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Tabje 4: Fregquent Treatment-Emergent Adverse Events
{=5% Incidence and Greater Incidence With
BYETTA Treatment) Excluding Hypoglycemia*
Placeho BID Al BYETTA BID
N = 483 N = 963
% %o
Nausea i3 44 -
Vomiting 4 13
Diarthea 8 12
Feeling Jittery 4 ]
Dizziness 8 9
Headache L] 9
Dyspepsia k] 8

*In three Bﬂlweel_i placebo-controlled clinical trials,

The adverse events assoctated with BYETTA generally were
mild to moderate in intensity, The mast frequently reported
adverse event, mild tp moderate nausea, occurred in a dose-
dependent faghion. Wl?.h continued therapy, the frequency
and severity decr?ased avel time in most of the patients
whe initially eXperienced nausea. Adverse events reported
in =1.0 te <5.0% of patients receiving BYETTA and re-
ported more frequently than with placebo includéd esthenia
(mostly reporied as weakness), decreased appetite, gastro-
esophageal reflus disease, and Hyperhidiosis. Patients in
the extension studies at 62 weeks experienced similar types
of adverse events observed in the 30-week controlied trials.
The incidence of withdrawal due to adverse events was 7%
for BYRT'TA-treated patients and 3% for piacebo-treated pa-
tients. The most commen adverse events leading to with-
drawal for BYETTA-treated patients were nousea {3% of pa-
tients] and vomiting (1%). For placebo-treated patients,
<1% withdrew due to nansea and 0% due to vnm]tmg

Use with a thiazolidinedione

In'the. 16-week placebo-controlled stody of BYETTA add-on
t0 a thiazolidinedione, with or witheut metformin, the inci-
dence and type of other adverse events observed were sim-
ilar to those seen in the 38-week controlled clinival trials
with metformin andfor a sulforiylurea, No serious adverse
svents wére reported in the placebo arin. Two sericus ad-
verse events, hamely chest pain (leading to withdrawal) and

chronic hypersensitivity pneumenttis, were reported in the

BYETTA arm.

The incidence of _wj.thdrawa} due to adverse events wag 16% -

(18/121) for BYETTA-treated patients and 2% (2/112) for
placebo-ireated patients. The most common adverse events
leading to withdrawal for BYETTA-tréated patients were
neuses (9%} and veiniting (5%, For placebo-treated pa-
tients, 1% withdrew diae ta hausea. Chills (n = 4) and
injection-site reactions {n = 2} ocewrred only in BYRETTA-
treated patients. The ftwo patients whe reported ‘Bn
injection-site reaction had high titers of anti-exenatide anti-
bedy. o
‘spomaneous Data

Since market introduction of BYETTA, the following addi-
ticnal adverse reactions have been reperted Because these
avents aré reported voluntarily from a population of uncer-
tain size, it {s not always possible to reliably estimate their
frequency or establish a causal relationship to drug expo-
s0r8,
{eneral: injection-site reactions; dysgeusia; samnolence,
INR increased with concomitant warfarin use (some reports
agsociated with bleeding),
AHETgnyprraensltlwty generalized pruritus and/or arti-
raria, mecular er papular rash, angioedema; rare reporiz of
anaphylactlc reaction.
(astreintestinal:. . nausea, vomiting, andfor dinrrhea re-
sulting in dehydration with some reports associated with in-
creased seruin ereatininefacute renal failure that may be re-
versible if treated appropriately; abdominal distension,
abdominal pain, eructation, constipation, fatulence, acute
pancreatitis. .
Immunegenicity
Longistent with the pntentlaliy immunogenic plOpEI‘tlLS of
protéin and peptide pharmaceuticals, patients may develop
anti-exenatide antibodies. following tremtment with
BYETTA, In most patisnts whe develop antibodies, anti-
hady titers diminish over time.
In the 30-week controlled trials of BYETTA add-on to met-
firmin and/or suifonylovea, 38% of patients Had low titer
anti-esenatide antibodies’at 30 weéeks. For this group, the
level of glycemic contral (HbA,} was generally comparable
to that observed in those Without antibody titers. An addi-
tional 6% of patients had higher titer antibedies at 20
weeks. In about half of this 8% (3% of the total patients
given BYETTA in the 80-week controlled studies), the gly-
cemic response to BYETTA was atteénuated; the remainder
had a glycemic respense comparable to that of patients
without antibodies.
Tn the 16-week trial of BYETTA add-on to thiazolidinedi-
one, with or without metformin, 9% of patients had higher
titer antibodies at 18 weeks. Compared with patients whe
did naot develep antibodiep to BYETTA, on average the gly-
cetnic response in patients with higher titer antihodies was
attenuated.
The.patient’s glycemic response to BYETTA should be mon-
itored. If there is worsening glycemic conirol or failure te
achieve targeted glycemit control, alternative antidiabetic
therapy should be considered. .

OVERDOSAGE. -

In a ciinieal study of BYETTA, three patients wnth type 2
dizbetes each experiénced & single overdese of 100 meg 8C
(10 times the maximum recommended dose). Bffects of the
overdoses included severe navses, severe vomiting, and rap-
idiy declining blood glucese concentrations. One of the three
patients experienced severs hypoglycemia reguiring paren-
teral glucose administration, The three patients recoverad
without complication. In the event of overdose, appropriate
supportive treatment should be initiated according to the
patient’s clinical signs and symptoms,

DOSAGE AND ADMINISTRATION

BYETTA therapy should be initiated at 5 meg per dose ad- [

ministered fwice daily at any time within the §0-minute pe-
riod before the morning and evening raeals {or before the
two main meals of the day, approximately § hours or more
apart), BYETTA should not be administered after a resl.
Based on clinical reeponse, the dose of BYETTA can be ins
creased to 10 meg twice daily after 1 month oftherapy Each
dose should be administered as a 58 injection in the thigh,
abdomen, or upper arm.

BYETTA is recommended for use in patients with type 2 di-
sbites mellitas whe are already receiving metformin, a sul-
fonylurea, a thinzolidinedione, a combination of métformin
and a sulfonylurea, or a combination of mefformin end a
thinzolidinedione, and have suboptimal glycemic control.
When BYETTA is added to metformin or thiazolidinedione
therapy, the curent dose of metformin or thiazolidinedione
can be continued as'it is unhke]y that the dese of metformin
or thiazotidinedione will require adiustment due to hipogly-
cemia when used with BYETTA, When BYETTA is added to
sulfonylurea therapy, a reduction in the dbse of sulfonylirea
ray be considered to veduce the risk of hypoglycemia (see
PRECAUTIONS, Hypoglycemia).

BYETTA is a clear and colorless Hguid and should not'be
used if particles appear or if the solution is cleudy er col-

: ored, BYETTA should net be used past the expiration date.

Nao data'are available on the safety or effeacy of intravenous
or intramusoular injection of BYETTA.
STORAGE

¢ Prior to first use, BYETTA must be stored refrigerated at

36°F to 46°F (2°C o 8°C), After first use, BYETTA can be
kept at a temaperature not to exceed T7°F (25°C) Do not
frevze. Do not use BYETTA if it has been frozen. BYETTA
should be protected from light. The pen should be discarded
3¢ days after first uss, even if seme drug remains in the pert.

HOW SUPPLIED

BYETTA is supplied as a sterile boluhon fur subcu{aneous
injection containing 256 meg/ml. exenatide. The followmg
packages are available:
5 meg per dose, B0 doses, 1.2-mL
prefilled pen
10 meg per dose, 60 dcses 2.4 mL
prefilled.pen - :
Rx ONLY -
Manufactured far Amylm Pharmaceutmals Inc., San Dlegn,
CA 92121 .
Marketed by Amylm Pharmaceuticals, Inc. .and Eh Lilly
and Company 1-800-868-1186 .
http:forarw BYETTA. com
Literature Revized February 2007
BYETTA is a registered trademark ofAmyIm Pharmaceuts-
cals, Inc.
D 2007 Asmylin Pharmaceuucals‘ Inc. Al rights reserved
822001-GG
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SEROQUEL® T B

{s2-ra-kebal]
{quetiapinse !umara:ei
TABLETS

B only.

increased Mortality in Elderlv Patients with Demennau .
Related Psychosis
Elderly patients with dementia‘related- psychosis
treated with atypical antipsychotic drugs are.at an-in-
creased risk of death compared te placebo. Analyses of
saventeen placebo-controlled trials {modal duration of
18 weeks) in these patients revealed a risk of death in

- the drug-treated patients of between 1.6 t¢ 1.7 times
that seen in placebo-treated patients. Qver the course !

of a typical 10 week contraiied trial, the rate of death in
drug-treated patients was about 4.5%, compared to a
rate of about 2.8% in the placebo group, Although the
causes:of death were varied, most of the deaths ap-
peared to be either cardiovascular {eg. heart faifure,
sudden death) or infectious {eq; preumonial in nature,
SEROQUELR (quetiapine) is nat approved for the treat--.
mant of patients with Dementia-Related Psychosis.

Suicidality and Antidepressant Drugs - Antidapres-
sants increased the risk compared to placebo of sui-
cidal thinking and behavior [suicidality} in children, ad-
olescents, and young adults in.short-term studies of
major deprassive disorder (MDD) and other psychiatric |
. disorders. Apyone considering the use of SEROQUEL
or any other antidepressant in-a child, adolescent, or
young adwlt must balance this risk with the clinical
need. Short-term studies did not show an increase in
the risk of suicidality with antidepressants compared
_to placebo In adults beyond age 24; there was a reduc-
tion n risk with antidepressants compared to placebo
in adulfs aged 85 and older. Depression and certain
ather peychiatric disorders are themselves associated
with increases in the risk.of suicide.-Patients of afi ages
wha are started on antidepressant therapy should be
_monitored appropnatelv and observed closely for ¢lin-
ical wor: g Y, Br changes in. be-
havior. Families and caregivers shouid be advised of
the need for close observation and gommunication
with the prescriber. SEROQUEL is not.approved for use
in pediatric patients. {See Warnings: Clinical Worsen-
ing and Sui¢ide Risk, Precautions: informaticn for Pa-
tients, and Preeautions; Pediatric Use]. .

DESCRIPTION

SEROQUEL® (quetinpine fumarate) is-a psycho*ropw agent
belenging to a chemical class, the dibenzothiazepine deriva-
tives. The chemical desipnation is 2-[8-(4-dibenzo {bf]
f1,4]thiazepin-11-yl-Hpiperazinyllethoxyl-ethanel fumarate
(2:1) (salt). It is present in tablets as the fumarate salt. Al
dosés and tablet strengthe ave éxpressed as milligrams of
base, not as fumarate salt. Itz molecular formuls is
CzHgoNg0,S,*C,H, 0y and it has a molecular weight of
883.11 (fumarate salt). The structural formula isr -

@b

Quetaapme ﬁ.lmarate isg whita to off-white crystailme pow-
der which is medarately scluble 1n water. .
SEROQUEL is supplied for oral administration as 28 mg
{round, peach), 50 mg (round, white), 100 mg {round, yel-
low), 200 mg {(reund, white}, .308 mg {capsule-shaped,
white), and 400 mg {eapsule-shaped, yellow) tablets.
Inactive ingredients aré povidone, dibasic dicaleinm phos-
phate dikydrate, microcrystalline celinloss; sodiwm staréh
glycolate, lactose monchydrate, magnesium stearate,
hypromeliose, polyethylene glycol and titaninm dicxide.
The 25 mg fablets contain red ferric oxide and yellow ferric
oxide and the 100 mg and 400 mg tablets contain only yel-
low formic axide.

CLINICAL PHARMACOLOGY S

Pharmacodynamics

SERCQUEL 1s an antagonist at multiple )"chrotrans*mtter
receptors in. the brain: -sevotenin - 6HT;, and 5HT,
(1Cx0,=T17 & 148nM respectively), depamine D; and Dy
(IC;5,=1268 & 329eM respectively),. histamine F,
{I0o=30nM), and adrenergic oy and oy recaptors [C5 =84
& 271nM, respectively). SEROQUEL has no appreciable af-
finity at tholinergic muscarinic and, benzudiazepine recep-

2

tors {1C4p>5008 nM),

The wachanpisin of action of SEROQUEL as with uther
drugs having efficacy in.the treatment of schizephrenia and
bipetar disorder, is unknown. Howevar, it has been proposed
that the efficacy of SEROQUEL in .schizophrenia and-iis
mood stabilizing properties in bipoler depression and mania
are mediated through a combination of dopamine type 2
{Dy} and serotenin type 2 (5HT,} antagonism. Anfagonism
at yeceptors-other than dopamine and 5HT, with similar re-
veptor affinities may explam some of the sther effects of
SEROQUEL. .

