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PHYSICIANS' DESK REFERENCE®

Nolvadex—Cont. -

NOLVADEX is well toléerated in males with breast cancer.

Reports from the literature and case reports suggest that

the safety profile of NOLVADEX in males is similar to that

seen in women. Loss of libido and impotence have resulted
in discontinuation of tamoxifen therapy in male patients.-
Algo, in oligospermic males treated with tamoxifen, LH,

FSH, testosterone and estrogen levels were elevated. No

significant clinical changes were reported.

OVERDOSAGE
Signs observed at the highest doses following studies to de-
termine LD, in animals were respiratory difficulties and
convulsions,
Acute overdosage in humans has not been reported. In a
study of advanced metastatic cancer patients which specif-
ically’ determined the meaximum tolerated dose of
NOLVADEX in evaluating the use of very high doses to re-
verse multidrug resistance, acute neurotoxicity manifested
by tremor, hyperreflexia, unsteady gait and dizziness were
noted. These symptoms occurred within 3-5 days of begin- .
ning NOLVADEX and cleared within 2-5 days after stop-
ping therapy. No permanent neurologic toxicity was noted.
One patient experienced a seizure several days after
NOLVADEX was discontinued and neurotoxic symptoms
had resolved. The causal relationship of the seizure to
NOLVADEX therapy is unknown. Doses given in these pa-
tients were all greater than 400 mg/m? loading dose, fol-
lowed by maintenance doses of 150 mg/m? of NOLVADEX .
given twice a day.
In the same study, prolongation of the QT interval on the
electrocardiogram was noted when patients were given
doses higher than 250 mg/m® loading dose, followed by
maintenance doses of 80 mg/m? of NOLVADEX given twice a
day. For a woman with a body surface area of 1.5 m® the
minimal loading dose and maintenance doses given at
which "neurological symptoms and QT changes occurred
were at least 6 fold higher in respect to the maximum rec-
ommended dose. . - -
No specific treatment for overdosage is known; treatment
must be symptomatic.’ ' .
DOSAGE AND ADMINISTRATION )
For patients with breast cancer, the recommended daily
doge is 2040 mg. Dosages greater than 20 mg per day
ghould begiven in divided doses {morning and evening).
In three single agent adjuvant studies in-women, one 10 mg
NOLVADEX tablet was administered two (ECOG and
NATO) or three (Toronto) times a day for:two years: In the
EBCTCG- 1990 overview, the reduction in recurrence and .
mortality was greater in those-studies that used tamoxifen
for two years or longer than in those that used tamoxifen for
less ‘than two years. There was no indication that doses
gredterthan 20 mg per day were more effective. In B-14, the
NSABP adjuvant study in women with riode-negative breast
cancer, one 10 mg NOLVADEX tablet was given twice a day
for at least five years. Results of the B-14 study suggest that
continuation of therapy beyond five years does not provide
additional benefit (see CLINICAL PHARMACOLOGY). The
optimal duration of adjuvant NOLVADEX therapy remains
to be determined.. - . -
HOW SUPPLIED
10 mg Tablets containing tamoxifen -as the citrate in an
amount equivalent to 10 mg of tamoxifen (round, biconvex,
uncoated, white tablet identified with NOLVADEX 600 de-
bossed on one side and a cameo debossed on the other side)
are supplied in bottles of 60 tablets and 250 tablets. NDC
0310-0600.
20 mg Tablets containing tamoxifen as the citrate in an
amount equivalent to 20 mg of tamoxifen (round, biconvex,
uncoated, white tablet identified with NOLVADEX 604 de-
bossed on one side and a cameo debossed on the other side)
are supplied in bottles of 30 tablets. NDC 0310-0604.
Store at controlled room temperature, 20-25° C (68-77° F)
[see USP]. Dispense in' a well-closed, light-resistant con-
tainer. ’
ZENECA Pharmaceuticals
A Business Unit of ZENECA Inc.
Wilmington, DE 19850-5437 USA .
SIC 64130-00 ' Rev S 02/98
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SEROQUEL®
[sers-quél] . o
{quetiapine fumarate}
tablets

DESCRIPTION :

SEROQUEL (quetiapine fumarate) is an antipsychotic drug
belonging to a new -chemical cldss, the dibenzothiazepine
derivatives. The chemical designation is 2-[2-(4-dibenzo [b,f]
[1,4]thiazepin-11-y]-1-piperazinyl)ethoxy]-ethanol fumarate
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(2:1) (salt). It is present in tablets as the fumarate salt. All

doses and tablet strengths'are expressed as milligrams of

base, not as fumarate salt: Its. molecular formula is

CyoHoNg0,S,C,H,0,4 and it has a molecular weight of
883.11 (fumarate salt). The structural formula is:

(5
LD

Quetiapine fumarate is a white to off-white crystalline pow-
der which is mederately soluble in water,
SEROQUEL is supplied for oral adminjstration as 25 mg
" (peach), 100 mg (yellow) and 200 mg (white) tablets.
Inactive ingredients are povidone, dibasic dicalcium phos-
phate dihydrate, mierocrystalline cellulose, sodium starch
glycolate, lactose monohydrate, magnesium stearate, hy-
droxyptopyl methylcellulose, polyethylene glycol, and tita-
nium dioxide, .
The 25 mg tablets contain red ferric oxide and yellow ferric
fﬁdde and the 100 mg tablets contain only yellow ferric ox-
ide. .

CLINICAL PHARMACOLOGY
Pharmacodynamics ‘
SEROQUEL is an antagonist at multiple neurotransmitter
receptors in the brain; serotonin 5HT;, and 5HT,
(IC3p,=717 & 148nM respectively), dopamine D; and D,
(ICsp,= 1268 & 329nM respectively), histamine H,
(ICgp=30nM), and adrenérgic o; and o, receptors (ICg,=94
& 271nM, respectively). SEROQUEL has no appreciable af-
finity ‘at cholinergic muscarinic and benzodiazepine recep-
tors (ICg,>5000.nM). . . . ;
The mechanism of action of SEROQUEL, as with other an-
tipsychotic drugs, is unknown. However, it has been pro-
posed that this drug's antipsychotic activity is mediated
through a combination of dopamine type 2 (D;) and seroto-
nin type 2 (5-HT,) antagonism. Antagonism at receptors
othér thasri dopamine and 5HT, with similar receptor affin-
ities may explain some of the other effects of SEROQUEL.
E‘{ERQQUEIJS antagonism of histamine H; receptors may
explain the somnolence observed with this drug.
SEROQUEL'S antagonism of adrenergic «; receptors may
explain the orthostatic hypotension observed with this drug.
Pharmacokinetics
Quetiapine fumarate activity is primarily due to the parent
- drug: The multiple-dose pharmacokinetics of quetiapine are
dose-proportional within the proposed clinical dose range,
and quetiapine accumulation is predictable upon multiple
dosing. Elimination of quetiapine is mainly via hepatic me-
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within the proposed clinical dose range. Steady state con-
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: Quetiapine fumarate is rapidly.absorbed after
oral administration; reaching peak plasma concentrations
in 1.5 hours. The tablet formulation is 100% bioavailable
relative to solution. The bioavailability of quetiapine is mar-
ginally affected by administration with food, with C,,,, and
AUC values increased by 25% and 15%, respectively.
Distribution: Quetiapine is widely distributed throughout
the body with an apparent volume of distribution of 10::4
L/kg. It is 88% bound to plasma proteins at therapeutic con-
centrations. In vitro, quetiapine did not affect the binding of
warfarin or diazepam to human serum albumin. In turn,
neither warfarin nor diazepam altered the binding of que-
tiapine: | .

Metabolism and Elimination: Following a single oral dose
of *C-quetiapine, less than 1% of the administered dose
was excreted as unchanged drug, indicating that quetiapine
is highly metabolized. Approximately 73% and 20% of the
dose and was recovered in the urine and feces, respectively.
Quetiapine is extensively metabolized by the liver. The ma-
jor metabolic pathways are sulfoxidation to the sulfoxide
metabolite and oxidation to the parent acid metabolite; both
metabolites are pharmacologically inactive. In vitro studies
using human liver microsomes revealed that the cyto-
chrome P450 3A4 isoenzyme is involved in the metabolism
of quetiapine to its major, but inactive, sulfoxide metabolite.
Population Subgroups .

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

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

Race: " There is no race effect on the pharmacokinetics of

quetiapine.

editions- »~ .-

tabolism with a mean terminal half-life of about 6 hours -

Smoking: Smoking has no effect on the oral clearance of
quetiapine. . ) o
Renal Insufficiency: - Patients with severe renal impair. -
ment (Cler=10-30 mL/min/1.73 m? n=8) had a 25% lower
mean oral clearance than normal subjects (Cler > 80 myy
min/1.78 m? n=8), but plasma quetiapine concentrations in
the subjects with renal insufficiency were within the rangs
of concentrations seen in normal subjects receiving the
same dose. Dosage adjustment is. therefore not needed jn .
these patients, - .

Hepatic Insufficiency: Hepatically impaired patients (n=8)
had .a 30% lower mean oral clearance of quetiapine than
normal subjects. In two of the 8 hepatically impaired pa.
tients, AUC and C,,, were 3-times higherrthan those gb.
served typically in healthy subjects. Since quetiapine is ex.
tensively metabolized by the liver, higher plasma levels are
expected in the hepatically impaired population, and dosage
adjustment may be peeded. (See DOSAGE AND ADMIN-
ISTRATION). : .

Drug-Drug Interactions: In vitro enzyme inhibition data
suggest that quetiapine and 9 of its metabolites would have
little inhibitory effect on in vivo metsbolism mediated by cy-
tochromes P450 1A2, 2C9, 2C19, 2D6, and 3A4.

