Pergonal’

(menotropins for
injection, USP)

FOR INTRAMUSCULAR INJECTION

DESCRIPTION
Pergonal’ {menolropins tor injection USP) s 3 punihied preparation of gonado
tropns extracted iom the urire PUsImrEnopausai women €ach ampn.e 5!
Fergonat conlains 751U ar 150 HU 5 failicte slenulanng hormone 1F SHy achivity
and 751U 0r 150 U of luleinizing hormene (LH) activity, respectively. piys 10 mg
factosen a sterde lyc 1 edform Human Chononic Gonadotropin 1hCG). a
naturafly occurrng hormone in post menopausal unine. is detected in Pergonai
Pergonai’1s administered Dy intramuscular imection

Pergonat™ s biologically standardized for FSH and LH (1CSH) gonadatropin
achvities in terms of the Second International Reference Preparation tor Human
Menopausal Gonadolropins estabtished in Seplember, 1964 by the Expert
Commuttee on Biofogical Standards of the World Health Organization

Both FSH and LH are glycoproteins that are acidic and water solubie
Therapeutic ctass infertinty

Clinical Pharmacology

Women Pergonal administered tor seven 10 twelve days produces

ovanan follicular growth in women who do not have prmary ovanan taiure
Treatment with Pergonal™ n mast instances results oaly nfollicular growth and
maturation In order to effect ovutation, human chorionic gonadotropin (hCG
must be given tollowing the adminrsizaton of Pergonal when clinical assess
ment of the patent ndrcates that sutficient folkcular maturation has occurred
Men Pergonal’ administered concomitantly with human chononic gonade
tropin (hCG1 for atieast three months induces spermatogenesis in men wvith
primary or secondary pituitary hypofunction who have achieved adequate
mascutinization with prior h\CG therapy

Indications and Usage
Women Pergonal®and hCG givenina sequenhial manner are indicated for
the induction of ovulation ana pregnancy in lhe anovulatory infertile patient in
whom the cause of anovulation 1s tunctional andss nol due (o prmary ovarian
fallure

Pergonal” and hCG may also be used to stimulate the deveiopment of mut-
ple ollictes in ovulatory patients participating in an in vitro fertibzation program

Men Pergonai’ with concomutant hCG 1s indicated for the sbmulation of sper
matogenesis mmen who have pamary or secondary hypogonadotropic hypog-
onadism

Pergonal’awith concomitant hCG has proven effective in inducing spermalo-
genesis in men with primary hypogonadotrop(c hypogonadism due foa con-
gentat factor or prepubertai nypophysectomy and  men with secondary
hypogonadotropic hypogonadism aue to hypophysectomy craniopharyngioma
cerebral aneurysm or chromophobe adenoma

Selection of Patients
Women
Belore reaiment with Pergonal’ 1s nstiuted. a thorough gynecologic
and endocrinologic evalualion must be performed Except for those
patients enrolled in an i vitro tertihzation program, this should include a
hysterosalpingogram (o rule out ulerine and tubal pathology} and docu-
mentation of anovulation by means of basal body temperature. senal vagi-
nal smears, examination of cervical mucus. determination of serum (or
urinary) progesterone. ufinary pregnanediot and endometrial biopsy
Patients with tubal pathology should recerve Pergonat only f enroited in
an i yiro lertiizaton program
Prumary ovanan fadure should be excluded by the determination of

onadolropin levels

arelul examination should be made to rule out the presence of an early
pregnancy
Patents in fate reproductive iife have a greater predilection to endometnai
carcinoma as weill as a higher incidence of anovulalory disorders Cervical
dilation and curettage should always be done for lagnosis belore starting
Pergonat” therapy in such patients who demonstrate abnormal uterine
bleeding or other signs of endometrial abnormalites
Evaluation of the husband's fertility potential should be included in the
workup
Men Patient selection should be made based on a documented lack of pity
Hary lunchon Prior 1o hormonal therapy these patients will have low testas
terone levels and low or apsent gonadotrapin levels Patients with primary
hypogonadotiopic hypog-nadism wilt have a subnorma! development of mas
culmization and those with secondary hypogonadofrop.c hypoegonadism will
have decreased masculinzabon
Contraindications
Women Pergonal s contraindicated in women whohave
A high FSH levei indicating primary ovanan failure
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PERGONAL*
meno ns for in use)
of OHSS: ab i

including vonmg"“ s, Sovera o enia woigh
nausea, ing and di , Severa ovanan rgement, weight
gan, dyspnea, and oliguna. Clinical evakuation may reveal hypovolemia, hemo-
concenlration, electrolyte imbalances, ascites. hemoperitonaum. pleurai effy-
sions, hydrothorax, acute pulmonary distress, and thromboembolic events (see
“Pulmonary and Vascular Comgplications” below) Transient iver function test
abnormahties suggestive of hepatic dysfunction. which may be accompanied
by marphologic changes on liver biopsy. have been reported in association wih
the Ovanian Hyperstimutation Syndrome (OHSS)

