2106 Sex Hormones and their Modulators

Preparations

Proprietary Preparations (details are given in Part 3)

Cz.: Depostat; Ger.: Depostatt; Ital.: Depostatf; Mex.: Primostat; Rus.:
Depostat (Aenoctar); Spain: Depostatt; Switz.: Depostatt.

Gestrinone AN, Usan, inN) @

A-46745; Ethylnorgestrienone; Gestrinon; Gestrinona; Gestrino-
ni; Gestrinonum; R-2323; RU-2323. |3p-Ethyl-17p-hydroxy-
18,19-dinor- 1 7a-pregna-4,9,1 | -trien-20-yn-3-one.

lecTpuHoH

CyH,40, = 308.4.

CAS — 16320-04-0; 40542-65-2.

ATC — GO3XA02.

ATC Vet — QGO3XA02.

O

Adverse Effects and Precautions
As for Danazol, p.2090.

Interactions
Antiepileptic drugs and rifampicin may accelerate the
metabolism of gestrinone.

Pharmacokinetics

Gestrinone is well absorbed after oral doses with neg-
ligible first-pass hepatic metabolism. Peak plasma con-
centrations occur about 3 hours after a dose. The plas-
ma half-life is about 24 hours. Gestrinone is
metabolised in the liver to form conjugated metabo-
lites.

Uses and Administration

Gestrinone is a synthetic steroidal hormone reported to
have antiprogestogenic properties, with some andro-
genic and anti-oestrogenic activity; it inhibits pituitary
gonadotrophin release. It is used in the treatment of en-
dometriosis (p.2091) in oral doses of 2.5 mg twice
weekly; the first dose is taken on the first day of the
menstrual cycle with the second dose taken three days
later; thereafter the doses should be taken on the same
two days of each week, usually for a period of 6
months. If a dose is missed it should be given as soon
as possible and the original dose sequence maintained
thereafter; if 2 or more doses are missed gestrinone
should be stopped and restarted on the first day of a
new cycle after a negative pregnancy test.

Gestrinone has been studied in the management of cy-
clical mastalgia (p.2092) and uterine fibroids (p.2107).
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Preparations

Proprietary Preparations (details are given in Part 3)

Arg.: Nemestran; Austral.: Dimetriose; Braz.: Dimetrose; Cz.: Nemes-
trant; Ital.: Dimetrose; Malaysia: Dimetriose; Mex.: Nemestran; Neth.:
Nemestran; NZ: Dimetriose; Port.: Dimetriose; S.Afr.: Tridomose; Singa-
pore: Dimetriose; Spain: Nemestrant; Switz.: Nemestran; Thai.: Dime-
triose; UK: Dimetriose.

Gonadorelin @y vy ®

Follicle Stimulating Hormone-releasing Factor; GnRH; Gonado-
liberin; Gonadoreliini; Gonadorelina; Gonadoréline; Gonadoreli-
num; Gonadotrophin-releasing Hormone; Hoe-47 |; LH/FSH-RF;
LH/FSH-RH; LH-RF; LH-RH; Luliberin; Luteinising Hormone-re-
leasing Factor. 5-Oxo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-L-ty-
rosylglycyl-L-leucyl-L-arginyl-L-prolylglycinamide.

[oHaaopeAnH

CssHysN ;O3 = 1182.3.

CAS — 33515-09-2.

ATC — HOICAOI; VO4CMO .

ATC Vet — QHOICAOI; QV04CMOI.
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Gonadorelin Acetate BANM, USAN, iNNM) @

Abbott-41070; Acetato de gonadorelina; Gonadolrelin-acetat;
Gonadoreliiniasetaatti; Gonadorelinacetat; Gonadorelin-acetdt;
Gonadoréline, acétate de; Gonadorelini acetas; Gonadorelino
acetatas.

[oHaaopeArHa AueTaT

CssH75N170,3,xCH; 05,y H, O,

CAS — 34973-08-5 (anhydrous gonadorelin diacetate);
52699-48-6 (gonadorelin diacetate tetrahydrate).

ATC — HOICAOI; VO4CMO.

ATC Vet — QHOICAOI; QV04CMO .

Pharmacopoeias. In Eur. (see p.vii), Jpn, and US for veteri-
nary use only.

USP 31 (Gonadorelin Acetate). A white to slightly yellowish
powder. Soluble in water; sparingly soluble in methyl alcohol.
Store in airtight containers at a temperature of not more than 8°.
Ph. Eur. 6.2 (Gonadorelin Acetate). The acetate form of a hy-
pothalamic peptide that stimulates the release of follicle-stimu-
lating hormone and luteinising hormone from the pituitary gland.
It is obtained by chemical synthesis. A white or slightly yellow-
ish powder; soluble in water and in 1% v/v glacial acetic acid;
sparingly soluble in methyl alcohol. Store in airtight containers
at a temperature of 2° to 8°. Protect from light.

