‘and tablet strengiliz aré’é pre sed 3
base, 'not “as  fuihafate sal’ Hs ‘Bigldenl
C B N0,85C, 1,8, 'and it hias & maléculfx weight of
883.1} {fumnakate sElh The stmcl‘ura] fonmﬂa w0

. IOH o

shlice

?

{Quetiapine fumarate js a white to ofwhite :rj-stalh'ne
powder which is moderately soluble in water,
SERGGUEL is supplied for oral administration as 25 ;ng
{puach), 190 mg (yellow), 200 wmg {ronnd, white), and 300 mg
{capsule-shaped, white) Lablets.

Inactive ingredients are povidone, dibasic dicalcium phos-
phate dilydrate, microcrystailine ceBlulose, sodinm starch
glycolate, Sartose monohydrate, magnesivi stearate hy-
dmx)'prﬂpyi methyleellnlose, polyetbylene glyeol and tita-
pitrn dioxide.

Fhe 25 mg Leblets coniain red ferric oade A.Hd yellow ferric
oxide and the 106 mg lab]eh: contain.only yeliow ferric
ouide.

CLENICAL PHARMACOLOGY

Pharmacodynomics.

SEROQUEL is ao anlagonist at multiple neurotransmitter
receplors i the bram: serotsnin SHT,, and SHT,
(805,=717 & 14BoM respectively), dopamine 13, and D
(1C50,=1268 & 328aM respectively], ' bistamine K,
(HCyg=306M), 2nd adrenergic o, and «, receptars (305,794
& 2710M, respectively). SEROQUEL bas no appredable af-
finsty at cholinergit muscarinic and bentodiazepine recep-
tors (§0,, >5000 nM). « -

The mechanisin of action of SBRDQUEL, ns with other an-
tipsychotic drugs, is unknown, However, it has been pro-
pased that this drags therapeutic zetivity in schizophrenia
s medizted through & bination of depamine type 2 (D)
and servtonin type 2. (5HT,) anl.agon:sm.. Antaponism at re-
ceplors other than dopamine and 5HT, with similar recep-’
tor affnities may nxpimn some of the other effects of
SERGQUEL. .

SEROQUELs antagomsm of Wistimine i, mcepburs may
explain the somnglence observed with this drog..
SEROQUELs anizagopism of. sdrenergic o, receplors may
explain the orthestatic bypotension observed with this drug.
Pharmacokinetics

. Quetiapine fumarahe ad.lwty is pnman.!y dueto the parent

drug. The multiple-dose pharmacokinetics of quetiapiue are
dose-properiional within the proposed clinical dose raege,
sod quetiapine accwamulation i 'predictable upen multiple
dosing. Elimination of quetiapine. is mainly-vis hepatic me-
tabolism with a mean terminzl haif life of sheut 6 hewrs
within the proposed clinical dose range. Steady-state con-
ceptrations areexpected to be achieved swithin two days of
dosing, Guetinpine is un.'nkeEy 10 interfere; vm}n the metab:
olism pf drugs metabohzad by cytod\mme P450 enzymes. -
Absorption; Quetaapme fumarate is rapidly ahsarbed after
aral administration, reaching peak p!asma contentrations
in 1.5 hours, The tablet formulation is 1p0% hmavazlable
relative Lo solutiap, T,he ‘]lOdVaJl.‘lbﬂ.\tj -of quetiapine is mar-
panalty affected by, admmstmuon with food; with C___ and
AUC values increased by 95% whd 15%, respectively
Diswdindion: | Quetiapine.is widely 4
the body with . sppamnt vohome of. uLmu of 30 1
g 135 83 bmmd to plasma,prutems at Lhera;xut;r +o5-
cm)tmumls In mtm‘ quetiapine did not affect the binding of
warfarin or silazepam ¢
neither. wartarin bor
quetiapine.
Metabolisn and Elimination: Fnlluwmg a gl

of 1*Cqietia)

Age: Oral dearance of quetiaping was —nduced by 40%: in
e!darly pz!zesu; f265 yea

cent (Clor-10:30 sl fmin/173 mF, 02B) had 2 “25% iower
mean oral {.le.aramae than nermal Eub_]BCLS {Cler > 80 ml?
min/L. 13 m?, n=8), but plasta guetiapine concenlrations
the subjed.s with repal insufficiency werg, within the range
nira 0. norma] sub}ects Teceiving the
samé dose ' Dokage adjiistment i therefore not needcd X
these patients. LtH
Hepatic Insutficiency:: Hepatically impaired- paheuis {un
had. 2 30% lewer, mean, ural clearance of quetiapive thsn
nurtual subijects. In-twe of- the 8. hépntically impaired pa-
tients, AU and €., were 3-times bigher than these ob-
served typlca.lly in bea]i.by subjects. Since quetmpme s ex-
lengively 1 metabolized by the Jives, hzgher.plasma levels are
e:wcded,m !.be Kepatically impaized population, asd desage
sdjustment may be peeded (See DOSAGE AN’DAI)MIN].S
TRATION). - '
Drirg-Drug lntoracﬂons .'n: Titre cnzyme ;n!:nhn_aon data
suggest that quetiapine and § of its metabolites would have
fittle inhibitory effect on in vivo metabolisn @mediated by cy-
tochromes P45 LAZ, 209, 2("1‘) 206 and 3A4.
Quetiapine um} clearanee i is ipereased by the prototype cy-
tochrome. P450 354 inducer, phenytoin, and Betreased by
the promtype rytodnmme P450 A4 :nhﬂ:utor kitororazole.

Connnued ot next page
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Dose adjustment of quetiapine will be neeessity o i 95 oo
administered with phenytoin or ketoconazole (See Drug In-
teractions nnder PRECAUTIONS and DOSAGE AND
ACMINISTRATTON
Queliapine cral clesranee is sot inhibited by the non-
spaeific enzyme nhibitor, Gmetidine.
Quatiapine ai doses of 750 mpday did not affect the single.
doze pharmacelgnetics of antipyrine, Hithiuem o forazepsm
{See Drug Interactions under PRECAUTIONS),
Chinical Efficacy Data
The efficacy of SEROQUEL in the treatment of schizophre.
oz was established ju 3 shorl-term {6-week) controlted tri-
als of inpatients with schizophrenia who met DSM IE-R cri-
ieria for schizephrenia: Although a single fixed dose
halepesidol arm was jncladed as 5 comparative treatment
in one of the three trials, this singie haloperidal dose group
was inadequate to provide a reliable and valid comparison
of SERGGUEL and haloperidet . | R
Heveral instruments were nsed for assessing psychiatnic
signs and-ayimptoms in these studies, among them the Diief
Psychiatric flating Scale (BPRSY, 2 multi-ilem inventory of
general paychopathology tradibenally msed to evatuate the
effects of drug treatment in sthizophrenia. The BPRS psy-
chosis clister (coneeptual disorganization, ballucinatory be-
havior, suspiciousness, and wansual thought content) is ton-
sidered & particalasly. nseful subset for assessing. actively
psychotic sehisophrenic patienls A second traditional as-
sessment, the Chnical Global Impression (CGI), refipcts the
impression of a shilled chserver, Fally familiar with the
reanifistations of schivophrenia, about the overall clinical
state of the patient. In addition, the Seale for Assessing
Megative Symptoms (SANS), » more recently developed but
tess well evaluated seale; was smployed for ing nepa-
live spmploma - : -
The resultssf the trials follow:
(1) 1n a 6-week, placeboomtrolled trial (n=3613 involving 5
fixixd doses' of SEROQUEL (75, 150,300, 600 and 750 mgf
day on 5'65d schedule), the 4 highést doses bf SERGQUEL
were penérally superior 1o placebho on the BPRS total score.
the BPRS psychosis chuster and the CG severity score, with
the watimal efféit seen 4t 300 mp/day; and the ofects of
doses of 160 te 750 were generaily indistinguishable.
SEROQUEL, at 2 dose of 30¢ mg/day, was superior Lo pla-
cebo on the BANS: . -
(2) In'a 6-week, placeho-contiolled t3a} (n=286) invehing
titration of SEROQUEL in high {9p 16.750 mg/day on & tid
sclicdule) and low. {up to'250 mpfday on'a tid sehedule}
doses, only the high dose SERODQUEL group {mean dose,
500 mpfday) was generally superior o placebo o the BPRS
lotal seare, the BPRS psychosis clusier, the GGl severity
seore, and the SANS,
(3) In a G-week ose 2nd dosé regimen comparison trial
(0=618) involving two fixed doses of SEROQUEL {450 mg/
day on both bid and tid schedudes and 50 mg/day on a bid
schedule), only the 450 mgiday (225 mg bid ‘schedule) dose
group was generaily superior to the 50 mg/day (26 mg bid)
SEROQUEL dose group tn the BPRS tntal score, the BPRS
psychisis luster, the CGI sevirity score, and on the SANS,
E)ﬁax’;_\ipaﬁunrnf'p(;ptﬁation subsets (racé, gender, and zge)
did pot reveal any differential résponsiveness on the basis of
race of gender, with an apparently greater affec in patients
under the age’of 40 compared to those older than 40. The
clinienl significancs of bhis findiog is anknown. .
INDICATIONS AND USAGE
SEROQUEL is ibdidated fur the treatmént of schizophrenia
The effieacy of SEROQUEL iu-schizophrenia was estale
Iished in shori-term (6-week) controlled trials of schizo-
phrenic inpatients {Ses CLINICAL !'HARMA{:OM)GY)_V
The effectiveness of SEROQUEL in tong-term use, that is,
yor more than 6 weeks, has nol been systematically evalu-
ated & controlled trials. Thevefore, the physician who elects
to use SEROQUEL for extended periods should periodically
re-evaluals the Jong-term usefulness of the drug for 1856 in-
dividust pitient (See DOSAGE AND ADMINISTHA-
Homy L
CONTHAINBICATIONS

