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CHLORDIAZEPOXIDE

and ‘|V
AMITRIPTYLINE HYDROCHLORIDE
TABLETS, USP
5mg/12.5 mg and 10 mg/25 mg

ine hydrochloride occurs earlier and wi h fewer treatment failures
han when either amitriptyline or chlordiazepoxide is used alone.

link betwesn the eme gence of such symptoms and e ther he
worsening of dep ession and/or he eme gence of suicidal

Symptoms likely to respond in the first week of in-

pulses has not been there is concem m such

clude: insomnia, feelings of guilt or wor agitation,
psychic and somatic anxiety, suicidal ideation and anorexia.

CONTRAINDICATIONS: Chlordiaze poxide and amitriptyline hyd o-
chloride is a'mtrai.ndim!ed in patient_s wth hypersensitivity to

Suicidality and Antidepressant Drugs

the risk fo placebo of
suicidal ﬂilkhu and behavior (suicidality) in children, ado-
lescents and young adults in shori-term studies of major
depressive disorder (MDD) and other psychiatric disorders.
Anyone the use of and amitrip-
tyline or any other in a child, or
young adult must balance this risk with the clinical need.
Short-term studies did not show an increase in the risk of sui-
cidality with antidepressants compared to placebo in adults

etherb or tricyclic It should not
be given concomitantly w th a monoamine oxidase inhibitor. Hy-
perpy etic crises, severe convulsions and deaths have occurred in
patients receiving a tricyclic antidep essant and a moncamine oxi-
dase inhibitor simultaneously. When it is desued to raplane amon-

may rep esent precurso s to

Essential Laboratory Tests: Patients on prolonged treatment

should have periodic liver function tests and blood counts.

Drug and Treatment Interactions: Because of its amitriptyline
" b itriptyline. hyd ochlorid

Consideration should be glvun to c'unulng the thempontlc

regimen, i ing possibly the in
pallents whose depruslon |s pe sistently worse, or who are
experiencing or symp mlght hu
precu sors to ing d ion or suicid

hese symptoms are severe, abrupt in onset, or were not pan of
he patient's p esenting symptoms.

Families and caregivers of pediatric patients being treated

oamine oxidase inhibitor wi h chlordi and
hyd ochloride, a minimum of 14 days should be allowed to elapse
after the former is discontinued. Chlordiazepoxide and amitripty-
line hydrochloride should then be initiated cautiously wi h gradual
increase in dosage until optimum response is achieved.

This drug is contraindicated during the acute recovery phase

beyond age 24; there was a in risk with
sants compared to placebo in adults aged 65 and older
Depression and certain other psychiatric disorders are them-
selves associated with increases in the risk of suicide.
Patients of all ages who are starfed on therapy

WARNINGS: Clinical Woersening and Suicide Risk: Patients with
ma;ordepreslve d]so der (MDD), bo h adult and pediatric, may

should be ly and closely for
clinical worsening, xllcmllfy or lnusnl changes in behav-
ior. Families and caregivers should be advised of the need for
close and with the

g of heir dep ession and/or he eme gence
of svicidal ideation and behavior (suicidality) or unusual changes
in behavior, whe her or not hey a e taking antidepressant med-
ications, and this risk may persist until significant remission
occurs. Suicide is a known risk of dep ession and certain other

and is not app for use in
pediatric patients. (See WARNINGS: Clinical Wi and

psy iatri dlso ders, and these disorders hemsslves are he

Suicide Risk, PRECAUTIONS: Information for Patients and
PRECAUTIONS: Pediatric Use.)

of suicide. There has been a long-standing
concu n, however that antidepressants may have a ole in induc-
ing g of ionand the of suicidality in

DESCRIPTION: Chiordi ide and Amitriptyline Hydrochlorid
Tablets, USP combine for oral administ ation, chIonilazspoxnde
an agent for the elief of anxiety and tension, and amitriptyline, an
antidepressant.