Quetiapine oral clearance is induced by the prototype eyto-
chrome P450 3A4 inducer, phenytoin. Dose adjustment of
quetiapine will be necessary if it is coadministered with -
phenytoin (See DRUG INTERACTIONS under PRECAU.-
TIONS and DOSAGE AND ADMINISTRATION). :
Quetiapine oral clearance is not inhibited by the non-spe-
cific enzyme inhibitor, cimetidine. o
Quetidpine at doses of 750 mg/day did not affect the single
dose pharmacokinetics of antipyrine, lithium, or lorazepam.
(See DRUG INTERACTIONS under PRECAUTIONS).
Clinical Efficacy Data 4
The efficacy of SEROQUEL in the management of the mani:
festations of psychotic disorders was established in 3 short-
term (6-week) controlled trials of psychotic inpatients who
met DSM III-R criteria for schizophrenia. Although a singlé
fixed dose haloperidol arm was included as a comparative
treatment in one of the three trials, this single haloperidol
dose group was inadequate to provide a reliable and valid
comparison of SEROQUEL and haloperidol.- e
Several instruments were used for assessing psychiatric
signs and symptoms in these studies, among them the Brief
Pgychiatric Rating Scale (BPRS), a multi-item inveritory of
general psychopathology traditionally used to evaluate.thé
effects of drug treatmerit in psychosis. The BPRS psjchiosis -
cluster (conceptual disorganization] halluciniatory. behivior,
supiciousness, and inusual thought content) i congidered
a particularly useful subset for assessing actively psychotic
schizophrenic patients. Asecond traditiondl assessment; the
Clinical Global Impressioii (CGI); reflects the impression of
a skilled observer, fully familiar with the manifestations of
schizophrenia, about the overall clinical state of the patient.
In addition, the Scale for Assessing Negative Symptoms
(SANS), a more recently devéloped but less well eva]ugted
scale, was employed for assessing negative symptoms. =
The results of the trials follow:. -
(1) In a 6-week, plaéebo-controlled trial (n=361) involving 5
fixeddoses of SEROQUEL (75, 150; 300, 600, and 750-mg/
day on'a tid schédule), the 4 highest doses of SEROQUEL
were generally siperior to placebo on the BPRS total score,
the BPRS psychosis cluster, and the-CGI severity. score;
with the maximum effect séen at 300 mg/day; and the effects
of dosés of 150 to 750 were generally indistinguishable.
SEROQUEL, at a dose of 300 mg/day, was.superior to pla:
cebo on the SANS, : -
(2) In- & 6-week, placebo-controlled trial (n=286) involvil?g
titration of SEROQUEL in high (up to 750 mg/day on a tid
schedule) and low (up to 250 mg/day on a tid schedule)
doses, only the high dose of SEROQUEL group (mean dose,
500 mg/day) was generally superior to placebo on the‘BPRS
total score, the BPRS psychosis cluster, the CGI severity
score, and the SANS. ‘ e
(3) In a 6-week dose and dose regimen comparison trial
(2=618) involving two fixed doses of SEROQUEL (450 mg/
day on both bid and tid 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 50 mg/day (26 mg bid)
SEROQUEL dose group on the BPRS total score, the BPRS -
psychosis cluster, the CGI severity score, and on the SANS.
Examination of population subsets (race, gerider, 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. R

INDICATIONSAND USAGE’ ‘ ey
SEROQUEL is indicated for the management of tl:xe mam~
festations of psychotic disorders.. . -~ Rt
The antipsychotic efficacy of SEROQUEL was estabh‘sl‘zfzd m
short-term (6-weelk) controlled trials of schizophrenic inpa:
tients (See’CLINICAL PHARMACOLOGY). s
The effectiveness of SEROQUEL in lorig-term usey tha:';‘lnaf E
for more than 6 weeks, hds not been systexpgtwaﬂy evalu:
ated in controlled trials. Therefore, the physician'who elects. .
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YQUEL for éxtended periods should periodically
:he long-term usefulness of the drug for the in-
stient (See DOSAGE AND ADMINISTRA-

NDICATIONS
Lis contraindicated in mdnnduals with a known
sivity to this medication or any of its ingredients.

S
s Mahgnant Syndrome (NMS) : N
ly fatal symptom complex sometimes referred to
iptic Malignant Syndrome (NMS) has been re-
gsociation with administration of antipsychotic
possible cases of NMS [2/2387 (0.1%)] have been
\ clinical trials with SEROQUEL. Clinical mani-
»f NMS are hyperpyrexia, muscle rigidity, altered
tus, and evidence of autonomic instability (irreg-
or blood pressure, tachycardia, diaphoresis, and
'sthythmia), Additional signs may include ele-
tinine phosphokinase, myoglobinuria (rhabdomy-
1 acute renal failure.
astic evaluation of patients with this syndrome is
«d. In arriving at a diagnosis, it is important to
ses where the clinical presentation includes both
adical illness (e.g., pneumonia, systemic infection,
intreated or inadequately treated extrapyramidal
symptoms (EPS). Other important considerations
‘erential diagnosis include central anticholinergic
eat stroke, drug fever, and primary central ner-
:m (CNS) pathology.
ngement of NMS ghould include: 1) immediate dis-
ion of antipsychotic drugs and other drugs not es-
»y concurrent therapy; 2) intensive symptomatic
: and medical monitoring; and 3) treatment of any
ant serious medical problems for which specific
ts are available. There is no general agreement
ecific pharmacological treatment regimens for

nt requires antipsychotic drug treatment, after re-
ym NMS, the potential reintroduction of drug ther-
1d be carefully considered. The patient should be
monitored since recurrences of NMS have been re-

yyskinesia
me of potentially irreversible, involuntary, dyski-
vements may develop in patients treated with an-
sic drugs. Although the prevalence of the syndrome
to be highest among the elderly, especially elderly
it is impossible to rely upon prevalence estimates to
at the-inception of antipsychotic treatment, which

are likely to develop the syndrome:; Whether anti-
cdrug products differ.in their potential to cause tar-
kinesia is unknown.

.of developing tradive dyskinesia and the hkehhood
vill become irreversible are believed to increase as
ition of treatment and the total cumulative dose of
thotic drugs administered to the patient increase.
r, the syndrome can develop, although much less
ly, after relatively brief treatment periods at low

s no known treatment for.established cases of tar-
skinesia, although the syndrome may remit, par-
r completely, if antipsychotic treatment is with-
Antipsychotic treatment, itself, however, may sup-
r partially suppress) the signs and symptoms of the
ne and thereby may possibly mask the underlying
. The effect that symptomatic supp'ressxon has upon
r-term course of the syndrome is unknown.
these considerations, SEROQUEL should be pre»
in & manner that is most likely to minimjze the oc-
:e of tardive dyskinesia. Chronic antipsychotic treat.
hould generally be reserved for patients who appear
i from a chronic illness that (1) is known to respond
ipsychotic drugs, and (2) for whom slternative,
+ effective, but potentially less harmful treatments
: available or appropriate. In patients who do require
: treatment, the smallest dose and the shortest dura-
treatment producing a satisfactory clinical regponse
be sought. The need for continued treatment should
ssessed periodically. :
5 and symptoms of tardive dyskinesia appear in a pa-
n SEROQUEL, drug discontinuation should be con-
d. However, some patients may require treatment
‘EROQUEL despite the presence of.the syndrome.

‘AUTIONS

al

static Hypotension: SEROQUEL may induce ortho—
hypotension associated with dizziness, tachycardia
2 some patients, syncope, especially during the initial
itration period, probably reflecting its' “1-adrenergic
onist properties. Syncope was reported in 1% (22/
of the patients treated with SEROQUEL, compared
1% (0/206) on placebo and about 0.5% (2/420) on active
)l drugs. The risk of orthestatic hypotension and syn-
nay be minimized by limiting the initial dose to 25 mg
ee DOSAGE AND ADMINISTRATION). If hypoten-

sion occirs during titration to the target dose, a return to

the previous dose in the titration schedule is appropriate.

SEROQUEL should be used with particular caution in pa-
tients with knovwn: cardiovascular-disease (history of myo-
cardial infarction or ischemic heart disease, heart failure or
conduction abnormalities), cerebrovascular disease-or.con-
ditions which would predispose patients to hypotension (de-
hydrahon, ‘hypovolemxa, and treatment Wlth antlhypertenv
sive medications)."
Cataracts The development of cataracts was observed in
assoclatlon with quetiapine ‘treatment in chronic dog stud-
ies {see Ammal Toxicology). Lens chariges have also béen
observed in patients during long-term SEROQUEL treat-
ment, but'a caushl relationship to SEROQUEL use has not
been established. Nevertheless, the possibility of lenticular
changé's carindt be excluded at this time. Therefore, exam-
ination of the lens by methods adequéte to defect cataract
formatids, such as skit lamp exam or other appropriately
sensitivé methods, is recommended at initiation of treat-
ment of shoitly thereafter, and at6 month intervals during
chronic’'treatment, B
Selzures ‘During clinical trials, seizures occurred in 0.8%
(18/2387) of patients treated with SEROQUEL compared
0.5% (1/206) on placebo and 1% (4/420) on active control
drugs. As with other antlpsychohcs SEROQUEL should be
used cautiously in'patients-witha Instory of geizures or with
conditions that potentially lower the seizure threshold, e.g.,
Alzhigimer’s dementia. Conditions that lower the seizure
threshold may be more preva]ent in a population of 65 years
or “older.
Hypothyrmdxsm Clinical trials with SEROQUEL demon-
strated a dose-related decrease in total and free thyroxine
(T4) of approximately ZO% at the higher end of the thera-
peutic dose range that was apparént early on during treat-
ment and mamtamed without adaptation or progression
durmg more chronic therapy Generally, these changes were
of no ‘clinical significance and TSH was unchanged in most
patients, but about 0.4% (10/2386) of SEROQUEL patients
did experience TSH increases. Six of the patients with TSH
increases needed replacement thyroid treatment.
Cholesterol and Triglyceride Elevations: In a pool.of 3- to
6- week placebo-contro]led trials, SEROQUEL-treated pa-
tients had increases from baseline in cholesterol and triglyc-
eride of 11% and.17%, respechvely, compared to slight de-
creases for placebo pat_lente These changes were only
weakly related to the increases in weight observed in
SEROQUEL—treated, patients.
Hyperprolactinemia: Although .an elevation of prolactm
levels..was .not, demonstrated in clinical trials with
SEROQUEL, increased prolactin levels were observed in rat
studies with this compound and were associated with an in-
crease in mammary gland.neoplasia in rats (see Carcino-
genesis). Tissue culbure experiments indicate that approxi-
mately one-third of human breast cancers are prolactin de-
pendent in viiro, a factor of potential importance if the
prescription of these drugs is contemplated in a patient with
previously detected breast cancer. Although .disturbances
such as galactorrhea, amenoprrhea, gynecomastia, and impo-
tence have been reported with prolactin-elevating com-
pounds, the clinical significance of elevated serum prolactin
levels is unknown for most patierits. Neithér clinical studies
rior epidemiologic studies conducted to date have shown as
asgociation beétween chronic administration of this class of
drugs' and fumorigenesis in humans; the available evidence
is.considered too-limited to be conclusive at this time.
Trafisaminase Elevations: ABymptomatic, transient, and
reversible elévations in serum transaminases (primarily
ALT) haye been reported. The proportiofis of patients with
trénsaminase elevations of > 3 tiines the upper limits of the
normsl referenté rangé in'a pool of 3- to 6-week placebo-
controlled trials were approximately 6% for SEROQUEL
compared to 1% for placebo. These hepatic enzyme eleva-
tions usually océirred within the first 3 weeks of drug treat-
miéht and promptly retuined to prestudy levels with ongo-
ing treatment with SEROQUEL.
Potential for Cognitive ‘and Motor impairment: Somno-
Jence was a commonly reported adverse event réported in
patients freated with SEROQUEL especially during the 3-5
day period of initial dose-titration. In the 3-to 6-week pla-

