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DESCRIPTION

Leuprolide acetate is a synthetic nonapeptide
analog of naturally occurring gonadotropin-
releasing hormone (GnRH or LH-RH). The
analog possesses greater potency than the
natural hormone. The chemical name is §-
mo-L-me.\'I-L-hislid_\'l-L-lr_vploph_vI-L~
:cr_\'l-L-l_\‘ros_vI-D-Ieuc_\'l-L~leucyI-L-arginyI-

tumors in Noble and Dunning male rats and
DMBA-induced mammary tumors in female
rats) as well as atrophy of the reproductive
organs.

In humans. administration of leuprolide
acetate results in an initial increase in
circulating levels of luteinizing hormone
(LH) and follicle stimulating hormone
(FSH). leading 10 a transient increase in
levels of the gonadal steroids (testosterone
and dihydrotestiosterone in males, and
estrone and estradiol in premenopausal
females). However, continuous administra.
tion of leuprolide acetate results in decreased
leveis of LH and FSH. In males. testosterone
is reduced to castrate levels. In premeno-
pausal females. estrogens are reduced to
postmenopausal levels. These decreases
occur within 1wo to four weeks after
initiation of treatment. and castrate levels of
testosterone in prostate cancer patients have
been demonstrated for more than five years.

Leuprolide acetate is not active when
given orally.

PRARMACOKINETICS

Absorprion: Following a single LUPRON
DEPOT 7.5 mg injection to patients. mean
peak leuprotide plasma concentration was
almost 20 ng/mL at 4 hours and 0.36 ng/mL
at 4 weeks. However. intact leuprolide and
an inaclive major metabolite could not be
distinguished by the assay which was
employed in the study. Nondetectable
leuprolide plasma concentrations have been
observed during chronic LUPRON DEPQT

f}‘-e|h}:I-L-me1num1¢_!c acetate {salt) with the 7.5 mg administration. but tesic levels
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LUPRON DEPOT is available in 2 vial
contzining sterile Ivophilized microspheres.,
which when mixed with diluent. become a
suspension which is intended as a monthly
intramuscular injection.

The single-dose vial of LUPRON DEPOT
7.5 mg contins leuprolide acetate (7.5 mg).
purified getatin (1.3 mg). DL-lactic and
glycolic acids copolymer (66.2 mg). and
D-mannitol (13.2 mg). The accompanying
ampule of diluent contains carboxymethyi-
cellulose sodium (10 mg). D-mannitol
(HX) mg). polysorbate K0 (2 mg). water for
injection. USP. and glacial acetic acid.
USP to conirol pH.

During the manufucture of LUPRON
DEPOT 7.5 mg. acelic acid is tost. leaving
the peptide.

CLINICAL PHARMACOLOGY

Leupralide acetate. an LH-RH agonist, acts
as a potent inhibitor of gonadotropin
secretion when given continuously and in
therapeutic doses. Animal and human studies
indicate that following an initial stimulation.
chronic administration of leuprolide acerate
results in suppression of ovarian and
testicular sterordogenesis. This effecy is
reversible upon discontinuation of drug
therapy. Adminisiration of leuprolide aceiate
has resulied in inhibition of the growth of
cenam hormone dependent tumors (prostatic

appear to be maintained at castrate levels.
Distribution: The mean steady-state volume
of distribution of leuprolide following
intravenous bolus administration to healthy
male volunieers was 27 L. In vitro binding 10
human plasma proteins ranged from 43% to
49%,

Metabolism: In healthy male volunteers. a
I 'mg bolus of leuprolide administered
Intravenously revealed thai the mean
systemic clearance was 7.6 L/h. with a
terminal  elimination  half-life of
approximately 3 hours based on a two
compartment model.

In rais and dogs. administration of 14C-
fabeled leuprolide was shown to be
metabolized 1o smaller inactive peplides. a
pentapeptide (Metabolite 1. tripeptides
(Metabolites 11 and 1) and a dipeptide
(Metabolite 1V). These frugmems may be
further catabolized. .

The major metabolite (M-I plasma
concentraions measured in 5 prostate cancer
patients reached maximum concentration 2 1o
6 hours after dosing and were approxmiately
6% of the peuh parent drug concentration,
One week atter dosing. mean plasma M-|
concentrations were approximately 204 of
mean leuprolide concentrations.

