Metrodin®

(urofollitropin for injection)
FORINTRAMUSCULAR INJECTION

DESCRIPTION
Metrodin® (urofolitropin for injection) s a preparation of gonadotropin extracted
from the urine of postmenopausal women Each ampule of Metrodin® contains
75 U or 1501U of folicie-stmulating hormone (FSH) activity, n not more than
0.83mg (75U} or 1.66 mq (150 IU) of extract, pius 10 mg lactose in a stenle.
lyophwlized form. Metrodin®is administered by intramuscular injection

Metrodin® contains an acidic. water soluble glycoprotein brologically stan-
dardized for FSH gonadotropin activity in terms of the Second International
Reference Preparation tor Human Menopausal Gonadotropins established in
September. 1364 by the Expert Commuttee on Biological Standards of the Wortd
Health Organization. Neghgible amounts (less than 11U per 75 tU FSH) of
luteinizing hormone (LH) activity are contained in Metrodin®
Therapeutic Class: Infertility
CLINICAL PHARMACOLOGY
Metrodin® stimulates ovanan follicular growth in women who do not have pr-
mary ovanan failure FSH. the active component of Metrodin®, is the primary
hormone responsibie for follicular recruitment and development. in order to
effect final maturation of the follicte and ovulation in the absence of an endoge-
nous LH surge, human chononic gonadotropin iNCG) must be given folfowing
the admrmistration of Metrodin® when monitoring of the patient indicates that
sufficient foliicular development has occurred There may be a degree of inter-
patient vaaability in response to FSH administration
INDICATIONS AND USAGE
Metrodin® and hCG given in a sequential manner are indicated for the stmutation
of foliicutar development and the induction of ovulation in patients with polycystic
ovary syndrome. and inferility. who have farled to respond or concerve following
adequate clomiphene citrate therapy

Metrodin® and hCG may aiso be used to simufate the development of multi-
ple folticies in ovulatory patients undergoing Assisted Reproductive
Technclogies (ART) such as in vitro fertization
Seiection of Patients:

t Belore treatment with Metrodin® is nstituted, a thorough gynecologic and
endocnnologk evaluation must be performed. This shouid include an
assessment of petvic anatomy Patients with tubal obstruction should
receive Metrodin® only it enrolied in an in vitro fertilization program

. Pnmary ovanan failure should be excluded by the determination of
gonadotropin levels
Carelful examination should be made to nule out the presence of early preg-
na
4. Part‘»ce)r’\ls in late reproductive life have a greater predisposition to endometrial
carcinoma as welt as a tugher incidence of anovulatory disorders. Athorough
dagnostc examination should atways be perfonmed before starting Metrodin®
therapy in such patrents who demonstrate abnormat uternne bleeding or
other signs of endometrial abnormalities
5. Evaluation of the husband’s fertiltty potential should be included in the workup

CONTRAINDICATIONS

Metrodin® is contraindicated in women who extibit

High levels ot FSH indicating pnmary ovanan failure

Uncontrofled thyroid or adrenal dystunction

An organic intracranial lesion such as a pituitary tumor

The presence of any cause ot mientity other than anovulation. as stated in
the “indications” unless they are candidates for Assisted Reproductive
Technologtes

Abnormal bleeding of undeterminea ungin isee “Selection of Patients "}
Ovarnan cysts or enlargement <f undetermined ongm

7 Prioc hypersensdivity to urofolitropirs

Metrodin®ss also contraindicated n women who are pregnant and may cause
fetal harm when admiristered to 3 pregnant waman There are imited human
data on the effects of Metrodin® wnen adimirisiered durng pregnancy
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WARNINGS
Metrodin® should only be used by phvsicians who are thoroughly famidiar with
nfertility probtems and thewr management 1t1s a notent gonadotropic

substance capable of causing mild 1o :2vere aaverse reactions Theretfore the
lowest dose consistent with the exgectatdn of Joad resufts should be used
Gonadotropm therapy requires a cerlair hme comrutment by physicians ana
supportive health protessionals and s use requires the avadabiity of aopro-
prate monitonng taciihes tsee "Pracauh sns Laboratsry Tests™) Sate anig
effective use of Matrodin” requir NCrtGang of Oy iean response withoserars
estradiol and vaginal ultrasound 31 270 Jular Dais
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Hyperstmulation Syndrome (OHSS).