SEROGUEL, is eontraindicated in individuals with a known
Bypersensiivity to this medication or any of its ingredients.
-WARNINGS
deufolegtic Malig Synd INTS)
A potentially fatal symptom complex sometimes referred o
as MNeuroleptic Malignant Syndrome (NMS) bag been re
ported in assotistion with sdministration of antipsychotic
drugs. Two possible enses of NMS [/2387 (0.1%)f bave been
reported in dinical trials with SEROGUEL, Clinical mani:
festations of NMS ate hyperpyrexia, muscie vigidity, altered
meatal siatis, and evidence of metoriomic instabBity (irreg-
ulay pulse or blood pressure, tachyeardia, diaphoresis, and
cardiat dysrhythmia). Additional signs may inchude ele-
vated creatine phosphelisiase, myoglobimiria frhabdomyal-
¥sis) and acute rena) failuse. .
The diagnostic evaleation of patients with this syndrome is
oomplicaled. In arriving 3t 2 dagnosis, # is important to
exclude-cases where the clinical preséntation iacudes both
serivus meditad Alsess ez, poetmonia, systemic infection,
¢ic} and untreated or inndequately trented extrapyramidal
sigas and symptoms (EPS} Other Jmportant considerations

B e T ot Y S

in the differential diagnosis inciude tentral anticholinezgic
toxicity, heat siroke. drug fever and primary central ner-
vous system {CNS) pathology.

The mznagement of NMS should include: 1) immediate dis-
conlinuation of antipsychotic drugs and othar drugs not es-
sential t concurrent therapy, 21 intensive symptomatic
treatment and medical monitering, and 3) treatment of any
concomitant serivus medical problems for which speeific
treatmments are avamlable. There is no general agreement
abgut Spacific pharmacological treatment regimens for
NMS:

1£ a patient requires sntipsychotic drug treatment after re-
covery from NMS, the potential reintroduction of drug ther-
apy should be carefully considered, The patient should be
carefully monitored since recurrences of MMS have been
reported, . .

Tardive yshinesia

A syndrome of potentially rreversiple, involwntary, dyski-
netic movements may develep i patients treated with an-
tipsyehotic drugs. Altheugh the prevalence of the syndrome
appears to be highest wmwong the elderly, espedally elderly

| women, i s impassible to rely upon prevalence estimates to

predict, at the incepbon of antipsychotic treatment, which
patients are likely to develop the syndrome. Whether anti-
psychotic drug products differ in their potential to cayse tar-
dive dyskinesia is auknowa.

The rzsk of developing iardive dyskinesia and the fikelthood
that it will become irreversitide are believed to increase as
the duration of treatment aod the total enmulative dose of
antipsycholic drugs administered to the patient increase.
However, the syndrome can develop, slthough much less
<ommonly, after relatively brief treatment pericds at fow'
doses, ' |
There is no Kbown trestment for established cases of tar-
dive dyskinesia, ajthough the sysdrome may remit, par-
tiaHy or completely, 3 anlipsychotic trestment s with
drawn. Antipsychotse tréaiment, itself, however, may
suppress {or partially soppress) the signs and symptoms of
ihe yyndrome 2nd thereby may possibly mesk the wndery-
g process. The effect thal symptematic suppression bhas
upon the fongterm course of the syndronie is uaknown.
Given these considerations, SEROQUEL shionid be pre-
seribed in a manner that 15 mest Bkely to-mimimizé the -
cwrence of tardive dyskinesia: Chronic antipsychotic reat-
ment should generally be-reserved for patients who appear
Lo saffer from  chronic iness that (THs known 1o respond
to antipsychotic drugs, and {2} for whom alternative,
equally effective, bul potentially less harmful treatments
are not available or appropriate. In patients whe do require
chronic treatmend, ihe swailest duie aod the shortest dura-
tion of treatment producing 2 satisfactory clinical response
shoutd be sought The need for continued treatment showld
be reassessed periodically. .

I signs and sympioms of tardive dyskinesia appear in 2 pa.
tient on SEROQUEL, drug discontmustion should be con-
sidered. However, some patients may reqiire treatment
with SEROGQUEL despite the presence of the syndrome.

PRECAUTIONS

General

Orthostatic Hypotension:  SEROQUEL may induce sriho-
static hypotension associzted with dizviness, tachycardia
&nd, in some patients, syacope, especially during the initial
dose-titration period, probably refiecting its o -adrenergic
anlagonist properties. Syncope was reported in 1% (22
2162) of the patients treated with SEROQUEL, winpared
with 0% {01206} on placebo and about 0.5% (2/420) on active
eontrot drugs. The nisk of erthostatic hypotension and syn-
cope may be minimized by limiting the witial dose 1o 25 mg
bid {See [HOSAGE ANIY ADMINISTRATION), If hypo-
ension cecurs doring titration to the Ltarget dose, o return
Lo the previous dose in the titration schedwle is appropriate.
SEROQUEL shouid be used with particvlar cauvtion in pa-
tents with known tardiovasealar disease {bistory of mye-
cardia) infarctien or ischemic henrt disease; heart failare or
conduction aboormalities), cerebrovascular disease of con:
ditions which would predispose patients Ly bypotension {de-
bydration, bypovoiemia and treatment with antthyperten-
sive medications). . .
Catavacts: The' development of cataracts was obhserved in
assoiation with quetiuping treatment in chroaic dog stud.
ies {see Animal Toxicologyl. Lens changes have also been
observed in patients during long-lerm SEROCQUEE treat-
ment, but  causal selatinnship to SEROQUEL vse has not
been established. Nevertheless, the possibility of lenticedas
changes cannot be excluded a1 this time. Therefore, exam-
inatian of the jens by methods adequate to detect cataract
formation, such s 35 famp exam or other appropriately
sensitive methods, is recommended at initiation of treat
ment or shortly thereatter, and 21 6 monith intervals during
chronic treatment. :

Sebzuress  During clinical trials, seizures sccurred in 0.8%
{38/2387) of patients trested with SEROQUEL comspared to
9.5% (V/206) on placebe and 1% {4420} on active conirol
drugs, As with sther antipsychotics SEROQUEL shouid be
vsed cautiously in patients with a histors of seizares or with
conditions that potentially lower the scizure tireshold, e.g.,
Alzheimer’s dementia Conditions that lower the seinure
threshold way be move prevalent in a population of 65 vears
or older.

Hypothyreidism:  Clinigal trials with SEROQUEL demon-
strated a dose-related dectease in total and free Byrusne
(T4} of approximately 20% 3l the higher end of the thera-
peotic dose range and was maximal in the Srst two'to oy