Excretion: Following adminisiration of
LUPRON DEPOT 3.75 mg 10 3 panenis, dess

«- than 5% of the dose was recove,
and M-I metabolite in the urine. red as parent
Special Populations: The pharmacokine(jcs
of the drug in hepatically and renallv
impaired patients have not been determineq.”

INDICATIONS AND USAGE

LUPRON DEPOT 7.5 mg ts indicated in the
palliative treatment of advanced prostatic
cancer. It offers an altemnative rreatment of
prostatic cancer when orchiectomy or
estrogen administration are either not
indicated or unaccepiable 10 the patient, in
clinical trials. the safety and efficacy of
LUPRON DEPOT 7.5 mg does not differ
from that of the original daily subcutaneous

injection,

CONTRAINDICATIONS

A report of an anaphylactic reaction to

synthetic GnRH (Factrel) has been reponed

in the medical literatre. !

LUPRON DEPOT.is contraindicated in
Wwomen who are or may become pregnant
while receiving the drug. When administered
on day 6 of pregnancy at test dosages of
0.00024. 0.0024. and 0:024 mg/kg ¢ 1/60 10
1/6 the human dose) 10 rabhits, LUPRON
DEPOT produced a dose-related increase in
major fetal abnormalities. Similar studies in
rats failed 1o demonstrate an increase in fetal
malformations. There was increased fetal
mortality and decreased fetal weights with
the two higher doses of LUPRON DEPOT in
rabbits and with the highest dose in rats. The
effects on fetal mortality are logical
consequences of the alterations in hormonal
levels brought about by this drug. Therefore.
the possibility exists that spontaneous
abortion may occur if the drug is
administered during pregnancy.

WARNINGS

Isolated cases of worsening of signs and
symptoms during the first weeks of treatment
have been reported with LH-RH analogs.
Worsening of symptoms may contribute 10
paralysis with or withour fatal complications.
For patients at risk. the physician may
consider initiating therapy with daily
LUPRONS® (leuprolide acetate) Injection for
the first two weeks 10 facilitate withdrawal of
treatment if that is considered necessary.

PRECAUTIONS

Patients with metastatic vertebral lesions
and/or with urinary tract obstruction should
be closely observed during the first few
weeks of therapy (see WARNINGS section).

Lahoratory Tests: Response 1o LUPRON
DEPOT 7.5 mg should be monitored by
measuring serum levels of 1estosteronc. as
well as prostate-specific antigen and prostatic
acid phosphatase. In the majority of patients,
testosterone levels increased above baseline
during the first week. declining thereafier to
bascline levels or below by the end of the
second week. Castrate levels were reached
within two to four weeks and once achieved
were maintained for as long as the patients
received their injections. Transient increases
in prostatic acid phosphatase levels may
occur.sometime early in treatment. However.,
by the fourth week. the elevated levels can be
expected to decrease 10 values at or near
baseline.

Drue Interactions: No pharmacokinetic-
based drug-drug interaction swudies have
been conducted with LUPRON DEPOT.
However. because leuprolide acetate is o
peptide that is primarily degraded by
peptidase and not by cytochrome P-45(
enzymes as noted in specific studies. and the




drug is only aboy; 46% bound to plasma
proteins, drug interactions would not be
e 7P occur. Test Interactions.:

Dry /Laboratory Test In S
A minfslrnlion of LUPRON DEPOT in

d ! )
therapeutic doses results in Suppression of

misleading. )
Ce arcinogenesis. Mutagenesis. Impairmen;
of Fertilipy: Two-year carcinogenicity siudies

significant but poy dose-related increase of
pancreatic islef-cel) adenomas in females ang
of testicular interstitial cel| adenomas in
males (highest incidence in the fow dose
&roup). In mice, po leuprolide acetate-

demonstrable Pituitary abnormalitjes,
Muiagenicily Studies have been performed
with leuprolide acetate using bacterial ang
Mammalian sysiems. These studies provided
no evidence of 4 Mulagenic potentia).
Clinical and pharrnacologic studies in
adulis (> 18 years) with leuprolide aceiate
and simifar analogs have shown reversibility
of fertility SUppression when the drug is
discontinueq atter continuoys administration
for periods of up to 24 weeks,
Prr.wmnrv\" Calr_eary X, (See
C()NTRAlNDlCATlONS section.)
Pediarric Y- See LUPRON DEPOQT-

ADVERSE REACTIONS

In the majority of parients lestosterone levels
increased above baseline during the firs,
week, declining thereafier 1o baseline evels
or below by the ¢nd of the second week of
treatmeny,