Severe OHSS occurred in approximately 6.0% of patients treated with
Metrodin® therapy in the inttial ciinical trais, in patients treated for anovutation
due to polycystic ovanan syndrome. In these studies, prospective monitonng of

Ovanan response using serum estradiof determination or uitrasonographic visu-

alizations was not routinely employed. In more recent clinical tnals in ohgo-
anovuiatory and infertile women in which both estradiol and ultrasounc mea-
surements were utihzed to monitar follicular development, the incidence oi
severe OHSS was 0 6% (see "Clinical Studies”). During studies tor in vitro fertl-
1zation. four cases of OHSS were reported following 1,586 Ireatment cycles
(0.25°) OHSS may be more severe and more protracted it pregneancy occurs
OHSS develops rapidly: theretore. patients should be foflowed for at feast two
weeks after hCG administration. Most often. OHSS occurs after treatment has
been discontinued and reaches its maximum at about seven to len da ys follow-
ngtreatment. Usualiy, OHSS resolves sportaneously with the onset of
menses fthere s evidence that OHSS may be developing prior to hCG admin-
istration [see “Precautions/ Laboratory Tests™). the hCG should be withheld

if severe OHSS occurs, treatment shouid be stopped and the patient should
be hosptalized. A physician expenenced in the management of this syndrome,
orwho s expenenced m the management of fluid and electroyte imbalances
should be consuited

Pulmonary and Vascular Complications: The {ollowing paragraph describes
sertous medical events reported following gonadotropin therapy

Sernous pulmonary conditions {e.g.. atelectass, acute respiratory qistress
syndrome) have been reported. in addition, thromboembotc events bolh in
association with, and separate from the Ovanan Hyperstimulaton Syndrome
have been reported. Intravascular thrombosis and embolism can resutt i
reduced biood flow ta cntical organs or the extremities. Sequelae of such
events have included venous thrombophlebrtis, pulmonary emboism. pul-
monary infarction, cerebral vascular occlusion {stroke). and artenal occlusion
resulting in loss of lmb. In rare cases, pulmonary complications and or throm
boembolic events have resuited in death

Multiple Births: Reports of muitiple births have been associated with
Metrodin®-hCG treatment, including triplet and quintupiet gestations Inctinical
studies with Metrodin®, 81.4% of the pregnancies folfowing ovulation induction
therapy resulted in single births and 18.6% i muttiple births  The nsk of multi-
ple births in patients undergoing ART procedures is related to the number of
embryos replaced. The patient and her husband should be a fvised of the
potential nsk of multiple births before starting treatment.

PRECAUTIONS
General. Careful attention should be given to dragnosts in candidates for
Metrodin® therapy (see “Indications and Usage/Selection of Patients”)

Information for Patients: Prior to the therapy with Metrodin®, patients should
be informed of the duration of treatment and monstonng of their condition that
willbe required Possible adverse reactions (see “Adverse Reactions™, and the
nsk of muttiple births should also be discussed

Laboratory Tests: In most instances, treatment with Metrodin® results only in
folkcudar recruitment and development. In order to effect ovulation n the absence
of an endogenous LH surge, hCG must be given following the administration of
Metrodin® when monitoning of the patient indicales that sufficient follicular devel -
opment has occurred This may be estimated by serum estradiof and vaginal
ultrasound The combination of ultrasound and estradiol is useful tor monitonng
the deveiopment of follicles, timing hCG admirustration, as well as for detecting
ovanan enlargement and minimizing the risk of the Ovarian Hypersumuiation
Syndrome and multiple gestation. Itis recommended that the number of grow-
ing follicles be confirmed using ultrasonography because plasma estrogen
alone does not give an indication of the size or number of follicles

The clinical confirmation of ovulation, with the exception of pregnancy, is
obtaned by direct and indirect indices of progesterone production The indices
generally used are
1. A nse in basal body temperature,
2. (ncrease in serum progesterone, and
3. Menstruation foilowing the shift i1 basal body temperature

When used in conjunction with indices of progesterone production. sono
graphic visualization of the ovaries will assist in determining if ovulation has
oceurred. Sonographic evidence of ovulation may nciude the following
Fiud in the cut-de-sac
Ovarnan stigmata
Cotlapsed follicle, and
Secretory endometrium
Accurate interpretation of the indices of follicular development and matura
tion as wel- as the determination of ovulation require a physician whn is expern
enced in the interpretation of these tests

Drug Interactions: No clinically significant drug/drug or drugrood nferactions
have been reported dunng Metrodin® therapy

Carcinogenesis and Mutagenesis: Carcirogemicity and mutagencity studies
have notbeen performed

Pregnancy Category X: See “Contrandications

Nursing Mothers: It s not known whether this drug 1s excreted in &
Because many drugs are excreted in human mulk. caution should be ex
i Metrodin™is administerad 1o 4 nursing woman
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included one Trisomy 13, one Tnsomy 18, and one fetus with multiple cor

dilated cardicmyopathy in presence of maternal Systernic Lupus
Erythematosus were reported. None of these events was thought to be
related. The incidence does not exceed that found in the general popuitat