weeks of treatment and maintained witboat adaplation or
progizssion during more chioni¢ therapy, Generally, these
changes were of 1o chinical significanee and TSH was ua-
changed tn mosl patients, and levels of TRG were no-
changed. In nearly all cases, eessation of SEROQUEL treal-
ment was associated with a reversal of the effects on tots}
2nd froe T4, drrespective of the duration of treatment. Aboug
0.4% (1012386} of SEROQUEL patients did experience TSH
increases, Six of the patients wilh TSH inereases needed re-
placervent thyroid treatment.
€holesterol and Trigiyeeride Elevations: In 2 pool of 3- to
6-week placebo-contralled trials, SERQOQUEL treated ps-
tiends had iacreases frem baseline in cholesterol and trighye-
eride of 13% ang 17%, respectively, compared to slight de-
creases for placebo patients. These chahges were ouly
weskly related to the increases in weipht ubserved in
SERQGUELArealed patients. - -
Hyperprofactinemia:  Although sn elevation of prolattio
ievels was not demonstraled o clinival trials with
SEROQUEL, increased prolactin Jevels were observed ia tat
studies with this compound, and were associated with sn
increase i mammary gland nesplasia in rats {see Carcine-
genesis ) Tissue calture experiments indjcate thal approxi-
mately one-thisd of homan brebsst cancsrs are prolectin de-
pendent in vitro, a faclor of potential bmportancs §f the
prescription of these drugs is contemplated in a patient with
previeusly detected breast capcer. Although disturbances
such as galactorrhes, amenorrhea, Eynecotnastia, and impo-
tence have beén reported with protactin-elevating com-
pounds, the clinica significance of efevated serum prolactin
levels is wbtnown for mest patients Neither clinical studies
ot epidemiclogic studies condocted to date have shown an
ciztion between chronic administration of this lass of
drugs and tumorigenesis in Minsans; the available svidedice
is-tonsidered too limited 1o be conchusive ot this time.
Transaminase Elevations:  Asyroptomstic, iransient ahd
reversible: efevations. i serum Eransaminases {primarily
ALT) have boeni reported. The proportions of patients with
Lransaminase elevations of = 3§ times the upper Bimits of the
parmal reference range in o pood of 3 to G-week placebo-
controlied trials were approdimately 6% for SEROQUEL
compared 1o 1% for placebo. These hepatic enryive eleva-
Lons wsually octzrred within the first 3 waeks of drog treat.
ment snd promptly retursed to pre-study levels with ongo-
ing treatment with SEROQUEL
Potential for Cognitive and Plotor trspairment: Somne-
lencé was'a commonly reporied adverse event reported in
patients treated with"SEROQUEL especially during the 3-5
day period of initial dose-titration. In the 3- Lo B-week
placebo-controlled trials, somnolence was yeported in 18% of
patients on SEROQUEL compared 4o 11% of placeboe pa-
tients. Since SERGQUEL has the potential to impair judg-
went, thinking, or motor sinlls, paticats sheuld be cau-
tioned about performifig activilies requiring mental
alertiess, such’as operating s woter vehicle {includibg an-
temobiles) or operating hazardous imachinery until they ave
reasoniably sertain that SEROGUEL therapy does not affect
them adversély. . g
Priapism: One case of priapism in & patient receiving
SEROQUEL has been reported prior 1o markel introduc
tior, While a tausal relationship to use of SEROQURL has
not been established, ather drugs with alpha-adrenergic
blocking effects have been reported to induce priapism, and
it Is possible that SEROQUEL may share this capacity, Se-
vere priapism may require surgical intervention.
Body Temperature Regutation: Although not veporied
with SEROQUEL, disruption of 14 body’s ability te reduce
tore body temperature has heen attributed to antipsychotic
agents. Appropriate care is advised when prescribing
SEROGUEL for ‘patients who will be eaperiencing condi
tions which may sontribute 40 an ¢levation in core body texs-
perature, eg., exercising sirenusnsly, exposure to extreme
heat, receiving itant medicstion with anticholinergic
activity, or being stibjoct te debipdration. -
Dysphagia: Esophageal dysmetility snd aspiration have
been associated with antipsyéhotic diug use. Aspiration
poewnonia is a comidon canse of morbidity and mortakity in
eldezly patients, in particular those with advanced Alzhiei.
mer's dementia. SERQGUEL and sther antipsychotic drings
should be used cautiously in ‘patients at risk for aspiration
Phenmonis. . : - e
Suicide: The possibility of a suicide attempt is inherent in
schizophrenia and ose supervision of high risk patients
should -accompang drisg therapy.’- Preseriptions. for
SEROQUEL should be writlen for the smallest quantity of
tablets consistent with good patiest manageraent in order
o reduce the risk of overdose, t e
Use in Patients with Cdncomitant lness:  Clinical exper-
sence with SEROQUEL in patierts with cerlain concomi-
tant systemic ilnesses {see Renal Impairment and Hepatic
Impairment under CLINICAL PHARMACOLOGY, Spe
cial Populations) isYimited, ' s - .
SERGQUEL has not been &valuated of used te any appre-
cizhle extent in palients with a recent history of rayocardial
infarction or unstable hearl disease, Patients with these i’
agnoses were exchided from premarketing clinical sludies.
Beezuse of the Fisk of arthostatic hypotension with
SEROQUEL, caution showld he chserved in cardisc patients
(see Ortbostatic Hypotension), -
Inermation for Patients
Physivians are advised to discuss the following issues with

-patients for whom they preseribe SEROGUIEE.

Osthostatic Hypotension: Fatients should be advised of
the risk of erthostatic hypotension, especially during the 3-5 )
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day period of initial dose titration, and alse at times of re-
initiating treatmest or increases in dose.

niarieronte with Cognitive and Motor Pedormance: Since
somnelence was a commonly reported adverse event associ-
ated with SEROQUEL treatment, patients should be ad-
vised of the risk of somoslence, espedally during the 3-5 day
period of initial dose tirution. Patients shoudd be cautioned
about performing any activity requiring mental aleriness,
such a8 operating a motor vehicle (induding autonchiles) or
aperating hazardous machsmery, until they are reasonably
ceviain that SEROQUEL therapy does mot affect them ad-
versely,

Pregnancy.  Patients should be advised to notify their phy-
sician if they become pregnant or intend to become pregnant
during therapy.

Nursing:  Patients shouid be adwsed fol ta breast feed if
they are taking SERCQUEL

Concomitant Medication:  As with sther medications, pa-
tients should be advised to notify their physicans i they
are taking, or plan 1o take, any prescription or over-the-
counter drugs.

Aleoholk  Patients should be advised to averd consuming ai-

Thyroid fellicular cell adenomas may hove resalted from
chronic stimulation of the thyroid gland by thytoid stimu-
tabing hormene {TSH) resulting from enbanced metabolism
and clearance of thyroxine by rodent kver. Changes in TSH,
thyroxine, and thyromine clearance consistent witk this
mechanisin were observed in subchronic toxdcity studies in
rat and mouse and i 5 T-year toxicity stady in rat; however,
the results of these studies were nol definitive. The rele-
vabce of the increases in thyrod follicular cell adenomas to
buman nisk, through whatever echanism, is unknown.
Antipsychotic drugs have been shown to chronically elevate
profactin fevels in rodents. Serum measurements in a f-yr
toxicity study showed that quetiapine increased median
serum profaclin fevels a mazimusn of 32- and 13-Told in
male and female rats, respectively. Increases in mammary
aeoplasms have been found in rodents afier chronic admin-
istration of olher antipsychetic drugs and are considered 1o
Be prolactin-mediated. The relevance of this increased inoi-
dence of prolactin-wediated mammary gand twwors in rats
te humar risk is unknown (see Hyperprolactinemia in
PRECAUTIONS, General).

* sohelic heverages while taldng SEROQUEL. - "~

Heat Exposure and Dehydration:  Pabients should be ad-
vised regarding appropriale care in avoiding everheating
angd dehydration,

Laborator; Tests .

Mo specific Jaboratory tests are recommended.

Ding Imteractions

The risks of wring SEROQUEL i corbination with other
drogs have not been exlensively evalunted in systematic
studies. Given the primary CNS effects of SEROGTTEL, can-
tien should bé used when it is taken in binatiph with

Man is: _The mutagenic potential of quetiapine was
Leqted in six ia vitre baclerial gene mutation assays aod in
ap In pifre mammalian gene mutation assay iz Chinese
Hazmster Ovary cells. However, sufficiently, high concentra-
tions of quetiapine may not have boen used for a1} tester
strains. Quetiapine did produce 3 repruducible increase in
mutations in one Salmonella typhimurium tester strain n
the presence of metabolic activation. No evidence of Qasto-

{see Pharmacokinetics under CLINICAL PHARMACOL-
QGY and DOSAGE AND ADMINISTRATION).
ADVERSE REACTIONS

The premarketing development program for SEROQUEL
mcluded over 2600 patients and/or normal subjects exposed
1o 1 or more doses of SEROQUEL. Of these 2600 subjects,
asppromimately 2300 were patients whe participated in wul-
Liple dose effectiveness irials, and their experience corre
sponded Lo approximately 865 patient-years. The conditions
and durztita of treatment with SEROGUEL varied greatly
and included Gm overlapping categories) open-label and
deuble-blind phases of studies, inpatients and sutpatients,
fixed-dose and dese-tilration studies, and shorfterm or
longes-texm exposure. Adverse reaclions were assessed by
collecting adverse events, resulls of physical examinations,
vited signs, weights, laboratery analyses, ECGs, and results
of ophihiabmolegsc examinations,

Adverse events during ‘exposure were ubtamed by. generai
inquiry and ded by clinical mvestigators using termi-
nology of their own choosing. Consequently, it is not possilile,
to provide a weasingful estimate of the proportion of. indi-
viduzls eiperiendng adverse events withont first-grouping
simsilay types of evends-into a saller number of standard-
ized event categories. In the tables and tabudations that fol-
low, standarid COSFART terminclogy has been used to clas-
sify reported adverse events