Chlordi id USPisa‘ ine w th Iheformula7-

hloro-2: h H-1.4-b

oxide. It isa sllghtly yellow crystalllne material and is insoluble in
water. The molecular weight is 299.76. Its structu al formula is:

foo)

ol
USP is a dib The
formula is 10,11-dihyd o-N,N-dime hyl- 5H~d|benzn[a d]cyclo-
heptene-AS y-propylamine hydrochloride. It is a white or practi-

cally white crystalline compound that is freely soluble in water.
The molecular weight is 313 87. Its structural formula is:

L0 -

certain patlems during the early phases of t eatment Pooled
analyses of short-term placebo-controlled trials of antidep es-
sant drugs (SSRIs and others) showed hat hese drugs inc ease
he risk of suicidal hinking and behavior (suicidality) in child en,
adolescents, and young adults (ages 18 to 24) wth major
depressive disorder (MDD) and other psychiatric diso ders.
Short-term studies did not show an increas in the risk of suici-
dality wih antidepressants compa ed to placebo in adults
beyond age 24; there was a eduction w th antidepressants com-
pared to placebo in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children
and wih MDD, ive disorder

with for major disorder or other
both and should be
alerted about the need to monitor patients for the emergence
of agitation, irritability, unusual changes in behavior, and the
other symptoms described above, as well as the emergence of
suicidality, and o report such symptoms immediately to health
care providers. Such monitoring should include daily observa-
tion by families and caregivers. P escriptions for chlo diaze-
poxide and amitriptyline should be written for the smallest quan-
tity of tablets consistent wi h good patient management, in order
to educe the risk of overdose.
Screening Patients for Bipolar Disorder: A major depressive
episode may be the initial presentation of bipolar disorder. It is
generally believed ( hough not established in controlled trials)
hat treating such an episode wi h an antidepressant alone may
increase the likel hood of p ecipitation of a mixed/manic episode
in patients at risk for bipolar disorder. Whe her any of the symp-
toms ibed above rep sucha ion is
However, prior to initiating treatment wih an antidepressant,
patients wi h depressive symptoms should be adequately
screened to determine if hey are at risk for bipolar disorder; such
screening should include a detailed psychiatric history, including
a family history of suicide, bipolar disorder, and depression. It
should be noted that chlordiazepoxide and amitriptyline is not
app oved for use in treating bipolar depression.

Because of he atropine like action of he amitriptyline compo-
nent, g eat care should be used in t eating patients wi h a histo-
ry of urinary retention or angle closure glaucoma. In patients
w th glaucoma, even ave age doses may precipitate an attack.
Severe constipation may occur in patients taking tricyclic antide-

(OCD), or other psychiatric disorders included a toml of 24 short-
term trials of 9 antidep essant drugs in over 4,400 patients. The
pooled analyses of placebo-controlled trials in adults with MDD
or other psychiatric diso ders induded 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 suicidality among drugs, but a tendency towa d an inc ease in
he younger patients for almost all drugs studied. There were dif-
ferences in absolute risk of suicidality across the diffe ent indi-
cations, with he highest incidence in MDD. The risk differences
(drug vs placebo), however, we e elatively stable w thin age stra-
ta and across indications. These risk differences (drug-placebo
difference in the number of cases of suicidality per 1,000 patients
treated) are provided in Table 1.

in imation wi h ic type drugs.
Patients wth cardiovascular diso ders should be watched
closely. Tricyclic antidep essant drugs, particularly when grven in
high doses, have been eponed to p oduce arrhy hmias, sinus

/] and p of ion time. Myoca dlal in-
farction and stroke have been eported in patients receiving
drugs of this class.

Becauss of he sedative effects of chlo di. de and ami-

P P and
may block he an ihyp action of
pounds wi h a similar mechanism of action.
Drugs Metabolized by P450 2D6: The biochemical activity of the
drug izing isozyme cy P450 206 (debrisoquil

oxylase) is reduced in a subset of he caucasian population
(about7 to 10% of caucasians are so called "poor metabolizers”);
reliable estimates of the p evalence of reduced P450 2D6 isozyme
activity among Asian, African, and other populations are not yet
awailable. Poor metabolizers have higher than expected plasma
concentrations of tricyclic antidepressants (TCAs) when given
usual doses. Depending on the fraction of drug metabolized by
P450 206, the increase in plasma concent ation may be small, or
quite large (8-fold increase in plasma AUC of he TCA).

