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Uses and Administration
Sibutramine, which is structurally related to amfetamine
(p.2150), is a serotonin and noradrenaline reuptake inhibitor; it
also inhibits dopamine reuptake but to a lesser extent. Sibu-
tramine is used in the management of obesity (p.2149). It may
also be used in overweight patients (body-mass index of
27 kg/m2 or more) if other risk factors such as hypertension (but
see Precautions, above), diabetes mellitus, or hyperlipidaemias
are present. 
Sibutramine hydrochloride is given orally in an initial daily dose
of 10 mg, usually taken in the morning. Patients who cannot tol-
erate 10 mg daily may benefit from a dose of 5 mg daily. Treat-
ment with sibutramine should be re-evaluated if weight loss is
less than 2 kg in the first 4 weeks of therapy. At this stage, the
dose may be increased to a maximum of 15 mg daily, taking into
consideration effects on heart rate and blood pressure, or treat-
ment may need to be stopped. It should be re-assessed again after
a further 4 weeks at maximum dose, and stopped if weight loss
is less than 2 kg. Treatment should also be stopped if: 
• weight loss stabilises at less than 5% of the initial body-weight 
• weight loss after 3 months is less than 5% of the initial body-

weight 
• weight gain of 3 kg or more occurs after previous weight loss 
Treatment should not be given for longer than 1 year. 
In patients with other risk factors (see Precautions, above), it is
recommended that sibutramine is continued only if weight loss is
associated with other clinical benefits.
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Preparations
Proprietary Preparations (details are given in Part 3)
Arg.: Aderan; Downtrat; Ipomex; Raductil†; Sacietyl; Sertinal; Sibu-Estirol;
Sibu-Tratobes; Austral.: Reductil; Austria: Meridia; Reductil; Belg.: Reduc-
til; Braz.: Plenty; Reductil; Vazy; Canad.: Meridia; Chile: Adisar; Atenix;
Ipogras; Medixil; Mesura; Milical; Mintagras; Noducil; Reductil; Reduten;
Saton; Cz.: Lindaxa; Meridia; Denm.: Reductil; Fin.: Reductil; Fr.: Sibutral;
Ger.: Reductil; Gr.: Reductil; Hong Kong: Reductil; Hung.: Reductil; India:
Obestat; Indon.: Reductil; Irl.: Reductil; Israel: Reductil; Ital.: Ectiva; Re-
ductil; Reduxade†; Malaysia: Reductil; Mex.: Ectiva; Ifa-Certez; Raductil;
Serotramin; Neth.: Reductil; Norw.: Reductil; NZ: Reductil; Philipp.: Re-
ductil; Pol.: Meridia; Zelixa; Port.: Reductil; Zelium; Rus.: Meridia
(Меридиа); S.Afr.: Reductil; Singapore: Reductil; Spain: Reductil; Swed.:
Reductil; Switz.: Reductil; Thai.: Reductil; Turk.: Reductil; UK: Reductil;
USA: Meridia; Venez.: Milical; Reductil; Repentil; Vintix.
Multi-ingredient: Mex.: Redumed.

Tenamfetamine (rINN) ⊗ 
MDA; Methylenedioxyamphetamine; 3,4-Methylenedioxyam-
phetamine; SKF-5; Ténamfétamine; Tenamfetaminum; Tenanfeta-
mina. α-Methyl-3,4-methylenedioxyphenethylamine.
Тенамфетамин
C10H13NO2 = 179.2.
CAS — 4764-17-4; 51497-09-7.

NOTE. The following terms have been used as ‘street names’ (see
p.vi) or slang names for various forms of tenamfetamine: 
EA1299; Eve; Love Drug; Love Pill; MDMA; Mellow Drug of
America.