The siated frequencies of adverse events repre.sblll the pro-
portion of individuals who experienced; ai Ieast once, 2

genic potential wes obiained in an i vigro thig I ab-
ervativn asszy in culivred buman Eymphocytr.s nr in the in
vivo micronucleus assay in 1sts

other centrally acting drugs. SEROQUEL potentiated the
eognitive and 'melar effects of aloohed in & elinical trial 0
subjects with selected psychotic disorders, and aleoholic
Leverages should be avoided while taking SEROQUEL
Heeanse of its potential for inducing hypolensien,
SEROGUEL may enhance the effects of certain antihyper-
tensive agents. '
SFROQUE.L may aptagenize’ l.he effocts of ievudopa 2nd do-
pamine agonists,
The Effect of Other Drugs on SEROGUEL -
Phenytoin:  Coadministration of guetiapine (259 mg hd)
and phenytoin (100mg tid) increased the wean oral clear
ance uf quetiapine by 5-fold ' Increased doses of SEROGUEL
may be required Lo makotain control of symptoms of schizo-
phrenis in paticots receiving quetiapine and phenytoin, sr
other hepatic cniyme mducers {e.g., carbamazepine, barbi-
farates, n.s'qm_pm. glucocerticoids). Caution should be Laken
it phenybom is withdrews and replaced with @ son-inducer
(e, valpruate) isee POSAGE AND ADMINISTRATION )
Thiosidazine: Thioridaznine (200 mg bid) increased the oral
clearanoe of quetiapine {300 mg bid) by 65%.
Cimetidine: . Administration of muitiple d:ii.ly doses of
cimetidine (400 .mg tid for 4- days) resulted in a 20% de-
creasé in the mean oral clearance chlmhapme (150 mg tid),
Dosage adiustment for quetiapine is not required-when it is
given with cmetidine.
P358 3A Inhibitors: Coadministration -of ket 1!
{200 mg once daity for 4 davs), 2 potent inbobiter of eyto-
chrome P450 34, reduced oral clearance of yuetiapine by
84%, resuiting in a 335% increase in maximum plasma con-
ceniration of quetiapipe. Caution is indicated whes
SEROQUEL s administered with keloconzzole and oiher
inhibitors of rytochrome P450 84 (e.p., ilraconazole, fu.
conazole, and erythromyein). :
Fluoxetine, imipramine, Haloperidol, and Risperidone:  Co-
ndminisivation of fuoxetine {60 mg once daiby, i imiptatoine
{75 mg kid), halaperidat {7.5 mg bid), or risperidone {3 mg
bid) with quetiapine (300 wg bid) did not alter the steady-
state pharraacokinetics of quetiapioe.
Effect of Quetiapine on Other Drugs
Lorazepam: | The mean oral dearance of loruepa.m {2 mg,
single dose) was vedaced by 20% in the presence of quetia-
proe administéred as 256 mg tid dosing.
Lithivmn:  Coscomitant  administration  of quetiapine
(250 mg #id) with lithiurm had no effect ps any of the steady
state pharmacokinetic paramelers of lithium.
J\n?!pynne‘ Administration of multiple daily dvses up o
TED egiday for & tid schedule) of quediapine io :mh_;eds with
selected psyehotic disorders had o clinieally relevant effect
o the clearance of antipyrine or urinary recovery of anbv
nysine melabolites. These results indicate that quetiapine
does ool mgm.ﬁcantly induce hep&t:c enzymes respemi%c
for cytockrome P450 mednsted me!.abohs.m of anipyrive
= it pai of Fertility
tascmugenesas. Cammogeﬂlcﬁy sludzes were ¢ondusted
in CBYBL mice and Wistar rats. Quehapme was edinmis-
lered jn the diet to mice at doses of 20,775, 250, and
158 sy avd to rats by gm'age ‘at domes of 2'\ 15, and
?,E»ﬂ mghkg for twg years. These doses are cquwalmi to 1,
0.5, 1.5, and 4.5 times the masmum buman dose {800 mgn'
-ay) on 2 g/t basis (mice} or, 0.3, 0.8, and 3.0 times the
maxinum human dosé on a, m’ bas':s (rats). There were
statistically significant i mcmasns w yroid gland folliculay
néeﬂomas i nafe wiee o deses of 250 antt 50 mg."kg or 1.5
and 4.5 hwes the maximum butnas dise on 2 wefm? basis
and In suale rats at a dose of 250 mpfkg or 1.8 twes the
makimum buian dose on a mg/m’ basis. Mammary gland
adegotarcipomas were statistically significantly increased
i femade vats at alt doses tested (25, 75, and 250 mpfhp or
0.3, 0.9, and 3.0 times the maxizousm recommended human
dose on o mpjm brasis). .

[t i it of Fertility,. @
feruhty in maje Sprague-Dawley rats at oral doses of 50 and
150 mgfkg or 0.6 and 1.8 times the maximen heman dose
on & mg/m” basis, Drug.related effects included increases in
interval to mate and in the number of mpatmgs required for
successful impregnation. These eﬁ'ecu. continued to be ob-
served at 150 mpfkg even after 2 1wi week period without
treatment. The no-effect dose for impaired mating and Ter:
tility in male rats was 25 mg/kg or 0.3 times the maximum
human dose on 2 mg/w® basis. Q\mtlapme adversely af
fected moting and fertility in fermnale ‘;pragae-na'w]ey Tats
at an orat dosé of 50 mgikg, or 0.6 times the maximum hu
man dose oo 2 mg/m® basis. Drug-related effects included
decreases in mahngs and in matings resultiag pteglmc_y,
and an Increase in the ioterval 1o mate. An inérease in ir-
regitlar estrus cycles was ohserved at doses of [0 and 50 mg"
5y, or 0.} and 0.6 times the maximum humdn dose oo a
mg/’ basis. The no-eflect dose in female ¥ats was 1 mgfkg,
or 9.01 times the mavimom human dose on a zg/in? hams
Pregnancy

Pregnancy CHegery C : )

The teratogenic polential of quetiapine was sindied tn Wis-
tar rats and Duotéh Belted rabbits dosed during the penod of
organogenesis. No evidence of a teratogenic effect was de-
tected in rats at dosés of 25 to 200 mg}kg or .30 2.4 times
the maxitum human dese on a mgfm? Dikisor & rabbits af
25 16 100 mg/kg of 9.6 to 2.4 times the maxmun bisan
dose on 2 mgfm® basis. There was, however, evideste of sm-
bryoffetad texicity. Delays o sheletal ossification were de
tected in rat fetuses at doses of 50 and 200 mpfie (0.6 and
2.4 tiwes the maximiin human dose on 8 mg'm® basis) and
i rabbits st 50 and 100 mgﬁsg (1.2 and % 4 tipes the maxi-
mim human Hose on a mg/m* basis). Felal body weight was
reduced "in rat fetuses at 200 mp/kg and rubbil Tetuses st
100 mg/Xg (24 times'the maximum huwan dose on a mg;‘m
basis for both species). There was an inckeased wncidence of
a minor soft tissue anomaly (carpaliarsal Bexure) in rabbi
fetuses at 2 dose of 100 mpfhg (2.4 fimes the maximum ha-
oan dose en 8 mpko® basis). Evidence of maternal txcty
{i.e., decreases i body weight gaiz and/or death) wis ob-
served st the high dese in'the rat study asd at s} doses i
the rabbit study. In a peri/postnztal reproductive study in
rats, ne drug-related effects were observed at doses of §, 10,
and 20 mgkg or 6.01, 0.X2, and 0.24 limes the maximam
human dose on a mefn’ basis. Hovwever, o a profimiary
perifpostnatal: study, there were increages in feta) and pup
death, and decreases in mean fitter weight at 150 mg/kg, or.
3.0 tizses the maximvm “haman dosé on 8 mg;'mé basys,
There are 0o adéquate and well-controBed stadies
tant women and quetiapine should be wsed during preg-
naney tmiy if the polenual henefit justifies the poténtial sk
15 the fetus,

Labor and Delivery: The effect of SEROGUEL en Lator axad
delivery in humans is saknown,

Nising Mothers: SERDQUEL was e".tm!.ed 5 mzlk of
treatéd animals during Iactation. it {5 not keoown i
SLROQUEL is excreted ih human milk It s recomimended
that women receiving SEROQUEL should not breast feed.
Pediatric Use:  The salcty and effectiveness of.SLROQUFL
in pediatric patienis have not been established.