OHES occurs n approximately 0 4% of patients when the recommengea
dose 1s administered and in 1 3% of patients when fighec than recommender
doses are administered Cases of OHSS are more common. mare severe
andmore protracted d pregnancy occurs OHSS develops rapidly ine
patents should be tolowed lor af leasttwo weeks ater hC.G agmINIsIon
Most often OHSS accurs after reatment has been discontinued and IGEON
1ts maximum at about seven 1o fen days following freatment Usyaily OH5G
resolves spontanecusly with the onsel of menses I thero rs evigence iha!
OHSS may be developing puor ta hCG administration (see¢ "Precautions -
Laboratery Tests™) the hCG should be withheld

HOHSS occurs treatment should be stopped and the patient hospilar.zeg
Treatment s pnmanty Symplomaric. consisting of bed cest. liuid and electeaiyte
management and analgeskcs i needed The phenomenon of hemacacontqa
ton associated wilh fuid 1oss 1nto the pettoneat cavity pleural cavity and the
pencardial cavly has been seen to occur and shoutd be thoroughly asseseo
Ihe following manner 1) fiwd intake and output. 2y weght 3} hematocst
4} serum and unnary electrolytes. 51 uninc specilic gravily 61 BUN angcrear
mine.and 7) abdominai guth These determinations are 10 be perfor meg ETMT
more often il the need anses

With OHSS Ihere 1s anincreased nisk of njury tethe ovary The asciae
pleural, and pericardial fluid should not be removed unless absoiely nezey
SAry to reheve symploms such as pulmonary gistress ar cardiac lampcr 14
Pelvic exarmination may cause fupture of an ovanan cyst. which May resutt n
hemoperitoneum. and should therefore be avoided It this does occur and
itbleeding becomes such that Surgery is required the surgecai reatmert 35009
be designed to control bleeding and to retain as much avarian issue as poss.-
bie. Intercourse should be prohibited in those patients n whom significgnt >av
an enfargement occurs after ovulahon because of the danges of hemopern
toneum resuiting fram ruptured ovarian cysis

The management of OHSS may be dwided into three phases the acute 1ne
chionic. and the resolution phases. Because the use of diretcs can accent,
ale the dimirushed intravascuiar volume, dwrelics should be avoided except i
the iate phase of resolution as described below

Acule Phase Management dunng the acute phase should be designed
lo prevent hemaconcentration due to loss of intravascular volume 1o the thiry
space and to minimize the nisk of thromboembolic phenomena and hidnoy Gam
age Treatment s designed 10 normalize electrolytes while mantaming an
acceplable but somewhat reduced intravascular volume Fuil conection of the
ntravascutar volume deficit may lead (o an unacceptable increase in the
amount of third space thud accumulation Managemenl includes adminis(rang e
of imited ntravenous fluids, electrotytes. and human serum albumin
Monitoning for the development of hyperkalemia is recommended

Chronic Phase: After stabihizing the palient during the acute phase. ex:.
swve Huid accumataton in the third space should be hmiteg by NSUIUNinG severa
potasswum, sodium and Huid restrichon

Resolution Phase A fall m hematocnt and an (NCreasng urmary outpa!
without an ncreased ntake are observed due (o the relurn of third space flud 15
the niravascutar compartment Perpheral andior pulmonary edema may rasut
i the kidneys are unable 10 excrete third space fiurd as rapidly as il 1s mobiized
Dwretics may be indicated during the resoiution phase if necessary lo compat
pulmonary 2dema
Pulmonary and Vascutar Comptications: Serious pulmonary condiions
(e g . atelectas:s. acute respiratory distress syndrome) have been reported In
addition, thromboembolic events both in associaton with. and separate trom
the Ovanan Hyperstmulation Syndrome have been reported following
Pergonal® therapy intravascular thrombosis and embolism, which may origi
nate n venous or artenal vessels. can result 1n reduced bload fiow to critcat
organs or the extremities. Sequelae of such events have ncluded venous
thrombophtebihs pulmonary embolism, pulmonary nfarction, cerebral vascular
occlustan (stroket, and arterial occluston resulting in loss of imb in rare cases
pulmonary compications and/or thromboembolic events have resulted in
death
Multiple Births: Data from a chvcal trial revealed the foilowing results reqarg
ng multipie births Of the pregnancies following therapy with Pergonai® and
nCG. 80% resulted in single births, 15% in twins, and 5% of the total pregnan
cies resulted in three or more concepti The palient and her hustand shouig he
advised of the Irequency and potenhial hazards of multiple gestation before
starting trealment
Hypersensitivity/Anaphylactic Reactions:

Hynerser\smww'anaohyiachc reactions associated with Pergonal” admirisic s
tion have beer reported in some patients These reactions presented as ge
ahzed urtcana facial edema angroneurobe edema, andsor dyspnea SLYY

tve of laryngeat edema The relationship of these SYmpIoms 1o uncrararter: e
URRary prote 0% s uncertain
Precautians

General: Caretul attention shauld be guer ¢ diagnasisin lhe selection »f
candidatas b Pergonal therapy (see ‘Inagications and Usage — Selection
Patients }

Intormation for Patients: Prior o therapy ain Pergenal” patenis shouirdt o
nformed nt ine duration of treatment and the mortanng ol their conditian <+
wilbe required Possible adverse reactiors (s2e “Adverse Reachions” se. s r
and e a5k o cwibple irths shaaid also e 1.5 e
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interactions have been reported dunng Pergo:\‘fagr/‘%l;grzﬁ;yd "u9/lood adverse

Carci and M is: Long-lerm toxicq
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Pregnancy: Pregnancy Category X See “Contrandrcations™ section

Nursing Mothers: It is not known whether this drug s excreted

nhuman mik Because Many drugs are excreted in human milk, caution shou

be exercised f Pergonal® is administered tn anursing woman

Adverse Reactions

Women The adowing sdverse reactions feported during Pergonar therany

are istedin decreasing order of potenbal severity )

1 Pulmonary and vascular complications (see “Warnings™)

2 Ovanan Hypersimulation Syndrome (see “Warnings)

3 Hemoperitoneum

4 Adnexaltorsion(asa complcation of ovanan enlargement)

S Mddto moderate svanan enlargement )

§ Qvanancysts

7 Abdominal pan

8 Sensmivity 1o Pergoral” t(Fobrle reactinns suggestive of allergic response
have been reported following the admnestration of Pergonal Reporrs o
flu-bke syrploms wncluding fover, chills musculoskeletal aches jont
PaiNs. nausea headaches, and matase have 3150 been reported)

9 Gasliontesingl SYMPIOMs nausea vomiting drarrhea abgominal crame,
bloating) o

10 Pain.cash sweiling and:or mianion at the site of injection

1t Body rashes

12 Dzziness tachycargia dyspaea tachypnea
The following medical events have beeri reported subsequent io pregran

cles resulting from Perqonal” therapy

t Ectopic pregnancy

2. Congenital abnormaiities
From a study ot 287 completed pregnancies foltowing Pergonai*-hCG trer s
Py five incidents of birth defects were feported 1 7%] One infant had mo.
ple congemtaianomanes consisting ot impertorale anus. aplasia of the sig
mad coton thirg degree hypospadias cecovesicle fistula, bifid scrotum
meningocete bilateral ntuenal tibsal 1orsion and right metatarsus adductus

syndrome MNone of the mveshgators felt that these delects were drug-relat
ed Subseouemly ene report of an inlanl death due to hydrocephalus ang
cardiac anomalies has been recerved
There have been nfrequent reports of ovanan neoptasms, both benign ang
malgnant, in women who have undergone multiple drug regimens for ovulaticr:
induction. towever a causal relationship has not been established
Men
1 Gynecomastia May occur occaswonally duning Pergonal*-hCG therapy This
15 & known effect of nCG lreatment
2 Erythrocytosts (het 507, hgb 17 89°:) was recorded in one patient
Orug Abuse and Dependence
There have been no rep0r1s of abuse or dependence with Pergonal™
Overdosage
Aside {rom poss:bie ovanan hyperstimutation (see ‘Warnings™ nittie is known
concerning the consequences of acute overdosage with Pergonal”
Dosage and Administration
‘omen

1 Dosage:
The dose of Pergonal” to produce maturation of the foliicle must be individy
ahzedtor each patient itis recommended that the ndrat dose to any patient
should be 75 W of FSH/LH per day. ADMINISTERED INTRA-MUSCULAR-
LY. for seven 19 twelve days lollowed by hCG. 5.000 U ta 10.000 U, one day
after the last dose of Pergonaf™ Administration of Pergonal” should not
exceed 12daysina single course of therapy The patent should be treateg
untilndices of estrogenic actvity, as indicated under “Precautions” abave,

ovulation buf no pregrancy. repeat (his dosage regime for at least two more
courses before increasing the dose of Pergonal*t0 150 1U of FSH/LH per
day lor seven to twelve days Asbefore. this dose should be followed by
5000 Utc 10 000 U of hCG one day atted the last dose of Pergonal” A
Pergonal” dose of 150 IS of FSHUH per day has proven 10 be the most
effective dose especially for n wteo fertiiz ation Ifewidence ol ovutation is
present, byt pregnancy does ol 2asye repeat the same dose lor two more
courses Doses larger than this are not foutinety recommended

