Tofranil® th NOVARTIS
Tricyclic antidapresaant

HNoradrenaling | serclanin re-uptake blocker
COMPOSITION

Tofranil 10 mg sugar-coated tahlets: imipraming
hydrochkeide 10 mg. tableting and coating
BxCipiEnis,

Todrand 25 mg sugar-coated tablets: imipraming
hydrockicride 25 my, tableting and coating
ExcipiEnts.

PROPERTIES / ACTIONS

Imipraming has several pharmacalodcal properties,
induding alpha-adreriytic, antihistaminic,
anlicholinergic and 5-HT-receptor-biocking
propartics. Howevar, its therapeutic activily is
progahly due peimedly to the inhibition of newronal
naradnenaling (NA) and seroborin (5-HT) re-uptake,
Irnipramin i a “mied” re-uptake bocker, ie, it
Infnioits the re-uptake af BA and 5-HT to about the
same extant.

PHARMACGOKINETICS

Absorption

Imipramine iz abaorbed rapldy and almost
comphetily from the gastrordestinal bract. Food has
o effect on its absarption and bicavallsbiity.
Ouring first paszage throwgh the liver, arally
adeninistened imipraming is parlially corerted Ty
desmethylmipramine, & metabolite which also
exhibits antidepressant activity,

Falizwing oral adminktration of 50 mg tid, o

10 days, mean sleady-slabe plasma moncentrations
of imipramine and desmethylimipramine ware
3385 ng'mil and 43108 rgimiL, respectiely,
Distribution

About 6% of iImipraming binds 10 plasma proteing,
Congentrations of imipraming in the cerebrospinel
fluid and the plasma ara highly cormedated,

Thie apparant distribution volume (= about 21 Lkg
bodyweight

Imipramine and its metabolie desmethyEmipraming
are both excreted in breast milk in concerdrations
simiar o thass found in the piasimea

Metaholism

Imipraming &8 exten=ivaly metabalzed in e Bier,

R is eliminated mainky by demethylation, and o a

leszier estend by bydroydation. Both metabolic
patitaays are under genetic contral

Elémination

Imipramine iz alminated fram the kood with a
hati-life of aproe. 19 hours.

About 5% i8 exgreded in e urne and aboul
20#% in the faeces, maindy in the form of inactive
metababkias. Urinary excretion of unchanged
Fnipramine and of the aclive metabolite
desmathylimipraming is about 5% amd 6%,
regpectively, Only small ouanlities are excreted
In the faeces.

Pmarmacakinetics in special clinical situations
Plasma concentrations of imipraming are highar in
edderly trean in younger patients cwing bo reduced
miglabalic clearanca.

In hiddnen mean clearance and elimination half-da
oo not differ sigriticantly from those in als, but
interindividual variabiley & hagh.

Renal excretion of Imipramine and its biokogicaly
active unconjugated metababies ae not alensd in
patients wilh severe renal impairment. However,
steady-state plaama concerirations of the
conjugated metabofibes, which are thought o be
biologically macthe, are elevated. The chnical
significance of this finding is not known

INDICATIONS/POTENTIAL USES
Depression of varius aetiologies, including
BMERQENdUS, organic and peychogenic, and
depression assoclated wih personalbty disorders

or chranic alcahalism,

Additional wses; Panic atlacks, night-temms [paver
nocturnus}, nocturnal enuress (only in patiens
aged & years or alder and 2Her excusion of prganic
causes), chronic painful conditions (in particular
pain associted with cancar, neurapathec pain and
idiopathic pain syrdnoeme),

DOSAGE ADMINISTRATION

The dosage should be determined indivickialy s
adaphed to the patient's condition.

The aim is to achien: an opimum affect whil
kesping doaes as |ow & poasile and increasing
them cautiously, particulary in eldery patients

and adoleacants, who generally show greater
regponse o Tofranil than patients in the infermning

aga groups.