Potential €xacerbations of signs and
Symptoms during the first few weeks of
treatment jg 4 concern in panengs with
vertebral Melastases and/or urinary
obstruction o hematuria which, jf
aggravated, may lead (o Neurological
problems such as temporary weakness and/or
paresthesia of the lower limbs or Worsenin,
of urinary Symptoms (see WARNINGS
seclion),

In a clinical trjy of LUPRON DEPOT

-5 mg, the following adverse reactions were
reported 1o have possible or probable
relalionship o drug as ascribed by the
treating physician in §¢ Or more of the
patients receiving the drug. Often, causality .
is difficulf 1o assess in patients with
melastatic Prostate cancer. Reactions
considered nop drug-refated are excluded.

LUPRON DEPOT 7.5 mg
N=36  (Perceny
Cardiovascular System
Edr,.ma (12.5%)
Gastrointestinal System
' Nausea/vomiling 3 (54%)
Endocrine Sysiern l
*Decreased testicular
size 3 (5.4%)
*Hot fashes/sweats 33 (58.9%)
*Impotence 3 (5.4%)
Cenlml/Pcriphcml
Nervous System
General pain 4 (7.1%)
Respiratory System
Dyspnea 3 (5.4%)
Miscelianeous
Asthenia 3 (5.4%)

*Physiologic  effecy of decreased
testosterone,

Laboratory: Elevations of cerain parameters
were observed, bur it js difﬁcull 10 assess
these abnormalities in this population,

SGOT (>2N) 4 (7.1%)
LDH (>2N) H (19.6%)
Alkaline

phos (>1.5N) 4 (7.1%)

In this same study. the following adverse
reactions were reporied in less than 5% of the
patients on LUPRON DEPOT 7.5 m g
Cardiovascular System -~ Angina, Cardiac
arrhythmia; Ga.\‘lroinleslinal System -
Anorexia, Diarrhea; Endocrine Svstem -
Gynccomasiia. Libido decrease;
Mu:rulo:kelelal System - Bone pain,
yalgia; C?nlra//PeripheraI Nervous
Svystem - Paresthesia, Insomnia; Re:piramr_v
System - Hemopl_vsis: Inlegumenlar_\-

Frequency/urgency. Hemaruria, Testicular
Pain; Miscelluneoys . Diabetes, Fever/chills,

been rarely reporied with GnRH analogs.
Rash, urticaria, apq phmoscnsilivily
feaclions have ajso been reported.

Localized reaclions including induration
and abscess have been reponed o the siie of
injection,

OVERDOSAGE

In rais subcutaneous adminisiration of 25010
500 times the recommended hyman dose,
expressed on g per body weight bayis,
resulted in dyspnea, decreased acuvity, ang
local irritation g the injection site, There i
M0 evidence (ha there js a clinical
Counterpart of thiy phenomenon. | early
clinical trialg with daily subcutaneou)
leuprolide acerate. doses high a

20 mg/day for up 1o (wo Years caused no
adverse effects differing from those observed
with the | mg/day dose,

DOSAGE AND ADMINIS‘I’RA‘HDN
UPRON DEPOT Mys: Be Administered
Under The Supervision Of A Phvsician,
The recommcndyd dose of LUPRON

DEPOT js 7.5 Mg, incorporated in 5 depot
formulation, The Ivophilized micm;:phcres

withdraw | m[ of diluent from the
ampule. and inject it into the vigl. (Extra
diluent js provided: any remaining should
be discarded, )
2. Shake welj to lhoroughly disperse
panticles to obtain 5 uniform suspension,
suspension wil] appear milky.,

injection, the injection site should be varieg
periodicaly.

The vial of LUPRON DEPOT 7.5 mg and
the ampule of diluent may be stored ar room
temperature,

HOow SUPPLIED
LUPRON DEPOT 7.5 mg is available ip a
single use ki (NDC 0300-3629-0” and in

An information pamphlet for patients s
included with the kit.

No refrigeration necessary. Projecy from
reezing.

