tastasteronz enanthale, is able to eliminate the symptoms of
andragen daficit, The activa form, testosterons, is formed by
cleavage of the side chain.

® Pharmacoklnetic properties

Testosterone enanthate

Absarplion

After intramuscular admini: ion, feat e besarme
completely systemically available. The compound is gradually
refeased from the depot with a half life of about 4.5 days and is
cleaved into lestosterone and enanthic acid. With a dose of 250
myg testosterone enanthata, palients receive a total dose of 180
mq testostarone. Around the fime whera maximum sarum levels
are achisved, average dally doses aftar 1 and 2 weeks comespond

have been ubservad which could abject to its further use.
Investigations using the oily solvenl containad in Testaviron
Depet gave no indications of 8 sensitizing effest, Additional
investigations into tha sensitizing effect of lestosterane
propionate &nd tesloslarons enanihate have not been carried
aut. Mary vears of clinlcal experience have shown only sparadic
cagas in which allergenic reaclions have been suspacted,
Mo clear sansitizing effect has bean praven,

On the whole, the svailable toxicological findings do not presant
any objections to the prescripive use of Testoviron Depol in
humans far the given indicaticns and al tha dosages preseribad,

=

PHARMACEUTICAL PARTICULARS

@ List of

te 12 and 4 mg ona, resp ly. Within app y
4 waeks of drug dministration, teslosierone is completely reloased
from the depot.
Distribution

o ions of of 20 ngiml were
measured 1.5 - 3 days afiar i.m. administration of 250 mg of
testostarons enanthate to young men. Thereafter, testosterons
Ievel in the plasma decraased with a half-life of about 4.5 days,
which corresponds to the release rate from depot. Taslostarons
cancentrations of = Zngiml wora maintained for 20 days and those
=Tng/mi far 25 day:
Teslosterora is highly bound to serum proteins, in particular to
alhumin and SHBG.

Metabalism

Tastozlarona which iz generated by ester cleavage from
teslosterane enanthals is metabolized and excreted the same
wdy as andogancus lestosterone. The absoluts bioavailahility of
testostarone from the ester s almoest complets, indicating a rapid
and efficlent cleaveges of the ester. The enanthic i

d is
metabalized by E-oxidation in the same way as other aliphatic
rarboxylic acids.

Elimination

The metabalic clearance of testosterona is caloulated to be 1647
mifminfkg and referz o hepatic and extra-hepatic melabolism of
testasterone. The metabolites of teslosterone are aliminated with
a half-life of 7.8 days. About 50 % is excrated renally and about
10 % with the bile,

Eteady-state conditions

Injection of 250 my testosterone enanthats every 3 - 4 wasks wil
nat result in any clinically relevant accumuiation of tostosterona
in semm.

# Preclinical safety data
Since testosterone enznihals is comp y split Ly inio
the free testastarone, the evalualion is caried out under
cansidaration of the resulls with bolh esters,

© Acute toxicity
As with steroid hormenes in general, the acuts woxicity of
testesterons is very low,

= Chronic toxicily
Investipations into the systemic tolerence following repeated
adminlstration revesled no findings which would be prohibiive
af the use of the active substances at the doses necessary for
therapy.

2 Mutaganiz and tumarigenic potential
In vitra investigations inlo a mutagenic effect using the
testosterone raleasad from the esiers gave no indications of
a mutagenic potential. Furlhermors, on the basis of negative

nave nul been parformed
with Testoviron Depot. Such studies were not consldared

sary since in systemic tolerance studies following repeatad
ration to rais and od of six months no
indleations of 2 jumarigenic effact cecurred. In addition, many
vears af clinical exparience with Testoviron Depot have not
glven any indications of a wmarigenic efect in humans.
Generzally, however, it has o be remembered that naturally
coourring az wall as synthetically preduced sexual stercids can
promata the growih of carain hormane-dependent tiesues
and tumars.

= Reproductive toxicity

Fertility studies infa germ cell damage have not bean carfied
aut with Testoviron gapol. Such siudies wers nat con

10 be necezsary since long-term systemic ol

gave no indication of toxic damage to the test]

irally related inhibition of the zpermatogens

is. On the other hand the lermporary inhibi

aogen L
spermatogenesis following freatment with Testoviran Denot
250 in humans gaveno indicaticns that sperm caliz are maged
in any way which might lead io malformations of impairment

of falilily in the offspring. Toestoviron Depat should not be
administered during pregnancy due to the possibilily of
vitilization of the female Tetus. However,investigatons into
embryotoxic, in particular teratogenic, effects gave ro indicatian
that further impairment of organ devalapment is to be expected.