Ouning treatment with otk Pergonal” and hCG ang durng a two wenk
post-treatment perind datients stould be examined at leaslevery cther 3.4,
for signs of excessive ovanan sUmulaten Iis recommanded that Pargana
administralion be stoopedif the pvanes become abnormailly enlarged o
abdominal pam occurs Most of the Dvanan Hyperstimulation Syndrome
occurs afler treatment nas been Fsconninuyeg andreaches ts maximum a1
aboul seven (¢ ten days post-ovulaton Panents shoutd be tolicwed tor 4t
leastiwo weeks after NCG admirisivalion

The coupte shouid he 2NCOUT3Ted 1 have iInlercourse dady tegnreg
onfhe day praria the anministis'cn o1 RGG ynng Qvuiahon becomes apra-
entiromthe indices emplayed i e determinaton of pragestat.arar ach
iy Care should de taker NS UL IGSEMINALon In Ihengh('ot he iaregong
'NACes and paramelers menticeey ishouid become obvious that urinss 5
physicran s Al 1y Jevote Sideranie e 104hese patients ard he
‘amiar with 3na conduct ik ne Barvlahoratory studes he she stools
natuse Porgonal
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PERGONAL®
ins for in; ion, USP)

reconstituted material should be discarded. Parenteral drug products should be
inspected visually for particulate matter and discoloration prior to administra-
tion, whenever solution and contamer permit.
How Supplied
Pergonai®is supplied n a stenie iyophilized form as a white to off-white
powder or pellet in ampuies contaming 75 iU or 150 tU FSH/LH activity The follow-
ng package combinations are available,
— 1ampule 75 iU Pergonal® and 1 ampule 2 mi Sodium Chioride Injection {(USP),
NDC 44087-0571-7
— 10 ampules 75 I Pergonal® and 10 ampules 2 mi Sodium Chionide injection
. {USP).NDC 44087-5075-3
— 1ampule 150 iU Pergonal® and 1 ampule 2 mi Sodium Chlonde Injection (USP)
NDC 44087-5150-1
By bological assay, one U of LH tor the Second international Reference
Preparation (2nd-IRP} for h(MG s biologically equivalent to approximately
112U othCG
Lyophilzed powder may be stored refrigerated or at room temperature
(3°-25°C/37°-77° F} Prolect Irom iight. Use immedhately after reconstitution
Drscarg unused materal
Ciinical Studies
Women: The results of the cinical experience and effectiveness of the administra-
tion of Pergonat® to 1,286 pauents in 3,002 courses of therapy are summarized
below The values include patients who were treated with other than the recom-
mended dosage regime. The values for the presently recommended dosage
regime are essentially the same

Patients ovulating 75
Patients pregnant 25
Patents abarting 25°
Multiple pregnancies 20t
Twins 15t
Three aor more concepti 5%
Fetal abnormalities 17t

Hyperstimulation syndrome 13

‘Based on fotat pregnancies
tBased on total deliveries

Results by diagnosis group are summarnzed below {these values inciude
patients who were treated with other than the present recommended dosage
regime}
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Pomary
Amenorrhea 62 22 14 25 25 o] 0
Secondary
Amenorrhea 6t 28 24 28 8 10 19
Secondary
Amen with
Galactorrhea 77 42 2% 41 31 10 12
Polycystic
Ovaries 76 26 39 17 17 0 "
Anovuiatory
Cycles 77 24 15 14 9 5 20
Miscellaneous 83 20 36 2 2 0 0t
Men

Clirucal resuits of the treatment of men with primary or secondary hypogonadotrop-
ic hypogonadism are as foflows

in the Serong Cooperative study, with an adequate treatment penod of
3tc 8 months. 60 of 70 men with primary hypogonadotropic hypogonadism and 8
of 11 men with secondary hypogonadotropic hypogonadism responded with mean
increases in thew sperm counts from less than 5 to 24 million spermatozoa per milli-
liter of efaculate Forty-one wrves of 54 men with primary hypogonadatropic hypog-
onadism desining offspring and 7 wives of men with secondary hypogonadotropic
hypogonadism conceived Patients treated with Pergonal® and hCG for less than
3 months or with Pergonar® alone did not respond to therapy.

A world-wide data search -evealed that of 160 recorded pregnancies as the
resutt of use of Pergona®-hCG in men there were 7 spontaneous abortions one
ectopic pregnancy and 3 congendtal anomalies al birth tesophageal atresiain a
female infant which was later corrected by surgery. uniateral cryptorchidism
inguinal hernial
Caution: Federaltaw prohibits dispensing without prescription
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