Geiatric Usel. OF the approximately 2400 patients in clin’
ical studies with SEROQUEL, &% (190} were 65 years of age
ar over. In general, there was no indication of auy different
tolerabibity of SEROCIEL in (ke elderdy. compared 1o
younger -aduits, Nevertbeless, the presence of factors that
might decrease pharmacckinetic clearauce, inerease the
phazmacodynamic response to SEROGETEL, ot cause poorer
toleraree or orthostasis, should lead te consideration of &
lower stariing dose, slower titvation, and careful monitoring
during the initial dosing persed in the elderly. The mean
plasma clearance of SERGQUEL was reduced by 30% o
56% in clderdy patients when compared Lo younger patients

decrmaed mshng and_

treatment t adverse event.of.the ‘type listed. An
event whs considercd treatment emergent. 1f-# vocarred for
the &irst taoe or worsened wb).le reccwmg therapy fo]lowmg
basedine evaloation -

Adverse Findings Obsewed in Short-Term, Contruﬂed Inals
Adverse Events Assodiated with bascmmrmabon of Treat-
meot in ShortYorm, Placebo-Controfied Triaks, -
Overall, thére was jittle difference:in the; ma(leuoe ~of dis-
continuation’ due to adverse events (4% for SEROQUEL vs.
3% for plactho) 1 a pool of controlled mrizls. However, dis-
continuations due to somnolence and hypoiension were con-
sidered to be drug related ésee PRECAUTIONSY:

Adverse Evenl Y SEROQUEL Plagebo
Somnolence . 08%. 0% B

Hypotension -- - 0.4% - 0%

Adverse Events Occurring at an Incidence of 1% or More
Aviong SEROQUEL Treated Patients’ in Short-Term,
PlaceboLontrolied Frials: Table 1 enumerates the inci-
dente, roumded 10 the nearesl percent, of treatment-emer-
gent adverse events that occurred during acute therapy (up
o b-weeks) of %cl‘nmphmma in T% of mpore of patients
treated with SEROGURE (doses ranging from 73 to-750
mgfddy}iwhere the incidlence in patients treated with
SEROQUEL was greatei than the mndence n plaCeboA
treated patients. - -

The preseriber should b aware that the' ﬁg'ures in the
tables apd” tahulahons cavoot bt used to predict the inci-
dence of side effect® in the cowurse of usual medical practice
whire patient iharacteristics and ofher Tactors dilfer from
these thal prevailed i the clinical triald “Similarly, the cted
frequcnr:sas casinol be compa.red with ﬁg‘n.tes abtained from
othir clinica! iivestipations Snvalving differeit trestments,
uses, wnd mvestigators. The died Sguids, however, do pro-
vide the preseribing phywician with seme basis for estimat.
ing the Felative contribution of clnxg and nopdrug facters Lo
the sidé'effect intidence in'the population studied”

Tn these studies, the most coffnonly observed adverse
eveénts assonai.ed with the vse of SEROQUEL (incidence of
5% of greater) and’ Bbserved st a rate on SEROGUEL =t
Jeast twice that of place ‘were dizzivess (I6%), postural
hypotension €'1%) dry muuth {7%) Hlﬂ dyspepsia (6%).

Table 1. Treatient: Emergent Adverse Esperience -
Inczdsnne in 3- 1o’ 6-Week Placcho.Controlied

Clinical Trials!
Body _Syste_m)':_ SEROQUEL . Placebo
Preferred Term o (0=510} - | {n=206)
Body 3s 2 Whote R L
Hendache . 15% - 18%
CAsthesia &% 3%
Abdominal pain 3% %
Back pam, . ) 2% %
Fever . .~ B SR T
MNervous System S, -
.. Sempalencs T P S 3 |
" izziness 104 L 1%,
Digestive System . . i ’
Constipation , TR - CoE%,
Dry Mouth | S e L am
Diyspepsia 6% 2%
Cardiovastulai System’ : .
Posturaf hypo\bausmu 1% 2%
Fadhyeardia ~ T . 5%
Metabofic and Nulrmonat Disorden T .
nghi gain i 29’( 0%
Skin and Appendages o .
"Rash ’ 4% %
Respuasory Sysiem - : o X
‘Rbiimitis - 1%

Corrtinued on next page

~Eonsult 26085 PPRS supplements and buture exfitions for revisions:
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PHYSICIANS' DESK REFERENCE®

Serequel—Cont.

Epecdal Seases
Ear pain 1% (A

¥ Bvents for which the SEROQUEL incidence was equal to
ot less than plecebo are st listed I the table, but in.
cluded the following: pain, infoction, chest pais, hostility,
areidentat injury, hyperiension, hypotension, nausea, vors-
ting, darrhea, myalgia, agitalion, nsemnia, anxjety,
narvousuess, skathisia, hypertonia, tremor, depressian,
paresthesia, pharyngitis, dry skin, amblyopia and urinary
tract infection.

Eaplorations for interactions on the basis of gendes, age,
and race did nol reveal any clinically meaningfal differences
in the adverse evest orcarrence on the 'basm of these demo-
graphie factorg

finse Dependency of Adverse Events in Short-Terin,
Macrbo-Lontrolied Trials B
GQosevelited Adverse Events:  Spontanconsly elicitad ad-
verse 2vent data from s sindy comparing fve fixed doses of
SEROQUEL (75 mg. 150 mg, 300 mg, 600 mg, and 750 ing/
day) to placebs were explored for doserelatedpess of ad-
wrrre evends. Logistic regression snalyses reveeled a posic
tive dose response {p< .05} for the following sdverse events:
dyspepsia; abdominal pain, and weight gain, -
Extrapyramidal Symptoms:  Data from vse 6-week dinical
trial comparing five fixed. doses of SEROQUEL (75, 150,
300, 600, 750 mp/day} provided evidence for the fack of
freatment-emeergent extrapyramidal symptoms (EPS) and
dose-relatedness for EPS associated: with’ SEROQUEL
ireatment, Thyee methods were wsed to measure EPS: (3)
Simpson-Angus lotal score (mean change from:baseline)
which evaluates parkinsomism and akathisia, (2) incidence
of spontanecns complaints of EPS (akathisia, zkinesia, cop-
wheel rigifity, extrapyramidal sypdrome, hypertonia, hypo-
kinesia, neck rigidity, and tremeor), and {3) use of anticho-
linergic medi€alions thtreal emergent EPS. -

: SEROQUEL
Dose

Groups Placebo  75mg 150mg 300mg 600mg T50mg

Parkinsoniss -0.6 ;10 k2 16 18 18
¥PS .

incidence 167 6% . 6% 4% &% %
Anticholinergic B :
Hedications 14% W% B

1% “12%

In three sdditional placebo-controlied clinical trials using
wariable doses of SERGQLIEL, there were no diffezences be-.
tween the SEROQUEL aud placebe treatment groups o Lhe
sncideace of BEPS, as assessed by Simpson-Angus tota}
seores, spontanecus complaints of £EPS and the vse of con-
comitunt anticholinergic medications to trest EPS.
. Viaal Sign Ch:mge& SEROQUEL is associated with erthe-
static bypotension (see PRECAUTIONS). .
Wenghl Gain: The proportions of pazrents meeting a
weight gain eriterion of =% of body weight were compared
-1 a pool of four 3- o G-week placebo-controlied vlinical tri.
#ls, mvez.hng a siatistically significantly grester incidence
of weight pain for SEROQUEL {23%) compared to placebo
{5%).
Lzboratery Changes: An assessment of the p-:emaxk_pnng
experiente for SEROQUEL suggested that it is associated
with asyraptomatic increases in SGPT and increases in both’
iotal cholesterol end trighycerides (see PRECAUTIONS).
Aa assessment of hemotological pasameters in short-term,
placebo-controlled inals revealed no clinically impsrtant
differences betwaen SFROQUEL and plaeebo
FCG Changes: Between group comparisons for pocled
;siacebo«zontmlkﬁ trials revealed o statistically significant
SEROQUELiptacebo differences in the propertions of ps-
Linnts expenencing pni-enimliy ninportant changes in ECG
parameiers, icluding QT, QTk, and PR intervals, However,
Ehe proportions of p'ci:en{smeetmg the eriteris for tachycar-
dia wére compared it four 3- 1o 6-week placebo-controlied
clinical trials 1evealing & ¥%. (4/39%) incidedce for
BFROQUF L compared to 0.6% (/156 inidence for p]acebo
SEROGUEL nee was associsted with 2 mean increase in
heart role, assessed by BECG, of 7 beats per minuie com-
pared ie 2 mean increase of ¥ beal per minuie nmong
placebo patients. This slight tendency to tachycardia may
be related to SEROQUELs polential for inducing erthio-
static changos {see. PRECAUTIONS). .
Oiter’ Adverse Events Observed During the Fre- Marketing
Evaluation of SEROQUEL
Fallowipg is a Mst of COSTART terms that refect
treatment-emergent adverse events a5 defined in the intro-
duction 1o the ADVERSE REACTIONS section reported by
patients trested with SEROQUEL at multiple dases
= 75 oupftay during any phase of a trial within thé prentar:
kelmg datahase of appronimalely 2260 pitients. All e
purted eventis are included except those already Tisted in
Table ! or elsewhere in Jabeling, these cvents for which a
drag cavse was remole, and thuse event terms which were
s geéneral as ta be aninfermative. It is inportafit 1o empha-
size 1hal, although the events reported vocurred during
freatieni with SERGQUEL, they were nol nece%s.:r:}}
caused by i
Hvents ave further categorized by body system and listed in
order of decreasing !'mqlmnl:v aceording to the following

1i%

vl fon wili be

'Jbe il % and St q

definitions: frequent sdverse events are those occurring in
at ieast 1/100 paticots {only those net already hsted 1o the
izbulsled resuits from placebo-controlded trinks appear in
this listing); infrequent adverse evenis are those occurring
in V100 to V1000 patients; rare events are those oscurring
in fewer than 11600 patients,

Nervous System: frequent: hyperfonia, dysarthria; frefre-
quent abpormal dreams, dyskinesia, thinking aboormal,
tardive dyskinesia, vertigo, involuntary movements, confo-
zion, amnesia, psychosis, hallucinations, hyperkinesia, ti-
bide mereased®, urinary retention, incvordination, parancid
reaction, abnormal gail, myoclonss, delusions, manic 1eac
tion, apathy, ataxia, depersenalization, stupor, brsaism, cat-
atonic reaction, hemiplegia, Rare: aphasia, buccogiossal
syndrome, choresathelosis, delifium, emotional Iabifity, en-
phoria, fibido decreased®, nzuraigwa stettering, subdural
hematoma

Body ax 3 Whole: Frequent. flu syndrome; Infrequent:
neck pain, pelvic pain®, suicide attempt, malaise, photasen-
sitivity reaction, chills, face edema, moniliasis; Rare: abdo
men enlarged.