cébo-controlled trials, somnolence was reported in 18% of |

patlents oh SEROQUEL compared to 11% of placebo pa-
tients. Since SEROQUEL has the potential to impair judg-
ment, ‘thinking, o motor skills, pahente should be cau-
tioned about performing activities requiring mental altert-
ness, such s operating a motor véhicle (including
automobiles) or operating hazardous machinery until they
are reasonably certain that SEROQUEL tberapy does not
affect thedi® adversely

Priapism: "One case”'of priapism in' a patient recejving
SEROQUEL has been reported prior to market introdizc-
tion. While a causal relationshipto use of SEROQUEL has
not been established, other drugs with alpha-adrenerglc
blockmg effects Have been reported to induce priapism, and
itis possxble that SEROQUEL may share this capacity. Se:

vere priapisnt may require surgical intervention,

Body Temperature Regulation: Although not reported
with SEROQUEL, disruption of the body’s ability to reduce
core body temperature has been attributed to antipsychotic
agents. Appropriate.care is advised when prescnbmg
SEROQUEL for, pahents ‘who will be experiencing condi-
tions wlnch may contnbute toan elevatmn in core body tem-
perature, &g exercising strentously, exposure to extreme
heat, receiving concomitant medication with anticholinergic
actmty, or being subJect to dehydratton
Dysphagla Esophageal dysmotility’ and agpiration have
been assoclatea with anhpsychotlc dmg use. Aspu'atmn
elderly patients, in particular those with advanced Alzhe-
imér's dementxa SEROQUEL and other antxpsychotxc
drugs should e used cantiously in ‘Patients at rigk for aspi-
ratmn pneumoma
Stiicide: The possibility of a Bulclde attempt i is inherent in
schizophrenia, and close supemsxon of high-risk patients
should accompany drug thérapy. 'Prescriptions for
SEROQUEL should be'written for the smallest quantity of
tablets consistent with good patient management n order
to reduce the risk of overdosé.
Use in Patients with Concomitant’ Hiness: Clinical efperi-
srice with SEROQUEL in pahents with certain concomitant
systemic illnesses (see Renal ard Impa.mnent and Hepatic
Impairment under CLINICAL PHARMACOLOGY Spe-
cial Populations) is limited.
SEROQUEL has not been ‘evaluated or used to any appre-
ciable extent in patients with a recent history of myocardial
infarction or unstable heart disease. Patients with these di-
agnoses were excluded from premarketing clinical studles
Because’, of fhe risk’ ‘of prthostatic hypotension thh
SEROQUEL éaution should be obéerved in carchac patxents
(8ee Orthostatic Hypotension). ™
Information for Patienits~ ° :
Physlmans are adviged to discuss the followmg issues with
patiénts for whor they prescribe SEROQUEL.
Orthostatic vaotensmn Patients should beé advised of
the risk of orthostatic hypotension, especially during the
d penod of initial doee tltrainon, and also at tunes of

rence with Cogmtwe and Motor’ Performance Smce
somnolexice ‘was a coinmonly reported adverse event associ-
ated with' SEROQUEL treatment, patiénts should be ad-
viged of the risk of somnolence, ‘especially during the 3-5
day period of iriitial dose titration. Patients should be cau-
tioned about performmg any actmty requiriig mental al-
tertness, such as operating a “motor vehicle (including suto-
mobilés) or operafing hazardous machinery, until they are
reasonably certain that SEROQUEL therapy does not affect
them adversely.

Pregnancy Patients should be advised fo notify their phy-
sitian'if they become pregnant or mtend to become pregnant
dunng ther:

PY
Patients should be ad\nsed not to breast feed if
they ave taldng SEROQUEL. *
Concomltant ‘Medication:  As wzth other’ medlcatmns, pa-
tlents shoild be advised o notlfy their physwlans if they
are takmg, or plan to take, any prescnptmn or over~the—
counter drugs.” |
Alcohol: Patients sheuld be’ ‘aflvised to avoid consuming al-
coholic beverages ‘while takmg SEROQUEL. !
Heat Exposure and Dehydration: Patients shoild be ad-
vised regarding appropnate care in avoxdmg overheahng
and dehydration. . Lo P .
Laboratory Tests N o
No. spemﬁc Iaboratory tests are recommen,ded
Drug Interactions -
The risks of using SEROQUEL in combmatlon with other
drugs have not been extensively evaluated in systematic
studies. Given the primary CNS effects of SEROQUEL, cau-
tion should be used when it is taken in combination with
other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of aleohel in a clinical trial in
subjects, with selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL.
Because -of its potential for inducing hypotension,
SEROQUEL may enhance the effects of certain antihyper-
tensive agents.
SEROQUEL may. antagonize the eﬂ"ects of levodopa and do-
pamine agonists. .
The Effect of Other Drugs on SEROQUEL
Phenytoin: Coadministration of quetiapine (250 mg tid)
and phenytoin (100 mg tid) increased the mean oral clear-
ance of quetiapine by 5-fold. Increased doses of SEROQUEL
may be required to maintain control of psychotic symptoms
- in patients receiving quetiapine and phenytoin; or other he-
- patic enzyme inducers (e.g., carbamazepine, barbiturates,
nfampm, glucocorticoids). Caution should be taken if phen-
ytoin is. withdrawn and replaced with a noninducer (e. g .
valproate) (see DOSAGE AND ADMINISTRATION). .
Thioridazine: . Thioridazine (200 mg bid) increased the oral
clea;rance of quetxapme (300 mg bid) by 65%.

Continued on next page

" Consult 1999 PDR® supplements and future editions for revisions
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Cimstiding: Administration of multiple daily doses of ci-
metidine (400 mg tid for 4 -days) resulted in a 20% decrease
in the mean oral clearance of quetiapine (150 mg tid). Dos-
age adjustiment for quetiapine is pot reguired when it is
given with cimetidine. :

P450 3A Inhibitors: Although data are not available from -

clinical studies, caution is indicated when SEROQUEL is
administered with a potént enzyme inhibitor of cytochrome
P450 3A (e.g., ketoc itrace le, fluconazole, and
erythromycin). = )

Fluoxetine, Imipramine, Haloperidol, .and Risperidone:
Coadministration of fluoxetine (60 mg once daily); imipra-
mine (75 mg bid), haloperidol (7.5 mg bid), 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:

Lorazepam: The mean oral clearance of lorazepam (2 mg,
single dose) was reduced by 20% in the presence of quetiap-
ine administered as 250 mg tid dosing.

Lithium: Concomitant administration of quetiapine (250
mg tid) with lithium had no effect on any of the steady state
pharmacokinetic parameters of ithium.

Antipyrine:  Administration of multiple daily doses up to
750 mg/day (one a tid schedule) of quetiapine to subjects
with selected psychotic disorders had no clinically relevant
effect on the clearanée of antipyrine or urinary recovery of

antipyrine.metabolites. These results indicate that quetiap- |

ine does not significantly induce hepatic enzymes responsi-
ble for cytachrome P450 mediated metabolism of antipyrine.
Carcinogenesis, Mutagen Impairment of Fertility
Carcinogenesis: Carcinogenicity studies were conducted
in C57BL mice and Wistar rats. Quetiapine was adminis-
tered in the diet to mice at doses of 20, 75, 250, and 750
mg/kg and to rats by gavage at doses of 25, 75, and 250
mg/kg for two years. These doses are equivalent to 0.1, 0.5,
1.5, and 4.5 times the maximum human dose (800 mg/kg) on
a mg/m® basis (mice) or 0.3, 0.9, and 3.0 times the maximum
human dose on a mg/m? basis (rats). There were statisti-
cally. significant increases in thyroid gland follicular ad-
enomas in male mice at doses of 250 and 750 mg/kg or 1.5
and 4.5 times the maximum buman dose on a mg/m® basis
and in male rats at a dose of 250 mg/kg or 3.0 times the
maximum human dose on a mg/m?® basis. Mammnary gland
adenocarcinomas were. statistically significantly increased
in'female rats at all doses tested (25, 75, and 250 mg/kg or
0.3, 0.9, and 3.0 times the maximum recommended human
dose on a mg/m® basis).. -

Thyroid follicular cell adenomas may have resulted from
chronic stimulation of the thyroid gland by thyroid stimu-
lating hormone (TSH) resulting from enhanced metabolism
and clearance of thyroxine by rodent liver. Changes in TSH,
thyroxine, and, thyroxine clearance consistent with this
mechanism were observed in subchronic toxicity studies in
rat and mouse and in a 1-year toxicity study in rat; however,
the result of these studies were not definitive. The relevance
of the
iman risk, through whatever mechanism, is unknown.
Antipsychotic drugs have been shown to chronically elevate
prolactin levels in rodents, Serum measurements in & 1-yr
toxicity study showeéd that quetiapine increased median
serurn prolactin levels a 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 rélevance of this increased inci-
dence of prolactin-mediated mammary gland tumors in rats
to human risk is unknown (see Hyperprolactinemia in
PRECAUTIONS, General)- .

genesis: The'mutagenic potential of quetiapine was
tested in six in vitro bacterial gene mutation assays and in
an in vitro mammalian gene mutation assay in Chinese
Hamgter Ovary cells. However, sufficiently high concentra-
tions of quetiapine may not‘have been used for all tester
strains. Quetiapine did produce a reproducible increase in
mutations in one Selmonella typhimurium tester strain in
the présence of metabolic activation. No evidence of clasto-
genic potential was obtained in an in vitro chromasomal ab-
erration assay in‘cultured human lymphocytes or in the in
vivo micronucleus assay in rats.