Depression and depressive syndromes
Ambulafory carg

5tar treatment wih 25 mg 1-3 times daily, Raize
the: daily doszoe gradually fo 150-200 mg daily.
This dosage should be reached by the end of the
first weetk and maintained undil 8 clear improvement
5 geen. The mantenance dose, which must be
irdliwidusly deerminged by cautioushy reducing the
dazage, i usualy S0-100 mg daily,

Houspital cara

Start freatment with 25 mag 3 timess daily, Raise the
dasane by 25 mg daily unid a dose of 200 myg has
been reached, and keep b this das2 unbl the
patient’s condition has improved. In severs casss
the dose may be increased b 100 mg thres times
daily. Dnce a clear mprovement hias been achioved,
the maimtenance dose shoulkd be determined
according bo e patient’s indhidul requirements
(genarally 100 my daily).

Lower doses enould be used in an ambulatory-an
thezn in & hospital selting with is choser patient
BUpErvEion.

Panic attacks

Inilialy ang tzbled of 10 mg Tofranil daily, possibly
In comibination with a benzodageping (e
Precairfions). Depending an how the medication
Iz nlerated, ralse the dossge wril the desied
resporee & oblaingd, while gradually withdrawing
the banzodizzeping. The dally dassge required
waries greatly from patiend b patien, betwesn

75 mig and 150 mg_ ¥ necessary, it can be ralssd to
200 meg, Withdrawal is best eMeched mver a period
ol at least sis months by progressive reducton of
the mainterance dnss.

Chronic painful conditions
The dozage must be indhidualzed (25-300 mg daly).
A ckaly doge of 35-T5 mg i5 generally sulfcient

Elderly patients

Start treatment with ane tablet of 10 mg Tolrani
ily. Gradually increzse the dosage to 30-50 mg
caily foptimurn eved) over a period of about 10 days,
then maintain ualil e end of trestment.

Children

Nighr-tarears (v nachamms)

Start treatment with one tabled of 10 mg daily, then
Incresse the daly dosage aver & period of 10 days
I 2 tablels in children aged 5-8 years, 20-50 my
In thos= aged 9-14 years, and S0-80 mg in patients

aged over 14 years. In ardar to guard against
passible cardiatoeic effects in children, a daly
dosaige of 2.5 m'ky shoukd nof be axeaded.

T Rurral eraess

fomiy i ciidvam aged & pears or akiar

Initial ey dase n children aged G- years:

2-1 fablets of 10 mp; m children aged 5-12 years:
1-2 fablets of 25 ma; in older children: 1-3 tablets
of 25 mig. Th higher doses are for patients who da
not regpond fully to treatmend wilhin one week, The
daily dose should nol exceed 2.5 mg/kg. Treabment
shauld be given for a madmum of thies months,
inchezive of the period of gradual withdrawal,

Tha tablets shoud b ghen in a single dose after
the ewening meal, but children whi wet the hed
ey in the night shaukd be given part of the dose
parler (a1 16:00].

Mo experience iz avalabie in children under § years
ol age.

RESTRICTIONS ON USE

Cantraindscations

Hypersenzitvity o imipraming or ey of the
Exripients, or cross-senaitivity o Iicydic
aridepreszams of the dibenmzeping group.
Talranil should nol be given in combination with,
or within 14 days before or after 2 MAD inhibitor
(g INTERAGTIONS). Concomilant use of selective,
revarsibia MAD-A inhibitors, such &= mockoemide,
i alsa conlraindicated,

Recant myncardial ntargtion,

Precautions

Carovasciar dlsordars

Particular cautice i caled for in patiends with
cardiovascular disorders, especialy thoss with
cardicwascular insufficiency, conduction disanders
[e.. grade 10l atricventricular block), or
armythmiag. Monitoring of candac function and
the EGG is indicated in such patients, as well a5

In elderly pabiens.