In addition, certain drugs inhibit the activity of this isozyme and
make normal metabolizers resemble poor metabolizers. An indi-
vidual who is stable on a given dose of TCA may become abruptly
toxic when given one of hese inhibiting drugs as concomitant
therapy. The drugs that inhibit oytochrome P450 2D6 include some
that are not metabolized by he enzyme (quinidine; cimetidine) and
many that a e substrates for P450 2D6 (many other antidepres-
sants, phenothiazines, and the Type 1C antiar hythmics propafen-
one and flecainide). While all the selective serotonin reuptake in-
hibitors (SSRIs), e.g., ine, sertraline and ine, inhibit
P450 206, they may vary in the extent of inhibition. The extent to
which SSRI-TCA inte actions may pose dinical problems will de-
pend on he degree of inhibition and the pharmacokinetics of the
SSRI involved. Nevertheless, caution is indicated in the coadmin-
istration of TCAs wi hany of the SSRIs and also in switching from
one class to the other. Of particular importance, sufficient time
mustelapse before initiating TCA treatment in a patient being w th-
d awn f om fluoxetine, given the long half-life of he parent and
active metabolite (at least 5 weeks may be necessary).

Concomitant use of tricyclic antidepressants w th drugs that
can inhibit cytoch ome P450 2D6 may require lower doses han
usually prescribed for ei her he trioyclic antidep essant or the
other drug. Furthermore, whenever one of hese o her drugs is
w thdrawn from cotherapy, an increased dose of tricyclic antide-
p essant may be equired. Itis desirable to monitor TCA plasma
levels whenever a TCA is going to be coadministered w th anoth-
erdrug known to be an inhibitor of P450 206.

The effects of i ion of chlo diazepoxid
and amitriptyline hydrochloride and other psychot opic drugs
have not been evaluated. Sedative effects may be additive.

Cimetidine is reported to reduce hepatic metabolism of certain
tncycllc antidep essams and benzodiazepines, hereby delaying

or com-

triptyline hyd ochloride, patients should be cautioned about
combined effects w th alcohol or o her CNS depressants. The
additive effects may p oduce a harmful level of sedation and CNS

dep ession.
Patients receiving chlo diazepoxide and amitriptyline hydro-
chloride should be cautioned against engaging in haza dous
equiring lete mental alertness, such as oper-

CHCH,CHN(CH, Table 1 ating machinery or driving a motor vehicle.
o ) Age Ranga Drug Placebo Differenca in Pregnancy: Saf f chlordi ide and amitriptyli -
Each tablet for oral administration contains: Number of Casas of Suicidality drochlo:;l'; duﬁ;gu;eagn:nc?/ a?mi:na:asm I;?gnlr::sg-
5mg of chlo di and 12 5 mg of (as he Par 1,000 Pationts Traated lished. Because of he chlordiazepoxide component, please note
hydrochloride salt) Drug-Related Inc eases he following:
or <18 14 additional cases An risk of
10 mg of and 25 mg of (as he 180 24 5 additional cases with the use of minor tranquilizers (chlordiazepoxide,
hydrochloride salt) and the following inactive ingredients: col- Drug-Related Dacreasas diazepam and meprobamate) during the first trimester of
loidal silicon dioxide, ¢ oscanneilose sodium, hydroxyp opyl cel- 2510 64 1 fawer case has been suggested in several studies. Be-
lulose, stearate, these
lulose, palyetrrylene glycol, pregelatinized sta ch, sodlurn Iauryl 26 § fower cases cause use of drugs Is rarely a matier of urgency,

sulfate, and titanium dioxide.