Profile
Tenamfetamine is a phenylethylamine compound, structurally
related to amfetamine and mescaline, with hallucinogenic ef-
fects. It has been subject to abuse and dependence. A number of
similar compounds are known because of their abuse and in-
clude: 
• brolamfetamine (4-bromo-2,5-dimethoxyamfetamine; bro-

mo-DMA; bromo-DOM; 2,5-dimethoxy-4-bromoamfeta-
mine; DOB) 

• 4-bromo-2,5-methoxyphenylethylamine (afterburner; 2-CB;
MFT) 

• 2,5-dimethoxy-4-metamfetamine (DOM; methyl-2,5-dimeth-
oxyamfetamine; Serenity, Tranquillity and Peace; STP) 

• N-ethyltenamfetamine (Eve; MDE; MDEA; 3,4-methylene-
dioxyethamfetamine) 

• N-hydroxytenamfetamine (N-hydroxy MDA; 3,4-methylene-
dioxy-N-hydroxyamfetamine) 

• methoxyamfetamine (Death; 4-methoxyamfetamine; p-meth-
oxyamfetamine; PMA) 

• methylenedioxymethamfetamine (Ecstasy) (see p.2159) 
• 2,4,5-trimethoxyamfetamine (TMA; TMA-2) 
In large doses the adverse effects of tenamfetamine and related
compounds are similar to those of dexamfetamine and may be
treated similarly (see p.2153). Fatalities have been associated
with the abuse of some of these compounds.
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phenylethylamine compounds.
1. Buchanan JF, Brown CR. ‘Designer drugs’: a problem in clinical

toxicology. Med Toxicol 1988; 3: 1–17. 
2. Chesher G. Designer drugs—the “whats” and the “whys”. Med J

Aust 1990; 153: 157–61. 
3. Christophersen AS. Amphetamine designer drugs–an overview

and epidemiology. Toxicol Lett 2000; 112-113: 127–31. 
4. Kraemer T, et al. Toxicokinetics of amphetamines: metabolism

and toxicokinetic data of designer drugs, amphetamine, metham-
phetamine, and their N-alkyl derivatives. Ther Drug Monit 2002;
24: 277–89. 

5. Reneman L. Designer drugs: how dangerous are they? J Neural
Transm 2003; 66 (suppl): 61–83.

H2N

CH3

O

O



Benzylthiouracil/Carbimazole    2167

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)
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Hypothyroidism
Hypothyroidism is the clinical syndrome resulting from
deficiency of thyroid hormones. It mainly affects women
and is more prevalent in the middle-aged and elderly. The
symptoms of hypothyroidism may be due to general decel-
eration of metabolism or to accumulation of mucopolysac-
charide in the subcutaneous tissues and vocal cords. Com-
mon clinical manifestations include weakness, fatigue,
lethargy, physical and mental slowness, and weight gain;
puffy, nonpitted swelling of subcutaneous tissue often de-
velops, particularly around the eyes. Menstrual disorders,
hyperlipidaemia, and constipation can occur and goitre
may develop despite associated cell destruction. 
The term myxoedema is often reserved for severe or ad-
vanced hypothyroidism. In the most severely affected pa-
tients, progressive somnolence and torpor combine with
cold intolerance and bradycardia to induce a state of coma
often known as ‘hypothyroid’ or ‘myxoedema coma’ (see
below). 
In children, untreated hypothyroidism results in retarda-
tion of growth and mental development. Endemic cretin-
ism is a result of maternal, and hence fetal, iodine deficien-
cy and consequent lack of thyroid hormone production
(see Iodine Deficiency Disorders, p.2170). 
Hypothyroidism is usually primary, resulting from mal-
function of the thyroid gland. In areas where iodine intake
is sufficient the commonest cause of hypothyroidism is
auto-immune lymphocytic thyroiditis of which there are
two major variants. In Hashimoto’s thyroiditis there is
also goitre whereas in idiopathic or primary myxoede-
ma (atrophic thyroiditis) there is no thyroid enlargement.
Hypothyroidism can also be caused by either an excess or
a deficiency of iodine. An excess may result from intake of
iodine or its salts or iodine-containing drugs such as amio-
darone. Drugs that decrease thyroid hormone synthesis
such as lithium can also be a cause of hypothyroidism. In
some patients hypothyroidism may be secondary to disor-
ders of the hypothalamus or pituitary gland. 
The diagnosis of hypothyroidism is essentially clinical
but, given the non-specific nature of many of the symp-
toms, biochemical tests are performed for confirmation.1-3

