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The symbol † denotes a preparation no longer actively marketed The symbol ⊗ denotes a substance whose use may be restricted in certain sports (see p.vii)

becomes increasingly necessary as gestation progresses
and has been recommended for all pregnancies of more
than 10 weeks, for pregnancies over 9 weeks in nullipa-
rous women, and for all women younger than 18 years of
age.2,3 It may be achieved by using mechanical dilators,
laminaria or synthetic hygroscopic dilators,1,3 mifepris-
tone, or a prostaglandin such as gemeprost or misopros-
tol.1-3 Various drugs, used alone and in combination, have
been tried for medical termination of pregnancy. Prostag-
landins ripen the cervix and stimulate uterine contractility.
They can bring about successful termination when used
alone, but the high doses required can cause significant ad-
verse effects.4-6 The most commonly used prostaglandins
are gemeprost and misoprostol;3,4 others that have been
used include carboprost and sulprostone, but these have
been associated with more severe adverse effects.3 The anti-
progestogen mifepristone also ripens the cervix and stim-
ulates uterine contractility; in addition, it increases the sen-
sitivity of the myometrium to prostaglandins with a
maximum effect about 24 to 48 hours after dosing. Mife-
pristone is not sufficiently effective to be used as an abor-
tifacient on its own, but is used synergistically with a pros-
taglandin, usually gemeprost or misoprostol, to achieve
expulsion of the uterine contents.3-5,7 The antimetabolite
methotrexate has also been used with misoprostol, but it
has a delayed effect and the time from induction to abor-
tion can be several days or weeks.4,5 Other methods that
have been used for termination of pregnancy, particularly
in the second trimester, include intra-amniotic use of dino-
prost, hypertonic sodium chloride, or hyperosmolar urea
augmented with oxytocin, carboprost, or dinoprost.1 
Uterine cramping and bleeding are associated with both
surgical and medical termination processes. Surgical ter-
mination may be carried out under conscious sedation,1,2

local anaesthesia using paracervical block,1-3 or general
anaesthesia.2 Analgesia requirements in medical termina-
tion may be higher in younger women, nulliparous wom-
en, and those with longer gestations.3,4 Analgesics such as
paracetamol, NSAIDs, and codeine are commonly used.6
Generally, bleeding lasts longer after medical termination
than after vacuum aspiration.6 With medical termination
using mifepristone plus a prostaglandin, bleeding is initial-
ly heavy but gradually diminishes over about 2 weeks, al-
though minor bleeding can continue for longer.1,6 
Factors influencing the choice of method for termination
include the stage of gestation, availability of surgical serv-
ices and abortifacient drugs, and the woman’s preference.
The most common approaches are outlined below. 
• In the early first trimester (up to 49 days) a medical

method, using mifepristone followed by a prostagland-
in, is preferred because the failure rate is higher with
vacuum aspiration.2,6 Methotrexate followed by a pros-
taglandin is an alternative at this early stage,1,5 but ex-
pulsion can take several days or weeks.4 Either a surgi-
cal or medical method can be used between 49 and 63
days of gestation. However, oral misoprostol for medi-
cal termination becomes less effective as gestation
progresses4,5 so a vaginal prostaglandin is preferred.2,5,6 

• In the late first trimester (up to 13 weeks) a surgical or
medical method may be used. After 9 or 10 weeks of
gestation, cervical preparation is used before surgical
procedures and multiple doses of prostaglandin may be
needed to achieve medical termination.2 

• In mid-trimester termination (13 to 24 weeks) a surgical
or medical method may be used. Cervical preparation is
essential before surgical termination and multiple doses
of prostaglandin will generally be required for medical
termination.2,3 

Some of the methods used for termination of pregnancy
are also used to hasten miscarriage after pregnancy failure
or early fetal death. Surgical evacuation is effective but as-
sociated with a higher risk of infection than expectant
management.8 Vaginal misoprostol can also hasten mis-
carriage, but oral use is less effective.9 For the manage-
ment of intra-uterine fetal death in later pregnancy, see La-
bour Induction and Augmentation, above.
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Aglepristone (rINN)

Aglepristona; Aglépristone; Aglepristonum; RU-46534. 11β-[p-
(Dimethylamino)phenyl]-17β-hydroxy-17-[(Z)-propenyl]estra-
4,9-dien-3-one.