SERCGQUELs antdgomsm of h.e.tamme F| receptors may
expldin the somnolence ohserved with this drug.
SEROQUEL's antagonism of edrenergic a; receplors may
explain the prihostatic hypobensiun observed with this drug.
Pharmacckineties

Quetiapine fumarate actﬂnty is primarily due to the parent
drig. The multiple-dose pharmacolkinetics of quetiapine are
dose-proportienal within the.proposed chnical dose range,
and guetiapine accumulation is predictable upon multiple
desing, -Elimination of quetiapine is mainly via hepalic me-
taholism with a mean terminal half-life of about & hours
within the proposed clinical dose .range. Steady-state con-

Continued on next page
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centrations are expected to be achieved within two days of
dosing. Quetiapine is unlikely to interfere with the metab-
olism of drugs metabolized by cytochrome P450 enzymes.
Absorption:  Guetiapine fumarate is rapidly absorbed afier
oral administration, reaching peak plasma concentrations
in 1.5 hours. The tablet formulation is 300% bicavailable
relative to solution. The bicavailability of quetiapine is mar-
ginally affected by administration with food, with Cp,, and
AUC values increased by 25% and 15%, respectively:
Distribution: Quetiapine is widely distributed throughout
the body with an apparent volume of distribution of 104
L/kg. It 18 83% hound to plasma prateins at therapeutic con-
centrations. In vitro, quetiapine did not affect the binding of
warfarin or diazepsm to human serum albumin. In turn,
neither warfarin ner diazepamy altered the binding of
quatiapine,

Metabo!lsm and Elmination: Following a single oral dose
of YC-quetiapine, legs than 1% of thé administered dase
was excreted as unchanged drug, indicating that quetiapine
is highly metabolized. Approximately 73% and 28% of the
dose was recovered in thé rine and feces, respectively,
Quetiapine is extensively metabolized by the liver, The ma-
Jjor metabolic pathways are sulféxidation to the sulfoxide
metabolite and oxidation to the parent acid metaholite; hoth
metabolites are pharmacologically inactive, In vitro studies
using human liver microsomes revealsd that the cyto-
chrome P450 344 isnenzyme is involved in the metabolism
of guetiapine to its major, but mactxve sulfoxide metdbohte
Paputation Subgroups:

Age: Oral clearance of quetiapine was reduced hy 40% in
elderly patients (= 65 years, n=9) compared to young pa-
tients (n=12); and dosing adjustment may be necessary (Sec
DOSAGE AND ADMINISTRATION),

Gender: There is no gender effect on the pharmacokinetics
of quetiapine.

Race: There is no race eﬁ'ect on the pharmaeckineties of
quetiapine.

Smoking: Smoking has no eﬁ‘ect on the oral ¢ledrance of
quetiapine,

Renal Insufficiensy: Patlents wnth severe renal jmpair-
ment (Cler=10-30 mLAnin/1.73 m® n=8) had a 25% lower
mean ora} clearance then normal sub;ects {Cler > B0 mls
min/1.73 m? n=8}, but plasma quetiapine eoncentrations in
the subjects with renal insufficlency were within the range
of goncentrations seen in normal subjects receiving the
same dose. Dosage adjustment i3 therefore not needed in
these patients.

Repatic Insufficiency:  Hepaticaily impaired patients (n=8)
had a 30% lower mean oral clearance of yuetiapine than
pormal subjecis. In two of the 8 hepatically impaired pa-
tients, AUC and C,,, were 3-times higher than those ob-
served typically in healthy subjects. Sinee quetiapine is ex-
tensively metabolized by the liver, higher piasma levels are
expacted in the hepatically impaired population, and dosage
edjustment may be needed (See DOSAGE AND ADMINES-
TRATION).

Drug-Drug. Interactions: Iz vitro enzyme inhibition data
suggest that quetiapine and 9 of its metabolites would have
little inhibitory effect on in vivo metabolism mediated by cy-
tochromes P450 1A2, 209, 2C19, 2D6 and 3A4.

Quetiapine oral clearance is increased by the prototype cy-
tochrome P450 3A4 inducer, phenytoin, and decrensed by
the prototype cytochrome P450 3A4 mhibitor, ketoconazole.
Dose adjustment of quetiapine will be necessary if it is co-
administered with phenytoin or keteconazole (See Drug In-
tersctions under PRECAUTIONS and DOSAGE AND
ADMINISTRATION).

Quetiapine oral clearance is not inhibited by the non-
specific enzyme inhibitor, cimetidine.

Quetiapine at doses of 750 mgiday did not affect the sipgle
dose pharmacokinetics of antipyrine, Yithium or lorazepam
{Bee Drug Interactions under PRECAUTIONS),

Clinical Efficacy Data

Bipolar Disorder

Depression

The efficacy of SEROQUEL for the treatment of depressive
episodes associated with bipolar disorder was established in
2 identical 8-week, randemized, double-blind, placebo-
controlled studies (N=1045), These studies included pa-
tients with either bipoldr 1 or II disorder and these with or
without a rapid cycling course. Patients randomized to
SEROQUEL were administered fixéd doses of either 300 mg
ar 600 ing onee daily.

The primary rating instrument used to assess depressive
symptoms in these studies was the Montgomery-Asberg De-
pression Rating Scale {MADRS), a 18 item clinician-rated
scale with scores ranging from G to 80. The primary end-
point in both studies was the change from baseline in
MADRS score at week 8. In both studies, SEROQUEL was
suparior to placebe in reduction of MADRS score. Improve-
ment in symptors, as measured by change in MADRS score
relative to placebo, was seen in both studies at Day 8 (Week
1} and onwards. In these studies, no additional benefit wag
seenwith the 606 mg dose, For the 300 mg dose group, sta-
tistically significant improvements over placebo were seen
in overall quality of life and satisfaction related to varous
areas of functioning, as measured using the G-LES-QSF),
Mania

The efficacy o{‘SEROQUEL in the trcatment of acute manic
episodes was established in 3 placebo-controlled trials in pa-
tients who met DSM-IV criteria for Bipolar I disorder with

manie episodes. These trials included patients with or with-
eut psychotic leatures and excluded patients with rapid ey-
cling and mixed episedes. Of these trials, 2 were mono-
therapy (12 weeks) end 1 was adjunet therapy (3 weeks) to
sither lithium or divalproex. Key vutcomes in these trials
were change from baseline in the Young Mania Rating Scale
[YMRS) score st 3 and 12 weeks for monotherapy and at 3
weeks for adfunct therapy. Adjunct therapy is defined as the
simultanesus’ initiation or subsequent administration of
SERCQUEL with lithium or divalproex.

The primary rating instrument used for assessing manie
symptoms in these trials was YMRS, an 11-item clinician-
rated scale traditionaily used to assess the degree of manic
symptomatology (frritability, disruptive/aggressive behav-
ior, steep, elevated moed, speech, increased activity, sexual
interest, language/thought disorder, thought content, ap-

pearance, and insight) in & range from 0 {no manic features)

to 89 (maximum scorel.
The results of the trials follow:
Menotherapy
In two 12-week trials (n=300, n=298) comparing
BEROQUEL to placebo, SEROQUEL was superior to pla-
cebo in the reduction of the YMRS total score at weeks 3 and
12. The malority of patients in these trials taking
SEROGUEL were dosed in a range between 400 and 800 mg
per day.
Adjunct Therapy
In this 3-week placebo-controlled trial, 170 patients with
acute bipolar mania (YMRS = 20) were randomized to re-
ceive SEROQUEL or placebo as adjunct treatment (o lith
jum or divaiproex. Patients may or may noi have received
an adequate treatment course of lithivm or divalpreex prior
to randomization. SEROQUEL was superior to placebo
when added to lithium or divalpreex slone in the reduction
of YMRS total seote.
The majority of patients in this trial taking SEROQUREL
were dosed in 4 range between 400 and 800 mg per day. In &
similarly designed trial (n=200), SEROQUEL was associ-
ated with an improvement in YMRS scores but did not dem-
ensirate superiority to placebo, possibly due to a higher pla-
eebo effect.
Schizophrenia
The efficacy of SEROQUEL in the treatment of schizophre-
nin was established in 3 short-term {5-week} controlled tri-
als of inpatients with schizephrenia who met DSM IIL-R ¢ri-
teria for schizophrenia. Although a single fixed dose
haloperidol arm was included as a comparative treatment
in one of the three trials, this single haloperidel dose group
was inadequate to provide a reliable and valid eomparison
of SEROGUEL and haloperidel.
Several Instruments were used for assessing psychiatric
signz and symptoms in these studies, among them the Brief
Psychiatric Rating Scale (BPRS), a mult-item inventory of
general psychepathelogy traditionally used to evaluate the
effects of drug treatment in schizophrenia. The BPRS psy-
chosis eluster (conveptual diserganization, hallusingtory be-
havior, suspiciousness, and unusual thought content} is con-
sidered a particularly useful subset for assessing actively
psychotic schizophrenie patients. A seeond traditional as-
sessment, the Clinical Giobal Impression (CGI), veflects the
impression of & skilled observer, fully familiar with the
manifestations of schizophrenia, about the overall cliniecal
state of the patient. In addition, the Seale for Assessing
Megative Symptoms (SANS), a more recently developed but
less well evaluated scale, was employed for assessing nega-
tive symptarns.
The resu}ts of the trials follow:
. In 2 6-week, placebo-controlled trial (n-361) involving
5 fixed doses, of SEROQUEL (75, 150, 300, 600 and
750 mg/day on a iid schedule), the 4 highest doses of
SEROQUEL were generally superior to placebo on the
BPRS total score, the BPRS psychosis cluster and the
CGI severity score, with the maximal effect seen at
300 mefday, and the effects of deses of 150 to 750 mg/
day were generally indistinguishable. SEROQUEL, at
a dose of 300 mg/day, was superior to placebo on the
SANS.
. In a G-week, piacebo‘contmlied trial {n=286) involving
titratior of SEROQUEL in high (up te 750 mg/day on a
tid schedule) and low (up to 250 mg/day on a tid sched-
ule} deoses, only the high dose SERCQUEL group
{mean dose, 600 mg/day) was genernlly superior to pla-
cebo on the BPRS total score, the BPRS psychosis clus-
ter, the CGI severity seare, and the SANS,
in & B-week dose and dose regimen cemparison trial
(n=618) invelving twe fixed doses of SEROQUEL
(450 mg/day on both bid and td schedules and 50 mg/
day on a bid schedule}, only the 450 mg/day (225 mg
bid schedule} dose group was generally superior to the
58 mg/day {25 mg bid) SERCQUEL dose group on the
BFRS total score, the BPRS peychosis cluster, the CGI
severity score, and on the SANS.
Examinativn of populatien subsets {race, gender, and age)
did not reveal any differential responsiveness on the basis of
race or gender, with an apparently greater effect in patients
under the age of 40 compared to those older than 40, The
clinical significance of this finding is unknown.

INDHCATIONS AND USAGE
Bipolar Disorder
SEROQUEL is indicated for the treatment of both:
* depressive episodes assoriated with bipolar disarder
* acute manic episodes associated with hipolar 1 disorder
as either monotherapy or adjunet therapy to lithium or
divalproes.

f3

w2

Infermation will be superseded bv suonlements and subsecuent editions

Depression

The efficacy of SEROQUEL was established in two identical
B-week randomized, placebo-controtled double-bEnd chinicat
studies that included either bipolar I or II patients {See
CLINICAL PHARMACOLORGY), Effectiveness has not
been syatematieally evaluated in clinical trizls for more
than 8 weeks,

Mania

The efficacy of SEROQUEL in acute bipolar mania was es.
tablished in two 12-week mounctherapy trials and one
3-week adiunct therapy trial of bipolar I patients initially
hospitalized for up to 7 days for acute mania (See CLINT.
CAL PHARMACOLOGY). Effactiveness has not heen sys-
tematically evaluated in clinieal trials for more than 12
weeks in monotherapy 3 weeks in adjunct therapy.

The physician who elects to use SEROQUEL for extended
periods in bipolar disorder should periodieslly re-evaluate
the long-term risks and henefits of the drug for the individ-
nal patient (See DOSAGE AND ADMINISTRATION).
Schizophrenia

SEROQUEL is indicated for the treatment of schizophrenia.
The efficacy of SEROQUEL in schizephrenia was estab-
lished in short-term (6-week) controlled trials of schizo-
phrenic inpatients (See CLINICAL PHARMACOLOGY).
The effectiveness of SEROQUEL in long-term use, that is,
for more than § weeks, has not been systematically evalu-
ated in controlled trials. Therefore, the physician who elects
to use SEROGUEL for extended periods should periodically
re-evaluate the long-term usefulness of the drug for the in-
dividual patient (See DOSAGE AND ADMINISTRA-
TION). -

CONTRAINDICATIONS

SEROQUEL is confraindicated in individuals with a known
hypersensitivity to this medication or any of its ingredients.