Caution; Federal (US.A) 1aw prohibits
dispcnsing withou a prescription,
REFERENCE
L. MacLeod TL.etal. Anaphylacuc reaction
10 synthetic lutcinizing hormone.
releasing hormone, Fertil Steri) 1987
Sept; 48(3):500-502.
U.S. Patent Nog. 4.652 .44, 4.677.19;;
4.728.721; 4.849,208. 4.917.893: 4.954,29%:
5.330.767: and 5.476,663.
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LUPRON
DEPOT 25 mg

leuprolide acetate
for depot suspension
Each vial connina:
loudroide acetate. 1.5 mg,
purhieo galsn, 1.3 mg,
Ol-tcnc & ghveolc acws
copolymer, 86 2myg:
D-manneol 132 mg
Usual Dosa: After muing wath ddusm.
acminustar entze contems of vial
Oy mIramuscular syecton once
4 mOAh UndsT by sICian §
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i NDC 0300-3524-0
i SINGLE DOSE

LUPRON
DEPOT 75 mg

leuprolide acetae

7
v
or depot suspension . Ty
o
Protect trom freezing leunralide acatate 7.5 mg . -
Ses battom ot carton for expiraton -
0a1e ang 16t number For intramuscylar injecnon :
Vial label bears cogey #xpirgon ster mixing
gate and ot numper, Do ngy use
' h
e st day of montyear CAUTION: Faowra (1§ a f
{aw prohituts dispensing
13-1494.87 without presenption L]
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NDC 0300-3647-01 . . 2mL sterile dduent
Sterile Diluent
LUPRON

DEPOT®

CAUTION: Federal {U.S A } [aw prohibits dispensing without prescriplion.
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Sterile Diluent
LUPRON
POT®
Each smpule comtains: O . 100 mg: sogwum. 10 mg,

ootysoraate B0, 2 g, watet lor inac bon, USP, end glacul scet aced. USP to conool pH
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{ =
NDC 0300-3629-01 (Leuprolide Acetate 7.5 mg)
*One 2 mL Ampule Sterile
Diluent NDC 0300-3647-01
CAUTION: ] *One Syringe with 23 Gauge
ngeral '( USA)_ law probibits Needle
I‘f,gpem,z £ m’ ngm mg‘éﬁﬁgggisork v *One 23 Gauge Needle
PROTECT FROM FREEZING
® 02:7788R3
%.,, LUPRON DEPOT® o=
s S TAP Pharmaceuticals inc
EXP. T Deerfleld, IL 60015
7 5m g by Takeda Chemical Industries, L1d
Lor . Osaka, Japan 541
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Single Dose
Administration Kit

NDC 0300-3629-00

CAUTION:

Federal (USA) law probibits
dispensing withou! prescription
NO REFRIGERATION NECESSARY
PROTECT FROM FREEZING )
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«One Vial Lupron Depot® v
NDC 0300-3624-01
(Leuprolide Acetate 7.5 mg)
«One 2 mL Ampule Sterile
Diluent NDC 0300-3647-01
eOne Syringe with 23 Gauge
Needle
«One 23 Gauge Needle
Pbysician Sample —
Not For Resale

02-7787-R3
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TREATING |
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CANCER

LUPRON DEPOT’®
7.5 mg
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INTRODUCTION

This brochure has been created to answer
your questions about prostate cancer and
to help educate you about LUPRON
DEPOT® 7.5 mg (leuprolide acetate for
depot suspension), the drug you and your
doctor have chosen to manage the disease.

According to the American Cancer Society,
more than 100,000 men each vear are
diagnosed with prostate cancer. The risk
of developing prostate cancer increases
with age: it typically occurs in men age 40

and above.
WHAT IS THE PROSTATE?

The prostate is a chestnut-sized sex gland.
It is located just below the bladder and
surrounds part of the urethra, the canal
that carries urine from the bladder during
urination. The primary role of the prostate
is to provide part of the fluid necessary
for ejaculation.

T e e v L e

WHAT CAUSES
PROSTATE CANCER?

The exact cause of prostate cancer is un-
known. What is known about the disease
is that it begins with a group of cancerous

cells (a tumor) within the prostate. Initially,

the tumor may not cause any symptoms.
However, as the cancer progresses. the
tumor can enlarge and eventually put pres-
sure on surrounding parts of the body such
as the urethra. This process causes a block
in the flow of urine from the bladder.

T
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HOW DOES
PROSTATE CANCER SPREAD?

The growth and function of the normal
prostate gland is dependent on the male
hormone testosterone. Testosterone, which
is produced almost entirely by the testicles,
stimulates prostate cancer in much the
same way kerosene fuels a fire. As long as
the body produces testosterone, prostate
cancer will continue to spread.