DRUG ABUSE AND DEPENDENCE
There have been no reports of abuse or dependence with Metrodin®

OVERDOSAGE
Aside from possible ovarnan hyperstimulation and muitiple gestations (see
“Warnings®). ittle 1s known concerning the consequences of acute overdo
with Metrodin®
DOSAGE AND ADMINISTRATION
Dosage: Polycystic Ovary Syndrome: The dose of Metrodin® to stmutate ¢
opment of the follicie must be ndividualized for each patient. The lowest do
consistent with the expectation of good resutts should be used. Over the cor
of treatrment. doses of Metrodin® may range between 75 (U to 300 tU perda
depending on the individual patient response. Metrodin® should be adminis
until adequate follicular development is indicated by serum estradiol and vac
ultrasonography. A response s generally evident atter 5to 7 days Subseq:
monitoring intervals should be based on individual paient response

{11s recommended that the initial dose of the first cyclebe 751U of Metrc
per day, AOMINISTERED INTRAMUSCULARLY. An adjustment in dose
be considered after 510 7 days An additional dose adjustment may aisa t
considered based on individual patient response. The dose should not be.
increased more than twice in any cycle or by more than one ampute (75 1t |
adjustment To complete follicular development and effect ovutation in the
absence of an endogenous LH surge, hCG, 5,000 U to 10.000 U, should t
given 1 day after the last dose of Metrodin® HCG should be withhetd if the
serum estradiol s greater than 2,000 pg/mL. If the ovanes are abnormally
entarged or abdominal pain occurs. Metrodin® treatment shoukd be discontin
hCG should not be administered, and the patient should be advised not 1o
have intercourse; this will reduce the chance of development of the Ovari.
Hyperstimulation Syndrome and. should spontaneous ovulation occur, rec
the chance of multiple gestation. A follow-up visit should be conducted in -
luteal phase

The inttial dose administered in the subsequent cycles should be indiv
alized tor each patient based on her response in the preceding cycle. Dos
larger than 300 1U of FSH per day are not routinely recommended As in 1y
mitial cycle, 5,000 U to 10.000 U of hCG must be given 1 day alter the last
dose of Metrodin® to complete folkicular development and induce ovulatior
The precautions described above should be followed to minemize the char
of devetopment of the Ovarian Hyperstimulation Syndrome

The couple should be encouraged to have intercourse daily. beginning ¢
the day prior to the admnsstration of hCG unlif ovulation becomes apparent
the indices employed for the determination of progestational activity Car-
should be taken to ensure iInsemination. In light of the indices and parame*
mentioned. it should becorme obvious that, uniess a physician s willing to
devote considerable ime to these patients and be familiar with and conduct
necessary laboratory studies. he/she should not use Metrodin®

Assisted Reproductive Technologies: As in the treatment of patents with
polycystic ovary syndrome, the dose of Metrodin® to stmuiate development ¢
the follicte must be individualized for each patient. For Assisted Reproductive
Technologies, therapy with Metrodin® should be initiated in the early follicular
phase {cycte day 2 or 3) ata dose of 1501U per day, until sufficient follicular
development s attaned. In most cases, therapy should not exceed ten days

Administration: Dissolve the contents of one ampule of Metrodin®n one &
two ml. of sterile saline and ADMINISTER INTRAMUSCULARLY immediat
Any unused reconstituted material should be discarded

Parenteral drug products should be inspected visually for particulate
matter and discotoration prior to administration, whenever solution and
contaner permit

HOW SUPPLIED

Metrodin®is supplied in a stenle. lyophilized form as a white to off-white pow.

or pellet in ampules containing 75 U or 150 1U FSH activity The foltowing

package combinations are available

— 1 ampule 75 IU Metrodin® and 1 ampule 2 mL Sodium Chlonde injechor
(USP).NDC 44087-6075-1

— lampule 150 (U Metrodin® and 1 ampute 2 mL Sodium Chionde Imjeche
(USPi NDC 44087-6150-1

— 10 ampules 751U Metrodin® and 10 amputes 2 mU Sodium Chionde
Injection (USP). NDC 44087-6075-3

— 100 ampules 75 IU Metrodin® and 100 ampules 2 mL Sodium Chionagn
Injection (USP), NDC 44087-6075-4
Lyophiized powder may be stored refngerated ¢~ at roam tempaeratn: s
(3°-25°C137°-77°F) Pro(ect!romhgm Use mmediately after
reconstitution Discard unused matenal

CLINICAL STUDIES

The resuits of the ciinical expenence and effectiveness of the agmunsie s
Metrodin®to 173 evaluabie patents in 367 completed courses of thoragy
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