Gonadorelin Hydrochloride Aanm, UsAN, iNnyv) ®

AY-24031; Gonadoréline, Chlorhydrate de; Gonadorelini Hydro-
chloridum; Hidrocloruro de gonadorelina.

loHaaopeArHa MMapoxAopHA,
CssH7sN 70 3,2HCI = 1255.2.

CAS — 51952-41-1.

ATC — HOICAOQI; VO4CMO .

ATC Vet — QHOICAOI; QV04CMOI.

Pharmacopoeias. In US.

USP 31 (Gonadorelin Hydrochloride). A synthetic polypeptide
hormone having the property of stimulating the release of the
luteinising hormone from the hypothalamus. It is extremely hy-
groscopic. Protect from exposure to moisture and store in airtight
well-sealed containers, in a desiccator.

Adverse Effects

Gonadorelin and its analogues are generally well toler-
ated but may cause gastrointestinal adverse effects,
usually nausea and abdominal pain or discomfort.
There may be headache or lightheadedness, and an in-
crease in menstrual bleeding. Continued therapy with
gonadorelin analogues results in paradoxical suppres-
sion of the pituitary gonadal axis; in premenopausal
women this may produce menopausal symptoms, in-
cluding vaginal dryness, hot flushes, and loss of libido.
If sufficiently prolonged the suppression of circulating
oestrogens may lead to osteoporosis. In men, hot flush-
es and sexual dysfunction can occur, and breast swell-
ing and tenderness have been reported infrequently
with gonadorelin analogues. Long-term treatment can
also cause a loss of bone mineral density in men. Other
adverse effects reportedly associated with gonadorelin
analogue therapy, and presumably related to changes in
the hormonal milieu, include mood changes, nervous-
ness, palpitations, acne and dry skin, changes in scalp
and body hair, alterations in liver function tests and
blood lipids, and decreased glucose tolerance. Arthral-
gia and paraesthesias have been reported. Ovarian hy-
perstimulation (as seen with chorionic gonadotrophin,
p.2085), although rare, has occurred in women given
gonadorelin.

Reactions or pain may occur at the site of injection with
rash (local or generalised), thrombophlebitis, swelling,
or pruritus. Hypersensitivity reactions, including bron-
chospasm and anaphylaxis, have been reported.

Other effects may be a consequence of the particular
use of gonadorelin or its analogues. Tumour flare, due
to an initial surge in testosterone concentrations, has
been reported in the initial stages of treatment for can-
cer of the prostate and prophylactic anti-androgen ther-
apy may be added. Flare may manifest as an increase
in bone pain; occasionally there has been spinal cord
compression, or a worsening of urinary-tract symp-
toms with haematuria and urinary obstruction. Acute
degeneration of submucous fibroids with severe bleed-
ing has been reported following use of leuprorelin. An
initial increase in signs and symptoms has also been
reported in women with breast cancer receiving gona-
dorelin analogues; hypercalcaemia has occurred in
those with metastatic disease. In girls being treated for
precocious puberty, vaginal bleeding may occur in the
first month of treatment because of initial ovarian stim-
ulation followed by treatment-induced oestrogen with-
drawal.

Hypersensitivity. Acquired hypersensitivity led to an anaphy-

lactic reaction after an intravenous dose of gonadorelin in a man

who had been receiving pulsatile subcutaneous gonadorelin ther-

apy for 10 weeks.!

1. Potashnik G, et al. Anaphylactic reaction to gonadotropin-releas-
ing hormone. N Engl J Med 1993; 328: 815.

Osteoporosis. Long-term use of a gonadorelin analogue re-
sults in oestrogen deficiency-associated osteoporosis and various
drugs have been investigated for their ability to reduce this effect.
Parathyroid hormone has been reported to prevent bone loss in
small studies of young women receiving nafarelin.*? ‘Add-back’
therapy with tibolone®# or oestrogen plus progestogen®® has also
had beneficial effects on bone mineral density in women receiv-
ing gonadorelin analogues. However, studies have used various
combination regimens and it is not possible to determine which
is most effective.5” There is less information available about the
management of osteoporosis in men receiving gonadorelin ana-
logues as androgen deprivation therapy, but measures have in-
cluded supplemental calcium and vitamin D, and the use of bi-
sphosphonates.? Raloxifene is also under investigation in both
women® and men.*°
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