Impairment of Fertility: Quetiapine decreased mating and
fertility in male Sprague-Dawley rats at oral doses of 50 and
150 mg/kg or 0.6 and 1.8 times the maximum human dose
on a mg/m? basis, Drug-related effects included increases in
interval to mate and in the number of matings required for
successful impregnation. These effects continued to be ob-
served at 150 mg/kg even after a two-week period without
treatment. The no-effect dose for impaired mating and fer-
tility in-male rats.was 25 mg/kg, or 0.3 times the maximum
humsn dose on‘a mg/m” basis. Quetiapine adversely af-
fected ‘mating and fertility i female Sprague-Dawley rats
at an oral dose of 50 mg/kg, or 0.6 times the maximum hu-
man dose on a mg/m? basis. Drug-related effects included

A ik

decreases in matings and in matings resulting in pregnancy, -
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creages in thyroid follicular cell adenomas to hu--

and an increase in the.interval to mate. An increase in ir-
regular estrus cycles was observed at doses of 10 and 50 mg/
kg, or 0.1 and 0.6 times the maximum human dose on a
mg/m? besis, The no-effect dose in female rats was 1 mg/kg,
or 0.01 times the maximum human dose on a mg/m? basis.
Pregnancy . -

Pregnancy Category C . R
The teratogenio potential of quetiapine was 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 25 to 200 m or 0.3 to 2.4 times
the maximpm human dose on & mg/m? basis or in rabbits at
25 to 100 m or 0.6 to 2.4 times the maximum human
dose on a mg/m* basis. There was, however, evidence of em-
bryo/fetal toxicity. Delays in skeletal ossification were de-
tected in rat fetuses at doses of 50 and 200 mg/kg (0.6 and

2.4 times the maximum human dose on a mg/m® basis) and -

in rabbits at 50 and 100 mg/kg (1.2 and 2.4 times the max-
imum human dose on a mg/m? basis). Fetal body weight was
reduced in rat fetuses at 200 mg/kg and rabbit fetuses at
100 mg/kg (2.4 times the maximum human dose on & mg/m?
basis for both species). There was an increased incidence of
a minor soft tissue anomaly (carpal/tarsal flexure) in rabbit
fetuses at a dose of 100 mg/kg (2.4 times the maximum hu-
man dose on & mg/m?® basis). Evidence of maternal toxicity
(i.e., decreases in body weight gain and/or death) was ob-
served at the high dose in the rat study and at all doges in
the rabbit study. In a peri/postnatal reproductive study in
rats, nodrug-related effects were observed at doses of 1, 10,
and 20 mg/kg or 0.01, 0.12, and 0.24 times the maximum
human dose on a mg/m? basis. However, in-a preliminary
peri/postnatal study, there were increases in fetal and pup
death, and decreases in mean litter weight at 150 mg/kg, or
3.0 times the maximum human dose on a mg/m? basis.
THere are no adequate and well-controlled studies in preg-
nant women, and quetiapine should be used during preg-
nancy only if the potential benefit justifies the potential risk
to the fetus, . )

Labor and Delivery: The effect of SEROQUEL on labor and
delivery in humans is unknown. .

Nursing Mothers: SEROQUEL was excreted in milk of
tréated animals during lactation. It is not known if
SEROQUEL is excreted in human milk, It is recommended
that women receiving SEROQUEL should not breast feed.
Pediatric Use: The safety and effectiveness of SEROQUEL
in pediatric patients have not been established.

Geriatric Use: * Of the approximately 2400 patients in clin-
ical studies with SEROQUEL, 8% (190) were 65 years of age
or over. In'general, there was no indication of any different
tolérability of SEROQUEL in the elderly compared to youn-
ger adults. Nevertheless, the presence of factors that might
decreasé pharmacokinetic clearance, iricrease the pharma-
codynamic response to SEROQUEL, or cause poorer toler-
ance or orthostasis, should lead to consideration of a lower
starting dose, slower titration, and careful monitoring dur-
ing the initial dosing period in the elderly. The mean plasma
clearance of SEROQUEL was reduced by 30% to 50% in el-
derly patients when compared to younger patients.. (see
Pharmacokinetics undér CLINICAL PHARMACOLOG
and DOSAGE AND ADMINISTRATION). S
ADVERSE REACTIONS

The premarketing development program for SEROQUEL
included over 2600 patients and/or normal subjects exposed
to 1 or more doses of SEROQUEL. Of these 2600 subjects,
approximately 2300 were patients who participated in mul-
tiple-dose effectiveness trials, and their experience corre-
sponded to approximately 865 patient-years. The conditions
and duration of treatment with SEROQUEL varied greatly
and included (in overlapping categories) open-label and dou-
ble-blind phases of studies, inpatients and outpatients,
fixed-dose and dose-titration studies, and short-term or

.longer-term exposure: Adverse reactions were assessed by

collecting adverse events, results of physical examinations,
vital signs, weights, laboratory analyses, ECGs, and results
of ophthalmologic examinations. :
Adverse events durjng exposure were obtained by general
inquiry and recorded by clinical-investigators using termi-
nology of their own choosing. Consequently, it is-not possible
to provide a meaningful estimate of the proportion of indi-
viduals experiencing adverse events without first grouping
similar types of events into a smaller number of standard-
ized event categories. In the tables and tabulations that fol-
low, standard COSTART terminclogy has been used to clas-
sify reported adverse events. :

The stated frequencies of adverse events represent the pro-

portion of individuals who experienced, at least once, &

treatment-emergent adverse event of the type listed. An
event was considered treatment emergent if it occurred for
the first time of worsened while receiving therapy following
baseline evaluation.

. Adverse Findings Observed in Short-Term, Controlied Trials

Adverse Events Associated with Discontinuation of Treat-
ment in Short-Term, Placebo-Controlled Trials

Overall, there was little difference in the incidence of dis-
continuation due to adverse events (4% of SEROQUEL vs.

t editions

3% for placebo) in a pool of controlled trials. However, dig-
continuations due to somnolence and hypotension were cop.-
sidered to be drug related (see PRECAUTIONS): .