WARNINGS

Increased Mortality i Elderly Patients with Dementia-
Related Psychosis

Elderly patients with dementia-related psychosis treated
with atypical antipsychotic drugs are at an increased risk of
death compared to placebo, SERQGUEL (quetiapine] is not
approved for the treatmant of patients with dementia-
rejated psychesis (see Boxed Waraning).

Chinical Worsening and Suicide Risk

Patients with major depressive disorder (MDD, both adult
and pediatric, may experience worsening of their depression
and/or the emergence of suicidal ideation and behavior (sui-
cidality) or unusual changes in behavior, whether ar not
they ave taking antidepressant medications, and this risk
may persist until significant remission occurs, Suicide is a
known risk of depression and certain other psychiatric dis-
orders, and these disorders themselves are the strongest
predictors of suicide, There has been a long-standing eon-
cern, however, that antideprassants may have z role in in-
ducing wersening of depression and the emergence of sui-
cidality in certain patients during the early phases of
treatment. Pooled analyses of short-term placebo-controlled
trials of antidepressant drugs (S3RIs and others) showed
that these drugs increase the risk of suicidal thinking and
bebavior {suicidality) in children, adolescents, and young
adults (ages 18.-24) with major depresswe dm)rder (MDD}
and other psychiatrie disorders. Short-term studies did nat
show an increase in the risk of suicidality with antidepres-
sants compared to placebo in adults beyond age 24; there
was a reducthon with dntidepressants compared to placebo
in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children
and adolescents with MDD, ohgessive compulsive disorder
{OCDY, or other psychiatric disorders included a total of 24
short-term trials of 9 antidepressant drugs in over 4400 pa-
tients. The pooled analyses of placebu-controlled trials in
adults with MDD or othar psychiatric disorders included a
total of 295 short-term trials (median duration of 2 months}
of 11 antidepressant drugs in over 77,000 patients. There
was considerable variation in risk of suieidality among
drugs, but a tendency toward an increase in the younger
patients for almest all drugs studied. There were differences
in abselute risk of suicidality across the different indica-
tions, with the highest Incidence in MDD. The risk differ-
ences {drug vs placebo), however, were relatively siable
within age strata and across indications. These risk differ-
ences (drug-placebo difference in the number of cases of sui-
cidality per 1008 patients treated) are provided in Table L.

Table 1
Drug-Macebo Difference in Number of
Cases of Suicidality per 1000 Fatients
Treated

Age Range

Increases Compared to Placebo
<18 14 additional cases

18-24 & additional cases

Decreases Compared to Placebo
25-64 1 fewer case
65 8§ fewer cases

No suicides occurred in any of the pediatric trials. There
were suicides in the ndult trials, but the number was not
sufficient to reach any conclumon about drug eflect on sui-
cide,

it is unknown whether the suicidality risk extsnds to
ionger-term use, fe, beyond several months. However,
there is substantial evidence from placebo-controlled main-
tenance trials in adults with depregsion that the use of an-
tidepressants can delay the recurrence of depression.
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Al patients baing {reated with antidepressants for any in-
dication should be monitored appropriately and chserved
closely for clinical worsening, suleidatity, and unusual
changes in behavior, especially during the initial few
months ‘of a course of drug therapy, or at t:mes of dose
changes, either increases or decreases.

The fo%lowmg symptems, anxiety, agitation, panic attacks,
insomnia, irritability, hestility, aggressiveness, impulsivity,
akathizia (psychomotor restlessness), hypomania, and ma-
nia, have been reported in adult and pediatric. patients he-
ing treated with antidepressants for major depressive dis.
order as well as for other indications, both psychistric and
nonpsychiatric. Although a causal link between the emer-
gance of such symptoms and either the worsening of depres.
sion and/or the emergence of suividal impulses has not been
established, there is concern that such symptoms may rep-
resent precursors to emerging suicidality.

Consideration should be given to changing the therapeutic
regimen, including possibly diseontinuing the medication,
in patients whose depression is persistently worss, or who
are experiencing emergent suicidality or symptoms that
might be precursors te worsening depresgion or suxcsdahty,
especially if these symptoms are severa, abrupt In anset, or
were not part of the patient’s presenting symptoms.
Familles and caregivers of patients befng treated with an-
tidepressants for majer depressive disorder or other indi-
cations, bath psychistric and nonpsychiatric, shouid be
alerted about the need 10 monitor patients for the emer
gence of agitation, irritability, unusual changes in behavior,
and the other symptoms described above, as well as the
eamergence of suicidality. and to report such symptoms im-
mediately to health care providers. Such monitoring
should inclutle daily observation by families and caregiv-
ars. Preseriptions for SEROQUEL should be written for the
smallest quantity of tablets consistent with goed patient
management, in order to reduce the risk of everdase,
Screening Patients for Bipolar Disorder: A major depres-
sive episode may be the initial presentation of hipolar dis-
order, It is generally believed (though not established in
controlied trials} that treating such an episode with an au-
tidepressant alone may increase the likelihood of precipita-
tion of & mixed/manic episode in patients at rigk for bipolar
disorder. Whether any of the symptoms described above rep-
resent such a conversion is unknown, However, prior to ini-
tiating treatment with an antidepressant, patients with de-
pressive symptoms should be adequately screened to
determine if they are at risk for bipolar disorder; such
sereening should include a detailed psychiatrie history, in-
chuding a family history of suicide, bipolar disorder, and de-
pression. It should be noted that SEROQUEL is approved
for use in treating aduit bipolar depression.

Neureleptic Malignant Syndrome (NMS}

A potentiatly fatal symptem complex sometimes veferved to
as Neuroleptic Malignant Syndrome (NMS) has been re-
ported in association with administration of antipsychetic
drugs, including SEROGQUEL. Rare cases of NMS have been
reported with SERGQUEL, Clinical manifestations of NMS
are hyperpyrexiz, muscle rigidity, altered mental statos,
and avidence of autonomic instability (irregular pulse ar
blood pressure, tachyeardia, diaphoresis, and cardise dys-
rhythmia). Additional signs may include elevated creafine
phosphokinase, myoglobinuria {rhabdomyolysis) and acute
renal failurs,

The diagnostic evaluation of patients with this syndrome is
complicated. In arriving at a diagnosis, it is important o
exclude cases where the clinieal presentation ineludes bath
serious medical illness (e.g., pneumonia, systemic infaction,
ete.) and untreated or inadequately treated extrapyramidal
signs and symptems (EPS). Gther important considerations
in the differential diagnesis include central anticholinergic
toxicity, heat stroke, drug fever and primary central ner-
vous system (CNS) pathology.

The management of NMS should include: 1} immediate dis-
continuation of antipsychotic drugs and other drugs not es-
sential to concurrent therapy; 2} intensive symptomatic
treatment and medical monitoring, and 3) treatment of any
concemitant serious medical problems for which specific
treatments are available. There is no general agresment
about specific pharmacologiral treatment regimens for
NMS,

i a patient requires antipsyehotic drug $reatment after 1o
covery from NMS, the potential reintroduction of drug ther-
apy should be carefully considered. The patient should be
carefully monitored since recurrences of NMS have been re-
ported,

Tardive Dyskinesia

A syndrome of potentially frveversible, inveluntary, dyski-
netie movements may develop in patients treated with an-
tipsychotic drugs. Although the prevalence of the syndrome
appears {0 he highest among the elderly, especiaily elderly
women, it is impossible to rely upon prevalence estimates to
predict, at the inception of antipsychotic treatment, which
patients are likely to develop the syndrome. Whather antj-
psychotic drug pmduczs differ in theiy potential to cause tarA
dive dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood
that it will become irreversible are believed to increase as
the duration of treatment and the total comulative dose of
antipsychotic drugs administered to the patient increase,
However, the syndrome can develop, although much less
eommonly, after relatively brief treatment periods at low
doses.

There is no known treatment for established vases of tar-
dive dyskinesia, although the syndreme may remit, par-

tially or completely, if antipsyehotic treatment is with-
drawn. Antipsychotic treatment, itself, however, may
suppress {or partially suppress} the signs and symptoms of
the syndrome and thersby may possibly mask the underly-
ing process. The effeet that symplomatic suppression hag
upon the long-term course of the syndrome is unknown.
Given these considerations, SEROQUEL should be pre-
seribed in @ manner that is mest likely to minimize the oc-
currénge of tardive dyskinesia. Chronic antipsychotic treat-
ment should generally be reserved for patients who appear
to suffer from a chronic illness that {1} is known to respond
to antipsyehotic drugs, and (2) for whom alternative,
equally effective, but patentially less harmfnl treatinents
are not avai%able or apprupriate. In patienfs whe do require
chronie treatment, the smallest dose and the shortest dura-
ton of treatment producing a satistactory clinical response
should be sought. The need for continued treatment.should
be reassessed periodically.

I signs end symptoms of tardive dyskinesia appear in a pa-
tient on SEROQUEL, drug discontinuation should be con-
siderad. However, some patients may require treatment
with BEROQUEL despite the presence of the syndroma.
Hypergiycemia and Diabetes Mellitus

Hyperglycemia, In some cases extreme and associated with
ketoacidosis or hyperosmolar coma or death, has been ve-
ported in patients treatad with atypical antipsychetics, in-
cluding Seroqual (see ADVERSE REACTIONS, Hypergiy-
cemia). Assessment of the relationship betwaen atypical
antipsychotic use and glucose abnormalities is complicated
by the possibility of an increased background risk of diabe-
tes mellitus in patients with schizophrenia and the increas-
ing incidence of diabetes mellitus in the general population,
Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events
is not completely understood. However, spidemislogical
studies suggest an increased risk of Ereatment-emergent
hyperglycemia-related adverse events in patients treated
with the atypical antipsychotics. Precize risk estimates for
hyperglycemia-related adverse events in patients treated
with atypical antipsychotics are not available.

Patients with an established dizgnoesis of diabetes mellitus
who are started on atypical antipsychotics should be moni-
tored regularly for worsening of glucose control, Patients
with risk factors for diabetes metlitus (eg, obesity, family
history of dizbetes) who are starting treatment with atypi-
val antipsychotics should undergo fasting blood glucose tast-
ing at the beginning of treatment and’ periodically during
treatment, Any patient treated with atypical antipsychotics
should be monitored for symptoms of hyperglycemia includ-
ing polydipsia, polyuria, polyphagia, and weakness Pa-
tients who develop symptoms of hyperglycemia during
treatment with atypical antipsychotics should undergo fast-
ing hlood glucose testing. In some cases, hyperglycemia has
resolved when the atypical antipsychotic was discontinved;
however, some patients required continuation of anti-
dinbetic treatment despite discontinuation of the suspect
drug.

PRECAUTIONS

General:

Orthostatic Hypotension: SERCQUEL may induce ortho-
static hypotension associated with dizziness, tachycardia
and, in some patients, syncope, especially during the initial
dose-titration period, probably refiecting its ay-adrenergic
antagonist properties. Syncope was reported in 1% (28/
3265) of the patients treated with SERGQUEL, compared
with 0.2% (2/954} on placebo and about .4% {2/527) ot ac-
tive control drugs.

SEROQUEL should be used with particular caution in pa-
tients with known cardiovascular disease (history of myo-
cardial infarction or ischemic heart disease, heart failure ar
conduetion abnormalities), verebrovascular disease or con-
ditions which would predispose patients to hypotension {de-
bydration, hypovolemia and treatment with antihyperten-
sive medications). The risk of arthoestatic hypotension and
syneope may be mintmized by limiting the injtial dose to
25 mg hid (See DOSAGE AND ADMINISTRATION). I
hypotension occurs during titration to the target dose, & re-
turn o the previeus dose in the titration schedule is appra-
priate.

Cataracts:  The development of cataracts was observed in
association with quetiapine treatment In chronic dog stud-
ies {see ANIMAL TOXICOLOGY}, Lens changes have
aiso been observed in patients during long-term
SEROQUEL treatment, but a causal relationship to
SERQQUEL use has not been established. Nevertheless,
the possibility of lenticular changes cannot be excluded at
this time. Theretore, examination of the lens by meathaods
adequate to detect cataract formation, such as sfit lamp
exam or other appropriately sensitive methods, is recom-
mended at inftiation of treatrment or shortly thereafter, and
&t 6 month intervais during chronic treatment.

Seizures: Turing clinical trials, seizures occurred in 0.5%
(20/3490) of patients treated with SEROGUEL compared to
0.2% {2/554) on placebo and 0.7% (4527} on active contro}
drugs. As with other antipsychotics SEROQUEL should be
used cauticusly in patients with a history of seizures or with
conditions that potentially lower the seizure thresheld, e
Aleheimer’s dementia. Conditions that lower the seizure
threshold may be more prevalent in & population of 65 years
or alder.