Bigestive System: Frequent. anorexia; Infrequens: in.
creased salivetion, increased appetite, gamma glutamyl
transpeptidase ncreased, gingivitis, dysphagia, fistulence,
gastroeslertlis, gastritis, hemorvhoids, stomatitis, thirst,
tooth caries, fecal incontinence, gastroesophageal reflux,
gum hemorrhegé, mouth uleeration, rectal hemorrhage,
tongue edeina; Aore: glossitis, hernatemnesis, inteslinal ob-
struclion, melena, penereatitis.

Cardiovastutar System: Frequent:  palpitation; Infre-
quent: vasadilatation, QT interval proloaged, migraine,
bradycardia, cerebral ischemia, regular pulse, T wave ab-
woreslity, bundle branch block, cerebrovaseilar sceident,
deep thrombophlebitis, T wave inversion; Rare: aogina pec-
toris, atrial fibnillation, AV Block first degree, congestive
heart Faflare, ST elevated, thrombophiehilis, T wave fat-
tening, ST abrormality, increased QRS duration.
Respiratory System: Fregoeat: - pharyogilis, thinitis,
cough increased, dyspnes; Infrequent: phenmosnia, eph
staxis, asthma; Aare: hiccup, hyperveniilation.

Metabolic and Rutritional System: Frequent: peripheral
edema; fafrequent: Weight loss, atkafine phosphatase in-
creased, hypettipennia, aleoholintolerance, dehydration, hy-
perglycemia, treatinine increased, hypoglycemia, Rare: ply-

cosuria, gouf, hand edema, bypokalemia, watler
intoxication, .
Skin and Appendages Syst Freg fing, Infre-

guent pruritis, acne, eczema, contact. dermabbs mocu}@
papular rash, seborthea, skan ulcer, Rare: exfoliative defoa-
t3tas, phoriasis, skin diseoloration.

Urogenital System: Iafrequent: dysmenorrhea®, vagini-
1is*¥, wrinary incontinence, metrorrhagia®, wapotenee®, dys-
uria, vaginal mopiliasis*, abaormal ejaculation®, cystitis,
uranary frequency, amenorrhes®, female tactation®, leukor-
rhea’, vaginal hemorrhage®, volvovaginitis® orchitis®; Harer
gynecomasiin®, poctaria, polyunia, acute hidoey failure.
Special Senses: Infrequent:  conjunelivitis, abnormal w-
sion, dry eyes, tinkitos, taste perversion, bephantis, eve
pain; Rare: abrormality of accommodation, deafness, glas-
cotan.

keletal System: Jnd pathological frac-
ture, myasthenia, twitching, arthralgia, arlthnilis, leg
cramps, bene pain

Hemic and Lymphatic System! Fquuenl leukopenia; In-
frequent: Jeukocytosis, anemia, ecchymosis, eosinephilia,
kypochromic anemia; irmphadenopathy, cyanosis; Hare: he-
rooiysis, thrombocytopenia
Endocrine System: Infrequent:
wellitos; Rarer byperthyroidism.-
*udjusied for pender

Post Marketing Exparience: Adverse events reporled since
market. introdoction which were temporally related: to
SEROQUERL therapy include the follewing: rarely leukope
niafoerdropenia. if 2 patient develops a low white cell count

hypothyreidism, diabeles

. consider discontinustion of therapy, Possible nsk factors for

ieunkopenia/neutropenia include pre-existing low white cell
count and history of drug induced leukopeniafneutropeniz

DRUG ABUSE AN DEPENDENCE

Controtted Substance Class; SEROQUEL is pot a con-
irelled substance. : X
Physical and Psycholugic dependence:  SEROGUEL bas
not been systematically stadsed, ir animals or hamans, for
its poteptial for abuse, lolerance or physical dependence.
While the clinical trials did not reveal any tepdency for any
drug-seeking behavior, these observations were not system-
ztic and it is not possible to predict on the basis of this Tm-
iled experience 1he extent 16 which & CNS.active drag will
be misused, diverted, andfor abused cnee marketed Conse-
quendly, patients should be evaluated cavefully for 2 Bistory
of drug abuse, and such patients should be ohserved closely
for signs of fisuse or abuse of SEROQUEL, e.q., develop-
ment of m]e:a?m, increuses 1o dose, drog-secking bebavior

OVERDOSAGE

Human experience: Experience with SEROQUEL {que-
tiapine fmarate) in acute overdosage was limiled in the
clinical tria) datzbase (6 reporis) with estimaled doses rang-
ing from 1200 dg to 9600 mg and no Hialities. In geneval,
reparted signs and symplems were those resulting from an
exaggeration of the drugs known pharmacelogical effects,
ie-drowsiness and sedation, tachyeardia and hypotensson.-
Oune case, mvolving an estimated overdose of 9600 mg, was
associzted with hypokalemia and first degree heart block.

editions

Ranagernent of Overdosage: In case of acule overdosage,
establish and maintain an airway and ensure adequate ox-
ygeration and ventilation. Gasine lavage (after intubation,
if patient is unconscious) znd administration of activated
chareoal together with a laxative should be considered, The
pozsibility of obtundation, seizure or dystonic reaction of the
bead and neck fallowing sverdose may create  risk of aspi-
ratien with induced emests. Cardievascular monitoring
should commence immediately and shonid include continu-
ous electrocardiographic monitering te detect possible ar-
reythmias. 1f antiarthythieic therapy is adminstered, dise-
pyramide. procainamide and quinidine carry a theoretical
hazacd of additive QT-prolonging ¢ffects when administered
in patients with acute overdesage of SEROQUEL. Simjlarly
it is reasonable to capect that the alpha-adrenergic-biocking
properties of bretylium might be additive to those of que-
tiapine, resulting in problematic hypotension.

There is no specific antidote to SERGQUEL. Therefore ap-
propriste supportive measures should be instituted. The
possibility of multiple drug nenlvement should be consid-
ered. Hypotension and circulatory collapse should be
wreated With appropriate measures such as intravenous Qu-
ids and/or sympathomimelic agents (epinephrine and dopa-
mine sheuld not be used, since beta stimulation may worsen
hypotension in the selting of gueliapine-induced alpha
blockade). In cases of severe extrapyramidal sympioms,
anticholinergic medication should be administered - Close
medical supervision and menitoring should continue unti
the patrent recovers.

DOSAGE AND ADMINISTRATION

Usual Dose: SERGQUEL shouid. generally be adminis-
tered with an initial dese of 25 mg bid, with increases in
uckemests of 25-50 mg bid or 1id on the second and third
day, as twlerated, to a target dose rapge of 300 to 400 mg
daily by the fourth day, given bid or tid. Further dosage ad-
justments, - indicated, should generally occur at intervals
of pot fess than 2 days, as steady stale for SEROQUEL
weuld pot be achieved for approximately 1-2 days in the typ-
ical patient. When dosage adjustments are necessary, dose
increments/decyements of 25-50 mg bid are recommended.
Most efficacy data with SEROGUEL were obtained using tid
regimens, bul 0 one controlled triat 225 mg bid was afso
effectjve.

Efficacy in sch:mpi\rans.a was demonstrated in & dose TROEE
of T53 1o 750 mg/day in the clinical tnials supporting the
effectiveness of SEROQUEL. In » dose response study,
doses above 300 mg/day were pot demenstrated to be more
efficacions than the 300 mp/day dose. In pther studies, how-
ever, doses i the range of 400-500 mg/day appeared is be
nesded. The safely of doses above BOC meiday has nul been
evaluated in chinical trals,

Dosing in Special Populations

Consideration should be given Lo a slower rate of dase titra.
tion and a lower target dose in the elderly, and in patients
who are debilitated or wha hiave a predispositien to hypo-
ilensive reactions (see CLINICAL PHARMACOLOGY)
When Indicated, dese escalation should be performed with
caution in these patients.

Patients with hepatic impairment should be started on
25 mghilay The deose sheuld be inereased daily in increments
of 25-50 mgfday to an effective dose, depending on the chin-
ica] response and lolerability of the patient.