Adverse Event SEROQUEL Placebo "
Somnolence 0.8% 0%
Hypotension 0.4% 0%

Adverse Events Occurring at an Incidence of 1% or More
Among SEROQUEL Treated Patients in Short-Term; Plac.
bo-Controlled Tridls: Table 1 enumerates the incidence
rounded in the nearest percent, of treatment-emergent ad-
vérse events that oszcurred during acute therapy (up to 6
weeks) of schizophrenia in 1% or more of patients treated
with SEROQUEL (doses ranging from 75 to 750 mg/day)
where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients,
The prescriber should be aware that the figures in the
tables and tabulations cannot be used to predict the inci-
dence of side effects in the course of usual medical practice
where patient. characteristics and other factors differ from
those that prevailed in the clinical trials. Similarly, the cited
frequencies cannot be compared with figures obtained from
other clinical investigations involving different treatments,
uses, and investigators. The cited figures, however, do pro-
vide the prescribing physician with some basis for estimat-
ing the relative contribution of drug and nondrug factors to
the side effect incidence in the population studied.
In these studies, the most commonly observed adverse
events 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 dizziness (10%), postural
hypotension (7%), dry mouth (7%), and dyspepsia (6%).
[See table 1-at bottom of next page]
Explorations for interactions on the basis of gender, age,
and race did not reveal any clinically meaningful differences
in the adverse event occurrence on the basis of these demo-
graphic factors.
Dose Dependency of Adverse Events in Short-Term, Place-
bo-Controlled Trials .
Dosé-related Adverse Events: Spontaneously elicited ad-
verse event data from a study comparing five fixed doses of
SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/
day) to placebo were explored for dose-relatedness of ad-
verse events. Logistic regression analyses revealed a posi-
tive dose response (p<0.05) for the following adverse events:
dyspepsid, abdominal pain, and weight gain. ' -\" o
Extrapyramidal Symptoms: Data from one 6-weelk clinicél
trial comparing five fixed .doses of SEROQUEL (75, 150,
300, 600, 750 mg/day) provided evidence for the ldck of
treatment-emergent extrapyramidal symptoms (EPS) dnd
dose-relatedness of EPS associatéd with SEROQUEL treat-
ment. Three methods were used to measure EPS (1) Simp-
gon-Angus total score (mean change from baseline) which
evaluates parkinsonism and akathisia, (2) incidence of
spontaneous complaints of EPS (akathisia, akinesia, cog-
wheel rigidity, extrapydramidal syndrome, hypertonia, hy-
pokinesia, neck rigidity, and tremor), and (3) use of anticho-
liniergic medications to treat emergent EPS. ;
[See table at bottom of next page] .
In' three-additional placebo-controlled clinical trials using -
variable doses of SEROQUEL, there were no differences be-
tween the SEROQUEL and placebo treatment groups in the
incidence of EPS, as assessed by Simpson-Angus total
scorel, spontaneous complaints of EPS, and the use of con-
comitant anticholinergic medications to treat EPS.
Vital Sign Changes: SEROQUEL is associated with ortho-
static hypotension (see PRECAUTIONS). o
Weight Gain: The proportions of patients meeting-a
weight gain criterion of 7% of body weight were c.91_npar8_(1
in a pool of four 3- to 6-week placebo-controlled clx_n;c_al tri-
als, revenling a statistically significantly greater incidence _
of weight gain for SEROQUEL (23%) compared to placebo
6%). .
g.abc)afatory C} An t of the premark(_eting
experience for SEROQUEL suggested that it is vassfmlated
with asymptomatic increases in SGPT and increases in both
total cholesterol and triglycerides (see PRECAUTIONS):
An assessment of hematological parameters in short-term, *
placebo-controlled trials revealed no clinical important dif-
ferences between SEROQUEL and placebo.: .
ECG Changes: ' Between group comparisons for ppolgd pla-
cebo-controlled trials revealed no statistically .sngmﬁcgnt
SEROQUEL/placebo differences in the proportions of pa-
tients experiencing potentially important changes in ECG
parameters, including QT, QTc, and PR u»lberya]s. However,
the proportions of patients meeting the-criteria for tachycar-
dia were compared in four 3- 6-week-placebp-contxolled‘ clin-
ical triali revealing 2 1% (4/399) incidence for SEROQUEL :
compared to 0.6% (1/156) incidence for placebo. SEROQUEL
use was associated with a mean increase in heart rate, as-
sessed by ECG, of 7 beats per minute compared to a m’I?hna‘]?
increase of 1 beat per minute among placebo patients.
slight tendency to - tachycardia may- be . related.. to
SEROQUEL's. potential for inducing -Oﬂh°§§a@,,,-'°haf%9: :
(see PRECAUTIONS). .« 7.0 .8 W0onnes ¢
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dverse Events Observed During the Premarketing
on of SEROQUEL
ig is a list of COSTART terms ‘chat reflect treat-
1ergent adverse events as defined in the introduc-
he ADVERSE REACTIONS section reported by pa-
-eated with SEROQUEL at muitiple doses = 75 mg/
ing any phase of a trial within the premarketing
e of approximately 2200 patients. All reported
wre included except those already listed in Table-1 or
re in labeling, those events for which a drug cause
1wte, and those event terms which were 8o general as
sinformative. It is important to emphasize that, al-
the events reported occurred during treatment with
{UEL, they were not necessarily caused by it.
are further categorized by body system and listed in
f decreasing frequency according to the following
ons: frequent adverse events are those occurring in
; 1/100 patients {only those not already listed in the
ed results from placebo-controlled trials appear in
ting); infrequent adverse events are those occurring
D to /1000 patients; rare events are those occurring
r than 1/1000 patients,
s System: Frequent: hypertonia, dysarthna, Infre-
abnormal dreams, dyskipesia, thinking abnormal,
+ dyskinesia, vertigo, involuntary movements, confu-
mnesia, psychosis, hallucinations, hyperkinesia, li-
creased™ urinary retention, incoordination, paranoid
n, abnormal gait, myoclonus, delusions, manic reac-
sathy, ataxia, depersonalization, stupor, bruxism, cat-
reaction, hemiplegia; Rare: aphasia, buccoglossal
qme, choreoathetosis, delirium, emotional lability, eu-
, libido decreased®, neuralgm, stuttering, subdura.l
oma,
as a Whole: Frequent: flu syndrome; Infrequent:
ain, pelvic pain*, suicide atterpt, malaise, photosen-
7 reaction, chills face edema, moniliasis; Rare: abdo-
nlarged.
tive System: Frequent: anorexia; Infrequent; in-
«d salivation, increased appetite, gamma glutamyl
ieptidase increased, gingivitis, dysphagia, flatulence,
enteritis, gastritis, hemorrhoids, stomatitis, thirst,
caries, fecal incontinence, gastroesophageal reflux,
iemorrhage, mouth ulceration, rectal hemorrhage,
e edema; Rare: glossitis, hematemesis, intestinal ob-
ion, melena, ptmcreahtxs
Freg pahtatmn, lnfrequent
ilatation, QT interval prolonged, migraine, bradycar-
srebral ischemia, irregular pulse, T wave abnormality,
e branch block, cerebrovascular accidenct, deep
1bophlebitis, T wave inversion; Rare: angina pectoris,
fibrillation, AV block first degree, congestive heart

failure, ST elevated, thrombophlebitis; T wave ﬁattemng,
ST abnormality, mcreased QRS duration.

Respiratory System: Frequent: pharyngitis, rlnmtxs
cough increased, dyspnea; Infrequent: pneumonia, epi-
staxis, asthma; Rare: hiccup, hyperventilation.

Metabolic and Nutritional System: Frequent: peripheral ’

edema; Infrequent: weight loss, alkaline phosphatase in-
creased, hyperlipemia, alcohol intolerance, dehydration, hy-
perglycewma, creatinine increased, hypoglycemia; Rare: gly-
cosuria, gout, hand edema, hypokalemla, water intoxica-
tion..
Skin and Appendages Svstem Frequent sweating; Infre-
quent; pruritis, acne, eczema, contact dermatitis, maculo-
papular rash, seborrhea, skin ulcer; Rare: exfoliaﬁve derma-
titis, psoriasis, skin discoloration,
Urogenital System: Infrequent: dysmenorrhea*, vagini-
tis*, .urinary incontinence, metorrhagia®, impotence*, dys-
uria, vaginal moniliasis*, abnormal ejaculation*, cystitis,
urinary frequency, amenorrhea*, female lactation*, leukor-
rhea*, vaginal hemorrhage*, vulvovaginitis* orchitis*; Rare:
g’_y:necmnastxa’*L nocturia, polyuria, acute kidney fa:lure -
ial S Infreq conjunctlvms, abpormal vi-
sxon, dry eyes, tmmtus taste perversion, blepharitis, eye
pain; Rare: abnormahty of accommodation, deafness, glau-
coma.
Musculoskeletal System: Infrequent: pathological frac-
ture, ‘myasthenia, twitching, arthralgia, arthritis, leg
cramps, bone pain. . }
Hemic and Lymphatic System: Frequent: leukopenia; In-
frequent:vleukocytosis, anemia, ecchymosis, eosinophilia,
hypochromic anemia; lymphadenopathy, cyanosis; Rare: he-
molysis, thrombocytopema
Endorcine System: Infrequent: hypothyrmdlsm diabetes
miellitus; Rare: hyperthyrmd;sm
*adjusted for gender

DRUG ABUSE AND DEPENDENCE

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

Physical and Psychologic dependence SEROQUEL has
not been, systematically studied, in animals or humans, for
its potential for abuse, tolerance, or physical dependence.
While the clinical trials did not reveal any tendency for any
drug-seeking behavior, these observations were not system-
atie, 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, patients should be evaluated carefully for a history
of drug abuse, and such patients should be observed closely
for signs of misuse or abuse of SEROQUEL, e.g., develop-
ment of tolerance, increases in dose, drug-seeking behavior.

Table 1. Treatment Emergent Adverse Expenence
Incidence in 3- to 6 Week Placebo-Controlled Clinical Trials?

System/ SEROQUEL Placebo
rred Term An=510) (n=206)

as a Whole

dache 19% "18%
aenia 4% 3%
ominal pain 3% 1%
k pain 2% , 1%
er 2% ) 1%
ous System .

inolence 18% 11%
ziness 10% 4%
stive System

1stipation 9% . . 5%
+ Mouth % 3%
spepsia 6% 2%
liovascular System

stural hypotension % 2%
‘hycardia : % 5%
abolic and Nutritional Disorders

ight gain 2% ' . 0%
1 and Appendages '
sh 4% 3%
siratory System . .
initis 3% 1%
cial Senses .
r pain 1% 0%

vents for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the
dlowing: pain, infection, chest pain, hostility, accidental injury, hypertension, hypotension, nauses, vomiting, diarrhea,
wyalgia, agitation, insomnia, anxiety, nervousness, akathisia, hypertoma, tremor, depression, paresthesm pharyngntns,
ry skin, amblyopia, and urinary tract infection. .

' SEROQUEL
e Groups Placebo 75 mg 150 mg 300 mg 600 mg 750 mg,
kinsonism -0.6 -1.0 -12 -16 -1.8 -1.8
3 incidence 16% 6% 6% 4% 8% ) 6%
iicholinergic . :
edications 14% 11% 10% 8% 12% 1%

OVERDOSAGE

Human expenence Experience with SEROQUEI@ (que—
tiapine fumarate) in acute overdosage was limited in the
clinical trial database (6 reports) with estimated doses rang-
ing from 1200 mg to 9600 mg and no fatalities. In general,
reported signs and symptoms were those resulting from an
exaggeration of the drug's known pharmacological effects,
ie., drowsiness and sedation, tachycardia and hypotension.
One case, involving an estimated overdose of 9600 mg, was
associated with hypokalemia and first degree heart block.
Management of Overdosage: In case of acute overdosage,
establish and maintain an airway and ensure adeguate ox-
ygenation and ventilation. Gastric lavage (after intubation,
if patient is unconscious) and administration of activated
charcoal together with a laxative should be considered. The
possibility of ebtundation, seizure or dystonic reaction of the
head and neck following overdose may create a risk of aspi-
ration with induced emesis. Cardiovascular monitoring
should commence immediately and should include continu-
ous electrocardiographic monitoring to detect possible ar-
rhythmias. If antiarrhythmic therapy is administered, dis-
opyramide, procainamide and quinidine carry a theoretical
hazard of additive QT-prolonging effects when administered
in patients with acute overdesage of SEROQUEL, Similarly
it is reasonable to expect that the alpha-adrenergic-blocking
properties of bretylium might be additive to those of que-
tiapine, resulting in problematic hypotension.

There is no specific antidote to SEROQUEL, Therefore ap-
propriate supportive measures should be -instituted. The
possibility of multiple drug involvement should be consid-
ered. Hypotension and circulatory collapse should be
treated with appropriate measures such as intravenous fiu-
ids and/or sympathomimetic agents (epinephrine and dopa-
mine should not be used, since beta stimulation may worsen
hypotension in the setting of quetiapine-induced alpha
blockade). In case of severe extrapyramidal symptoms, anti-
cholinergic medication should be administered. Close med-
ical supervision and monitoring should confinue until the
patient recovers.