In addition, he 5 mg/12.5 mg product contains D&C Yellow
No. 10 aluminum lake, FD&C Blue No. 1 aluminum lake and
FD&C Yellow No. 6 aluminum lake and he 10 mg/25 mg product
contains calcium sulfate and talc.

CLINICAL PHARMACOLOGY: Both components of Chlordiaze-
poxide and Amitriptyline Hydrochloride Tablets, USP exert their
action in the central nervous system. Extensive studies wth
chlordiazepoxide in many animal species suggest action in he
limbic system. Recent evidence indicates that he limbic system
is involved in emotional esponse. Taming action was observed
in some species. The mechanism of action of amitriptyline in

No suicides occurred in any of he pediatric trials. There we e
suicides in the adult trials, but the number was not sufficient to
reach any conclusion about drug effect on suicide.

It is unknown whether the suicidality risk extends to longer-
term use, ie., beyond several months. However, he e is sub-
stantial evidence from placbo-controlled maintenance trials in
adults w th depression hat the use of antidep essants can delay

he recurrence of depression.

All patients being treated with antidepressants for any indi-
cation should be and close-
ly for clinical worsening, suicidality and mml changes in

man is not known, but the drug appears to interfere wih he
euptake of norepinephrine into adrenergic ne ve endings. This
action may prolong the sympa hetic activity of biogenic amines.
INDICATIONS AND USAGE: Cli i jde and amitri
hydrochloride is mdlwad for hetraatmantof patlams viith mod-
ente to seve e to seve e
anxiety.

The he apeutic resp to I ide and

y during the initial few months of a course
of drug therapy, or at times of dose changes, either increases
or decreases.

The following symptoms, anxiety, agitation, panic attacks, in-
somnia, imitability, hostility, agg essiveness, impulsivity, akathisia
ia, and mania, have been
mponed in adult and pediatric patlums being t eated wi h antide-
pressants for major depressive disorder as well as for o her indi-
cations, bo h psychiatric and nonpsychiatric. Al hough a causal

their use during this period sl almost always be

avoided. The possibility that a woman of childbearing po-

tential may be pregnant at the time of institution of thera-

py should be considered. Patients should be advised that

if they become pregnant during therapy or intend fo be-

come pregnant they should communicate with their physi-

cians about the desirability of discontinuing the drug.

Wi hdrawal symptoms of he barbnturata type have occurred
f b ines. (See DRUG ABUSE

after
AND DEPENDENCE.)

PRECAUTIONS: General: Use w th caution in patients w th a his-
tory of seizu es.

Close supervision is equired when chlordiazepoxide and am-
itriptyline hyd ochloride is given to hyperthyroid patients or
hose on thyroid medication.

The usual precautions should be observed when treating pa-
tients with impaired renal or hepatic function.

Patients wi h suicidal ideation should not have easy access to
la ge quantities of the drug. The possibility of suicide in depres-
sad patients remains until significant remission occu s.

and i g steady-state concentrations of hese
drugs. Clinically sngniﬁcam effects have been reported w th the tri-
oydic antidep essants when used concomitantly wi h cimetidine.

The drug should be discontinued seve al days before elective
surgery.

Concurrent inistration of ECT and chlordi ide and
amitriptyline hydrochloride should be limited to those patients
for whom it is essential.

Pregnancy: See WARNINGS.

Nursing Mothers: It is not known whether this drug is excreted
in human milk. As a gene al rule, nursing should not be under-
taken while a patient is on a drug, since many drugs a e excreted
in human milk.

Pediatric Use: Safety and effectiveness in he pediatric popula-
tion have not been established (see BOX WARNING and WARN-
INGS: Clinical Worsening and Suicide Risk).

Anyone conside ing he use of chlo diazepoxide and amitrip-

tyline in a child or adolescent must balance the potential risks
wth he clinical need.
Geriatric Use: In elderly and debilitated patients it is ecom-
mended hat dosage be limited to he smallest effective amount
to preclude the development of ataxia, over sedation, confusion
or anticholinergic effects.