A raised thyroid stimulating hormone (TSH) value and a
low free T4 or T3 concentration indicates primary hypothy-
roidism. Protirelin and thyrotrophin have also been used
for the differential diagnosis of hypothyroidism. 
Subclinical hypothyroidism is a condition in which there
are normal concentrations of thyroid hormones, raised
concentrations of TSH, but no clinical symptoms. Patients
with subclinical hypothyroidism are at a greater risk of de-
veloping clinical hypothyroidism if they also have thyroid
antibodies against thyroid peroxidase/microsomal antigen,
although the best strategy for identifying those at risk is not
yet known.2 
Hypothyroidism is readily treated by lifelong replace-
ment therapy with levothyroxine.1,2,4-7 Although the thy-
roid gland produces both T3 (liothyronine) and T4 (thyrox-
ine), T3 is mainly produced by peripheral mono-
deiodination of circulating T4 and it is therefore sufficient
to give levothyroxine alone. There is no rationale for the
use of combined preparations containing liothyronine and
levothyroxine, or of dried thyroid hormone extracts, which
may lead to elevated serum concentrations of T3 and
thyrotoxic symptoms. Liothyronine may, however, be
used initially for its rapid onset of action in severe
hypothyroid states such as myxoedema coma (see below).
Initial checks should be made to ensure that thyroid
replacement treatment is restoring deficiencies in thyroid
hormone but not providing an excess. This is best done by
monitoring hormone concentrations and the goal of
replacement therapy is a normal TSH value, which is
generally associated with a normal or slightly elevated T4
value.2,5 
In subclinical hypothyroidism, treatment with levothyrox-
ine is controversial. It has been recommended2-4,7,8 if anti-
bodies to thyroid peroxidase are present, or if TSH levels
are above 10 milliunits/litre. Some also recommend treat-

ment if TSH levels are between 5 and 10 milliunits/litre
and goitre or antibodies (or both) are evident.7 
Although titres of antithyroid antibodies may fall during
pregnancy, some patients may require progressive
increases in levothyroxine dosage,9,10 and therefore it has
been recommended that thyroid function tests should be
performed in each trimester;1,2,4,11 some7,12 currently ad-
vocate monitoring every 6 to 8 weeks. 
The diagnosis of congenital hypothyroidism (neonatal
hypothyroidism) is now most commonly made on the ba-
sis of screening programmes.13 Early treatment with ade-
quate doses of levothyroxine is required to minimise the
effects of hypothyroidism on mental and physical develop-
ment. It should be started as soon as possible after birth and
should be reviewed regularly.13,14 However, it is generally
accepted that in those with more severe hypothyroidism at
diagnosis some small degree of deficit and incoordination
remains, although they should be mild enough to permit a
normal life.15 
Hypothyroid (myxoedema) coma is a medical emergen-
cy requiring prompt treatment usually with liothyronine
given by intravenous injection because of its rapid action,
although some centres use intravenous levothyroxine. Al-
ternatively, the nasogastric route may be used. Other treat-
ment includes intravenous hydrocortisone (because of the
likelihood of adrenocortical insufficiency) and intrave-
nous fluids (to maintain plasma-glucose and electrolyte
concentrations). Respiratory function should be supported
by assisted ventilation and oxygen. Hypothyroid coma
carries a poor prognosis, with mortality around 50% even
with treatment.
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Benzylthiouracil
Benciltiouracilo. 6-Benzyl-2,3-dihydro-2-thioxopyrimidin-4(1H)-
one; 6-Benzyl-2-mercaptopyrimidin-4-ol; 6-Benzyl-2-thiouracil.
C11H10N2OS = 218.3.
CAS — 33086-27-0; 6336-50-1.
ATC — H03BA03.
ATC Vet — QH03BA03.