DOSAGE AND ADMINISTRATION

Usual Dose: SEROQUEL should generally be adminis-
tefed with an initial dose of 25 mg bid, with increases in
incréments of 25-50 mg bid or tid on the second and third
day, as tolerated, to a target dose range of 300 to 400 mg
daily by the fourth day, given bid or tid. Further dosage ad-
justments, if indicated, should generally occur at intervals
of not less than 2 days, as steady state for SEROQUEL
would not be achieved for approximately 1-2 days in the
typical patient. When dosage adjustments are necessary,
dose inerements/decrements of 25-50 mg bid are recom-
mended. Most efficacy data with SEROQUEL were obtained
using tid regimens, but in one controlled trial 225 mg bid
was also effective.

Antipsychotic efficacy was demonstrated in a dose range of
150 to 750 mg/day in the clinical trials supporting the effec-
tiveness of SEROQUEL. In a dose response study, doses
above 300 mg/day were not demonstrated to be more effica-
cious than the 300 mg/day dose. In other studies, however,
doses in the range of 400-500 mg/day appeared to be
needed. The safety of doses above 8()0 mg/day has not been
evaluated in clinical frials.

Dosing in Special Populations

Consideration should be given to a slower rate of dose titra-
tion and a lower target dose in the elderly, in patients with
hepatic impairment, and in patients who are debilitated or
who had a predisposition to hypotensive reactions (see
CLINICAL PHARMACOLOGY). When indicated, dose es-
calation should be performed with caution in these patients.
The elimination of quetiapine was enhanced in the presence
of phenytoin. Higher maintenance doses of quetiapine may
be required when it is coadministered with phenytoin and
other enzyme inducers such as carbamazepine and pheno-
barbital. (See Drug Interactions under PRECAUTIONS)
Maintenance Treatment: While there is no body of evi-
dence available to answer the guestion of how long the pa-
tient treated with SEROQUEL should remain on it, the ef-
fectiveness of maintenance treatment is well established for
many other antipsychotic drugs. It is recommended that ré-
sponding patients be continued on SEROQUEL, but at the
lowest dose needed to maintain remission. Patients should
be periodically reassessed to determine the need for main-
tenance treatment.

Reinitiation of Treatment in Patients Previously Discontin-
ued: Although there are no data to specifically address
reinitiation of treatment, it is recommended that when re-
starting patients who have had an interval of less than one
week off SEROQUEL, titration of SEROQUEL 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 tlt-ratmn
schedule should be followed.

Switching from Other Antipsychotics: There are no sys-
tematically collected data to specifically address sw1tchmg
from other antipsychotics to SEROQUEL.

Continued on next page

Consult 1999 PDR® supplements and future editions for revisions
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PHYSICIANS' DESK REFERENCE®

Seroquel—Cont.

HOWrSUPPLlED :

25 mg Tablets (NDC 0310-0275) peach, round, biconvex,
film coated tablets, identified with 'SEROQUEL’ and '25'
on one side and plain on the other side, are supplied in
bottlés of 100 tablets and hospital unit dose packages of 100
tablets. : : ) )

100 mg Tablets (NDC 0310-0271) yellow, round, biconvex
ﬁlm coated tablets, identified with 'SEROQUEL' and '100'
on one 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 0810-0272) white, round, biconvex,
film coated tablets, identified with ‘SEROQUEL' and ‘200
on one side and plain on the other side, are supplied in
bottles of 100 tablets and hospital unit dose packages of 100
tablets. ) o
Store at 25°C (77°F) excursions permitted to 15-30°C (59~
86°F). [See USP] ’

ANIMAL-TOXICOLOGY

Quetiapine caused a dose-related increase in pigment depo-
sition in thyroid gland in rat toxicity studies which were 4
weeks in duration or longer and in a mouse 2-year carcino-
genicity study. Doses were 10-250 mg/kg in rats, 75-750
mg/kg.in mice; these doses are 0.1-3.0, and 0.1-4.5 times
the maximum recommended human dose {on a mg/m? ba-
sig), respectively. Pigment deposition was shown to be irre-
versible in rats. The identity of the pigment. could not be
détermined, but was found to be co-localized with quetiap-
ine in thyroid gland follicular epithelial cells. The functional
effects and the relevance of this finding to human risk are
unknown. : : .
In dogs receiving quetiapine for 6 or 12 months, but not for
1 month, focal triangular cataracts occurred at the junction
of posterior sutures in the outer cortex of the lens at a dose
of 100 mg/kg, or 4 times the maximum recommended hu-
man dose on & mg/m? basis. This finding may be due to in-
hibition of cholestero! biosynthesis by quetiapine. Quetiap-
ine caused a dose related reduction in plasma cholesterol
levels in repeat-dose dog and monkey studies; however,
there was no correlation between plasma chelesterol and
the presence of cataracts in individual dogs. The appear-
ance of delta-8-cholestanol in plasina is consistent with in-
hibition of a late stage in cholesterol biosynthesis in these
species. There also was a 25% reduction in cholesterol con-
tefit of the outer cortex of the lens observed in a special
study in quetiapine treated female dogs. Drug-related cata-
racts have not been seen in any other species; however, in a
1-year study in monkeys, a striated appearance of the ante-
rior lens surface was detected in 2/7 females at a dose of 225
mg/kg or 5.5 times the maximum recommended human dose
on a mg/m” basis.
Manufactured by:
ZENECA
Pharmaceuticals
A Business Unit of Zeneca Inc. .
Wilmington, Delaware 19850-5347 . .
64122-00 Rev C 11/97
Shown in Product Identification Guide, page 346

SORRBITRATE® . B
[sorb 'i-trate ]
(lsqsorbide Dinitrate)

DESCRIPTION ' _
Isosorbide dinitrate (ISDN) is 1,4:3,6-dianhydro-D-ghucitel
92,5-dinitrate, an organic nitrate whose structural formula
ise
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and whose molecular weight is 236.14. The organic nitrates
are vasodilators, active on both arteries and veins.
Isosorbide dinitrate is a white, crystalline, odorless com-

pound which is stable in air and in solution, has a melting

point of 70°C and has an optical rotation of +134° (¢ = 1.0,
alechol, 20°C). Isosorbide dinitrate is freely soluble in or-
ganic solvents such as acetone, aleohol, and ether; but is
only sparingly soluble in water.

SORBITRATE is available as:

Informition will be sup

ded by suppl ts and sut

SORBITRATE® CHEWABLE TABLETS USP .
5 mg Chewable Tablet. - Each tablet contains 5 mg of iso-
sorbide dinitrate. Inactive Ingredients: Blue 1, confection-
er's sugar, corn starch, flavor, hydrogenated vegetable oil,
magnesium stearate, mannitol, povidone, Yellow 10,
SORBITRATE® ORAL TABLETS USP

5 myg Oral Tablet. Each tablet containg 5 mg of isosorbide
dinitrate. Inactive Ingredients: Blue 1, corn starch, lactose
gh'y,d_roué), magnesium stearate, pregelatinized starch, Yel-
ow 10. - : . :

10 mg Oral Tablet. Each tablet containsg 10 mg of isesor-
bide dinitrate. Inactive Ingredients: corn starch, lactose (hy-
drous), magnesium stearate, prepelatinized starch, Yellow
10; . .

20 mg Oral Tablet. Each tablet contains 20 mg of isosor-
bide dinitrate. Inactive Ingredients: Blue 1, corn starch, lac-

tose (bydrous), magnesium stearate, pregelatinized starch.

30 mg Oral Tablet. Each tablet contains 30 mg of isosor-
bide dinitrate. Inactive Ingredients: corn starch, lactose (hy-
drous), magnesium stearate, pregelatinized starch,

40 myg Oral Tablet. Each tablet contains 40 mg of isesor-
bide dinitrate, Inactive Ingredients: Blue 1, corn starch, lac-
tose (Hydrous), magnesium stearate, pregelatinized starch.