Аглепристон
C29H37NO2 = 431.6.
CAS — 124478-60-0.
ATC Vet — QG03XB90.

Profile
Aglepristone has antiprogestogenic activity and is used in veter-
inary medicine as an abortifacient in dogs.

Atosiban (BAN, USAN, rINN)

Atosibaani; Atosibanum; ORF-22164; RWJ-22164. 1-(3-Mercap-
topropionic acid)-2-[3-(p-ethoxyphenyl)-D-alanine]-4-L-threo-
nine-8-L-ornithineoxytocin; [1-(3-Sulfanylpropanoyl),2-(4-O-
ethyltyrosine),4-L-threonine-8-L-ornithine]oxytocin.

Атозибан
C43H67N11O12S2 = 994.2.
CAS — 90779-69-4.
ATC — G02CX01.
ATC Vet — QG02CX01.

Adverse Effects and Precautions
Adverse effects reported in women receiving atosiban for prema-
ture labour include nausea and vomiting, headache, dizziness,
flushes, tachycardia, hypotension, hyperglycaemia, and injection
site reactions. Atosiban should not be used where continuation of
pregnancy is hazardous to mother or fetus, including where ges-
tational age is below 24 or over 33 weeks, in eclampsia or severe
pre-eclampsia, intra-uterine growth retardation and abnormal fe-
tal heart rate, suspected intra-uterine infection, placenta praevia,
or abruptio placentae. Monitoring of uterine contractions and fe-
tal heart rate is recommended during use, and blood loss should
be monitored after delivery. 
Although there has been some concern about fetal exposure, li-
censed product information states that no specific adverse effects
on the newborn have been reported.

Pharmacokinetics
In women in premature labour, atosiban reaches steady-state
plasma concentrations within one hour of the start of infusion,
and has a terminal half-life of 1.7 hours after stopping infusion.
Atosiban is 46 to 48% bound to plasma proteins, and crosses the

placenta. It is metabolised to an active metabolite, which is ex-
creted in the urine; both atosiban and this metabolite are distrib-
uted into breast milk.
Uses and Administration
Atosiban is a peptide analogue of oxytocin (p.2015) but with ox-
ytocin antagonist properties. It is used as a tocolytic in the man-
agement of premature labour (p.2003). Atosiban is given intrave-
nously as the acetate, but doses are expressed in terms of the
base. An initial bolus dose equivalent to atosiban 6.75 mg is giv-
en by intravenous injection (as a solution containing 7.5 mg/mL)
over one minute. This is immediately followed by a continuous
infusion of 300 micrograms/minute for 3 hours, then
100 micrograms/minute for up to 45 hours, as a solution contain-
ing 750 micrograms/mL. The total duration of treatment should
not exceed 48 hours, and the total dose should not exceed
330 mg.
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Preparations
Proprietary Preparations (details are given in Part 3)
Arg.: Tractocile; Austria: Tractocile; Belg.: Tractocile; Braz.: Tractocile†;
Cz.: Tractocile; Denm.: Tractocile; Fin.: Tractocile; Fr.: Tractocile; Ger.:
Tractocile; Gr.: Tractocile; Hong Kong: Tractocile; Hung.: Tractocile; Irl.:
Tractocile; Ital.: Tractocile; Malaysia: Tractocile; Mex.: Tractocile; Neth.:
Tractocile; Norw.: Tractocile; NZ: Tractocile; Pol.: Tractocile; Port.: Trac-
tocile; S.Afr.: Tractocile; Spain: Tractocile; Swed.: Tractocile; Switz.: Trac-
tocile; UK: Tractocile.

Carbetocin (BAN, rINN)

Carbetocina; Carbétocine; Carbetocinum; Karbetocin; Karbe-
tosiini. 2,1-Desamino-4,1-desthio-O4,2-methyl[1-homocysteine]-
oxytocin; 1-Butyric acid-2-[3-(p-methoxyphenyl)-L-alanine]oxy-
tocin.
Карбетоцин
C45H69N11O12S = 988.2.
CAS — 37025-55-1.
ATC — H01BB03.
ATC Vet — QH01BB03.