Prostate cancer can spread from the prostate
to nearby lymph nodes, bones. or other
organs. As a result, many men experience
aches and pains in bones, joints or the back.

1
v
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HOW IS
PROSTATE CANCER TREATED?

Because prostate cancer is fueled by testos-
terone, decreasing the body's supply of
testosterone often controls the tumor's
growth and relieves pain and difficulty in
urinating. In most cases, it can slow or stop
the growth of cancerous cells that spread
to other parts of the body.

The treatment of prostate cancer depends
on the stage of the tumor when it is discov-
ered. A physician’s objective when treating
an advanced stage of prostate cancer
(where the cancer has spread beyond the
confines of the prostate) is to halt the
spread of new tumor cells or shrink exist-
ing ones, and to relieve any symptoms they
may be causing.

.

LUPRON DEPOT®7.5 mg (leuprolide
acetate for depot suspension):

YOUR TREATMENT CHOICE

The treatment you and your doctor have
chosen is LUPRON DEPOT, a member of
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a class of drugs known as luteinizing hor-
mone releasing-hormone analogs (LHRH
analogs). LUPRON DEPOT works by
shutting down testosterone produced by
the testicles, which then decreases the
amount of testosterone circulating in the
body. Because LUPRON DEPOT lowers
testosterone levels (the primary fuel for
prostate cancer), the drug helps relieve
the pain, difficulty in urinating and other
symptoms associated with prostate cancer.

Once a month. you will visit your doctor's
office to receive your injection of LUPRON
DEPOT. The drug is released continuously
and consistently over the next month. By
receiving the injection in your physician’s
office. your doctor is able to monitor your
progress and discuss any questions and
concerns vou might have about vour
condition.

The most common side effect associated
with LUPRON DEPOT is hot flashes. Some
men may also experience a temporary
increase in their urinary symptoms or pain
during the initial weeks of treatment. Like
other treatment options, LUPRON DEPOT
may cause impotence.

n_

COMBINATION
DRUG THERAPY

Your physician may have recommended
that you take another drug along with
LUPRON DEPOT 7.5 mg. These drugs. gen-
erally known as “antiandrogens.” include
Eulexin® (flutamide, Schering Corporation)
and Casodex® (bicalutamide, Zeneca
Pharmaceuticals). While LUPRON DEPOT
7.5 mg (leuprolide acerate for depot sus-
pension) stops the production of testos-
terone by the testicles. antiandrogens block
the small additional amount of testosterone
produced by the adrenal glands.

Contact your doctor or pharmacist for
additional information about Eulexin or
Casodex.

b eI, W e




This patient education brochure is not
intended to be substitute for information
provided to you by your physician or
Provided to your physician by TAP
Pharmaceuticals Inc.

You should discuss with your physician any
questions you have about the diagnosis and
treatment of prostate cancer.

This information is provided as 3 service of
TAP Pharmaceuticals Inc.

‘ TAP Pharmaceutlcals Inc.
2355 Waukegan Roag

Deertield, |L 60015

LTAP Pharmaceutcais inc, 03-4650-R3 Reviseg Jan. 1996 Prnieg in usa
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INSTRUCTIONS

-ON HOW TO

MIX AND
ADMINISTER

NOTE: LUPROXN DEPOT-
must be administered under the

supervision of 4 phvsciun.

LUPRON DEPOT®

LEUpRoui)'IE ACETATE FOR DEPOT SUSPENSION

93
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SPECIAL INFORMATION

If you have any questions regarding
the drug or this procedure, cajl
1-800-622-2011.

If the ampule of diluent should break
or become unusable for any reason, do
not substitute saline or sterile water,
Contact TAP Pharmaceuticals for 2

- Teplacement. Call 1-800622-201 1.

3 TAP Pharmaceuticals Inc.
2355 Waukegan Road

Deertield, IL 60015

oTAP Pharmacsuticals Inc. 03-4651-R4  Reviseq Jan. 1996 Printeq in USA.
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NDC 0300-3629-06
0300362906 POT°75mg
. I
" No refrigeration necessary. Protect trom freezing. Ieupr0||de acetate
- . (v/? . for depot suspension
! Six Dose Package
. Contains: Six Vials Lupron Depor® 7.5 mg NDC 0300-3524-0) CAUTION: Federal (U.S.A.} law prohibits dispensing without
/ Six 2mL Ampules Sterile Dituent NDC 0300-3647-01 prescrplion

Lot €

I

for Intramuscular injection atter mixing.
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