CLINICAL PHARMACOLOGY

The principal pharmacological action of isosorbide dinitrate
is relaxation of vascular smooth muscle and consequent di-
latation of peripheral arteries and veins, especially the lat-
ter. Dilatation of the veins promotes peripheral pooling of
blood and decreases venous return to the heart, thereby re-
ducing left ventricular end-diastolic pressure and pulmo-
nary capillary wedge pressure (preload). Arteriolar relax-
ation reduces systemic vascular resistance, systolic arterial
pressure, and mean arterial pressure (afterload). Dilatation
of the coronary arteries also occurs. The relative importance
of preload reduction, afterload reduction, and coronary dila-
tation remains undefined. .. -
Dosing regimens for most chronically used drugs are de-
signed to provide plasma concentrations that are continu-
ously greater than a minimally effective concentration. This
strategy is inappropriate for for organic nitrates. Several
well-controlled clinical. trials have used exercise testing to
assess the anti-anginal efficacy of continuously-delivered ni-
trates. In the. large majority of these trials, active agents
were no more effective than placebo after 24 hours (or less)
of continuous therapy. Attempts to overcome nitrate toler-
ance by dose escalation, even to doses far in excess of those
used acutely, have consistently failed. Only after nitrates
have been absent from the body for several hours has their
anti-anginal efficacy been restored. R
Pharmacokinetics: Once absorbed, the distribution volume
of isosorbide dinitrate is 2-4 L/kg, and this volume is
cleared at the rate of 24 L/min, so ISDN's half-life in serum
is about an hour. Since the clearance exceeds hepati¢ blood
flow, considerable extrahepatic metabolism must also oceur.
Clearance is effected primarily by denitration to the 2-mon-
onitrate (15%-25%) and the 5-mononitrate (75%-85%):
Both metabolites have biological activity, especially the
5-mononitrate. With an overall half-life of about 5 hours,
the 5-mononitrate is cleared from the serum by denitration
to isosorbide; glucuronidation to the 5-mononitrate glucuro-
nide; and denitration/hydration to sorbitol. The 2-mononi-
trate has been less well studied, but it appears to partici-
pate in the same metabolic pathways, with a half-life of
sbout 2 hours. )
The daily dose-free interval sufficient to avoid tolerance to
organic nitrates has not been well defined. Studies of nitro-
glycerin (an organic nitrate with a very short half-life) have
shown that daily dose-free intervals of 10-12 hours are usu-
ally sufficient to minimize tolerance. Daily dose-free inter-
vals that have succeeded in aveiding tolerance during trials
of moderate doses (eg, 30 mg) of immediate-release ISDN
have generally been somewhat longer (at least 14 hours),
but this is consistent with the longer half-lives of ISDN and
its active metabolites.
Few well-controlled clinical trials of organic nitrates have
been designed to detect rebound or withdrawal effects. In
one such trial, however, subjects receiving nitrogylcerin had
less exercise tolerance at the end of the daily dose-free in-
terval than the parallel group receiving placebo. The inci-
dence, magnitude, and clinical significance of similar phe-
nomena in patients receiving ISDN have not been studied.
Bioavailability of ISDN after single sublingual doses is
40%-50%. Multiple-dose studies of sublingual ISDN phar-
macokinetics have not been reported; multiple-dose studies
of ingested ISDN have observed progressive increases in
bioavailability during chronic therapy. Serum levels of
ISDN reach their maxima 10-15 minutes after sublingual
dosing. .
Absorption of isosorbide dinitrate after oral dosing is nearly
complete, but bioavailability is highly varible (10%-90%),
with extensive first-pass metabolism in the liver. Serum lev-
els reach their maxima about an hour after ingestion. The
average bioavailability of ISDN is about 25%; most studies
. have observed progressive increases in bioavailability dur-
ing chronic therapy. '
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The absorption kinetics of chewable izosorbide dinitrats
tablets have not been studied. Absorption of ingested ISDN
is knovn to be nearly complete, although bioavailability ig
highly variable. Ingested ISDN undergoes extensive firgt.
pass metabolism in the liver; it is not known what portion of
this first-pass effect is avoided by buccal absorption of the
chewable formulation.

Kinetic studies of absorption of immediate-release formula-
tions of ISDN have found highly variable bioavailahility
with extensive first-pass metabolism in the liver. Most such
studies have observed progressive increases in bioavailabj].
ity during chronic therapy. ,
Clinical Trials: In a controlled trial in which 0.4 mg of sub-
lingual nitroglycerin took 1.9 minutes to begin to produce
an anti-anginal effect, 5 mg of sublingual ISDN took 3.4
minutes to begin to produce a similar effect. In the same
trial, the anti-anginal effect of the sublingual nitrogylcerin
was evident for about an hour, while that of the sublingual
ISDN lasted about 2 hours.

In other controlled trials, the anti-anginal efficacy of sublin-
gual ISDN has persisted for periods ranging from 30 min-
utes up to 4 hours. :
Multiple-dose trials of sublingual ISDN have not been re-
ported. Multiple-dose trials of ingested formulations of
ISDN have shown that ISDN’s anti-anginal efficacy is sub-
stantially attenuated by tolerance unless the daily regimen
does not include at least one interdosing interval of at least
14 hours. The daily interdosing interval necessary in any
chronic regimen using sublingual ISDN is not known.
In clinical trials, immediate-release oral isosorbide dinitrate
has been administered in a variety of regimens, with total
daily -doses ranging from 30 mg to 480 mg. '
Controlled frials of single oral doses of isosorbide dinitrate
have demonstrated effective reductions in exercise-related
angina for up to 8 hours. Anti-anginal activity is present
about 1 hour after dosing. . ' : '
Most controlled trials of multiple-dose oral ISDN taken ev-
ery 12 hours (or more frequently) for several weeks. have
shown statistically significant anti-anginal efficacy for only
2 hours after dosing. Once-daily regimens, and regimens
with at least one daily interval of at least 14 houts (eg, a
regimen providing doses at 0800, 1400 and 1800) have
shown efficacy after the first dose of each day that was sim-
ilar to that shown in the single-dose studies cited above.

In controlled trials in which sublingual nitroglycerin”took’

1%,-2 minutes to begin to produce an anti-anginal effect;.
chewable ISDN tablets took 2%/,~-3 minutes to begin to pro-
duce a similar effect. In these same trials, the anti-snginal
effect of sublingual nitroglycerin was evident for about
1-1%, hours, while that of ¢hewable ISDN lasted ‘about an
hour longer. - L PRI EN G PR At
Clinicel trials of chewable ISDN have used doses of 5 and 10
mg. It.is not known whether lower doses would. be equally.
effective. :

Multiple-dose trials of chewable ISDN have not been re-

ported. Multiple-dose trials of ingested formulations of '

ISDN have shown that ISDN's anti-anginal efficacy is sub-
stantially attenuated by tolerance unless the daily regimen
does not include at least one interdosing interval of at 1ea§§
14 hours. The daily interdosing interval necessary in any
chronic regimen using chewable ISDN is, because of, the
rapid onset of action of this formulation, probably somewhat
longer. o

Froiu large, well-controlled studies of other nitrates, it is
reasonable to believe that the maximal achievable daily du-

ration of anti-anginal effect from isosorbide dinitrate is

about 12 hours. No dosing regimen for isosorbide dinitrate
has, however, ever actually been shown to achieve this du-
ration of effect. In the absence of data from multiple-dose
trials, and considering the capacity of organic nitrates to in-
duce tolerance, it is not reasonable to assume that maultiple
sublingual ISDN tablets taken during the course of a day
will all have similar effects.

INDICATIONS AND USAGE

SORBITRATE sublingual tablets and chewable tablets are
indicated for the prevention and treatment of angina pecto:
ris due to coronary artery diseasé. However, because the'on-

set of action of these tablets is significantly slower thanthat

of sublingual nitroglycerin, they are not the drug of ﬁ{sﬁ
choice for abortion of an acute anginal episode. U
SORBITRATE oral tablets are indicated for the prevention
of angina pectoris due to coronary artery disease. Thé onset

* of action of iinmediate release oral isoso;bic[e din}t;t;itg is‘
not sufficiently rapid for this product to be useful in abort-

ing.an acute anginal episode.
CONTRAINDICATIONS o o
‘Allergic reactions to organic nitrates are extremely rare, but

tients who are allergic to it or other nitrates.

WARNINGS - -
The benefits of isosorbide dinitrate in patients Wit

myocardial infarction or congestive heart fglqu:imh
been established. If one elects to use isosorbide dini

these conditions, careful clinical or hemodynamic monit
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must be used to avoid the hazards of hypotension and
yycardia. Because the effects of oral and chewable ISDN
‘ets are so difficult to terminate rapidly, this formulation
ot recommended in these settings.

ECAUTIONS
seral: Severe hypotensmn partlcularly with upright
ture, may oceur with even small doses of isosorbide dini-
te. This drug: should therefore be used with caution in
jents who may be volume depleted or who, for whatever
son (eg, diuretics), are already hypotensive. Hypotension
uced by isosorbide dinitrate may be accompanied by par-
wxical bradycardia and increased angina pectoris.
rate therapy may aggrayate the angina caused by hyper-
phic cardiomyopathy.
tolerance to isosorbide dlmtrate develops, the effect of
slingual mtroglycerm on exercise tolerance, allthough
{1 observable, is somewhat blunted.
industrial workers who have had long-term exposure to
known (presumably high) doses of organic nitrates, toler-
ce clearly occurs. Chest pain, acute myocardial infarction,
d even sudden death have occurred during temporary
thdrawal of nitrates from these workers, demonstrating
» existence of trae physmal dépendence.
me clinical trials in angina patients have provided nitro-
lcenn for about 12 continuous hours of every 24-hour day.
wing the daily dose-free intervals in soie of these trials,
ginal attacks have Been mote easily provoked than before
:atment, and patients have demonstrated hemodynamic
bound and decreased exercise tolerance. The importance
these observations to the routine, clinical use of isosor-
de dinitrate is not known. Tt may be prudent to gradually
thdraw patients from ISDN when the therapy is being
rminated, rather than stopping the ‘drug abruptly.
formation for Patients:” Patients should be told that the
rti-anginal efficacy of isosorbide dinitrate is strongly re-
ted to its dosing regimen, so the prescribed schedule of
)sing should be followed carefully. In particular, daily
:adaches sometimes accompany treatment with isosorbide
nitrate. In patients who get these headaches, the head-
shes are a marker of the activity of the drug. Patients
1ould resist the temptation to aveid headaches by altering
se schedule of their treatment with isosorbide dinitrate,
nce loss of headache may be iated with simultaneous
wgs of anti-anginal efficacy. Aspirin’and/or acetaminophen,
n the other hand, often successfully relieve isosorbide dini-
rate-induced headaches with no deleterious effect on iso-
orbide dinitrate’s anti-anginal efficacy.
Yeatment with isosorbide dinitrate may be associated with
ghtheadedness on standing, especially just after rising
rom a recumbent or seated position. This effect may be
aore frequent in patients who have also consumed aleehol.

JRUG INTERACTIONS

The vasodilating effects of isosorbide dinitrate may be addi-
ive with those of other vasodilators. Alcohol, in particular,
185 been found to exhibit additive effects of this variety.
SDN acts directly on vascular smooth muscle; therefore,
wny other agent that acts on vascular smooth muscle can be
xpected to have decreased or increased effect depending on
he agents.
Marked symptomatic, orthostatic hypotension has been re-
sorted when caleium channel blockers and organic nitrates
were used in combination. Dose adjustment of either class
»f agents may be necessary.
Carci Mut is, and Impairment of Fertility:
No long -term studies in animals have been performed to
evaluate the carcinogenic potential of isosorbide dinitrate.
In a modified two-litter reproduction study, there was no re-
markable gross pathology and no altered fertility or gesta-
gion among rats fed isosorbide dinitrate at 25 or 100 mg/kg/
ay.
Pregnancy: Pregnancy Category C:- At oral doses 35 and
150 times the maximum recommended human daily dose,
isosorbide dinitrate has been shown to cause & dose-related
increase in embryotoxicity {(increase in mummified pups) in
rabbits. There are no adequate, well-controlled studies in
pregnant women. Isosorbide dinitrate should be used dur-
ing pregnancy only if the potential benefit justifies the po-
tential risk to the fetus.
Nursing Mothers: It is not known whether isosorbide dini-
trate is excreted is human milk. Because many drugs are
excreted in human milk, caution should be exercised when
isosorbide dinitrate is administered to a rmrsmg woman.
Pediatric Use: Safety and effectiveness in pediatric pa-
tients have not been established.