Adverse Effects and Precautions
Carbetocin has similar adverse effects and precautions to those
associated with oxytocin when it is used after caesarean section
(see p.2015). However, carbetocin should not be used at any
stage of labour before delivery of the infant because its effects on
the uterus last for several hours.
Breast feeding. In 5 women who were 7 to 14 weeks postpar-
tum, carbetocin was measured in the breast milk within 90 min-
utes of a single 70-microgram intramuscular dose.1 The ratio of
milk to plasma concentrations was low, suggesting that very little
carbetocin was distributed into breast milk. Licensed UK prod-
uct information states that no significant effects on milk ejection
were reported during clinical studies, and that any carbetocin in-
gested by a breast-fed infant would probably be degraded by en-
zymes in the gastrointestinal tract. The American Academy of
Pediatrics considers that the use of carbetocin is usually compat-
ible with breast feeding.2
1. Silcox J, et al. Transfer of carbetocin into human breast milk.

Obstet Gynecol 1993; 82: 456–9. 
2. American Academy of Pediatrics. The transfer of drugs and oth-

er chemicals into human milk. Pediatrics 2001; 108: 776–89.
Correction. ibid.; 1029. Also available at:
ht tp: / /aappol icy.aappubl icat ions.org/cgi /content / full /
pediatrics%3b108/3/776 (accessed 30/06/08)
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Interactions
Although reports are lacking, carbetocin may be involved in sim-
ilar interactions to those that can occur with oxytocin (p.2016).
Pharmacokinetics
After intravenous injection of carbetocin, firm uterine contrac-
tion occurs within 2 minutes and lasts for several hours. Carbe-
tocin undergoes a biphasic elimination, with a terminal elimina-
tion half-life of about 40 minutes. Less than 1% of a dose is
excreted unchanged by the kidney. Carbetocin is distributed into
breast milk.
Uses and Administration
Carbetocin is a synthetic analogue of oxytocin (p.2016) reported
to have a longer duration of action. For the prevention of uterine
atony and excessive bleeding after caesarean section under epi-
dural or spinal anaesthesia, a single dose of 100 micrograms may
be given by slow intravenous injection over 1 minute. Carbetocin
must only be given after delivery of the infant, preferably before
removal of the placenta.
◊ References.
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analog on the postpartum uterus. Clin Pharmacol Ther 1992; 52:
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sus oxytocin in prevention of uterine atony after cesarean sec-
tion. Am J Obstet Gynecol 1999; 180: 670–6. 

3. Boucher M, et al. Comparison of carbetocin and oxytocin for the
prevention of postpartum hemorrhage following vaginal deliv-
ery: a double-blind randomized trial. J Obstet Gynaecol Can
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4. Leung SW, et al. A randomised trial of carbetocin versus syn-
tometrine in the management of the third stage of labour. BJOG
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Preparations
Proprietary Preparations (details are given in Part 3)
Arg.: Duratocin; Austral.: Duratocin; Canad.: Duratocin; Fr.: Pabal; Hong
Kong: Duratocin; Hung.: Pabal; Malaysia: Duratocin; Mex.: Lonactene;
Port.: Pabal; Singapore: Duratocin; UK: Pabal.
Multi-ingredient: Cz.: Duratocin.

Carboprost (BAN, USAN, rINN)

Carboprostum; 15-Me-PGF2 ; Methyldinoprost; (15S)-15-Meth-
ylprostaglandin F2 ; U-32921. (5Z,13E)-(8R,9S,11R,12R,15S)-
9,11,15-Trihydroxy-15-methylprosta-5,13-dienoic acid; (Z)-7-
{(1R,2R,3R,5S)-3,5-Dihydroxy-2-[(E)-(3S)-3-hydroxy-3-methyl-
oct-1-enyl]cyclopentyl}hept-5-enoic acid.
Карбопрост
C21H36O5 = 368.5.
CAS — 35700-23-3.
ATC — G02AD04.
ATC Vet — QG02AD04.

Carboprost Methyl (BANM, USAN, rINNM)

Carboprost Méthyle; Carboprostum Methylis; Methyl Carbo-
prost; Metil carboprost; U-36384. The methyl ester of carbo-
prost.
Карбопрост Метил
C22H38O5 = 382.5.
CAS — 35700-21-1.
ATC — G02AD04.
ATC Vet — QG02AD04.
Pharmacopoeias. In Chin.