£ Lacat leferability
Lacal talerance studies lollowing inframuscular administralion
showed that teslasterane enanthate did not incresss the imitative
affect already cauzed by the solvenl alane. The solvent of
Testoviron Depol has baen used for many years in numearcus
formuiations for human use. In this time na local iritative sifscts

Benzyl benzoate
Caglor gil for injection

# |ncompatibilities

ne

® Special precautions for storage

Store beiow 3070,
Protect from light,

# Nature and contents of contalner

Amber glass tvpe |, ampoule of 1 ml.

@ Instructions for use / handling

Ta be used according ta the physician's advice.

Store all drugs properly and kezp them out of reach of children, |

@ Manufactured by

Madipharm [Pvi.) Lid.,

108-Kotlakhpat Industrial Estate, Lahora.
Licencee of

Bayer Pharma AG, Germany
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n Testoviron Depot
i 250 mg/ ml seiution for injection

QUALITATIVE AND QUANTITATIVE COMPOSITION
1 mil Testoviron Dopot 250 mg conlaines 250 myg tesiosterons enanihata

IAndrc-gensl are nat sultable for enhancing muscular develapment
in heelthy individuals or for increasing physical ability.

A with all cily sciutions, Tesloviren Depat must be injectad stricthy |

intramusculaiy and very slowdy, Pulmonary microcmbollsm of sily
salutions can lead 1o slghs and symploms such as cough, dyspnea
and chast pein. Thara may he ather signs and symptams including
vsscwagsl reaczions such as malaise, hyperhydrosis, dizziness,

i - synuope. Thesa reactions may ccour during or

(thc eguivalent of about 180 mg lestosterone) in cily solution
a full lizt of cxciplonts soe lizl of axcipients.

PHARMACEUTICAL FORM
Solution far inj n.
Clear, yellowish oiiy solution.

CLINICAL PARTICULARS

@ Indications
ale rypogonadism

® Dosage and method of administration

= Method of administration
Solution for intramuzcular i
The injection musthe admivistered extrameiy slawly (see
Special warnings and precations for use and Undesirzble
effecis). The olly solutan is fnjecled irmmediatsly afier its drawing
up Iinto tho syringe.

ion,

= Dosage reglmen
Far the development and ¢
androgen-dependent tang: ang and for Lha
of daficizncy symptoms: 250 mg i.m. avery 2 - 3 waaks.
Ta maintain an adequate androgenic effect, 250 g i, every
3 - dweeks, Shorter injection intervals may be nocessary
requirament for hormone, but longear

nulation of il underdevelopad

be measured beforz start of
i at the end of
¢ momal range wauld
intarval. In case of high

Addltional Information on special populations

L Chlldmn and adolsscents
wirst inellesstet o
$| aisl war

=
. of Testoviron is E‘OI‘IE’SIﬂdICal=d
liver tumars (see

= Patients with renal impairment
Mo [crmal studies have been periomed in patients with renzl
imnpairment.

| # Contraindications

Androgen-dependant carcinems of fhe prostate or of the male
mammany gland.

Hypercalcemia accumpanying malignant tumors
Fast ar present liver tumorz.
Hypar itivity to the acthve
sxnipiants.

bstar

& o o any of the

Special warnings and pracautmns for uss

Glusr patlsntﬁ trested with androgens may ba al an incressed
af prostatic hyperpla;
are na clear indications that andragens actually ganersta prastet
carcinama, fhese can enhance the growth of 2ny existing prosi
oma of the prostals has io be axcuded
ng th=r?1y with testostersns praperations.
1, ragular examinstions of the pros ar
recommended in man. Hemoclobin and hemat; should be
chacked pericdically in pati on long-term androgan therapy
to detect casas of polycylhemia (sas Undasirable effects).
Cases of fenign and malignant liver umors, whizh may iead fo
Nee-threatening intra-abdarminal hemoriage. have been oheaned
after the use af Testovinen Dopot. |If sevare upper abdominal
camplaints, liver enlargement or signs of intra-abdominal
herrm'rhﬁrw oo, @ liver tumer should be included in the
arostic congld

(..aubnn should e exercised in pa!lnn.s ,J!QIJI::,JUHEd o pdama,
as freament with Androgens may resull in 2] sorium
retantion (see Undezirable oifectz).

in children testostercne. besides masculinizalion, can cause
faratac growth and bone maturadon and premalure epiphysesl
sEUne, lrleret\u redusing final height.