Bedore starting treatment i s advisable tn check the
palient's bload prissune because of the possibility
of @ reduction i paterds with hyootensian or
taulatory ingLatslity

Cantral menvous spsam

Tricyeic anlideprissads ane known b ower the
cormulsian threzhold and Tofranil should thersfors
D med with extreme caulion in patents with

epdepsy of oiher pradisposing faciors (e.g. beain
damage due fo varous ciuses, concamitant use of
reurclepeics, withdrawal of alganal or drugs with
anticorndsant properties such as bensodiazepines).
The oecurrence of seizures sppms bo be doge-
dependent. The recommended bolal daily dose
should therefore not be exeeded.

Tofranil 2hould b given in conjunction with
elecirotamakive herapy onby under dise
supervision.

Mary patients with paric disorder Bxpanence

miori enarked anadety 81 the star of realmant wikh
anticepressants. This paradosical inital increass

in araigty is mos pronsunced during e first few
days of treatmert and generally subsides within
Wi weeks.

Activation of psychosis has occasianally been
abseryed in schizophrenic patiems receiving
frcydic antideprassants.

s 3 result, Tolvanil may cause increased anxiety,
restiessness and excitation in patiants with agialion
oF concomitent schizopheenic symptoms,

In predizpozed and eidey patiends, Tolranil meny
provoke antichalnergic (deliious) peychasis,
perticudarty at night disappear withaut
specific breatment within a few diys of withdrawing
tha crug.

Hypomanic ar manic eptsodes have alsn bean
repored during a depresaive phase in palients with
bipciar affective disorders recening treatment with
8 trcydic antidepressant. I guch cases it may he
necessry ba reduce the dosage of Tofrard or o
withcraw it and administer an antipaychotic agent.
AMer such episodes Rene sulsided, w dose
trevapy with Tofranil may be resumed if reguired.
Rizk of suicide is inherant to zevare depression and
may paraist ulil significant remission ocours. Al he
baginning of freatment, combined therapy with
benzodiazepines or neuraleptics may be indicated
|56 INTERACTIONS).

finag

Mthaugh changes in the white blood cell count have
bieen reported with Tofranil anly in isatxted cases,
percdic Dlood cell counts and monitoring for
sympioms such as fever and sore throat are called
Tor, particularty during thi: frst few months of
therapy and during prolonged freatmant. Tafranil
st be withdeawn if B reanpsi count Talls 1o

a pathalogical kel.

Endocsring System

Caution /s indicated in patients with hyperthyraidism
anil patients recaiving nroid since
the: anticholinergl: action of Tofrard i likely to
Increase the overall gk of unwanted candiac effects,
Livarke

Penodic: monitoring of liver entyme lovels is
recommended in patients with liver disease.
Caution is called for when giving ticydic
anlidepressants to patients with severs hapatic or
renal disease, or bumours of the adrenal medults
(2.4, phasachiomocytoma, newrobisioma) because
of i risk of precipitating hypertensive criats.
Gastroimasting frac

Caution is calied for in patients with chronic
conglipation. Tricych: antidepressants may cause
peralytic ileus, particularly in aldary and bedridden
patiants,

Offrer

Because of its antichelinergic properties, Tofranil
should be wsed with caution in patients with a
higtory of increased infraccular pressure, NaNw
angle glaucoma, or winary rebention (e, due o
prostate dissase).

Decreased lorimation and accumikation of mugoid
secretionds due b e antichidinergic properties of
trigychc antidepreszars may cause damage to the
comesd gpithedium in patients with contact lenses.
Todraril shoukl be withdrawn as early a5 possible
price {0 or local anaesthosia [see

INTE 10MS]. (The: anaesthetist must be imormed
Thaf the patient is recendng treatmint with Tofranil)
A ingrease in dunky caries has besn reporbed
during long-ierm trestment with tricyclic
anfidepressams, Regular dentd ched-ups are
therefore advisable during long-term freatment.
Patients receiving Tofrand should not exposs
themeselves to imensa sunlight as there have heen
reports of photosensitization

Abrupt withdrawal should be avoided becwuse:

of possinke dverse reactions (see ADVERSE
REACTIONS)

Effecis on vigilanca/reactions

Patignts receiing Tofranil showd be wamed that
biurred vision, drowsiness and ather CNS symploms
(3ee ADVERSE REACTIONS] may pccur, in which
case thery shoukd nod drive, use machines or do
amything else requirng complete alerness. Pabients



shoukd aleo be wamed s alcohol And gher drgs
may pedenliabe lhese effects (see INTERACTIONS).

