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Diabetic nephropathy
ACE inhibitors also have a role in the management of
diabetic nephropathy.

Renal effects

Renal function and electrolytes should be checked before
starting ACE inhibitors (or increasing the dose) and
monitored during treatment (more frequently if features
mentioned below are present). Hyperkalaemia and other
side-effects of ACE inhibitors are more common in children
with impaired renal function and the dose may need to be
reduced.

Concomitant treatment with NSAIDs increases the risk of
renal damage, and potassium-sparing diuretics (or
potassium-containing salt substitutes) increase the risk of
hyperkalaemia.

In children with severe bilateral renal artery stenosis (or
severe stenosis of the artery supplying a single functioning
kidney), ACE inhibitors reduce or abolish glomerular
filtration and are likely to cause severe and progressive renal
failure. They are therefore contra-indicated in children
known to have these forms of critical renovascular disease.

ACE inhibitor treatment is unlikely to have an adverse
effect on overall renal function in children with severe
unilateral renal artery stenosis and a normal contralateral
kidney, but glomerular filtration is likely to be reduced (or
even abolished) in the affected kidney and the long-term
consequences are unknown.

ACE inhibitors are therefore best avoided in those with
known or suspected renovascular disease, unless the blood
pressure cannot be controlled by other drugs. If they are
used in these circumstances renal function needs to be
monitored.

ACE inhibitors should also be used with particular caution
in children who may have undiagnosed and clinically silent
renovascular disease. ACE inhibitors are useful for the
management of hypertension and proteinuria in children
with nephritis. They are thought to have a beneficial effect
by reducing intra-glomerular hypertension and protecting
the glomerular capillaries and membrane.

ACE inhibitors in combination with other drugs

Concomitant diuretics

ACE inhibitors can cause a very rapid fall in blood pressure in
volume-depleted children; treatment should therefore be
initiated with very low doses. In some children the diuretic
dose may need to be reduced or the diuretic discontinued at
least 24 hours beforehand (may not be possible in heart
failure—risk of pulmonary oedema). If high-dose diuretic
therapy cannot be stopped, close observation is
recommended after administration of the first dose of ACE
inhibitor, for at least 2 hours or until the blood pressure has
stabilised.

Angiotensin-1I receptor antagonists

Candesartan cilexetil p. 121, losartan potassium p. 122 and
valsartan p. 122 are specific angiotensin-II receptor
antagonists with many properties similar to those of the ACE
inhibitors. However, unlike ACE inhibitors, they do not
inhibit the breakdown of bradykinin and other kinins, and
thus are less likely to cause the persistent dry cough which
can complicate ACE inhibitor therapy. They are therefore a
useful alternative for children who have to discontinue an
ACE inhibitor because of persistent cough.

Candesartan cilexetil, losartan potassium or valsartan can
be used as an alternative to an ACE inhibitor in the
management of hypertension.

Renal effects

Angiotensin-II receptor antagonists should be used with
caution in renal artery stenosis (see also Renal effects under
ACE Inhibitors, above).

Hypertension 107

Neonates

The neonatal response to treatment with ACE inhibitors is
very variable, and some neonates develop profound
hypotension with even small doses; a test-dose should be
used initially and increased cautiously. Adverse effects such
as apnoea, seizures, renal failure, and severe unpredictable
hypotension are very common in the first month of life and it
is therefore recommended that ACE inhibitors are avoided
whenever possible, particularly in preterm neonates.

Other drugs used for Hypertension Amiloride
hydrochloride, p. 149 - Chlortalidone, p. 150 - Metolazone,
p. 150

ALPHA-ADRENOCEPTOR BLOCKERS

I Prazosin

® INDICATIONS AND DOSE

Hypertension

» BY MOUTH

Child 1 month-11 years: Initially 10-15 micrograms/kg
2-4 times a day, initial dose to be taken at bedtime,
then increased to 500 micrograms/kg daily in divided
doses, dose to be increased gradually; maximum 20 mg
per day

Child 12-17 years: Initially 500 micrograms 2-3 times a
day for 3-7 days, initial dose to be taken at bedtime,
then increased to 1 mg 2-3 times a day for a further
3-7 days, then increased if necessary up to 20 mg daily
in divided doses, dose should be increased gradually
Congestive heart failure (rarely used)

» BY MOUTH

Child 1 month-11 years: 5 micrograms/kg twice daily,
initial dose to be taken at bedtime, then increased to
100 micrograms/kg daily in divided doses, doses should
be increased gradually

Child 12-17 years: 500 micrograms 2—4 times a day,
initial dose to be taken at bedtime, then increased to

4 mg daily in divided doses; maintenance 4-20 mg
daily in divided doses
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UNLICENSED USE Not licensed for use in children under

12 years.

CONTRA-INDICATIONS History of postural hypotension -
not recommended for congestive heart failure due to
mechanical obstruction (e.g. aortic stenosis)

® CAUTIONS Cataract surgery (risk of intra-operative floppy
iris syndrome) - first dose hypotension

INTERACTIONS - Appendix 1: alpha blockers
SIDE-EFFECTS

Common or very common Asthenia - constipation -
depression - diarrhoea - dizziness - drowsiness - dry mouth -
dyspnoea - headache - nasal congestion - nausea -
nervousness - oedema - palpitations - postural hypotension
- sexual dysfunction - skin reactions - syncope - urinary
disorders - vertigo - vision blurred - vomiting

Uncommon Angina pectoris - arrhythmias - arthralgia -
epistaxis - eye pain - eye redness - gastrointestinal
discomfort - hyperhidrosis - paraesthesia - sleep disorders -
tinnitus

Rare or very rare Alopecia - fever - flushing - gynaecomastia
- hallucination - hepatic function abnormal - pain -
pancreatitis - vasculitis

PREGNANCY No evidence of teratogenicity; manufacturers
advise use only when potential benefit outweighs risk.
BREAST FEEDING Present in milk, amount probably too
small to be harmful; manufacturer advises use with
caution.
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