Tastoviron shauld nat he used in women since, depending on the
individual : ta sndrogacic imoulses, women may davalop
signs o viriization, .q. acne, hirsutism, woice changes (parlicular
care is | ry in woman whaz2 accupations Involve singing
or Spe
Pratf)’isting sleep apnea may b potentiated,

|rnr'|=:llately aﬁer the injection and ara ravarsibla. Treaiment is
usually supporiive, a.g. by admini ion of ;xygen.

@ Interaction with other medicinal preducts and other forms
of interaction
P arbilal incraases the break-down of sterold hormones In
the fiver (possible Impalment of efficacy).
The clotling status shauld be monitored particulary closcly wien
Testo ron Depot Is adminlslerad togsiher with coumarin

# Pregnancy and lactation
Testoviron is intended for use by men anly. Testoviron is
indicaled in pregnant or breast feeding women (see Preclinical
safety data).
Testosiorane raplacar nert tharany may rever |u|y reduce
spermelogenesia (sea U it {H sululy
data).
Effects on ablillty to drive or use machines
Mot applicabla.

# Undesirable effects

2 Summary of the safety proflie
Regarding undasirable effects associated with the uss of
androgans, plesse slso refer 1o Special warnings and
precautions for use.
Tha mast commonly reported adverse reactions with Testoviron
Depatare injection sils pain, injection site erythema, and cough
andior dyspnoes during or immediagely the Injau.!]on

Tabulated list of ad: =il

The table below includes adverse drug reactions fram
sponiansnus rep 3 and from the scientific literature for
which a frequency cannot be estmatad from the availshle data.

System Organ Class’ Frequency unknown

Neoplasms benign Benign and malignant liver tumers
and malignant
Blood and lymphatle
system disorders

Immune system Hypersanzitivity

disordars

Hepatobiliary Liver furctlon tast abrormal, jaundics
disorders

Skin and subcutaneous
tissue disorders

Acne, Alopecia, Rash, Urticaria,
Fruritus

General disorders and

B k Various kinds of injection site
administration site

reactions such as Injection site pain.

conditions Injection site arythema. Injection site
induraticn, Injection site swelling,
Injection site inflammation

Investigations Prostatic spacific anfigen increased

Libidao increased

Reproductive system
Libida decreazed

and breast disorders

Gynaecomastia

TThe MedDRA prafered term is used io describe a certan reaction
and its synonyms and related conditions. ADR tarm representation
iz based on MedDRA version 13.1.

) Description of selected adverse reactions
i

Injections of oily solutions such as Testoviron Depot have been
aszociated with systemic reactions: cough, dyspnea, chest
pain. Thera may ba other signs and symptems including

| reactions such a5 malaise, hyperhydrosls, dizziness,
sraesinssia, of syncope.

High-coeed or lang-term administration of esinsterons, i
Tesloviran Dagol, incraases the iendency o water retent;
and adema,

Spermateganesis is inhibited by long-term and high-dosed
trealment with Tesioviron Depat.

If, in individual cazes, requenl or persistent arections acour,
1the dosa should be reduced or the freatment discontinued in
ardar ta avoid injury to the ponis.

# Overdose
Mo spacial therapeutic measure apart from fermination clfthFrapy
with the drug ar dose s is necessary after o
Acute loxicity data shows thal tesiosterane enanthets, the Estar
contained in Tastoviran Deapot, are ta be classified as non-toxic
faflowing single intake. Even following single administration of a
multiple of the dosa requirad For tharepy, no toxicity risk is to be
axpactad.

PHARMACOLOGICAL PROPERTIES

& Pharmacodynamle prup-artuas
Testoviren Depcl contzins 2 dervalive of the natural male sax
narmane testostarons as its zclive ingredients. Accardingly.