Profile
Benzylthiouracil is a thiourea antithyroid drug. It is given by
mouth in the treatment of hyperthyroidism (p.2165) in an initial
dose of 150 to 200 mg daily, reducing to a maintenance dose of
100 mg daily; it is given in divided doses, preferably with food.

Porphyria. Benzylthiouracil is considered to be unsafe in pa-
tients with porphyria although there is conflicting experimental
evidence of porphyrinogenicity.
Preparations
Proprietary Preparations (details are given in Part 3)
Fr.: Basdene.

Carbimazole (BAN, rINN)

Carbimazol; Carbimazolum; Karbimatsoli; Karbimazol; Karbima-
zolas. Ethyl 3-methyl-2-thioxo-4-imidazoline-1-carboxylate.
Карбимазол
C7H10N2O2S = 186.2.
CAS — 22232-54-8.
ATC — H03BB01.
ATC Vet — QH03BB01.

Pharmacopoeias. In Chin. and Eur. (see p.vii). 
Ph. Eur. 6.2 (Carbimazole). A white or yellowish-white crystal-
line powder. Slightly soluble in water; soluble in alcohol and in
acetone.

Adverse Effects and Precautions
Adverse effects from carbimazole and other thiourea
antithyroid drugs occur most frequently during the first
8 weeks of treatment. The most common minor ad-
verse effects are nausea and vomiting, gastric discom-
fort, headache, arthralgia, skin rashes, and pruritus.
Hair loss has also been reported. 
Bone-marrow depression may occur and mild leucope-
nia is common. Rarely, agranulocytosis can develop,
and is the most serious adverse reaction associated
with this class of drugs. Patients or their carers should
be told how to recognise such toxicity and should be
advised to seek immediate medical attention if mouth
ulcers or sore throat, fever, bruising, malaise, or non-
specific illness develop. Full blood counts should be
performed, and treatment should be stopped immedi-
ately if there is any clinical or laboratory evidence of
neutropenia. Aplastic anaemia or isolated thrombocy-
topenia have been reported rarely, as has hypopro-
thrombinaemia. 
There have been several reports of liver damage, most
commonly jaundice, in patients taking thiourea
antithyroid drugs; the drug should be withdrawn if
hepatic effects occur. 
Other adverse effects sometimes observed with the
thiourea antithyroid compounds include fever, a lupus-
like syndrome, myopathy, vasculitis and nephritis, and
taste disturbances. Creatine phosphokinase values
should be measured if patients experience myalgia. 
Excessive doses of antithyroid drugs may cause hy-
pothyroidism and goitre. High doses in pregnancy may
result in fetal hypothyroidism and goitre (see Pregnan-
cy, below). 
An immune mechanism has been implicated in many
of these reactions and cross-sensitivity between the
thiourea antithyroid drugs may occur.
Breast feeding. The safety of breast feeding during maternal
treatment depends partly on how much drug is distributed into
the breast milk. Thiourea antithyroid drugs may be used with
care in breast-feeding mothers; neonatal development and thy-
roid function of the infant should be closely monitored and the
lowest effective dose used. 
Propylthiouracil has been preferred to carbimazole or thiamazole
since it enters breast milk less readily.1-3 In a small study4 of
breast-feeding mothers taking doses of propylthiouracil as high
as 750 mg daily for Graves’ disease, no adverse effects were ob-
served on the thyroid status of their infants. 
Thiamazole enters breast milk freely, with plasma to milk ratios
of almost one.3,5 The infant’s intake of thiamazole after maternal
use of carbimazole (or thiamazole) might be greatly reduced by
discarding the breast milk produced 2 to 4 hours after a dose,6
since the highest concentration was found at this time. Two stud-
ies found no adverse effects on thyroid function,7,8 thyroid hor-
mone levels,7 or physical and intellectual development, in breast-
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