Hypothyroidism: Clinical trials with SEROQUEL demen-
strated & dose-related decrease in tatal and free thyroxine
{T4} of approximately 20% at the higher end of the thera-

peutic dose range and was maximal in the first two to four
weeks of treatment and maintained without adaptation or
progression during more chrenie therapy, Generally, these
changes were of no clinical significance and TSH was un-
changed in most patients and levels of TBG were un-
changed. In nearly all cases, cessation of SEROQUEL treat.
mant was agsociated with a reversal of the effects on total
and free T4, irrespective of the duration of treatment. Aboug
(,7% (26/3489) of SEROQUEL pattents did experience TSH
incresses in monotherapy studies. Six of the patients with
TSH increases needed replacement thyroid treafment, In
the mania adjunct studiés, where SEROQUEL was sdded to
lithitm or divalproate, 12% (24/198} of SERCQUEL treated
patients compared to 7% (15/203) of placebo treated pa-
tients had elevated TSH levels. Of the SEROQUEL treated
patients with elevated TSH levels, 3 had simultanieous low
free T4 levels. .
Cholesterol and Trigivceride Elevations; In schizophrania
trials, the proportions of patients with elevations ta levels of
cholestero]l =240 mg/dL and triglycerides 2200 mg/dL were
16% and 23% for SERCQUBL treated patients respectively
eomparad to 7% and 16% for placebs patients respectively.
In bipelar depression trials, the proportion of patients with
chotesterel and triglycerides elevations to these levels were
%% and 14% for SEROQUEL treated patients respactively,
compared to 6% and 8% for placebo patients respectively.
Hyperprolactinemia: . Althoagh an elevation of prolactin
levels was not demensirated in eclinicsl trials with
SEROQUEL, increased prolactin levels were observed in rat
studies with this compound, and were gssociated with an
increase in mammary gland neoplasia in rats {see Carcino-
genesis), Tissue culture experiments indicate that approxi-
mately one-third of human breast cancers are prolactin de-
pendent in vitro, & factor of potential importance if the
prescription of these drugs is contemplated in a patient with
previgusly detected breast. cancer. Although disturbances
such as galactorrhen, amenorrhea, gynecomastia, and imypo-
tence have been reported with. prolactin-elevating com-
pounds, the clinical signifieance of elevated serum prolactin
levels is unknown for most patients. Neither clinical studies
ner epidemiologic studies conducted to date have shows an
association betwesn chronic administration of this class of
drugs and termorigenesis in humans; the available evidence
is considered too limited to be conclusive at this time.
Transaminase Elevations: Asymptomatic, transient and
reversible elevations in serum trangaminases {primarily
ALT} have been reported. In schizophrenia trials, the pro-
portions of patients with transaminase elevations of » 3
times the upper Himits of the normal reference range in &
peol of 3- to 6-week placeho controlled trials were approxi-
mately 6% for SERCQUEL compared to 1% for placebo, In
acute bipolar mania trials, the proportions of patients with
transaminase elevations of > 3 times the upper limits of the
normal reference range in a pool of 3- to 12-week placebo
controfled trials were approximately 1% for both
SEROQUEL and placeho, These hepatic enzyme elevations
uswally ocourred within the first 3 weeks of drug treatment
and promptly returned to pre-study levels with ongoing
treatment with SEROQUEL. In bipolar depression trials,
the proportions of patients with trensaminase elevations of
>3 times the upper limils of the normal reference range
in two 8.-week placebo controiled trials was 1% for
SEROQUEL and 2% for placebo.

Fotentizl for Cognitive and Motor impalrment Somne-
lence was a commonly reported adverse event reported in
patients treated with SEROQUEL especially during the 3-6
day period of initia} dose titration. In schizophrenia tiials,
somnolence was reported in 18% of patients on SERQGQUEL
compsared to 11% of placebo patients. In acute bipolar mania
trials nsing SEROQUEL as monotherapy, somnolence was
reported in 16% of patients on SEROQUEL compared to 4%
of placebo patients. In acute bipolar mania trials using
SEROQUEL 28 adjunet therapy, somnolence was reported
in 34% of patients an SEROQUEL compared to 9% of pla-
ceho patients. In bipolar depression trials, somnolence wag
reported in 28% of patients on SEROQUEL compared to 7%
of placebo patients. In these trials, sedation was reported in
30% of patients on SERGQUEL compared to 8% of placsbo
patients. Since SEROQUEL has the potential to impair
Jjudgment, thinking, or motor skills, patients should be cau-
tieited about performing activities requiring mental alert-
ness, such as operating a motor vehicle (inciuding autome-
biles) or operating hazardovs machinery until they are
reasonably certain that SEROQUEL therapy does not affect
them adversely,

Priapism: One case of priapism in a patient receiving
SEROQUEL has been reported prisy to market introduc-
tion. While a causal relationship to use of SEROQUEL has
net been established, other drugs with alpha-adrenergic
blocking effacts have been reported to induce priapism, and
it is possible that SEROQUEL may share this capacity. Sa-
vere priaplsm may require surgical intervention,

Body Temperature Regulation: Although not reported
with SEROQUEL, disruption of the body's ability to reduce
eore body temperature has been attributed fo antipsychoetic
agents. Appropriate care is advised .when prescribing
SEROQUEL for patients who will be experiencing condi-
tions which may contribute to an elevation I core body tem-
perature, e.g., exercising strenuously, exposure to extreme
hent, receiving concomitant medication with anticholinergic
activity, or being subject to dehydration.

Dysphagia: Hsophageal dysmotility and aspiration have
been assoctabed with antipsychotic drug use. Aspiratien

Continued on next page

P T T T L T T RN SURURRSU ORI [ QS A JR N S



3454/AL THAZENECA

PHYSICIANS' DESK REFERENCE®

‘Seroquel—Cont.

pnevrionia is a common cause of morhidity and mortality in
eiderty patients, in particular those with advanced Alzhei-
mer’s dementia. SEROQUEL and other antipsychotic drugs
should be used tautiously in patients at risk for aspiration
pnenmaenia. 7

Suicide; The possibility of a suiride attempt is inherent in
bipolar discrder and schizophrenia; close supervision of
high risk patients should accompany drug therapy. Pre-
seriptions for SERDQUEL should be written for the smali-
est quantity of tablets consistent with good patient manage-
ment In order-to reduce the risk of overdose.

In 2 eight-week clinical studies in patients with bipolar de-
pression (N=1048} the intidence of treatment smargent sui-
cidal ideation or suivide attempt was low and similar to pla-
cebo, (SEROQUEL 300 mg, 6/850, 1.7%; SEROQUEL
600 mg 9348, 3.6%; Placeha, 7/347, 2.0%)

Uise in Patients with Concomitant Mness: Chinical syper-
tence with SEROQUEL in patients with certain concomi-
tant systemic illnesses (see Renal hnpairment and Hepatic
Impairment under CLINICAL PHARMACOLOGY, Spe-
¢ial Populaticns] is limited,

SBEROQUEL has not been evaluated or used to any appre-
ciable extant in patients with a recent history of myscardial
infarction or unstable heart disease: Patients with these di-
sgnoses were excluded. from premarketing clinieal studies,
Because of the risk of orthostagic hypotension with
SEROQUEL, caution should be observed in cardiac patients
{zee Orthostatic Hypotension).

Withdrawal: Acute withdrawal symptoms, such as nauses,
vomiting, and insomnia have very ravely been described af
ter abrupt cessation of atypica) antipsychotic drugs, includ-
ing SEROQUEL. Gradual withdrawal is advised.
Information tor Patients

Prescribers or other heslth professionals should inform pa-
tients, their families, and thejr caregivers about the benefits
and risks associated with treatment with SEROQUEL and
should counsel them In its appropriate use, A patient Med-
itation (zuide shout “Antidepressant Medieines, Depression
and other Serious Mental {llness, and Suicidal Thoughts or
Actions” is available for SERGQUEL. The prescriber or
health professional should instruct patients, their families,
and their caregivers to read the Medication Suide and
should assist them in understanding its contents. Patients
should he given the opportunity to discuss the contents of
the Medication Guide and to cbtain answers to any ques-
tions they may have The complete text of the Medication
Guide s reprinted at the end of this document,

Patients shonld be advised of the fullowing issuas and asked
to alert: their preseriber i these occur while teking
SEROQUEL.

Ciinical Worsening and Suicide Risk: Patients, their fami-
lies, and their caregivers-shouid be encouraged to be alert to
the emergence of anxiety, agitation, panie attacks, insom-
nia, irrifability, hostility, aggressivenass, impulsivity, aka-
thisia {psychemotor restlessness), hypomania, manis, other
unusuel changes in behavior, worsening of depression, and
suicidal ideation, especially early during antidepressant
irentment and when the dose is adiusted up or down, Fam-
ilies and caregivers of patients should be advised to look for
the emergence of such symptoms on a day-to-dey basis,
since changes may be abrupt. Such symptoms should be re-
ported to the patients presciiber or health professional, es
pecially if they are severe, abrupt in onset, or were not part
of the patient’s presenting symptoms. Symptoms.such as
these may be assaciated with an increased risk for suicidal
thinking and hehavior and indicate 2 need for very closs
monitering and possibly changes in the medication.
Orthastatic Hypotension: . Patients should be advised of
the risk of orthostatic hypotension, especially during the 3-5
day pericd of initial dose titration, and also at times of re-
initiating treatment or increases in dose,

Interference with Cognitive and Motor Performance;
Since somnalence was a commonly reported adverse event
associated with SEROQUEL treatment, patients should be
adviged of the risk of sumnolence, especially during the 3-5
day period of initial dose titration. Patients should be cau-
tioned about performing any activity requiring mental
alertness, such as operating a motor vehicle (including au-
tomebiles) or operating hazardous machinery, until they are
reasonably certain that SERCQUEL therapy does not affect
themn adversely.

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

Nursing: Patients should be advised not to breast feed if
they are taking SERQQUEL.

Cancomitant Medication: As with other medications, pa-
tients shonld be advised to notify their physicians if they
are taking, or plan to take, any preseription or over-the-
connter drugs.

Alcotioh  Patients should he advised to aveid consuming al-
coholic beverages while taking SEROQUEL.

Heat Exposure and Dehydration: Patients should be ad-
vised regarding appropriate care in aveiding overheating
and dehydration.

Laboratery Tests-

No specific laboratory tests are recommended.

Drug tnteractions -

The risks of using SERCQUEL in combination with other
drugs have not been extensively evaluated in systematic
studies. Civen the primary CNS effects of SEROGQLUEL, can-

tion should be used when it is taken in combination with
other eentrally acting drugs. SEROQUEL potentiated the
cognitive and motor effacts of aleehol in a clinical trial in
subjects with selected psychotic disorders, and alecholic
beverages should be avelded while taking SEROGUEL.
Because of its potential for inducing hypotension,
SEROGUEL may enhance the effects of cortain antihyper-
tensive agents.

SEROQUEL may antagonize the effects of levodopa and do-
pamine agonists,

The Effect of Other Drugs en Quetiapine

Phenytoin: Coadministration of quetiapine (250 mg tid)
and phenytoin (100 mg tid) increased the mean oral clear-
ance of quetiapine by 5-fold. Inereased doses of SERGQUEL
may be required to maintain controt of symptoms of schize-
phrenia in patients receiving guetiapine and phenytoin, or
other hepatic enzyme inducers (e.g., carbamazepine, barhi-
turates, rifampin, glacscorticoids). Cavtion should be taken
if phenytoin ig withdrawn and replaced with a non-inducer
{e.g., valproate) {see DOSAGE AND ADMINISTRATION),
Divalproex: Cordministration of quetiapine {150 mg bid)
and divalproex (500 mg bid) increased the mean maximum
plasma concentration of guetiapine at steady state by 17%
without affecting the extent of absorption er mean oral
clearance, .

Thioridazine: Thioridazine (200 mg bid} increased the oral
clearance of quetiapine (300 mg bid} by 65%.

Cimetidine: Administration of multiple daily doses of ci-
metidine (400 mg tid for 4 days) résulted in a 20% decreass
in the mean oral clearance of quetiapine {150 mg tid). Dos-
age adjustment for quetiapine is not required when it is
given with cimetidine. . .
P453 3A Inkibitors: Coadministration of ketoconazole
(200 mg once daily for 4 days), a potent inhibitor of cyto-
chrome P450 34, reduced oral cleatance of quetiapine by
84%, resulting in & 335% increase in maximum plasma con-
centration of guetiapine. Caution: (reduced dosage) is indi-
cated when SEROQUEL is administered with ketoconazole
and other inhibitors of cytochrome P44 3A (o, ttracona-
zale, fluconazole, erythromycin, and protease inhibitors).
Fluoketine, fmipramine, Haloperidol, and. Risperidone:
Coadminisiration of fluexetine (80 mg once daily); imipra-
mine {76 mg bid), haloperidel {7.5 mg hid}, or risperidone
{3 mg bid} with quetiapine (300 mg bid) did not alter the
steady-state pharmacokinetics of quetiapine.