Pregnancy and lactation

Animal studies have revealed no adverse effects on
the foetus, There s definite evidence of risk to the
ruman foetus, but this may be cuteesghed by the
therapeutic benefit for the malher. Experiance with
Tofranil in pregnant women i Amiled. Singe thers
Fee heen isnlated repans of @ possible connection
between Ehie use of Tofrard and adverse effects an
the fostus, treatment with Tofranil shoukd be avided
during pregrancy and shoukl orly be consitered i
absolutely essantial and if thera is o aBerathe
lwer-risk drug.

Intaits born i mathers treabesd with Tatranil during
pragnancy showed symplomes such 85 respiralony
disarcers, letrangy, colc, iritabliity, ypetension.
hypertansion, membling and convulsions cuer

the first few hours ar days of Gfa. To avoid such
symphoens, Tolranil should be withdrawn at least
sean weeks before the eslimaled date of defivery,
It medicalty jstdied,

Senall quantities of the actie ingredient of Tofranil
and &5 metabolie desmethylimipraming ae
ancreted in breast milk, The clinical relevance of
1hiz i& not known, and mathers should theretone
sop breastfeeding or dscontinue Tofranil treatmont,

ADVERSE REACTIONS

Bupwerge redchions ane usunlly transient,
disappearing as treabment continues o &2 8 resull
of doge recuction. They do not aksays camelate with
plasma drug leels or dose, s olten dilficu o
destinguish certain adverse reactions from symploms
of depression such as faligue, sleep dieturtenoes,
agitation. audety, conslipation and dry mouth,

I s neundiogical or mintal reactions oour,
Tofranil should e withdrawn.

Eiderly patienis are perticularty susceptibie 1o
arfichalingngic, reuniogical, mental ared
cardiovascular effects. Their ability io metaboliza
and eliminate drugs may be reduced, leading 1 a
rish, of ehewabed plasma beals at therapeutic doses.
Anticholinergic atfects

Comman: Dy mouth, constipation, sweating, hot
fiushes, disorders of visua! accommaodation, biurred
vizinn

Decasionat Disturbances of micterition,

Isntated cases: Mydriass, plaucoma,

Cenmtral nemvous syshem

Mol eifcls

Oecasinnal: Orowsiness, fatigus, restiessness,
confusion, deliiumn, disaientation, hallucinatiors
(perticutarly in elderly patients and patients with
Parkinsan's dissese), increfssd anxisty, aafation,
skeep dislrbances, swing from deprassion o
hypomania of mania,

Rarg: aclivation of peychotic symploms

lsolated cages; Aggressheness.

Mewvolooical effacts

Commuon: Fine tremar,

Occasional Parsesthesa, hesdache, dizziness:
Fare: Epllaptic seinnes,

fsolafed cases: EEG changes, myadonus, wiskress,
extragnyramidal symptores {incheding tardive
dyshinesial, atana. speech disorders, drg fever.
Cardsovascular system

Comnor: Sinus tachycanda and clinically irmslevant
ECG changes (&g, T and 5T changes) in patients
‘with normal cardec status, orthostatic mypoiension.
Oerasional: Arhythmias. conduction dsorders.
(roed GRS and PR comples, burdie-branch block],
pakpitalions,

Lokl s increased blood pressure, candiac
decompensation, penpheral YASIENEEHE reactons.
Gastroimestingl tract

Oreasiora: Navsea, vomiting, kess of appetite,
darrhoea.