The elimination of quetiapine was enhanced in the presence
of phenytoin. Higher waintenance dosed of gueliapine may
be required when H is condministesed with phenytoin and
other enzyme inducers such as carbamazepine and pheno-
barbital (See Drug Interactions wvnder PRECAUTTONS).
Maintenance Treotment: While there is oo body of evi-
denrce avuilable 10 answer thie question of how long the pa-
tient treated with SEROGUEL should 1ewain on it, the of-
fectiveness of maintenance treatinent is well established for
many other drugs used to treat schizophreria. 1 &5 recom-
mended that responding patients be continued on
SEROQUIEL, but at the Jewest dose needed Lo maintaip s
mission. Patients should be periodically reassessed to deter-
mine the npeed for raintepance treatment. -
Reinitiation of Treatment in Patients Previously Discontin-
ved:  Although theve are no data b6 speafically sddress
reinitiation’ of treatment, it is recommended that when fe-
starting patients whe have had an inlerval of less than ene

 wedb off SEROGQUEL, ttratioh of SEROQUEL is naf re-

quired and the maintebante dose may be reinitidted. When
ristarting therapy - of palients who' have been off
SEROQUEL for more than one week, the m.mai litration

_schedule should be followed.

Switching from Othed Amtipsychatics:  There are no 5¥S.
Letiaticsly collected data lo specifically address switching
patients with schiiuphrenia from other antipsychobics to
SEROQUEL, or concerning concomitant adroinistration
with other anhp-aydmtus While sinmediate discontinuation
of the previdus avtipsichotic treatment may be acceptable
for seme patiends with schizophrenia, more graduat diseon
tinwatiin moay be most appropriate for others. 1n all cases,
the period of ‘overlappitig actipsychotic adroinistration
shinld bé mainimized. When switchibg patients with schizo.
phrenis from depot antipsychotics, if medically approprate,
initiate SERQQUEL therapy in place of the pext scheduled
injection. The need for continging existing EPS medication

| should be reevaluated perindicaily.

HOW SUPPLIED

25 mg Tablets (NDC 0310-0275} peach, round, biconvex,
fifm coated tablets, identified with ‘SEROQUEL and 25 on



PRODUCT INFORMATION

ASTRAZENECA/689

ane sitde and plain on the other side, are supplied in bottles
of 101 tablets and 1000 tablets, and hospital unit dose pack-
sges of 100 tablets.
106 wg Tablets (NDC 5310-0271) yellow, round, biconver
film conted tablets, identified with ‘SEROQUEL' and "1007
on one side and plais on the other side, are supplied in
botiles of 100 tablets and hospital unil dose packages of 100
iablets. .
260 mg Tablets (RDC 8310-0272) while, rousd, hiconvex,
flm coaied tablets, identifiéd with "SEROQUEL’ and “200"
on ope side and phain on the other side, are supplied in
bottfas of 10{-tablets and hospital unit dose packages of 100
tublets
400 g Tablets (NDE 8310-0274) white, capsule-shaped, bi-
convex, fim coated iablets, intaghated with 'SER()QUEIL_‘
on one side and ‘300" on the other side, are supplied in
boities of 6O tablets a.nd hospital onit dose park,ages of 106
tablets, :
Sioie a1 25°C (77°F), excursions permxtmd to '15-30°C {59-
B6°H} £3ee USF|:
A.NIMAL TOXICOLOGY . .
Guetiapine coused a dose-relaled increase in pigment depe-
sithvn i thyroid ghand in Tt toxicty stodies which were 4
weeks i duration or longer and o & mouse  year earcino-
genieity study Doses were 10-256 mphp in rats, 75-
TS0 agfkg in mice; these doses are 0_1-3.0, and 0.1-4.5 times
the moximum recotmended human dose (on a mg/m? ba-
siah, respectively Pigment deposition was shown Lo be jrve.
verstble in vats. The identity of the pigment could oot be
detersoioed, bul was found 1o be co-Jocalized with quetia-
pine in' thyroid gland follicilar epithelial cells. The fane-
tional effects apd the rolevancs of this finding to haman risk
Are WRkaewn,
Y dogs reseiving qmtiapme for & or 12 mnths, but not for
1 mronth, focal triangular cataracts occurred ot the junction
of posterior sutures in-the outer corlex of the Jens at a dose
of 100 mghy or 4 tnn?s the maximum . réecommended- hy-
man dose on-& mg/m® basis. This finding may be due to in-
hibition of cholesterol biosynthesis by quetiapine. Quetiz-
pine caused a dose related reduction jn plasma cholestero}
levels in repeat-dose dog and monkey studies; however,
there was no correlation between plasma cholesmml and
e presence of cataracts jn individual dogs. The appear-
soce of deita.8-cholestanol in plasma is consistent with & e,
hibition of o Late stage in cholestero] biosyitbesis m these
species. There slso wasa 95% reduction in c}mlesteml con-
teni. of the puter corlex of the lens cbeerved ia a special
study in queuapme weated female dogs. Drug related ala-
racks have not been seen in any other species; howeves, in s
i-year study in monkeys, a striated appearance of the ante-
viar Jens sorface wos detected in %7 females at & dose of
225 mgfhg or 3.5 times the maximum recommended humas
dose on a mg/m® basis
Al trademarks are the property of the ﬁmtmﬂeneca group
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TENORMIN® (stenolol), a synthet:: bzta;-snledxve (ear-
Jloseldclive) aéranoreceptor himk}sg agent, may be chemi-
cally desciibed as ‘benzeneacetimide, 4-12"-hydroxy-3°-j(1-
wedlicthyl} aminel propoxyl-. The molecular and
structaral formulas are:

aH
" QCHCHCH, NHCH{TH, ),

CaatlaphizOn
CHACONH,

Atesolol (free base) has 5 moleculas, weight of 266.°It 15 a
relatively polar hydrophilic compound with a water w]u!nl
ity of 26.5 meg/ml. at 37°C and a log partition coefSeiert {oc-.
tanelwater} of €23 1t is frecly soluble in 3N HQI
{360 mg/mL’ &t 25°C) and fess souble in cbiorufurm
{3 mpfmml, at 2570,

TENGRMIN is available as 25, 50 and 100 mg tablets for
oral administration.

Indctive Ingredients:  Magnesinm stearate, microcrystal:
live colluiose, povidone, sedium- starch givcol.:w
CLIMICAL PHARMACOLOGY

TENORMIN 15 2 beta,-selective {cardipselective] beta
adrenergic receptor blocking agent without membrane sta-
biliring or intrinsic sympathomemetic (partial aponist} ae
Wviies. This preferentinl effect is not absoiute, however,
and ai higher doses, TENORMIN inhibits betag-adrenore:
ceptors, chieBy Jocated in the browvehial and vascalar
mugsculature.

Pharmacokinetics and Metabolism:  Tn man, absorptins of
an oral dose is rapid and consistent but incomplete. Approx-
mmately 50% of an oral dose is absorbed from the gastroin.
testinal iract, the remainder being excreted unchanged in
the feces. Peak blood levels are reached between two (2} snd
four (4} hours after ingestion. Undike propranclol or weto-
prolol, but like nadoled, TENORMIN undergoes hittle or no
melabolism by the liver, and the absarbed portion is elimi-
nated pnmarsly by renal exeretion, Over B5% of an intrave-
nous dase is excreted in urive within 24 hours compared
with approximately 50% for an oral dose. TENORMIN also
differs froz gropranoled o that only a smzl] ameunt (6%
16%) is bound to protesns to the plasma. This kinetic profile
vesults in yelatively consistent plasma drug levnls with
about a fourfold interpsbient variation '

The eliminstion half-life of oral TENORMIN is_spproxi-
snately 6 to 7 hours, and there is no alteration of the kinetic
prefile of the drug by dwronic administration. Following in-
travencus administration,; peak plasma Jevels aye reached
within 5 minutes. Declines from peak levels are rapid (5- 1o
0-fald} during the firsl 7 hours; thereafter, plasma levels
decay with a hall life similar ts that of orally sdménistered
drug. Following eral doses of 50 mg or 100 mg, both beta-
blacking and antihypertensive effects persist for at least 24
nours: When renel fonclion is impaired, elimination of
TENORMIN is closely related 1o the glomerular Sltration
rate; significant accumnlation oocurs wheu the creatinine
clearance falls below 35 mlfmin/t 73m? {Sec DOSAGE
AND ADMINISTRATION )

Pharmacodynamics: In standard animal or human phar-
macelogicat tests, beta-adrenoreceptor blocking aclivity of
TENORMIN has been demonstrated by: {1} redustion in
resting and exercise heart rate and cardiac oulput, {2) ree.
duction of systolic and diastalic blood pressure aL rest and

senling within 12 bours {mean = 5 hours) afler the onset of
pan were randomized to ¢ither tenventional therapy plus
TENORMIN (o = 8337). or conventional therapy alone
{n = 7,990). Patients with 3 beart rate of < 50 bpm or sys-
tolic blood preasure < 100 mm Hg, or with other contrasn.
dications 10 beta blockade were exctuded Thirty-cight per-
ceat of each group were Lreated within 4 honrs of onset of
pain. The mean time fiom enset of pain to entry was 50 =
2.7 hours in both proups. Patients in the TENORMIN group
were to receive TENORMIN 1V Injection 5-10 mg given
over § mibutes plus TENORMIN Tablets 50 mg every 12
hours erally on the first study day (the $irst oral dose ad-
ministered about 15 minvies after the IV dose) followed by
either TENORMIN Tablets 100 mg once daily or
TENORMIN Tablets 50 mg twice daily on days 2-7. The
groups were Simitar in demographic and medical history
characteristics and in electrocardiographic evidence of
myocardial infarction, bundle branch block, and Srst-degree
atrioveatricutar bluck al entry,

During the treatment peried {dayes 0-T}, the vascular mor-
tality raies were 3.89% n the TENORMIN proup (313
desths) and £.57% in the control group {365 deaths). This
sbsolute difference in rates, 0.68%, is statistically signib-
cant ot the P < 0,05 level The absofute difference transiates
into a properiionai reduction of 15% (3_A8-4 57/4.57 = 0.15%
The 95% coufulence himits are 1%-27%. Meost of the
difference was attributed to wortaiity in days ©-1
(TENORMIN - 321 deaths; control - 171 deaths).