Effect of Quetiapine on Other Drugs

Lerazepam: The mean oral clearance of lorazepam {2 mg,
single dose} was reduced by 20% in the presence of
guetiapine administered as 250 mg tid dosing.

Divalproex: The mean maximum concentration and extent
of absorption of total and free velproic acid at steady state
were decreased by 10 to 12% when divalproex (500 mg bid)
was administered with quetiapine (150 mg bid). The mean
oral clearanee of total valproic acid (administerad as dival-
proex 580 mg bid) was increased by 11% in the presence of
quetiapine (150 mg bid). The changes were not significant,
tithiuvm: Cencomitant administration of quetiapine
{260 mg tid} with Hthinm had no effect on 2ny of the steady-
state pharmacokinetic parameters of lithium,

Aptipyring: Administration of multiple daily doses up to
750 mg/day {on a tid schedule) of quetiapine to subjects with
selected psychotic diserders had no clinically relevant effect
on the clearance of antipyrine or urinary recovery of anti-
pyvine metabolites. These results indicate that quetizpine
dnes not significantly induce hepatic enzymes resporisible
fur oytochrome P450 medisted metaboliem of antipyrine.

c 104 is, Mut is, Impairment of Fertility:
Carcinogenesis: Carcinogenicity studies were conducted
in C57BL mice and Wistar rats. Quetiapine was adminis-
tered in the dist to mice at doses of 20, 75, 250, 4nd
758 mg/kg and to rats by gavage at doses of 25, 75, and
250 mpfky for two years. These doses are equivalent to 0.1,
0.5, 1.5, and 4.5 times the maximum human dose (800 mg/
day) on a mg/m® basis tmice) or 0.3, 0.9, and 3.0 times the
maximurh human dose on a mgfm® basis (rats). There were
statistically significant increases in thyroid gland follicular
adenomas in male mice at doses of 250 and 750 mg/kg or 1.5
and 4,5 times the maximum human dose on a mg/m® basis
and in male rats at 2 dose of 256 mg/kg or 3.0 times the
maximum homan dose on 2 mgfm? basis, Maminary gland
adenccarcinomas were statistically significantly increased
in female rats at all doses tested (25, 75, and 250 mg'kg or
1.3, 6.9, and 3.0 times the maximum recommended human
dose on & mgim? basts).

Thyroid follicular cell adenomas may have resulted from
chronic stimulation of the thyroid gland by thyvoid stime-
lating hovmane (TSH} resulting from enhancad metabslism
and clearance of thyroxine by redent liver. Changes in TSH,
thyrexine, and thyrexine clearance consistent with this
mechanism were observed in subchronic toxicity studies in
raf and rnouse and in a I-year toxicity study in rat; however,
the results of these studies were not definitive: The rele-
vance of the inereases in thyroid folicular cell adenomas to
human risk, throngh whatever mechanism, is unknown.
Antipsychotic drugs have been shown to chromically elevate
profactin levels in rodents. Serum measurements in & I-yr
toxiclty study showed that quetiapine increased median
serum prolactin levels & maximum of 32- and 13-fold in
male and female. rats, respectively. Increases in mammary
neoplasms have been found in rodents after chronic admin.
istration of other antipsychotic drugs and are considered to
be prolactin-mediated. The relevance of this increased inci-
denee of prolactin-mediated mammary gland tumors in rats
to human risk is unknown (see Hyperprolactinemia in
PRECAUTIONS, General).

Information will be supersedsd by supplements and subsequent aditions

Mutagenesis: The mutagenic potential of quetiapine was
tested in sin [n yitre bacterial gene mutation assays and in
an in wire mammalian gene mutation assay in Chinese
Hamster Ovary cells, However, suficiently high concentra-
tions of guetiapine may not have bheen used for all tester
strains. Quetiapine did produce a reproducible incresse in
mulations in one Salmonelln lyphimurium tester strain in
the presence of metabolie activation. No evidence of clasto-
genic potential was obtained in an in vifro chromosortal ab-
erralion assay in cultured human lymphocytes or in the in
tiva micronucieus assay in rafs.

Impairment of Fentility: Quetiapine decreased mating and
fertility in male Sprague-Dawley rats at oral doses of 50 and
150 mgfkg or 0.6 and 1.8 times the maximum human dose
on & mg/m® basts. Drug related effects included increases in
interval to mate and in the number of matings required for
successful impregnation. These effacts continued to be ob-
served at 150 mg/kg even after a two-week peried without
treatment. The no-effect dese for impaired mating and fer-
titity in mele rats was 25 mgfkg, or 0.3 times the maximum
human dose on a mg/m® basis. Quetiapine adversely af-
fected mating and fertility in female Sprague-Dawley rats
at an oral dose of 50 mg'kg, or 0.8 times the maximun hu-
man dose on a mg/m® basis, Drug-related effects included
decreases in matings and in matings resulting in pregnancy,
and an increase in the interval to mate. An increass in ir-
regular estrus ¢ytles was observed at doses of 10 and B0 mg/
kg, or 0.1 and 0.5 times the maximum human dese on a
mp/m® basis. The no-effect dose in female rats was 1 mpfkg,
or 0.01 times the maximum human dose on a mg/m? basis.
Pregnancy

Pregnancy Category C: .

The teratogenic potential of guetiapine wes studied in Wis-
tar rats and Dutch Belted rabbits dosed during the period of
organogenesis. No evidence of a teratogenic effect was de-
tected in rats at doses of 28 to 200 mngkg or 4.3 to 2.4 times
the maximum human dosc on a mg/m? basis or in rabbits at
25 to 100 mgkg or 0.8 to 2.4 times the maximum human
dose on a me/m® basis. There was, hewever, evidence of em-
bryoffetal toxicity, Delays in skeletal casification were de-
tected in rat fetuses at doses of 50 and 200 merky (0.6 and
2.4 times the maximum buman dose on a mg/m? basie} and
in rabhits at 50 and 100 mg'kg (1.2 and 2.4 times the maxi-
murm human dose on a mg/m® basis). Fetal body weight was
reduced in rat fetuses at 200 mg'kg and rabbit fetuses at
106 mg/kg (2.4 times the maximum human dose or a mg/m®
basis for both species), There was an increased incidence of
a minor soft tissue anomaly (earpal/tarsal flexure) in rabbit
fetuses at a dose of 100 mgfleg (2.4 times the maxfmum hu-
man dose on & mg/m® basis). Evidence of maternal toxicity
{i.e.,, decreases in body weight gain and/er denth) was ob-
served at the high dose in the rat study and at all doses in
the rabbit study. In a peri/postnatal reproductive study in
rats, no drug-related effects were ebserved at doses of 1, 10,
and 20 mgfkg or 0.81, 0,12, and .24 times the maximum
human dose on a mgfm® basis. However, in 2 preliminary
peri/postnatal study, there were increases in fetal and pup
death, and decreases in mean litter weight at 150 merkg, or
3.0 times the maximum human dose on 2 mg/m? basis.
There are no adeguate and well-controlled studies in preg-
nant women and quetiapine should be used during preg-
nancy only ifthe potential benefit justifies the potential risk
Lo the fetas.

Labor and Delivery:  The effect of SERCQUEL on labor and
delivery in humans is unkaown,

Nursing Mothers: SEROQUEL was excreted in milk of
ireated animals during lactation. It is not knewn if
SEROQUEL is excreted in human milk. It is recommended
that women receiving SEROGUEL should not breast feed.
Pediatric Use: The safety and effectiveness of SEROQUEL
in pediatric patients have not been established. Anyone con-
sidering the use of SEROGUEL in a child or adolescent
must balance the potential risks with the clinical need.
Geriatric Use: Of the approximately 3700 patients in clin-
ical studies with SEROQUEL, 7% (232 were 65 vears of age
or over. In general, there was no indication of any different
tolerability of SERCQUEL in the eiderly compared to
younger adults. Nevertheless, the presence of {factors that
might decrease pharmacokinetic cleavance, increase the
pharmacodynamic respense to SEROGUEL, or cause poorer
tolerance or orthostasts, should lead to consideration of a
lower starting dose, slower titration, and careful monitoring
during the initial desing period in the elderly. The mean
plasma clearance of SEROQUEL was reduced by 50% to
50% in elderly patients when compared to younger patients
{see Pharmacokinetics under CLINFCAE. PHARMACOL-
OGY and DOSAGE AND ADMINESTRATION).

ABVERSE REACTIONS

The information below ig derived from a clinical trial data-
base for SEROGQUEL consisting of over 3700 patients. This
database includes 898 patients exposed te SERCQUEL for
the treatment of bipelar depression, 405 patients exposed to
SEROQUEL for the treatment of acute bipolar mania
(monotherapy and adjunct therapy) and approximately
2600 patients andfor normal subjects exposed to 1 or more
doses of SEROQUTEL for the treatment of schizophrenia.
Of these approximately 3700 subjeets, approximately 3400
(2300 in schizophrenia, 405 in acute bipelar mania, and 698
in bipolar depreseion) were patients who participated in
muitiple dose effectivaness frials, and their experience cor-
responded to approximately 982.6 patient-years. The condi-
tions and duration of treatment with SEROQUEL varied
greatly and incloded fin overlapping categories) open-label
and double-blind phases of studies, inpatients and sutpa-
tients, fixed-dose and dose-titration studies, and short-term
or longer-term exposure. Adverse reactions were assessed
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by collecting adverse events, results of physical examina-
tions, vital signs, weights, laboratory analyses, ECCs, and
resuits of ophthalmolegic examinations.

Adverse events during exposure were obtained by general
inquiry and recorded by clinical investigators using termi-
nology of their ewn choosing. Conseguently, it is not posstble
to provide a meaningful estimate of the proportion of indi-
viduals experiencing adverse events without first grouping
similar types of events into & smaller number of standard-
ized event categories,

In the tables and tsbulations that fullow, standarvd
COSTART terminology has bean used to classify reported
adverse events for schizophrenmia and hipolar mania,
MadDEA terminology has been used to classify reported ad-
verse events for bipolar depression.

The stated frequencies of adverse events represent the pro-
portion of individuals who experienced, at least once, a
treatment-emergent adverse event of the type listed. An
event was considered freatment emergent if it cecurred for
the first time or worsened while receiving therapy following
basgeline evaluation.

Adwverse Findings Observed in Short-Term, Controiied Trisls
Adverse Events Associated with Discontinuation of Treal-
ment in Shor-Term, Placeba-Controlted Trials

Bipolar Disorder:

Depression:  Overall, discontinuation due to adverse events
were 12.3% for SEROGQUEL 30G mg wvs 18.0% for
SEROQUEL 600 mg and 5.2% for placebo.

Mania; Overall, discontinuation due to adverse events
were 5.7% for SEROQUEL vs. 5.1% for placebo iz mono-
therapy and 3.6% for SEROQUEL vs. 5.9% for placebo in
adjunct therapy.

Sehizophrenlz: Overall, there was little difference in the
incidence of discontinuation due to adverse events (4% for
SERGQUEL vs. 3% for placebo) in a poal of controlied trisls.
Howaver, digcontineation due to sommolence and hypo-
tension were eonsidered to be drug related {see PRECAU-
TIONS):

Adverse Event SEROQUEL Placeba
Somnolence 0.8% 0%
Hypotension 8.4% 0%

Adverse Events Oceurring at an ncidence of 1% or More
Among SERQQUEL Treated Patienmts in Short=Term,
Piacebo-Gontroled Trials:  The prescriber should be aware
that the figures in the tables and tabulations cannot be used
to predict. the incidence of side effects in the course of usual
medical practice where patient characteristics and other
factors differ from those that prevailed in the clinieal trials.
Similarly, the cifed frequencies cannot be compared with
figures obtained from other clinical investigations involving
different treatments, uses, and investigators. The cited fig-
ures, however, do provide the prescribing physician with
some basis for estimating the relative contribution of drug
and nondrug fzctors to the side effect incidence in the pop-
ulation studied.