Ieodated cazes: Stomatitis, changes invohing the
Imnu& abdominal disorders,

&'cmw Elgvated fransaminags.
Isiated casag: Hepalilis with or wilthou jaundice

Skin

Decasionat: Allergic shin reactions (rash, urticaria).
lsoiated cases. Prurius, . photosensitivty,
nedema ocal or generlined), hair ks,

Endocrine system and metabolism

Ccragional Disturbances of linido and potenty.
lanfafed cases: Breast entargement. gataciorhoes,
SIADH [syndrome of inapproprizle andidiuretic
hormone secretion), increass or decresse in Hood
Sugar, weight ks,

Hypersensitivity reactions

Isiitend cases: Allergic alveoliis (pneumanitis) with
of without egsinophilia, systemic anaphylactic/
anapmiacioid redctions including hypobension,

Sensory organs
fanlated cases: Tinnius.

Blood
Isniated cases Ensmophilia, ucapenia,
afranulocylosis, purpura and thrombocytapenia.

(thers

The Saliceaing oceasionally oceur after abrupt
withdrawal or dose reduction: Mausea. womiting.
Abdomire! pain, diaroes, insomnia, headache,
NEMTUERess, anety,

INTERACTIONS

MAD inkibitors

Ain merval of Bt Inast ban waaks must be chserved
between dscontinuation of MAD inhibitor therapy
ard initiakion of Tofranil therapy; this is because of
the rish ol severe symgloms such a5 hyperiingive
crisis, hyperpyrexia, myochonus, apitation, seizures,
defirium and coma [seroloningrgic syndrome). The
same applies when giving a MAD inbibstor after
previous treatment with Tofranil. In both ingtances
Tadranil or the MAD inhibitor should initially be given
in zmal, gradually increasng doses BI'b:I it effects
maniloned,

There & evidence 1 suggest thal tricychic
antidepressants may b given as early as 24 hours
afer withdrawal of & reversaie MAD-A inhibitor
such a5 moddobermide. However, the two-week
wash-out period must be cbserved if 8 MAD-A
inhibitior i given afer withdrawal of a Wicydic
antidepressan.

Salpctive serotondn re-uptake inhibilors (SSRis)
Concamilant wse may polintiate the effects on the

cerotoninengic system. S5hls (fucueting, Auvmaming,

panoeete, serraling, cilalopram) may 250 increase
plasma concentrations of imipramine, with
cormesponding adeerse elfecls, Seriormegic
syndrome: Sae Interactions with MAD mhibilors
Ehive.

Adrenergic meurong blockers

Tofranil may diminish or abolish the antingpenansye
effects of guarethiding, betaniding, reserpine,
clonidine and alpha-methyidopa. Patients requirng
co-medication for hypenension should thenefsne

e given antihgperiensives of a differant type
{e.g. durnkics, vasoditors or beta-biockers).

Sympathomimetics
Tolranil miy potérdiabe the cardiovascular effects of

adrenaling, noradrenafing, Boprenaling, ephesding
and phemyephiing (e.4. i local anaesthatics).
CNS

Tricydic antidepressants may potentiabe Ihe effects
of alcohol and other central depressant substances
(2.0. opiates, barbiburates, benrodiamepines, general
anaesthetics).

Antichodinergic agents )

Tricyelic: antidepressants may potentiate the effects
of these dnugs je.g. phenothiazines, antiparkinsoeian
agents, anlihislamines, alrapine and biperiden) on
the: myes, CNS, Gl tract and biadder, There is atso a
risk of hyperihermria

QOuinidine

Trigychc antidepressants should not be empioyed

in combinalion with antiarhythmic agents of the
quiniding type.

Liver-gnzyme inducirs
Dinugs which activate the hepatic mono-oxygenass
Enzyme sygiem (&g, barbilurates, carbamazeping,
phenytoin, nicotine and oral contracepltives) may
accelerale the metabolism and iower the plasma
concentrations of imipramine, resulting in
decreased antidepressant effect. Plasma levels of
phenyinin &nd carbamazeping may incrisse, with
ing adverse effects. it may be nacessary
10 adjust the dosage of these drugs.

Heuroleplics

Co-medication may resull in increased plasma
levets ol icydic antidepressants. a lowered
sainwe threshold and comeulzions. Combenation
with thipridazine may precipitate sevwere candiae
arriythmia.

