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Tofranil (Novartis; %774, Mallinckrodt; 7 X U % %)
Imipramine Hydrochloride Tablet (Par Pharmaceutical Inc., 7 A U 77)
Apo-Imipramine (Apotex, 77 4)
Imipramine Tablets (Actavis UK, 4 XU R) 72 ENRE I TN D,
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OFEHMBEEICE TS5 2% - 2 DRE
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6. AERUAE

(€4 2 F—ILEEKRE (10))

(FEMFEEEICE T 5 DR - 5 DIREE)

AT T IR L LC, @A 1 H 30~70mg ZHIHHE LS L, 1 H 200mg £T
WL, DERAOKGT 5, FNIC300mg EFTHETLIZELH D,

¥, A, ERIC L EERET D,

GERE (B - &)

WHSEIL 1 & 30~50mg & 1~2 [k O#% 515,

7o72 L, ERE KO IS il BT 5,

(4 2 F—JLFEKEE (25))

(FEMFEEIEICE T 5 DR - 5 DIKEE)
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WL, DERAOKEGT 5, FNIC300mg EFTHETLIZELH D,

¥, A, ERIC K EERET D,
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WL 1 B 25mg & 110, %F#ElE 1 B & 25~50mg % 1~2 FE A& 545,
o2 L ERE X OMERR IS Ul BT 5,

KIENZF T 2 78Ik

HR5E44 TOFRANIL- imipramine hydrochloride tablet, sugar coated
=t Thompson Medical Solutions LL.C

FETEAF 2016 4= 12 A

I - Hiks BEIREE « 10mg

Zhe X ITsh 5 RSy TNVINGE -3
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CHEHEOEERE 01 B 30~40mg ¥ AEE L, @H 1 H 100mg #8254
X,

DailyMed [TOFRANIL-
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Pregnancy

Animal reproduction studies have yielded inconclusive results (see also
ANIMAL PHARMACOLOGY & TOXICOLOGY).

There have been no well-controlled studies conducted with pregnant women
to determine the effect of Tofranil on the fetus. However, there have been
clinical reports of congenital malformations associated with the use of the
drug. Although a causal relationship between these effects and the drug
could not be established, the possibility of fetal risk from the maternal
ingestion of Tofranil cannot be excluded. Therefore, Tofranil should be used
in women who are or might become pregnant only if the clinical condition
clearly justifies potential risk to the fetus.

Nursing mothers

Limited data suggest that Tofranil is likely to be excreted in human breast
milk. As a general rule, a woman taking a drug should not nurse since the
possibility exists that the drug may be excreted in breast milk and be harmful
to the child.

DailyMed [(TOFRANIL- imipramine hydrochloride tablet, sugar coated (Thompson Medical Solutions
LLO), 2016 4= 12 A ki1 (httpsi/dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=e6aba45c-9e3c-
4d14-82ce-fda3ba771fel) 20249 H 3 HT7 7 RX] LV

7 ¥A
F—ANZ U T DSFE C (202449 /)

(An Australian categorization of risk of drug use in
pregnancy)

Prescribing medicines in pregnancy database (Australian Government) (http://www.tga.gov.au/hp/
medicines—pregnancy.htm) 202449 H 3 HT7 7 ALY

F—=ARZUTDIHE:C

Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,
harmful effects on the human fetus or neonate without causing malformations. These effects may be
reversible. Accompanying texts should be consulted for further details.

(2) /NRA~DE GBI T 5 1
AR oM Loz VNS OHOTLEIILLTOLEBY TH Y | KE DR CE
KOEE D SPC &35 5,
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KE OGS SrE BOX WARNING

Suicidality and Antidepressant Drugs

Antidepressants increased the risk compared to placebo of suicidal thinking
and behavior (suicidality) in children, adolescents, and young adults in
short-term studies of major depressive disorder (MDD) and other
psychiatric disorders. Anyone considering the use of imipramine
hydrochloride or any other antidepressant in a child, adolescent, or young
adult must balance this risk with the clinical need.
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WARNING

Clinical Worsening and Suicide Risk

Suicide is a known risk of depression and certain other psychiatric disorders,
and these disorders themselves are the strongest predictors of suicide. There
has been a long-standing concern, however, that antidepressants may have
a role in inducing worsening of depression and the emergence of suicidality
in certain patients during the early phases of treatment. Pooled analyses
of short-term placebo—controlled trials of antidepressant drugs (SSRIs and
others) showed that these drugs increase the risk of suicidal thinking and
behavior (suicidality) in children, adolescents, and young adults (ages 18 to
24) with major depressive disorder (MDD) and other psychiatric disorders.
Short-term studies did not show an increase in the risk of suicidality with
antidepressants compared to placebo in adults beyond age 24; there was a
reduction with antidepressants compared to placebo in adults aged 65 and
older.