Carboprost Trometamol (BANM, rINNM)

Carboprost trométamol; Carboprost Tromethamine (USAN);
Carboprostum Trometamoli; Carboprostum trometamolum;
Kaboprosttrometamol; Karboprost z trometamolem; Karbo-
prostas trometamolis; Karboprostitrometamoli; Karboprost-
trometamol; U-32921E.
Карбопрост Трометамол
C21H36O5,C4H11NO3 = 489.6.
CAS — 58551-69-2.
ATC — G02AD04.
ATC Vet — QG02AD04.

Description. Carboprost trometamol is a compound of carbo-
prost with trometamol in a ratio of 1:1.
Pharmacopoeias. In Eur. (see p.vii) and US. 
Ph. Eur. 6.2 (Carboprost Trometamol). A white or almost white
powder. Soluble in water. Store at a temperature below −15°. 
USP 31 (Carboprost Tromethamine). A white to off-white pow-
der. Soluble in water. Store at −25° to −10°.

Adverse Effects and Precautions
As for Dinoprostone, p.2007. 
Carboprost may cause bronchospasm and, less fre-
quently, dyspnoea and pulmonary oedema. Patients
with cardiopulmonary disorders should be monitored
for reductions in arterial-oxygen content. 
Once a prostaglandin has been given to terminate preg-
nancy it is essential that termination take place; if the
prostaglandin is unsuccessful other measures should
be used.

Effects on the fetus. Congenital abnormalities have been re-
ported in pregnancies carried to term after failed termination us-
ing prostaglandins, including carboprost (see under Dinopros-
tone, p.2007).

Effects on the neonate. For a report of inadvertent intramus-
cular administration of carboprost to a neonate, see under Dino-
prostone, p.2007.

Effects on the uterus. For reference to hyperstimulation and
uterine rupture after use of prostaglandins, including carboprost,
for termination of pregnancy or induction of labour, see Dino-
prostone, p.2007.

Uses and Administration
Carboprost is a synthetic 15-methyl analogue of dino-
prost (prostaglandin F2α; below). It is a uterine stimu-
lant with a more prolonged action than dinoprost; the
presence of the methyl group delays inactivation by en-
zymic dehydrogenation. 
Carboprost is used for the termination of pregnancy
(p.2004) and for the treatment of refractory postpartum
haemorrhage due to uterine atony (p.2003) that is not
controlled by oxytocin and ergot preparations. It is usu-
ally given intramuscularly as the trometamol salt but
doses are expressed in terms of carboprost. Carboprost
trometamol 1.3 micrograms is equivalent to about
1 microgram of carboprost. 
For the termination of second trimester pregnancy
(between 13 and 20 weeks of gestation) the equivalent
of 250 micrograms of carboprost is given by deep in-
tramuscular injection and repeated every 11⁄2 to 31⁄2
hours depending on the uterine response. If necessary
the dose may be increased to 500 micrograms, but the
total dose given should not exceed 12 mg, and contin-
uous use for more than 2 days is not recommended. If
preferred, a test dose of 100 micrograms may be given
initially. Carboprost trometamol has also been given
intra-amniotically in a dose equivalent to 1 mg of car-
boprost over five minutes; this dose may be repeated
after 24 hours if termination has not occurred and the
membranes are intact. A total dose of 5 mg should not
be exceeded. 
Carboprost methyl given as vaginal pessaries has been
tried for termination of pregnancy in the second trimes-
ter. 
For the treatment of postpartum haemorrhage the
equivalent of 250 micrograms of carboprost is given
by deep intramuscular injection as the trometamol salt
at intervals of about 90 minutes; the interval may be
reduced if necessary, but should not be less than 15
minutes. A total dose of 2 mg should not be exceeded.

Haemorrhagic cystitis. Carboprost trometamol instilled into
the bladder successfully controlled cyclophosphamide-induced
haemorrhagic cystitis (p.702) in 15 of 24 bone marrow transplant
patients.1 The dose consisted of 50 mL of solutions containing 2
to 10 micrograms/mL instilled four times daily for 7 days.
1. Ippoliti C, et al. Intravesicular carboprost for the treatment of

hemorrhagic cystitis after marrow transplantation. Urology
1995; 46: 811–15.