Amticoaqulants

Tricyelic; antidepresssants may inhibil the hepatic
metabolism of coumann derfvatives, thus

potentiating their antipoaguiant eMects, Carelul
manitoring of plasma prothrombin is therefora
aifvised.

Cimekidine, metfrylphenid

These drags may increass plasma concentrathons of
Irigychic anlidepressants, the dosage of which
snould thersfore be correspondingly reduced.

Oestrogens ;
There is gvidence that oegirogens can somelimes
reduce the effects of Tofrand whilt pardodcally
Incucing Tofrand insicity.

VERDHISAGE

The signs and sympioms of Tofranil cverdosage

are similar to thoae reported with other ircpdic
antidepressants. Thi main sympsoms are cardiac
and neurological disturbancis. in children accidental
ingestion of Tofranil Should be regarded as serious
anid potentialy tatal, whatsnr the Bmount,

Signs and sympioms
The first symploms generally apoear within 4 hours
al ingestion, with maximum severity afler 24 hours,
Howerver. owang (o profracied absorotion (increased
anticholinergic efect due b overdosage), e drug's
lany) Falf-life, and enterohepatic recycling. the
[patiend muy e at risk for up to 4-6 days.
The tolicring signs and symplams may be seen
Cantrai mévvous spsto: Sight dulling of the senges,
shupor, coma, alaxia, restlessness, agitation
anhanced reflexes, muscular rigidity, :nwmuwlulu
MOVEMERE, COMLISIoNS,
Cardiovaseuiar sysfem: Mypotersion, shock,
arrhythmia, tachycanda, conduction disordars,
et failure, In wery rare cases candiac amest
(thars: Resspiratory depression. cyanosis, somiting,
fever. mydrizsis, swealing, oliguria or anuria.
Managemant
“'IH'I." 5 no specilic antidale, Trealment &
essentially symolomatic and supportive. In all cases
of suspecied Tofranil overdosage, particuary in
children, e patient must B hospitalioed and kel
under dose surveilance for at keast 72 hours.
If the patient is fully consmous, perform gastric
lavage oF induce WOMIting 8% son 85 possike
If consciousness is impaired, maintain the airesy
by means of & cutled endotraches fube hefore
beginring lavige and do nol induce vomiting. These
meEsres are recommended for up 80 12 hours,
of evin lomges, aller the ceendose, since the
antcholinergic effect of the drug may delay gasiric
emglying, Adminisiration of actieiled charcoal miy
help 1o reduce dnag absorption.
Treatment of symploms = based on modem
meshods of imtengive cane, with continuous
moriaring of cardiac function, blood gases and
electroiytes and, if necessary, emergency messires

such a5 anticomuisive therapy, mecharical
ventilation, temporary wse of i cardiac pacemakar,
administration of plasma expandas, dopsming of
dobutamine by intravenous drip, and resuscitabon,
Smce il bas bean reporied that physostigmine may
cause severe bradynandia, asysiole and seinres,
its use is rot recommended n cases of Todrard
Haernodialysia and peritoneal dialysis
ane ingffectin because of the dnag's high level of
protein binding arsd large walume of dstribution.

OTHER INFORMATION

Shell-life

Store bekow J0°C and pratect fram meisture,
Do not use after the ey dale (= EXPY printed
on the pack.

PACK S1ZES
Courdry specific pack sies,

MANUFACTURER
See folding Do,

Information Lagt revised: June 1996
Approval dade (el 25 Auguest 19908

B = registered radamark
Movartis Pharma AG, Basle, Switzertand

This is a medicament

= A medicament is @ product which atfects your
health, and its corsumption contrary 1o
ingtnuctions is dangerous for you

~ Fallow stricty the doctor's prescription, the
method of use and the instructions of the
pharmacis! who sold the medicamsnt.

—Tha doctor &nd the pharmacist are eperts in
medicing, its benelits and risks,

— [ not by yourself imternupt the pariod of
Treatment prescribed for you

= D not repesat the same: prescription without
consultting your doctor

[ Keep medcaments ol of reach of chidien |
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Linion of Arab Pharmacists
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