Of he total numberof sub|ects in clinical studies of chlo diaze-
poxide and hyd de tablets, 74 i were
65 years and older. An additional 34 subjects we e between 60 and
69 years of age. No overall differences in safety and effectiveness
we e obse ved between these subjects and younger subjects, and
other reported clinical experience has not identified differences in
responses between the elderly and younger patients, but g eater
sensitivity of some older individuals cannot be ruled out

The active ing in and
hyd ochloride tablets a e known to be substantially mmed by
he kidney and he risk of toxic reactions to this drug may be
@ eater in patients w th impai ed renal function. Because elderly
patients are more likely to have decreased enal function, care
should be taken in dose selection and it may be useful to moni-
tor renal function.

_|_
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Sedating drugs may cause confusion and over sedation in he
elderly; elderly patients generally should be started on low doses
of chlo diazepoxide and amitriptyline hyd ochloride tablets and
obse ved dosely.

Clinical studies of chlordi ide and

Endocrine: testicular swelling and gynecomastia in the male,

b east enla gement, galactor hea and minor menstrual irregulari-

tiesin he female, elwa:ion and Icmen'ng of bloed suoarlevals and
ofi DH

that the physician contact he local poison cont ol center for spe-

ride tablets did not include sufficient numbers of subjects aged 65
yea s and older to determine whe her hey respond differently than
younger subjects. O her reported clinical experience has not iden-
tified differences in esponses between the elderly and younger
patients. In general, dose selection for an elderly patient should be
cautious, usually starting at the low end of he dosing ange, re-
flecting he g eater f equency of decreasad hepatic, renal or car-
diac function and of concomitant disease or o her drug he apy.

Information for Patients: Prescribe s or o her heal h profession-
als should inform patients, their families, and heir caregive s
about the benefits and risks associated w th treatment wi h chlor-
diazepoxide and amitriptyline and should counsel hem in its
appropriate use. Apallent ication Guide about *Anti

Other: headache, weight gain or loss, increased pe splranon uri-
nary frequency, mydriasis, jaundice, alopecia, parotid swelling

DRUG ABUSE AND DEPENDENCE: W thd awal symptoms, similar
in character to those noted with barbiturates and alcohol (convul-
sions, t emor, abdominal and muscle cramps, vomiting and sweat-
ing), have occurred following abrupt discontinuance of chlo diaz-
epoxide. The more severe wthdrawal symptoms have usually
been limited to hose patients who had eceived excessive doses

« all treatment choices for depression or other serious mental

cific pediatric treatment. illness

Poisindex® Toxicologic M: Topic: p Tri-  What is the most important information | should know about anti-
cyclic. Mi dox Inc. Vol. 85. depressant medicines, ion and other serious mental ill-
Chio of b nesses, and suicidal thoughts or actions?
ove dosage include comaand diminished 1. may increase suicidal thoughts or

eflexes. Dialysis is of limited value. The e have been occasional
eports of excitation in patients following benzodiazepine overdos-
age; if his occurs, barbiturates should not be used. W thdrawal
symptoms of the barbitu ate type have occurred after he discon-
tinuation of benzomazepmas (ses DRUG ABUSE AND DEPEN-

over an extended period of time. Gene ally milder
symptoms (e g., dysphoria and insomnia) have been eported fol-
lowing abrupt discontinuance of benzodiazepines taken continu-
ously at therapeutic levels for several months. Wi hd awal symp-
toms (e g., nausea, headache and rnalalse) have also been report-

Medicines, Dep ession and o her Serious Mental liness and
Suwldal ‘I'houghts or Actions” is available for chlo diazepoxide and

Thep iber or heal h p ional should instruct
patwnls heir families, and heir wegmrs to read the Medication
Guide and should assist hem in unde standing its contents.
Patients should be given the opportunity to discuss he contents
of the Medication Guide and to obtain answe s to any questions
they may have. The complete text of the Medication Guide is
reprinted at he end of his document.