ADVERSE REACTIONS

Adverse reactions to isosorbide dinitrate are generally dose-
related, and almost all of these reactions are the result of
isosorbide dinitrate’s activity as a vasodilator. Headache,
which may be severe and persistent, is the most commonly
reported side effect. Headache may be recurrent with each
daily dose, especially at higher doses.‘Cutaneous vasodila-
tion with ﬂushmg may occur. Transient episodes of hght-
headedness, dizziness, and weakness, as well as other signs

of:cerebral ischemia associated with postural hypobensmn,
may also occur. Hypotension occurs infrequently, but in
some patients it may be severe enough to warrant dJscon—
tinuation of therapy. (See OVERDOSAGE.)

Syncope, crescéndo angina, and rebound hypertension have
been reported but are uncommon,

Extremély rarely, ordinary doses of organic nitrates have
caused methermoglobinemia in normal seeming patients.
Methemoglobinemia is so infrequerit at these doses that fur-
ther discussion of its diagnosis and treatment is deferred.
(See OVERDOSAGE.)

Data are not available to allow estimation of the frequency
of adverse reactions during treatment with SORBITRATE
tablets.

OVERDOSAGE

Hemodynamic Effects: The ill effects of 1sosorblde dini-
trate overdose are generally the results of isosorbide dini-
trate’s capacity to induce vasodilatation, venous pooling, re-
duced cardiac output, and hypotension. These hemody-
namic changes may have protean manifestations, including
increased intracranial pressure, with any or all of the fol-
lowing: persistent throbbing headache, confusion, and mod-
erate fever; vertigo; palpitations; visual disturbances; nau-
sea and vomiting (possibly with colic and even bloody diar-
thes);- s'yncbpé' (especially in the upright posture); initial
hyperpnea; air hunger; and dyspnea, later followed by slow
bredthing and/or reduced ventilatory effort; diaphoresis,
with the skin éither flushed or cold and clam.my, heart block
and bradycardia; paralysis; coma; seizures; and death.
Laboratory determinations of seruin levels of isosorbide di-
nitrate and its ‘metabolites are not widely available, and
such determinations have, in any event, no established role
in the management of isosorbide dinitrate overdose.

There are no data suggesting what dose of isosorbide dini-
trate is likely to be life-threatening in bumans. In rats, the
median acute lethal dose (LDgg) was found to be 1100 mg/kg
(apprommately 500 times the recommended therapeutic
dose in humans).

No data are svailable to suggest physiological maneuvers
(eg, maneuvers to change the pH of the urine) that might
accelerate elimination of isosorbide dinitrate and its active
metabolites. Similarly, it is not known which—if any-—of
thege substances can usefully be removed from the body by
hemodialysis.

No specific antagonist to the vasodilator effects of isosorbide
dinitrate iz known, and no intervention has been subject to
controlled study as a therapy of isosorbide dinitrate over-
dose. Because the hypotension associated with isosorbide
dinitrate overdose is the result of venodilatation and arte-
rial hypovolemia, prudent therapy in this situation should
be directed toward increase in central fluid volume. Passive
elevation of the patient’s legs and passive movement of ex-
tremities may be sufficient, but intravenous infusion of nor-
mal saline or similar fluid may also be necessary.

The se epmephnne or other arterial vasoconstrictors in
this setting is likely to do more harm than good.

In patients with renal disease or congestive heart failure,
therapy resulting in central volume expansion is not w1th-
out hazard. Treatment of isosorbide dinitrate overdose in
these patients may be subtle and difficult, and invasive
monitoring may be required.-

Methemoglobinemia: Nitrate ions liberated during me-
tabolism of isosorbide dinitrate can oxidize hemoglobin into
methemoglobin. Even in patients totally without cyto-
chrome by reductase activity, however, and even assuming
that the nitrate moieties of isosorbide dinitrate are quanti-
tatively applied to oxidation of hemoglobin, sbout 1 mg/kg of
isosorbide dinitrate should be required before any of these
patients manifests clinically significant (=10%) methemo-
globinemia. In patients with normal reductase function, sig-
nificant production of methemoglobin should require even
larger doses of isosorbide dinitrate. In one study in which 36
patientd received 2-4 weeks of continuous nitroglycerin
therapy at 3.1 to 4.4 mg/hr (equivalent, in'total adminis-
tered dose of nitrate ions, to 4.8-6.9 mg of bioavailable iso-
sorbide dinitrate per hour), the average methemoglobin
level measured was 0.2%; this was comparable to that ob-
served in parallel patients who received placebo.
Nobwithstanding these observations, there are case reports
of significant methemoglobinemia in association with mod-
erate overdoses of organic nitrates. None of the affected pa-
tients had been thought to be unusually susceptible.
Methemoglobin levels are aviilable from most clinical labo-
ratories. The diagnosis should be suspected in patients who
exhibit signs of impaired oxygen delivery despite adequate
cardiac output and adequate arterial pO,. Classically, met-
hemoglobinemic blood is described as chocolate brown,
without color change on exposure to air.

‘When methemoglobinemia is diagnosed, the treatment of
choice is methylene blue, 1-2 mg/kg intravenously.
DOSAGE AND ADMINISTRATION

As noted above (CLINICAL PHARMA COLOGY), multiple
studies with ISDN and other nitrates have shown that
maintenance of continuous 24-hour plasma levels results in
refractory tolerance. Every dosing regimen for ISDN must

provide a daily dose-free interval to minimize the develop-
ment of this tolerance. To achieve the necessary nitrate-free
interval with immediate-release oral ISDN, it appears that
at least onie of the daily dose-free intervals must be at least
14 hours long. In the case of sublingual and chewable tab-
lets, it is probab]y true that one of the daily dose free inter-
vals must be somewhat longer than 14 hours.

As also noted above (CLINICAL PHARMACOLOGY ) the
effects of the second and later doses have been smal]er and
shorter-lasting than the effects of the first.

Large controlled studies with other nitrates suggest that 1o
dosing'regimen with SORBITRATE Tablets should be éx-
pected to provide more than about 12 hours of contmuous
anti-anginal efficacy per day.

A patient anticipating activity likely to cause angma should
take one .SORBITRATE Chewable Tablet, 5 mg, about
15 minutes before the activity is expected to begin.
SORBITRATE Sublingual Tablet, 2.5 mg to 5 mg, may be
used to abort an acute anginal episode, but this use is rec-
ommended only in patients who fail to respond to sublin-
gual nitroglycerin.

In clinical trials, immediate-release oral isosorbide dinitrate
has been admmlstered in a variety of regimens, with total
daily doses ranging from 30 mg to 480 mg.

As with all titratable drugs, it is important to administer
the minimum dose that produces the desired effect. The
usual starting dose of SORBITRATE Oral Tablets is 5 mg to
20 mg; two or three times daily. For maintenance therapy,
10 mg to 40 mg, two to three times daily is recommended.
Some patients may require hxgher doses. A daﬂy dose-free
interval of at least 14 hours is advisable to minimize toler-
ance. The optimal interval will vary with the individual pa-
tient, dose and regimen.

HOW SUPPLIED .

SORBITRATE®Chewable Tablets USP .

5 mg Chewable Tablets.. (NDC-0310-0810) Green, round,

scored tablets (idestified front “S", reverse “810") are sup-

plied in bottles of 100 and 500.

SORBITRATE Oral Tablets USP

§ mg Oral Tablets. (NDC-0310-0770) Green, oval-shaped,

scored tablets (identified front “S", reverse “7T70") are sup-

plied in bottles of 100 and 500 and Unit Dose 100.

10 mg Oral Tablets. (NDC-0310-0780) Yellow, oval-

shaped, scored tablets (identified front “S”, reverse “7807)

aré supplied in bottles of 100, 500 and Unit Dose 100.

20 mg Oral Tablets. (NDC-0310-0820) Blue, oval-shaped,

scored tablets (identified front “S”, reverse “820") are sup-

plied in bottles of 100 and Unit Dose 100.

30 mg Oral Tablets. (NDC-0310-0773) White, oval-shaped,

scored tablets (identified front “S”, reverse “773") are sup-

plied in bottles of 100 and Unit Dose 100.

40 mg Oral Tablets, (NDC-0310-0774) Light Blue, oval-

shaped, scored tablets (identified front “S”, reverse “774")

are supplied in bottles of 100 and Unit Dose 100.

Avoid storage at temperatures abové 25°C (77°F).
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SULAR® : B
{Nisoldipine)

Extended Release Tablets

For Oral Use

D'ESCRTPTION

SULAR® (nisoldipine) is an extended release tablet dosage
forin of the dihydropyridine calcium channel blocker nisol-
dipine. Nisoldipine is 3,5-pyridinedicarboxylic acid, 1,4~
dihydro-2,6-dimethyl-4-(2-nitrophenyl)-, méthyl 2-methyl-
propyl ester, CpyHy, N, O, and has the structural formula:’

, O NO, |
HyC00C O COOCH,CH(CHg)a
HaC GH, :

A
H

Nigoldipine is a yellow crystalline substance, practically in-
soluble in water but soluble in ethanol. It has a molecular
weight of 388.4. SULAR tablets consist of an external coat
and an‘internal core. Both coat and core contain nisoldipine,
the coat as a slow release formulation and the core as a fast
release formulation. SULAR tablets contain either 10, 20;
30 or 40 mg of nisoldipine for once-a-day oral adxmmstra-
tion.

Continuéd on next page.

Consult 1999 PDR® supplements and future editions for revisions