Table 2 enumerates the incidence, rounded to the nearest
percent, of treatment-emergent adverse events that
occurred during acute therapy of schizephrenia {(up te 6
weaks} and bipolar mania {up te 12 weeks) in 1% or more of
patients treated with SEROQUEL (doses ranging from 76 to
300 mg/day} where the incidence in patients treated with
SEROQUEL was greater than the incidence in placebo-
treated patients,

Table 2
Treatment-Emergent Adverse Experignce Incidence in
3- to 12-Waeek Placebo-Controiled Clinical Trials' -
for the Treatment of Schizophrenia and Bipotar Mania

. {monotherapy)

Bady Systemn/ SEROQUEL PLACEBO
Preforred Term {n=719) in=404}
Body as a Whole
Headache 21% 14%
Pain. 1% 5%
Asthemia 5% %
Abdominal Pain 4% 1%
Back Pain 3% S
Fever 2% 1%
Cardiovastuiar
‘Faghycardia 6% 4%
Postural Hypotension 4% 1%
Digestive
Bry Mouth %% 3%
Censtipation 8% 3%
Vorniting &% &%
Dyspepsia 3% 1%
Gastroenteritis 2% 0%
Gamma Glutamyl

Transpeptidase

Inereased 1% 0%
Metabolic and Nutritional
Weight Gain 5% 1%
SGPT Inereased 5% 1%
SGOT Increased 3% 1%
Nervous
Aprtation 26% 17%
Somnolexce 18% 8%
Dizziness it% 5%
Anxiety 4% 3%
Respiratory
Pharyngitis 4%, 3%

SEROQUEL
Dose Groups Placebo 75 mg 150 mg 300 mg 600 mg 750 mg
Parkinsonism -0.6 -0 -1.2 -1.8 -1.8 «1.8
BPS incidence 16% 6% 6% . 4% 8% 4%
Anticholinergic 14% 1i% 10% 8% i2% 11%
medications
Rhinitis 3% 1% Metabolism and Nutrition
Skin and Appendages Disoriters
Rash 4% 2% Increased Appetite 5% 3%
Special Senses Nervous System Disorders
Amblyopla 2% 1% Sedation 30% 8%
Sormnolence 28% %
' Bvents for which the SEROQUEL incidence was equal to | Dizziness 18% i
or less than placebo are not listed in the table, but | Lethargy 5% 2%
included the following: accidental] injury, akathisia, chest | Respiratory, Thoracic, and
pain, cough increased, depression, dierrhea, extra- | Mediastinal Disorders
pyramidal syndrome, hostility, hypertension, hypertonia, | Nasal Congestion 5% 3%

hypotension, increased appetits, infection, insommia,
leuktopenia, malaise, riausea, nervousness, paresthesia,
peripheral edema, sweating, tremor, and weight loss,

In these studies, the most commonly observed adverse
events associated with the use of SEROQUEL {incidence of
£% or greater) and observed at a rate on SEROQUEL at
least twice that of placebo wers somnolence (18%), dizziness
{11%}, dry mouth (9%), constipation (8%), SGPT increased
(5%}, weight gain (5%}, and dyspepsia (5%).

Table 3 enumerates the incidence, rounded to the nearest

percent, of treatment-emergent adverse ovents that

sceurred during therapy (up to 3-weeks) of acute mania in
5% or more of patients treated with SEROQUEL (doses
ranging from 100 te 800 mg/day} used as adjunct therapy %
lithium and divalproex where the incidence in patients
treated with SEROQUEL was greater than the incidence in
placebo-treated patients.

. Table 3

Treatment-Emergent Adverse Experience Incidence in
3-Week Placebo-Controfled Clinicat Teials’

for the Treatment of Bipotar Mania {Adiunct Therapyl

Body System/ SEROQUEL PLACEBO
Preferred Term {n=196} in=203)
Body as a Whole

Headache 1% 13%
Asthenia 10% 4%
Abdeminal Pain % 3%
Back Pain 5% 3%
Cardiovascular

Postural Hypotension 7% 2%
Digestive

Drey Mouth 19% 2%
Censtipation 10% 5%
Metabolic and Nutritional

Weight Gain 6% 3%
Nervous

Somnolence 34% 4%
Dizziness 99 8%
Tremor 8% %
Agitation 6% 4%
Respiratory

Pharyngitis 6% 3%

* Bvents for which the SEROQUEL incidence was egual to
or less than placebo are not listed in the table, but
included the following: akathisia, diarrhea, insomnia,
and nausea.

In these studies, the most commonly observed adverse
events associated with the use of SEROQUEL {incidence of
5% o1 greater) and observed at a rate on SEROQUEL at
least twice that of placebo were somnelence 134%), dry
mouth (18%;), asthenia {10%), constipation {10%), abdomi-
nral pain (7%), pestural hypotension (7%]), pharyngitis (8%),
and weight gain (6%).

Table 4 enumerates the incidence, rounded to the nearest
percent, of treatment-emergent adverse events that
oceurred during therapy {(up to 8-weeks) of bipolar depres-
sion in 5% or more of patients treated with SEROQUEL
tdoges of 300 and 600 mg/day) where the incidence in pa-
tients treated with SEROQUEL was greater than the inci-
dence in placebo-treated patients,

Table 4
Treatment-Emeragent Adverse Experience Incidence in
8-Weok Placebo-Controlied Clinical Trials’
for the Treatment of Bipolar Depression

Bedy Systemy/ SEROGUEL PLACEBC
Preferred Yerm {n=B98) {n=3471
Gastrointestinal Disorders

Dry Mouth 44% 13%
Constipatien 10% 4%
Diyspepsta T 4%
Vomiting 5% 4%
General Disorders and

Admirnistrative Site

Conditions

Fatigue 6% B%

1 fivents for which the SEROQUEL incidence was equal to
6r less than .placeba are not listed in the table, but
included the following: nausea, upper respirntory tract
infection, and headache,

In these studies, the most commonly observed adverse
svents associated with the use of SEROQUEL (incidence of
5% or greater) and observed at a rate on SEROQUEL at
least twice that of placebo were dry mouth (44%), sedation
(30%), somnclence (28%), dizziness {18%), censtipation
(10%), lethargy (5%), and nasal congestion (5%).
Explorations for interactions on the basis of gender, age,
and race did not reveal any clinically meaningful differences
in the adverse event otcurrence on the basis of these demo-
graphic factors.

Dose Dependency of Adverse Events in Short:Term,
Placebo-Controfled Trials

Dose-related Adverse Events: Spontanecusly elieited ad-
verse event data from a study of schizophrenia comparing
five fixed doses of SERCQUEL (75 myg, 160 mg, 300 my,
600 mg, and 750 me/day) to placebo were explored for dese- .
relatedness of adverse events. Logistic regression analyses
revealed a positive dose response (p<0.05) for the following
adverse events: dyspepsia, abdominal pain, and weight
gairn.

Extrapyramidal Symptoms: Data from one 6-week clinteal
trial of schizophrenia comparing five fixed doses of
SERCQUEL (75, 150, 300, 600, Vh0 mg/day} provided evi-
dence for the lack of treatment-emergent extrapyramidal
symptoms ([EPS) and dose-relatedness for EPS associated
with SEROQUEL treatment. Three methods were used to
measure BPS: (1) Simpson-Angus tetal score (mean change
from baseline} which evaluates parkinsonism and akathi-
sia, (2} incidence of spontaneous complaints of EPS (akathi-
sta, akinesia, cogwheel rigidity, extrapyramidal syndrome,
hypertonia, hypokinesia, neck rigidity, and tromor}, and (33
use of anticholinergic medications to treat emergent EPS.
iSee table abovel

in six additiona! placebo-controlled elinical trials {3 in acute
manié and 3 in schizophrenia) using varizble doses of
SEROQUEL, there were no differences between the
SEROQUEL and piacebo treatment groups in the incidence
of EPB, as assessed by Simpsoen-Angus tota} scores, sponta-
neous complaints of EPS and the use of concomitant anti-
cholinergie medications to trest EPS.

In two placebo-controlled clinical trials for the treatment
of bipolar depression wusing 300 mg and 600 mg of
SEROQUEL, the incidence of adverse events potentially re-
Tated to EPS was 12% in both dose groups and 6% in the
placebo group. In these studies, the incidence of the individ-
wal adverse events (eg, akathisia, extrapyramidal diserder,
tremor, dyskinesia, dystonia, restiessness, muscle contrace
tions involuntary, psychamotor hyperactivity and muscle ri-
gidity) were generally low and did not exceed 4% in any
treatment group. .

The 3 treatment greups were similar in mean change in
SAS total score and BARS Global Assessment scexe at the
end of treatment. The use of concomitant antichclinergie
medications was infrequent and similar across the three
treatment groups, ’

Vital Signs and Laboratory Studies

Vitat Sian Changes: SEROQUEL is associated with orthe-
static hypotension (see PRECAUTIONS),

Weight Gain: In schizophrenia trials the proportions of pa-
tients meeting a weight gain criterion of 7% of body
weight were compared in a pool of four 3- to 6-week placebo-
controlled clinical trials, revealing a statistically signifl-
cantly greater incidence of weight gain for SERGQUEL
(23%) compared to placebo (6%). In mania moenotherapy tri-
als the praportions of patients meeting the same weight
gain criterion were 219% compared to 7% for placebs and in
mania adjunct therapy trials the proportion of patients
meeting the same weight criterion were 13% compared o
4% for placebo. In bipolar depression trials, the proportions
of patients meeting the same weight gain eriterion were 8%
compared te 2% for placebo,

Laboratary Changes: An assessment of the premarketing
experience for SEROQUREL suggested that it is asseciated
with ssymptomatic increases in SGPT and increases in both

Continued on-next page
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total cholesterol and triglycerides (see PRECAUTIONS),
In post-marketing ckinical trials, elevations in total choles-
terol {predominantly LDL cholesterel) have been observed.
An assessment of hematological parameters in short-term,
placebo-controlied trials revealed no clinically important
differences between SEROGUEL and placebo.
Hyperglycemia

In 2 long-term placebo-controlied elinical trials, mean expo-
sare 213 days for SEROQUEL (646 patients) and- 152 days
for placebo (680 patients), the exposure-adjusted rate of any
mereased blood glucese level (> 126 mg/dh) for pationts more
than 8 hours since 4 meal was 18.0 per 100 patient years for
SEROQUEL (10.7% of patients) and 9.5 for placebo per 100
patient years (£.6% of patients).

In short-term (12 weeks duration or less) p}acebo-cuntruiled
clinical trials (3342 patients treated with SEROQUEL and
1490 treated with placebo), the percent of patients who had
a fasting blood glucose =126 mg/di or a non fasting blood
glacose =200 me/dl was 3.5% for quetiapine and 2.1% for
placebo.

In a 24 week irial (active-controlled, 115 patients treated
with SEROGUEL) destgned to evaluate glycemic status
with oral glueose tolerance testing of all patients; at week
24 the incidence of a treatment-emergent post-glucose chal-
lenge giucose level =200 mp/dl was 1.7% and the incidence
af a fasting treatment-omergent blood glucose level
= 126 mg/dl was 2.6%.

ECG Changes: Between group comparisons for poaled
placebe-controlled trials revealed no statistically significant
SERCGQUEL/placebo differences in the proportions of pa-
tients experiencing potentially important changes in BCG
parameters, including §T, G, and PR intervals However,
the propoertions of patients meeting the criteria for tachycar-
dia were compared in four 3- to G-week placebo-contrelled
clinieal trials for the treatment of schizophrenia revealing a
1% (4/399) incidence for BEROQUEL compared to 0.6% (1/
158} incidence for placebo. In acute {monotherapy) bipolar
wmania trials the proportions of patients meeting the eriteria
for tachycardia was 0.5% (1/192) for SEROQUEL compared
to 0% (0/178) incidence for placebo. In acute bipolar mania
{adjunct) trials the proportions of patients meeling the
same eriteria was 0.6% (1/166) for SEROQUEL comparead to
0% (0/171) incidence for placebo. In bipolar depression bri-
als, no patients had heart rate increases to »120 beats per
minute. SEROQUEL use was associated with a mean in-
crease in heart rate, assessed by ECG, of 7 beats per minute
compared to a mean increase of 1 beat per minute among
plagebo patients, This slight tendency to tachyeardia may
be related to SEROQUEL's putential for inducing ortho-
static changes (see PRECAUTIONS).