Patients should be advised of the following issues and asked
to alert their prescriber if these occur while taking chlo diaze-
poxide and amitriptyline.

Clinical Worsening and Suicide Risk: Patients, their families and
their ca egivers should be encouraged to be alert to he emer-
gence of anxiety, agnailon pamc attacks, insomnia, imritability,

ed in with abrupt amitri Con-
sequently, after extended he apy, abrupt discontinuation should
generally be avoided and a g adual dosage tapering schedule fol-
lowed. Addiction prone individuals (such as drug addicts or alco-
holics) should be under ca eful surveillance when eceiving chlor-
diazepoxide or other psychot opic agents because of the predis-
position of such patients to habituation and dependence.

OVERDOSAGE*: Deaths may occur from overdosage wi h his
class of drugs. Multiple drug ingestion (including alcohol) is
common in deliberate tricyclic anliqep essant ove dose. As the

DENCE). Since chlordi and hyd ochlorid
contams itripty it is impt to none mat use of he ben-
i i in patients

whoae shovnro signs of szrious cycllc antidepressant ove dose.

DOSAGE AND ADMINISTRATION: Optimum dosage vanes WI h
the severity of the and the of the i
patient. When a satisfactory esponse is obtained, dosage should
be reduced to the smallest amount needed to maintain the remis-
sion. The larger portion of he total daily dose may be taken at bed-
time. In some patients, a single dose at bedtime may be sufficient.
In gene al, lower dosages are ecommended for elderly patients.
Chlordi ide and itri Hydrochloride Tablets,
USP 10 mg/25 mg are recommended in an initial dosage of 3 or
4 tablets daily in divided doses; his may be increased to 6 tablets
daily as required. Some patients respond to smaller doses and
can be malm.'nned on2 ublets dally

management is complex and itis hat

he physician contact a poison control center for cur ent infor-
mation on treatment. Signs and symptoms of toxicity develop
rapidly after tricyclic antidepressant ove dose; therefore, hospital
monitoring is required as soon as possible.

hostility, agg p ity, akathisia (psy
restlessness), hypomania, mania, other unusual changes in be-
havior, worsening of depression, and suicidal ideation, especially
early du ing antidepressant treatment and when he dose is ad-
justed up or down. Families and ca egivers of patients should be
advised to look for he emergence of such symptoms on a day to
day basis, since changes may be abrupt. Such symptoms should
be reported to he patient's prescriber or heath p ofessional,
especially if hey are seve e, abrupt in onset, or were not part of
the patient's presenting symptoms. Symptoms such as these
may be associated wi h an increased risk for suicidal hinking and
behavior and indicate a need for very dose monitoring and pos-
sibly changes in he medication.

To assu e the safe and effective use of benzodiazepines, pa-
tients should be informed hat, since benzodiazepines may p o-

Critical i ions of include: car-
diac dys hythmias, severe i and CNS de-
pression, including coma. Changes in he electrocarﬂlogmm par-
ticularly in QRS axis or wid h, a e dinically

Cl i and Ami Hyd ide Tablets, USP
5mg/125 mg in an initial dnsaue of 3 or 4 tablets daily in dlwded
doses may be satisfactory in patients who do not tolerate higher
doses.

HOW SUPPLIED: Chlo diazepoxide and Amitriptyline Hyd ochlo-
ride Tablets, USP a e available containing 5 mg of chlordiaze-
poxide, and 12 5 mg of amitriptyline (as he hydrochloride salt)
or 10 mg of I ide, and 25 mg of amitriptyline (as the

of tricydic antidepressant toxicity.

N salt).
The 5 mg/12 5 mg tablets are green film-coated, round tablets

Other signs of overdose may indude: distu bed
concentration, transient visual hallucinations, dilated pupils, agi-
tation, hype active refiexes, stupor, drowsiness, muscle rigidity,
vomiting, hypothermia, hyperpyrexia or any of the symptoms list-
ed under ADVERSE REACTIONS.

