This document refers explicitly to the effect of medications, specific clinical disorders and acute stressors on the biochemical interpretation of
metadrenalines. Consider this when investigating a patient for phaeochromocytoma and paraganglioma.

Plasma and Urine metadrenalines

Agent Example Mechanism
NMA MA 3-MT
Nicotine Activation of nicotinic cholinergic receptors. Increased adrenal 1 1
. secretion of adrenaline
Stimulants ———— . -
. Mobilisation of intracellular calcium stores. Increased adrenal
Caffeine ; X
secretion of adrenaline
Amphetamine Increased released of monoamines from sympathetic nerves ) )
methamphetamine Inhibition of monoamine oxidase
. . Blockage of neuronal cell membrane transporters
Sympathomimetics — -
Ephedrine Activation of a- and B-adrenergic receptors T T
pseudoephedrine Inhibit noradrenaline reuptake
Inhibits function of vesicular monoamine function
Tricyclic antidepressants Blockage of neuronal cell noradrenaline membrane m
] (e.g. Amitriptyline, transporters
Noradrenaline clomipramine, dosulepin) P
receptor uptake . : Blockage of neuronal cell noradrenaline membrane
blockers Venlafaxine, duloxetine
transporters
Cocaine Centrally medicated sympathoinhibition ™ )
Selective serotonin Citalopram, fluoxetine, Inhibition of neuronal uptake of noradrenaline [l
reuptake inhibitors sertraline
Phenoxybenzamine, ™
a-adrenoreceptor mirtazapine Antagonism of az-adrenoreceptors and sympathetic neurones
blockers
Doxazosin Antagonism of a-adrenoreceptors [1]
B-adrenoreceptor Atenolol, labetalol, Antagonism of B-adrenoreceptors 1
blockers propranolol
Monoamine oxidase Isocarboxazid, Blockade of deamination of O-methylated catecholamine ™ ™"
inhibitors phenelzine, moclobamide | metabolites
_ i Quetiapine, clozapine Inhibition of dopamiergic, adrenergic and serotoninergic 1
Atyp|r::atl_ant|- pine, P receptors
psychotics Risperidone Antagonism of a2 adrenoreceptors i
DOPA related L-DOPA, methyl-dopa Metabolised by enzymes that also convert catecholamines "M
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gla(l)lgLuerpschannel Amlodipine, diltiazem Activation of sympathetic nervous system T T

Banana, pineapple, 1 "
shelled walnuts,
potatoes, tomatoes and
beans

Diet related* Increased intake of biogenic amines

Table 1. Potential pharmacological effects of prescribed and recreational drugs, and dietary agents on plasma and urine metadrenalines. MA —
metadrenaline; MAO — monoamine oxidase; NMA — normetadrenaline; 3-MT — 3-methoxytyramine. NOTE: With the exception of
phenoxybenzamine, anti-hypertensives are not considered to cause appreciable false-positive test results for plasma and urine
metadrenalines. *If suspected diet related increases in metadrenalines are observed suggest overnight fasting for plasma free metadrenalines and
dietary restrictions for total urinary fractionated metadrenalines.

It is generally not necessary to modify medication prior to plasma or urine metadrenalines testing. However, the medications in Table 1, where
possible should be taken into consideration if positive results are obtained.

NOTE: If false positive results are suspected, suggest repeat sampling under idealised conditions. This includes, collecting plasma
sample in a supine position after an overnight fast and at least 30 minutes in a recumbent position. Interfering medications should be
withdrawn for at least two weeks if it is safe to do so, and with dietary modifications as required. Plasma samples should be sent to the
laboratory on ice for immediate separation and freezing.

In addition to pharmacological effects on the concentration of plasma and urine metadrenalines also consider the impact of clinical disorders (Table
2) and acute physiological stressors (Table 3) which have the potential to cause significant elevations in metadrenalines
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Condition NMA MA
Ischaemic heart disease ™" 1
Cyanotic congenital heart failure 1

Acute intracerebral haemorrhage ™" 1
Pseudo-phaeochromocytoma 1
Panic disorder/Anxiety 1 ™"
Pain 1
Sleep apnoea syndrome 1

Renal failure i
Acrodynia " 1
Factitious catecholamine administration 1 1

Table 2. Clinical disorders with the potential to cause false-positive test results of metadrenalines in plasma or urine. MA — metadrenaline; NMA —
normetadrenaline.

Acute daily stressor Precaution

Vigorous exercise Avoided during 24 h urine collection and for several hours before blood sampling

Seated or upright posture during sampling Blood should be drawn after at least 20 mins of supine rested

Cold environment Blood should be drawn after sufficient time to acclimate to warm inside temperatures

Acute emotional stress during venipuncture | For children or adult patients with needle phobia use indwelling canula or suggest 24 h urine
collection

Stressful working day Avoid 24 h urine collection during stressful working days

Table 3. Acute stressors associated with false-positive metadrenaline test results.
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