PRECAUTION

Pediatric Use

Safety and effectiveness in the pediatric population other than pediatric
patients with nocturnal enuresis have not been established (see BOX
WARNING and WARNINGS: Clinical Worsening and Suicide Risk). Anyone
considering the use of imipramine hydrochloride in a child or adolescent
must balance the potential risks with the clinical need.

The safety and effectiveness of the drug as temporary adjunctive therapy for
nocturnal enuresis in pediatric patients less than 6 years of age has not been
established.

The safety of the drug for long-term, chronic use as adjunctive therapy for
nocturnal enuresis in pediatric patients 6 years of age or older has not been
established; consideration should be given to instituting a drug—free period
following an adequate therapeutic trial with a favorable response.

A dose of 2.5mg/kg/day should not be exceeded in childhood. ECG changes
of unknown significance have been reported in pediatric patients with doses
twice this amount.

DOSAGE AND ADMINISTRATION

Childhood Enuresis

Initially, an oral dose of 25 mg/day should be tried in children aged 6 and
older. Medication should be given one hour before bedtime. If a satisfactory
response does not occur within one week, increase the dose to 50 mg nightly
in children under 12 years; children over 12 may receive up to 75 mg nightly.
A daily dose greater than 75 mg does not enhance efficacy and tends to
increase side effects. Evidence suggests that in early night bedwetters, the
drug is more effective given earlier and in divided amounts, i.e., 25 mg in
midafternoon, repeated at bedtime. Consideration should be given to
instituting a drug free period following an adequate therapeutic trial with
a favorable response. Dosage should be tapered off gradually rather than
abruptly discontinued; this may reduce the tendency to relapse. Children
who relapse when the drug is discontinued do not always respond to a
subsequent course of treatment.

A dose of 2.5 mg/kg/day should not be exceeded. ECG changes of unknown
significance have been reported in pediatric patients with doses twice this
amount. The safety and effectiveness of Tofranil as temporary adjunctive
therapy for nocturnal enuresis in children less than 6 years of age has not
been established.
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4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Children:

Children (for nocturnal enuresis only): The tablets should be

Nocturnal Enuresis in Children : Not for use in children under 6 years.

6 — 7 years (weight 20-25kg or 44-55lbs) 25mg daily

8 — 11 years (weight 25-35kg or 55-771bs) 25-50mg daily

Over 11 years (weight 35-54kg or 77-119lbs) 50-75mg daily

A daily dose of 2.5mg/kg should not be exceeded in children. The dose should
be taken just before bedtime. The maximum period of treatment should not
exceed three months and withdrawal should be gradual. Should a relapse
occur, a further course of treatment should not be started until a full physical
examination has been made.

4.4 Special warnings and precautions for use
Behavioural changes may occur in children receiving Imipramine
hydrochloride for treatment of nocturnal enuresis.

4.9 Overdose

The signs and symptoms of overdose with imipramine are similar to those
reported with other tricyclic antidepressants.Cardiac abnormalities and
neurological disturbances are the main complications. In children,
accidental ingestion of anyamount should be regarded as serious and
potentially fatal.

Treatment : There is no specific antidote and treatment is essentially
symptomatic and supportive. Anyone suspected ofreceiving an overdose of
imipramine, particularly children, should be admitted to hospital and kept
under closesurveillance for at least 72 hours.

5. PHARMACOLOGICAL PROPERTIES

5.2 Pharmacokinetic properties

In children, the mean clearance and elimination of half-life does not differ
significantly from adult controls but the between patient variability is high.

k1. DailyMed [TOFRANIL- imipramine hydrochloride tablet, sugar coated (Thompson Medical
Solutions LLC), 2016 4F 12 H T (https:/dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=
e6aba45c-9e3c-4d14-82ce—fdasba771fel) 202449 H 3 A7 7 & A] k¥

% 2.eMC [(Imipramine Hydrochloride 25mg/5ml Oral Solution (Essential Pharma Ltd), 2023 4 2 A
%ET (https//www.medicines.org.uk/emc/product/13879) 202449 H 3 H7 7k A]) XKV
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