Management: General: Obtain an ECG and immediately initiate
cardiac monitoring. Protect he patients ai way, establish an
intravenous line and initiate gastric decontamination. A minimum
of 6 hours of observation wth cardiac monitoring and ob-
servation for signs of CNS or espiratory dep ession, hypoten-
sion, cardiac dys hy hmias and/or conduction blocks, and
seizu es is necessary. If signs of toxicity occur atany time during
his period, extended monitoring is equired. There are case re-
ports of patients bing to fatal dysrhythmias late after

duce and physical itis that

they consult wi h their physician before e ther i he dose

or abruptly discontinuing this drug.

ADVERSE REACTIONS: Adve se reactions to ide and
a e those iated wih he use of

&i her oomponent alone. Most f equently eported were drowsi-
ness, dry mouth, constipation, blurred vision, dizziness and bloat-

; these patients had clinical evidence of significant poi-
soning prior to death and most received inadequate gastroin-
testinal decontamination. Monitoring of plasma drug levels
shauld not guide management of the patient.

ing. Other side effects occurring Iess commonly |nc|uded vivid
and nasal

I De All pamnts suspected of tri-

dreams, imp tremor, Many
symptoms common to he dep essive state, such as anorexia, fa-
tigue, weakness, estlessness and Iemargy have besn eported as
side effects of wthbo h and amitripty-
line hyd ochloride tablets and amitriptyline tablets.

G anulocytopenia, jaundice and hepatic dysfunction of uncer-
tain etiology MVe also been observed rarely w th chlordiazepox-
|de and itripty y ide. When wth chlor-

and amitriptyli ideis p d, period-
ic blood oounts and liver function tests a e advisable.
Note: Included in the listing which follows are adverss reactions
which have not been reported with chlo diazepoxide and amitrip-
tyline hyd ochloride. However, they are included because they
have been reported during therapy wi h one or both of the com-
ponents or closely related dmps

h hy palpi
tions, myocardial infarction, anhy hmias, heart block, stroke
Psychiatric: euphoria, app ehension, poor concentration, delu-

sions, hallucinations, hypomania and inc eased or decreased
libido

ita-

ination, ataxia, tingling and par-
es hesias of the extremities, extrapyramidal symptoms, syncope,
changes in EEG patte ns

i of pa alytic ileus,
urinary retention, dilatation of urinary t act
Allergic: skin rash, urticaria, photosensitization, edema of face
and tongue, pruritus

Hematologic: bone marrow depression i ing agranulocy
sis, ilia, purpu a, h ytop
nausea, epi ic distress, vomiting, anorexia,

stomatitis, peculiar taste, diarrhea, black tongue

cycllc antidep essant overdose should eceive gast ointestinal de-
contamination. This should include large volume gastric lavage fol-
lowed by activated charcoal. if consciousness is impaired, the air-
way should be sscured prior to lavage. Emesis is contraindicated.
Cardiovascular: A maximal limb lead QRS duration of> 010 sec-
onds may be the best indication of the severity of he overdose.
Serum alkalinization, to a pH of 7.45 to 7 56, using intravenous
sodium bicarbonate and hyperventilation (as needed) should be
instituted for patients with dys hythmias and/or QRS widening. A
pH > 7 60 or a pCOy < 20 mm Hg is undesirable. Dysrhy hmlas
unresponsive to sodium bi
may respond to lidocaine, bretylium or phenytoin. Type 1A and 1C
antiarrhy hmics are generally contrindicated (eg., quinidine,
disopy amide and procainamide).