Bespite the large size of the 1815-1 trial, # is ot pessible 1o
identify clearly subgroups of patients most likely er least
likely. te benefit from early. treatment witk atenoiol Goed
chinjcal judgment supgests, however, that patients who are
dependent sa sympathetic siimulstion for maintenance of
adequate cardiac output and blood pressure are not good

o exercise, (3) inhibitien of # induced tachyear-
dia, and {4} redoction in refex.orthostatic mchymrdja

A significant betablocking efiect, of TENORMIN, a5 mea-
swred by reduction: of exercise tachyeardia, is apparent
within sae hour fellowing oral admmmhatmu of a single
dose. This efect is maximal at absul 2 to 4 hours, and per-
sists for at Jeast 24 hours. Maximum reduction in exervise
tachyoardia octurs within 5 minutes of an inlraveneus dose:
Far both arally and intravenonsly adwinistered drug, the
duration of action bs dese related and alse bears a Snear
re!.monshjp to the Yogarithm of plasma TENORMIN son-

centration, The effect on exercise tachyrardia of 2 single )D
wi. intravenons dose is largely dissipated hy 12 howrs,

whereas beta-blocking activity of single oral doses of 50 mg
and 100 g is stilk evident beyond 24 hours follering ad-
ministration. ]{Qwever, as has been shown, for all beta-
blotiring sgeuts, the atihyperiensive effect does not appear
o be related to plasma Jevel |

In normal subjects, the beta, seiv.ctw:ty ofTI:.NORMIN has
been shown by its reduced abililty to reverse the beta,
mediated vasodilating effect of isnproterenol as compared 1o
equivalent beta-blocking doses of propranoclel In asthwmatic
patients, a dose of TENORMIN producing » greates effect
on resting heart rate thaz proprandfolresulted in much Jess
inerease in airway resistance. §s a placebo coztrolled com.

parison of approximately equipotent oral doses of several
beta bleckers, TENORMIN produced a significantly swafler
decrease of F‘EV than nonselective beta blockers such as
propranolo]l and, unlihe those agends, .did 5ot inhibit bron-
<hedilation in response to isoproterenal,

Cuonsistend with its negative chronotropic effect due io beta
bleckade of the 84 node, TENORMIN inaeases sinus cycle
Sength and smus rode recovery time. Conduction in the AV
nirde is alse profenged, TENORMIN is devoid of membrane
stab).hzmg activity, and Increasing the dose well heyond
that prodiicing hets blockade does not further dupre.ss my

ocardial contractility Several studies have demonstrated a
wmoderate {apprnmaw}y 0%} increase n stroke volume at
rest and during exexcise.

In controfled clinical trinls, TENORMIN, .given as a smgle
daify ¢ral dese, was ap eﬁ'echve ant:hypcnenswe ageal pro-
viding 24-hour reduction -of blaod pressure. TENORMIN
has been studied in combination with hiazide-type divret.
ics, and the blood pressure cffects of the ombinalion zre
approzimaiely additive. TENORMIN is also compatible
with methylopa, hydsalazine, and prazosin, each combina-

tion resulting in a barger fall in blood pressore thanswith the
nmgkz agents. The dose range of TENORMIN is narpow and
mcmasmg the dose beyond 100 mg once daily is not associ

ated with increased. antikypertensive effect. The mecha-

nisms of the antihypertensive effects of betablocking
agents have ool been established Several possible mecha-
nismos bave beea proposed and include: {1) competitive an.
tagenism of eatecholamines al peripheral {especially car-
diac) adrenergic nevron sites, leading to decreased cardiac
output, {Z) 4 central effect leading to reduced sympathetic
outflow to the periphery, and (3} suppression of renin sctiv-
ity The zesults from Jong-term stedies haye yot shows any
dmunuimn of the antibypertensive eﬂicacy of TEMORMIN
with prolonged use.

By blocking the positive chrono{m;nc and mom)pnc effects of
catecholamines and by decreasing blood pressure, atenolol
generally reduces the axypen requirements of the heart st
any given level of effert, vonking it useful for mapy patients
in the lengderm wansgewent of angine pectors. Op the
wther hand, alenoiol increase oxvgen requirements by in-
creasing left ventricular fiber length and end diastolic pres-
sure, parliculariy in patients with heart failare. .

In a rmulticenter clinical trial (3515-3) conducted in 16,027
petients with suspected myocardial infarcijon, patients pre-

candidates for beta blockade. Indeed, the trial protocol re-
flected that jodgment by exciuding patients ‘with blood Pres-
sure consisteatly below 100 mum. Hg systolic. The overall re-
sults of the study, are compatible with the possibility that
patients with borderfine boed pressure (less than 120 mm
Hg systolic), especially if gver 64 years of age, are less Hkely
to benefit.

The smechanism %.hmugh w]nch atenolol mprwes sumval
in patients with definite or sispected acute myocardial in-
Laretion i5 unioewn, as is the case for other beta blockers in
the past.m.fard.mn setting. Alenolol, in addition tp its effects

- o survivad dias shown other clinical benebts including re.

duced frequency, of venlrieular premature heats, reduced
chest pain, and reduced enzyme elevation. . -

A tol Geriatric Phan togy: in general, elderlv pa
tients present higher atenclol plasma levels with total dear-
ance values sbout 50% Jower than younger subjevts, The
half-dife is markedly longer in the elderly compared to
younger subjects. The reduction in atenolel clearance fol-
lows the general trend that the elimipation of resally ex
creted drugs is deereased with jncrea.sing age. -

INDICATIONS AND USAGE

Hypertension: - TENORMIN is indicated 1n the manage-
ment of hypértension. N may be used alope or concomd-
tantly with other antthypertensive agents, particularly with
a thizzide-type diuretic.

Angina Pectoris Due 1o Corenary Atherosclerosis:
TENORMIN is indicated for the long-term managemeat of
patients with zngina peclenis.

Aciite Myccardial infarction:  TENORMIN is indicated in
the management of hemedynumically stable patients with
definate of sitspecied acule myocardial infarclion Lo reduce
cardiovascular rzostality. Treatsuent tan be initiited ss soon
as the patient’s clinicel condition ulows. (See DOSAGE
AND ADMINISTRATION, CONTRAINDICATIONS, and
WARNINGS } i general, there Is no basis for treating pa-
tieots Jike thest who were eacluded from the IS1S- trial
{bluod pressure fess than 100 mra Hg systolic, heart rute
Yess that 50 bpm) or have other reasons b aveid beta block-
ade As noted abivé, some subgroups (ez; elderiy patients
with systolic biood pressure below 120 mm Hgr seemed less
hkely to benefL -
CON’I‘R.MND!CATIONS

TENOIMIN is ‘contraindicated in sinus bradycardza h»eart
block greatér thas first degrae, cardiogenic shack, and overt
cardiae failure, (See WARNINGS.}

TENGRMIN is contraindicated in those patients with = his-
iory of hypersensitivity L the alenciol or any of the drug
product’s components. -

WARNINGS

Cardiae Failure: Sympathetic 5tunnlalmn i neckssary in
supporting circilatory function in songestive brart fatlure,
and beta bleckade carries the potential haeiid of farther de-
pressing myvcardial contraetility and precipitatisg more se-
vere fatlure. I patients whii have congestive heart faslure
comtrolled by digitalis and/er diuretics, TENORMIN should
be administered cautious!y. Both digitalis and atenslol slow
AV conduction.

I patients with acute myocardial infarction, card:a¢ failure
which iz nol promptly and effectively congrolled by 80 mg of
infraventus hurosemide or equivalent therapy ls 2 contrain-
dication to beta blocker treabment

tn Patients Witheut a History of Cardiac Failurer Cootin-
ved depression of the myocardinm wnh beta-blocking
agepds over a period of time can, in some cases, Jead Lo car-
dize fathere. At the first sign or symplom of unpend.mg car-

Continued on next page
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