Cther Adverse Events Observed During the Pre-Marketing
Evaiuation of SEROGUEL

Following is a list of COSTART terms that reflect
treatment-emergent adverse events as defined in the intro-
duetion to the ADVERSE REACTIONS section reported by
patients treated with SEROQUEL at muliiple doses
= 75 mgfday during any phase of a trial within the premar-
keting database of approximately 2200 patients treated for
schizophrenia, All reported events are included except those
already listed in Table 2 or elsewhere in Inbeling, those
events for which a druf cause was remote, and those event
tevms which were so general as t0 be uninformative. Tt is
important to emphasize that, although the events reported
accurred during treatment with SEROQUEL, they were not
necessarily caused by it

Events are further categorized by body system and listed in
order of decreasing frequency according to the following
definitions: frequent adverse events are those ocenrring in
at least 17100 patients (only those not already listed in the
tabulated tesuits from placebo-controlled trials appear in
this listing); infrequent adverse evants are those ocourring
in 1/100 to /1000 patients; rare events are those accurring
in fewer than 1/1000 patients,

Mervous System  Frequent: hypertonia, dysarthoia) Infre-
gquent: abnormal dreems, dyskinesin, thinking abnormal,
tardive dyskinesia, vertige, involuntary movements, confu-
sion, amnesia, psychosis, hallueinations, hyperkinesia, li-
bide increased®, urinary retention, inceordination, paranoid
reaction, abnormal gait, myoclonus, detusions, manic reac-
tion, apathy, afaxia, depersonalization, stupor, bruxism, cat-
atenic reaction, hemiplegia; Mare: aphasia, buccoglessal
syndrome, chorenathetosis, delirium, emotional lability, en-
phoria, Hbido decreased®, neuralgin, stuttering, suhdural
hematoma.

Body as a Whole!  Freguent: lu syndreme; Iifrequent:
zeck pain, pelvie pain®, suieide attempt, malaise, photosen-
sitivity reaction, chills, face edema, moniliasis; Rare: abdo-
men enlarged.

Digestive System: Frequent: anorexiz; Infrequent: in-
creased salivation, increased appetite, gamma ghutamyl
transpeptidase increased, gingivitia, dysphagia, fatulence,
gastroenteritis, gastritis, hemorrhoids, stomatitis, thirst,
tooth caries, fecal incontinence, gastruesophageal reflux,
gum hemdrrhage, mouth ulceration, rectal hemorrhage,
tongue edema; Kare: glossitis, hematemesis, intestinal oh-
struction, melena, pancreatitis.

Cardiovascular System: Frequent: palpitation; Infrequant:
vasodilatation, QT interval prolonged, migraine, bradycar-
dia, cevebra! ischemia, irvegular pulse, T wave abnormality,
bundle branch block, cerebrovascular accident, deep throm-
bophlebitis, T wave Inversion; Rare: angina pectoris, atrial

Information wiiil bs suoerseded by supol ts-and sut

fibriflation, AY Meck first degree, congestive heart failure,
ST elevated, thrombophlebitis, T wave flattening, ST abnor-
mality, increased QRS duration.

Respiratory System: Fregueni: pharyngitis, rhinitis,
cough increased, dyspnes; Infrequent: pneumonia, epi-
staxis, asthms; Rare: hiccup, hyperventilation.

Metabolic and Nutritional System: Frequent: peripheral
edems; Infrequent: weight loss, alkaline phosphatase in-
creased, hyperliperia, aleohol intolerance, dehydration,
hyperglycernia, creatinine increased, hypoglycemia, Aare:
glyeosuria, gout, hand edema, hypokalemia, water in-
toxication.

Skin and Appendages System: Frequent: sweating; Infre-
quent: pruritug, acne, eczema, contact dermatitis, maculo-
papular rash, seborrhes, skin vicer; Rare: exfoliative derma-
titls, psoriasis, skin discoloration.

Urogenital Systers: Infrequent: dysmenerrhea®, vagini-
tis*, urinary incontinence, metrorrhagia®, impetence®, dys-
uria, vaginal moniliasis®™, abnormal ejaculation®, cystitis,
urinary frequency, amencrrhea®, female lactation®, leukor-
rhea”, vaginal hemorrhage®, vulvoveginitis® orchitis™; Rare:
gynecomastia®, nocturiz, polyuria, acute kiduey failure.
Special Senses: Infrequent: conjunctiviiis, abnormal vi-
sion, dry eyes, tinnitus, taste perversion, blepharitis, eye
pain; Rare: abnormality of accomrmodation, deafness, glau-
corna.

Musculaskeletal System: Infrequent: pathological frae-
ture, myasthenia, twitching, arthraigia, arthritis, leg
cramps, bone pain.

Hemic and Lymphatic System: Frequent: leukopenia; In-
frequent: ledkocytosis, anemia, ecchymeosis, eosinophilia,
hypochromic anemia; lymphadenopathy, eyanosis; Rare: he-
molysis, thrombocytopenia,

Endocrine System: Infrequent: hypothyroidism, diabetes
mellitus; Rare: hyperthyroidism,

*adjusted for gender

Post Marketing Experience:

‘Adverse events reported since market introduction which

were temporally related to SERQQUEL therapy include:
anaphylactic reaction, restiess legs, and leukepenia/meutro-
penia. If & patient develops a low white ¢ell count consider
diseontinuation of therapy. Possible risk factors for leukope-
nia/meutropenia include pre-existing low white cell count
and history of drug induced leukopenia/meutropenia.

Other adverse events reported since market introduction,
which were temporally related to SEROGUEL therapy, but
not necessarily causally related, include the following:
agranelocytesis, cardiomyopathy, hypenatremia, myocardi-
tis, rhabdomyalysis, syndrome of inappropriate antidiuretic
hormone secretion (SIADH), and Stevens-Johnson Syn-
drome (SJ5).

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: SEROQUEL is not 2z con-
trolled substance.

Physical and Psyshologic dependence: SEROGQUEL has
nat been systematically studied, in animals or humans, for
its potential for abuse, tolevance or physical dependence,
While the clinical trials did not reveal any tendency for any
drug-seeking behavior, these observations were not system-
atic and it is not possible to predict on the basis of this lim-
ited experience the extent to which a CNS-active drug will
be misused, diverted, and/or abused once marketed, Conse-
quently, patiants should be evaluated carefully for a history
of drug abuse, and such patients should be chserved closely
for signs of misuse or ahuse of SEROQUEL, e.g., deveiop-
ment of tolerance, increases in dose, drug-seeking behavior.

OVERDOSAGE

Human experfence: In chinical trials, survival has been re-
ported in acute overdoses of up to 30 grams of guetiapine,
Most patients whe overdosed experienced no adverse evenis
or recovered fully from the reported events, Death has been
reported in a clinical trial following an overdose of
13.6 grams of quetiapine alone. In general, reported signs
and symptoms were these resulting from an exaggeration of
the drugs knowe pharmacelogical effects, i.e., drowsiness
and sedation, tachycardia and hypotension. Patlents with
pre-existing severe cardiovascular disease may be at an in-
creased risk of the effects of overdese {See PRECAU-
TIONS: Orthostatic Hypotension} One case, invelving an
estimated overdose of 9600 mg, wag assoctiated with
hypokalemia and first degree heart block. In post-
marketing experience, there have been very rare reports of
averdose of SEROQUEL alone resulting in death, coma, or
QTe prolongation.

Management of Overdosage:

In cage of acute overdosage, establish and maintain an air-
way and ensure adequate oxygenation and véntilation, Gas-
tric lavage (after intubation, if patient is unconscious) and
administration of activated charcoal together with a laxa-
tive shonld be considered. The possibility of obtundation,
seizure or dystenic reaction of the head and neck following
overdose may create a risk of aspiration with induced eme-
sig. Cardiovascniar monitoring should commence immedi-
ataly and should inchude continuous electrocardiographic
monitoring to detect possible arrhythmias. H antiarthyth-
mic therapy is administered, disopyramide, procainamide
and quinidine carry a theoretical hazard of additive QT+
prolonging effects when administered in patients with acule
overdosage of SEROQUEL. Similarly it is reasonable {o ex-
pect that the alpha-adrenergic-blocking properties of bretyl-
ium might be additive to these of quetiapine, resuiting in
problematic hypotension,

There is no specific antidote to SERCOQUEL. Therefore ap-

propriate suppertive measures should he instituied. The
possibility of multiple drug involvement should be consid-

t editions

ared. Hypotension and sirculatory collapse should be
treated with appropriate measures such as intravenous fiu-
ids and/or sympathomimetic agents {epinephrine and dopa-
mine shaould noet he used, since beta stimulation may worsen
hypotension in the seiting of quetiapine-induced alpha
blockade). In cases of severe extrapyramidal symptems,
anticholinergic medication should ke administered. C!ose
medical supervision and monitaring should continue wntil
the patient recovers.

DOSAGE AND ADMINISTRATION

Bipolar Disorder

Depression

Usual Dose: SEROQUEL should be administered once
daily at bedtime to reach 300 mg/day by day 4.

Recommended Dosing Schedule

Day Day 1 Day 2 Day 3 Day 4

SEROQUEL S50mg 100 mg 200 mg 200 mg

In the clinical trials supperting effectiveness, the dosing
schedule was 30 mg, 100 mg, 200 mg and 300 mg/day for
days 1-4 respectively. Patients receiving 600 mg increased
to 400 mg on day 5 and 600 mg on day 8 (Week 1) Antide-
pressant efficacy was demonstrated with SEROQUEL at
both 300 mg and 600 mg however, ne additional benefit was
seep in the 800 my group.

Mania

Usual Dose: When used as manotherapy or adjunct ther-
apy {with lithium or divalproex), SEROQUEL should be ini.
tiated In bid deses totaling 100 mg/day on Bay 1, increaséd
to 400 mgfday en Bay 4 in increments of up te 100 mg/day
in bid divided doses. Further dosage adjustments up te
800 mgfday by Day 6 should be in increments of no greater
than 200 mgfday. Data indicates that the mejority of pa-
tients responded between 400 to 800 mg/day. The safety of
doses above 800 mg/day has not been evaluated in clinical
trials.

Schizophrenia

Usual Doge: SEROQUEL should genersliy be adminis.
tered with an initial dose of 25 mp bid, with increases in
increments of 25-50 mg bid or tid on the second and third
day, as tolerated, 1o a fargel dose range of 300 te 400 mp
daily by the fourth day, given bid or tid. Further dosage ad-
Justments, if indicated, should generally oceur at intervals
of net less than 2 days, as steady-state for SERQQUEL
would not be achieved for approximately 1-2 days in the typ-
ical patient. When dosage adjustments are necessary, dose
ingrements/decrements of 25-50 mg bid arve recommended,
Most efficacy data with SEROQUEL were ohtained using
tid regimens, but in one conbrotled trial 226 mg bid was also
effective.

Efficacy in schizophrenia was demonstrated in a dose range
of 158 to 750 mg/day in the clinical trials supporting the ef-
fectiveness of SERCQUEL. In a dose response study, doses
above 300 mp/day were not demeonstraied to be moye effica-
cious than the 300 mg/day dose. In other studies, however,
doses in the range of 400-500 mg/day appeared fo-be
needed. The safety of doses above 800 mg/day has not been
evaheated in clinicel trials

Dosing in Specia Popuiauons

Considerstion should be given to a slower rate of dose titra-
tien and a lower target dose in the elderly and in patients
whe are debilitated or who have a predisposition to hypo-
tensive reactions {see CLINICAL PHARMACOLOGY).
When indicated, dose escalation should be performed with
caution in these patients.

Patients with hepatic impairment should be started on
26 mg/day. The dose should be increased daily in increments
of 25-50 mg/day to an effective dose, depending on the clin-
ical response and tolerability of the patient.

The elimination of guetiapine was enhanced in the presence
of phenytein. Higher maintenance doses of quetiapine may
be requived when it is coadministered with phenytoin and
other enzyme inducers such as carbamazepine and pheno-
harbital (See Drug Interactions under PRECATUTIONS).
Maintenance freatment: While there is no bedy of evi-
dence gvailable to answer the question of how long the pa-
tient treated with SEROQUEL should be maintained, it is
generally recommended that responding patients be contin-
ued heyond the acute respanse, but at the lowest dose
needed to maintain remission. Patients should be periodi-
cally reassessed lo determine the need for maintenance
treatment,

Reinitiation of Treatment in Patients Previously Discontin-
uved: Although there are no data te specifically address
reinitiation of treatment, it is recommended that when re-
starting patients who have had an interval of less than one
week off SERQQUEL, titration of SERQQUEL is not re-
quired and the maintenance dose may be reinitiated. When
restarting therapy of patients who have been off
SEROQUEL for more than one week the initial titraticn
sehedule should be foliowed.

Switching from Antipsychotics: There are no systemati-
eally <collected data to specifically address switching
patients with schizophrenta from antipsychotics fo
SEROQUEL, or concerning eoncoemitant administration
with antipsychotics. While immediate discontinuation of the
previous antipeychotic treatment may be acceptable for
some patients with schizophrenia, more gradual discontinu-
ation may be most appropriate for others. In all cases, the
period of overlapping antipsychetic administration should
be minimized. When switching patients with schizophrenia
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from depot antipsychotics, if medically appropriate, initiate
SEROQUEL therapy in place of the next scheduled injec-
tion, The need for continuing existing EPS medication
should be reevaluated periodically.