Preparations
USP 31: Carboprost Tromethamine Injection.

Proprietary Preparations (details are given in Part 3)
Belg.: Prostin/15M; Canad.: Hemabate; Cz.: Prostin 15M; Denm.: Pros-
tinfenem; India: Prostodin; Neth.: Prostin/15M; NZ: Prostin 15M; Swed.:
Prostinfenem; UK: Hemabate; USA: Hemabate.

Demoxytocin (rINN)

Deamino-oxytocin; Demoksitosiini; Demoxitocina; Démoxytoc-
ine; Demoxytocinum; Desaminocitocina; Desamino-oxytocin;
ODA-914. 1-(3-Mercaptopropionic acid)-oxytocin.
Демокситоцин
C43H65N11O12S2 = 992.2.
CAS — 113-78-0.
ATC — H01BB01.
ATC Vet — QH01BB01.

Profile
Demoxytocin is a synthetic analogue of oxytocin (p.2015) and
has similar properties. It has been given as buccal tablets for the
induction and augmentation of labour. It has also been given be-
fore nursing to stimulate milk ejection, although it is generally
recommended that oxytocics should not be used for this purpose
(see p.2003).

Dinoprost (BAN, USAN, rINN)

Dinoprosti; Dinoprostum; PGF2 ; Prostaglandin F2 ; U-14583.
(5Z,13E)-(8R,9S,11R,12R,15S)-9,11,15-Trihydroxyprosta-5,13-
dienoic acid; (Z)-7-{(1R,2R,3R,5S)-3,5-Dihydroxy-2-[(E)-(3S)-3-
hydroxyoct-1-enyl]cyclopentyl}hept-5-enoic acid.
Динопрост
C20H34O5 = 354.5.
CAS — 551-11-1.
ATC — G02AD01.
ATC Vet — QG02AD01.

NOTE. In Martindale the term dinoprost is used for the exogenous
substance and prostaglandin F2  for the endogenous substance.
Pharmacopoeias. In Jpn.

Dinoprost Trometamol (BANM, rINNM)

Dinoprost trométamol; Dinoprost Tromethamine (USAN); Dino-
prostas trometamolis; Dinoprostitrometamoli; Dinoprost-
trometamol; Dinoprost-trometamol; Dinoprostum Trometamo-
li; Dinoprostum trometamolum; Dinoproszt-trometamol; PGF2
THAM; Prostaglandin F2  Trometamol; U-14583E.
Динопрост Трометамол
C20H34O5,C4H11NO3 = 475.6.
CAS — 38562-01-5.
ATC — G02AD01.
ATC Vet — QG02AD01.
Pharmacopoeias. In Eur. (see p.vii) and US. 
Ph. Eur. 6.2 (Dinoprost Trometamol). A white or almost white
powder. Very soluble in water; freely soluble in alcohol; practi-
cally insoluble in acetonitrile. 
USP 31 (Dinoprost Tromethamine). A white to off-white crys-
talline powder. Very soluble in water; slightly soluble in chloro-
form; freely soluble in dimethylformamide; soluble in methyl al-
cohol. Store in airtight containers.
Adverse Effects and Precautions
As for Dinoprostone, p.2007. 
Dinoprost can cause bronchoconstriction, and bronchospasm
with wheezing and dyspnoea has occurred, especially in asth-
matic patients. 
Once a prostaglandin has been given to terminate pregnancy it is
essential that termination take place; if the prostaglandin is un-
successful other measures should be used.
Interactions
As for Dinoprostone, p.2008. Alcohol and beta agonists may re-
duce the efficacy of dinoprost.
◊ For a report of a severe reaction after the use of oxytocin, methyl-
ergometrine, and dinoprost, see under Dinoprostone, p.2008.
Uses and Administration
Dinoprost is a prostaglandin of the F series (p.2374) with actions
on smooth muscle; the endogenous substance is termed prostag-
landin F2  and is rapidly metabolised in the body. It induces con-
traction of uterine muscle at any stage of pregnancy and is report-
ed to act mainly as a vasoconstrictor on blood vessels and as a
bronchoconstrictor on bronchial muscle. 
Dinoprost is used principally for the termination of pregnancy
(p.2004). It may also be used for missed abortion, hydatidiform
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