In rare i ion may be ialin acute re-
f actory ca dlovascular |nstab||ﬁy in patients wth acute toxicity.
However, dialysis, transfu-
sions and forced diuresis gene ally have been reported as inef-
fective in tricyclic antidepressant poisoning.
CNS: In patients wi h CNS depression, early intubation is advised
because of the potential for abrupt deterioration. Seizures should
be controlled with benzodiazepines, or |f hese ae |neffecnve
other anti (eg. ). Phy-
sostigmine is not recommended except to tml Ilfe thmlenmg
sympioms that have been unresponsive to other therapies, and
hen only in consultation w tha poison control center.
Psychiatric Follow-up: Since overdosage is often delibe ate, pa-
tients may attempt suicide by other means during he recovery
phass. F iatri referalmaybe.,, pri
Pediatric Ma The principles of of child
and adult overdosages are stmllar It is st ongly recommended

wi h MYLAN on one side of the tablet and 211 on the
0 her side. They are available as follows:

NDC 0378-0211-01
bottles of 100 tablets
NDC 0378-0211-05
bottles of 500 tablets
The 10 mg/25 mg tablets are white film-coated, round tablets
debossed wi h MYLAN on one side of the tablet and 277 on the
0 her side. They are available as follows:
NDC 0378-0277-01
bottles of 100 tablets
NDC 0378-0277-05
bottles of 500 tablets
Store at 20° to 25°C (68° to 77°F). [See USP for Controlled
Room Temperature.]
Dispense in a tight, light- esistant container as defined in the
USP using a child-resistant closure.

PHARMACIST: Dispense a Medication Guide wi h each prescrip-
tion.

MYLAN®

Mylan Pharmaceuticals Inc.
Morgantown, WV 26505
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Medicatlon Gulde

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

Read the Medication Guide that comes wi h you or your family
member’s antidepressant medicine. This Medication Guide is only
about he risk of suicidal houghts and actions w th antidepressant
medicines. Talk to your, or your family member's, healthcare
provider about:

« all riske and benefits of treatment w th antidep essant medi-

cines

ldlol: in some children, teenagers, and young adults when

the medicine is first started.

2. Depression and other serious mental illnesses are the most
important causes of suicidal thoughts and actions. Some
people may have a particularly high risk of having suicidal

or actions. These include people who have (or have

a family history of) bipolar ilness aleo called manic-dep essive

illness) or suicidal thoughts or actions.

3. How can | watch for and try to prevent suicidal thoughts and
actions in myself or a family member?

+ Pay close attention to any changes, especially sudden
changes, in mood, behaviors, thoughts, or feelings. This is
very important when an antidepressant medicine is first
started or when he dose is changed.

+ Call the hea thcare p ovider right away to eport new or
sudden changes in mood, behavior, houghts, or feelings.

+ Keep all follow-up visite wi h he healthcare provider as
scheduled. Call the heathcare provider between visits as
neaded, especially if you have concerns about symptoms.

Call a healthcare provider right away if you or your family mem-

ber has any of the following symptoms, especially if they are

new, Worse, or Worry you:

« thoughts about suicide or dying « new or worse irritability

« attempts to commit suicide  « acting aggressive, being

* new or wo se depression angry, or violent

* New or wo se anxiety « acting on dangerous impulsas

« feeling very agitated or estless « an extreme increase in activity

+ panic attacks and talking (mania)
« frouble sleeping (insomnia) « other unusual changes in
behavior or mood

What else do | need to know about antidepressant medicines?

*  Never stop an antidepressant medicine without first talking
to a healthcare provider. Stopping an antidepressant medi-
cine suddenly can cause other symptoms.

*  Antidepressants are medicines used to freat depression and
other illnesses. It is important to discuss all he risks of t eat-
ing depression and ako he risks of not t eating it. Patients
and heir families or o her caregivers should discuss all t eat-
ment choices wth he hea theare provider, not just the use of
antidepressants.

*  Antidepressant medicines have other side effects. Talk to the
heathcare p ovider about he side effects of he medicine pre-
scribed for you or your family member.

*  Antidepressant medicines can interact with other medi-
cines. Know all of he medicines that you or your family mem-
ber takes. Keep a list of all medicines to show the heal hca e
provider. Do not start new medicines wi hout first checking
wi h your heathcare p ovider.

*  Notall for children are
FDA approved for use in children. Talk to your child's hea th-
care provider for more information.

This Medication Guide has been approved by the U.S. Food and
Drug for all P
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