HOW SUPPLIED

25 myg Tablets (NDC 0310-0275) peach, round, biconvex,
flm coated tablets, identified with ‘SEROQUEL and 25" on
ane side and plain on the other side, are supplied in bottles
of 100 tablets and 100& tahlats, and hospital unit dose pack-
ages of 100 tablets.

50 mg Tablets (NDC 0310-0278) white, round, hiconvex,
(ilm coated tablets, identifled with 'SEROQUEL and 50 on

one sice and plain on the other side, are supplied in bottles .

of 100 tablets and 1000 tablets, and hospital unit dose pack-
ages of 100 tablets.

100 mg Tablets (NDC 6310-0271) yellow, round, biconvex
Mim costed tablets, identified with ‘SEROQOQUEL and ‘100
on ome side and plain on the other side, are supplied in
bottles of 100 tablets and hospital unit dose packages of 100
tablets.

200 mg Tablets (NDC 0310-8272) white, round, biconvex,
film coated tablets, identified with ‘SEROQUEL' and ‘2007
on une side and plain on the other side, are supplied in
boliles of 100 tablets and hospital unit dose packages of 100
tablots,

300 mg Tablets (NDC 0310-0274) white, capsule-shaped, bi-
convex, film coated tablets, intagliated with ‘SEROQUEL
oo sne side and "3080° en the other side, are supplied in
bottles of 60 tablets, and hospital unit dose packages of 160
tablets,

400 my Tablets (NDC 0310-0279) yellow, capsule-shaped,
hiconvex, film coated tablets, intaghiated with ‘SEROQUEL
an oue side and ‘400" on the other side, are supplied in
hotbles of 100 tablets, and hospital unit dose packages of
100 tablets.

at 25°C (77°F); excursions permitted to 15-30°C
($59-88"1") [See ISP

ANIMAL TOXICOLOGY

Quetiapine caused a dose-related incresse o pigment depo-
sition in thyroid gland in rat toxicity studies which were ¢
weeks in duration or longer and in a mouse 2 year carcino-
genicity  stedy. Doses were 10-250 mg/kg in rats,
15950 mafkg in mice; these doses are (.1-3.0, and 0.1-4.5
times the maximum recommended human dese {on a mg/m®
Linstg), vespectively, Pigment deposition was shown to be ir-
taversible in rats. The identity of the pigment could not
be determined, but was found to be co-localized with
guatiapine in thyreid gland follicular epithelial cells. The
functional effects and the relevance of this finding to human
righ are unknown,

in dags receiving quetiapine for 8 or 12 moenths, but net for
t month, focal triangular cataracts occurred at the junction
of posterior sutures in the outer cortex of the fens at a dose
of 100 mghkg, or 4 times the maximum recommended hu-
wan dose on a mg/m? basis, This finding may be due to in-
hibition of cholesterol’ bicsynthesis by quetiapine,
Guetiapine caused a dowe related reduction in plasma che-
lsaterol levels in repeat-dose dog and monkey studies; how-
ever, there was no correlation between plasma cholesterol
and the presence of cataracts in individual degs. The ap-
pearance of delta-8-chelestanol in plasma is consistent with
inhtbition of a late stage in cholesters] biesynthesis in these
specios, There also was a 25% reduction in cholesterol con-
tent of the outer cortex of the lens observed in a special
udy in quetiapine treated female dogs. Drug-related cata-
cis have not been seen in any other species; however, in 2
l-yeay study in monkeys, a striated appearance of the ante-
viur lens surface was detected in 27 females at a dose of
228 mgfig or 5.5 times the maxinum recommended human
dose on & mghn? basjs,

Medication Guide
Antidepressant Medicines, Depression and other Serious
Mental llinesses, and Suicidal Thoughts or Actions

Read the Medication Guide that comes with your or your
farnily member’s antidepressant medicine. This Medication
Childe is only about the risk of suicidal thoughts and actions
with antidepressant medicines. Talk to your, or your family
member’s, healthcare provider about: )
= all risks and henefits of treatment with anti-depressant

medicines
+ all treatment choices for depression or other sorious men-

tal iflness
What is the most important information | shouid knew
about antidepressant medicines, depressian and ather se-
rious mental ilinesses, and suicidal thoughts or actions?
1. Antidepressant medicines may increase suicidat
thoughts or actions in some children, teenagers, and
young aduits within the first few menths of treatment,
Diapression and other serious mental ilinesses are the
most important causes of suicidal thoughts and actions,
Same people may have a particulary high risk of having
suicidal thoughts or actions, These include people whao
have {or have a family history of) bipolar iliness {also
called manic-depressive illness) or soicidal thoughts or
actions.
. itow can Fwatch for and try to prevent suicidal thoughts
and actions in myself or & family member?

Pay ciose attention to any chanpges, especially sudden
changes, in mood, behaviors, thoughts, or feelings. This is
very important when an antidepressant medicine is
started or when the dose 1s changed.

]

o

=

+ Call the healtheare provider right away to report new or
sudden changes in mood, behavior, thoughts, or feelings.
« Keep all follow-up visits with the healtheare provider as
scheduled, Call the healthcare provider between visits as
needed, especially if you have concerns about symptoms.
Cail a healthcare provider right away if you or your family
member has any of the following symptems, especially if
they are new, Worse, or Worry Yo
» thoughts about suicide or dying
attempts to commit suicide
new or werse depression
new of worse anxiety
feeling very agitated or restless
panic attacks
trouble sleeping {insomnia)
new or worse irritability
acting aggressive, being angry, or violent
acting on dangerous impulses
an extreme increase in activity and talking (mania)
ather unusual cheanges in behavior or mood
What else do | need to know about antidepressant medi-
cines?
* Never stop an antidepressant medicine without first talk-
ing to a healthcare provider. Stopping an antidepressant
medicine suddenly can cause other symptoms.
Antidepressants are medicines used to treat depression
and other illnesses. It is important to discuss all the risks
of treating depression and also the risks of not treating it.
Patients and their families or other caregivers should dis-
cuas all treatment choices with the healtheare provider,
not just the use of antidepressants,
Antidepressant medicines have other side effects, Talk to
the healtheare provider about the side effects of the med-
icine prescribed for you or your family member.
Antidepressant medicines can interact with other medi-
cines. Know all of the medicines that you or your family
member takes, Keep a list of all medicines to show the
healthcare provider. Do not start new medicines without
first checling with your heaftheare providér.
Not ail antidepressant medicines prescribed for children
ate FOA approved for use in children. Talk to your child’s
healtheare provider for mere information.
'This Medicatton Guide has been approved by the T.3. Food
and Drug Administration for all antidepressants.
SEROQUEL is a trademark of the AstraZeneca group of
companies. :
DAptraZeneca 2007
AstraZeneca Fharmaceuticals LP
Wilmington, DE 19850
Made i USA
30417-02
Rev 07467
Shown in Product Identifieation Guide, poge 306
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Bristol-Myers Squibb Company

PO, BOX 4500
PRINCETON, NJ 08543-4500

For Medital information Contact:

Generally:

Bristol-Myers Squibl Medical Information Department
P.O. Box 4500

Princeton, NJ 08543-4500

(800} 321-1335

Advarse Drug Experiences

and Product Defects Reporting call

between 8:00 AM-5:00 PM EST:

(609} 818-3737

Sales and Ordering: .

Crders may be placed by:

3. Calling your purchase orders in toll-free betwsen
8:30 AM-6:00 PM EST:

(800} 631-5244

2. Mailing your purchase orders to:

Bristol-Myers Squibb U.8, Pharmaceuticals

Attn: Customer Service

PO, Box 4500

Princeton, NJ 08643-4600

3. Faxing your purchase orders to:

(80G) 523-2965

4. Transmitting computer-to-computer on the NWDA and
UCS formats through Ordernet Services use:
DEA#PR0048579

Anticoagulant

COUMADIN® TABLETS Kk
leop-ma-din}

{Warfarin Sodium Tablets, USP) Crystaliine
COUMADIN® FOR INJECTION

{Warfarin Sodium for Injection, USP}

Rx only

5 WARNING: BLEEDING RISK
Warfarin sedium can cause major or fatal bleeding.
Bleeding is more likely to occur during the starting pe-
i viod sad with & higher dose (resulting iz & higher INR).
! Risk factors for bleeding include high intensity of anti-

coagulation {INR »4.0), age =65, highly variable INRs,
history of gastrointestinal bleeding, hypertension, cere-
brovasceular disease, serious heart disease, anemia, ma-
Hgnancy, trauma, renal insufficiency, concomitant drugs
(see PRECAUTIONS), and long duration of warfarin
therapy. Regular monitoring of INR should be per-
formed on al} treated patients. Those at high risk of
bigeding may benefit from more frequent INR moniter-
ing, eareful dose adjustment o desired INR, and s
ehorter duration of therapy Patients should be in-
structed about-prevention measures to minimize risk of
bleeding and to report immediately to physicians signs
and symptoms of bleeding (see PRECAUTIONS: infor-
mation for Patients).

DESCRIPTION

COUMADIN (erystalline warfarin sadium) is an anticoagu-
lant which acts by inhibiting vitamin K-dependent coagula-
tion factors. Chemically, it is 3-{o-acetonylbenzyl)-4-
hydroxycoumarin and ts a racemic mixture of the R- and
S-enantiomers. Crystalline warfarin sodivm is an isspropa-
nel clathrate. The erystallization of warfarin sedium virtu-
ally eliminates trace impurities present in amorphous
warfarin. Its empirical formula is CoH,,NaQ,, and its
stractural formula may be represented by the following:

O, O
10
& [}

1 .
ONa - GrHaGOCH;

Crystalline warfarin sodium occurs as a white, odorless,
crystalline powdet, is discolored by light and is very soluble
il water; frealy soluble in alcohol; very slightly soluble in
chloroform and in ether.

COUMADIN Tablets for oral use also contain:

All strengths:  Lattose, starch and magnésium stearate

I mp D& Red No. 8 Barium Lake

2 mg: D& Biue Ne. 2 Aluminum Lake and
FD&C Red No. 40 Aluminum Lake

2-12 mg: D&C Yellow No. 10 Aluminum Lake and
FD&C Blue No. 1 Aluminum Lake

3 mg: FD&C Yallow No, 8 Aluminum Lake,
FD&L Blue No. 2 Aluminum Lake and
FD&C Red No. 40 Alwminum Lake

4 mg: FD&C Blue Ne. 1 Aluminum Lake

5 mg: FD&E Yellow Neo. 6 Aluminum Lake

8 mg: FD&L Yellow No. 6 Aluminum Lake and
FD&C Bive No. 1 Aluminum Lake

T-12 mgr D&C Yellow No, 10 Aluminum Lake and
FD&C Yellow No. 6 Aluminum Lake

10 mg: Dye Free

COUMADIN (Warfarin Sodium) for Injection is supplied as
a sterile, lyophilized powder, which, after reconstitution
with 2.7 mL sterile Water for Injection, contains:

Warfarin Sodium 2 mg/mb
Sodium Phesphate, Dibasic,

Heptahydrate 4.98 mgimkb
Sodium Phosphate, Monobhasie,

Monchydrate 0.154 mp/ml
Sedivm Chloride 1.1 mg/mbL
Mannito! 38.0 mg/mbL
Sedium Hydroxide, as needed foy

pH adjustment to 8.1toB.3

CLINICAL PHARMACOLOGY

COUMADIN and other coumarin anticoagulants act by in-
hibiting the synthesis of vitamin K dependent clotting fac-
tors, which include Factors I, VIL, IX and X, and the anti-
coagulant proteins ¢ and 8. Half-lives of these clotting
factors are as follows: Factor 11 - 80 hours, VII - 4-6 hours,
TX - 24 hours, and X - 48-72 hours. The half-lves of proteins
C and 5 are approximately 8 hours and 30 hours, respec-
tively, The resultant in vive effect is a sequential depression
of Factor Vi1, Protein C, Factor IX, Protein 8, and Factor X
and i1 activities, Vitamin X is an essential cofactor for the
post ribosomal synthesis of the vitamin K dependent clot-
ting factors. The vitamin promotes the blosynihesis of
y-carboxyglutamic acid residues in the proteins which are
essential for binlogical activity.

Mechanism of Action

Warfarin is thought to interfere with clotting factor synthe-
sis by fnhibition. of the C1 subunit of the vitamin K epoxide
reductase (VKORC1!) enzyme complex, thereby reducing the
regeneration of vitamin K, epoxide. The degree of depres-
sion is dependent upon. the dosage administered and, in
part, by the patient's VEORC] genotype. Therapeutic doses
of warfarin decrease the total amount of the active form of
each vitamin K dependent elotting factar made by the liver
by approximately 30% te 50%.

Continued on next page

Product information on these pages reflects predust tabeling
on June 3, 20067, Current information on produsts of
Bristoi-Mysrs Squibb may be obtained at 1-800-321-1335 or
www hms.com.




