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Cisplatin and paclitaxel are very active agents in ovarian

cancer and their combination is perhaps the ®rst choice che-

motherapy in advanced stages of this disease [1]. Both drugs

act on microtubules: cisplatin inhibits tubulin polymerisation

[2] and paclitaxel induces that polymerisation in vitro [3].

Neurotoxicity occurs with both drugs, so a possible synergis-

tic neurotoxic eVect is anticipated when the two drugs are

combined.

In fact, autonomic neuropathy in 2 patients after paclitaxel

administration at doses of 170±250/m2 [4] and orthostatic

hypotension and transient paralytic ileus in 2 diabetic patients

after paclitaxel administration at a dose of 250 mg/m2 [5]

have been reported. Paclitaxel has been found to alter sym-

pathetic control of blood pressure [6]. Syncopal or near-syn-

cope episodes with orthostatic symptoms immediately after

paclitaxel alone or in combination with cisplatin have also

been reported [7]. Slowly reversible grade 3±4 orthostatic

hypotension has been described in 6 patients after combina-

tion chemotherapy with cisplatin (100 mg/m2) and paclitaxel

(200±250 mg/m2), even with a single cycle [8]. However,

severe incapacitating orthostatic hypotension after a single

course of conventional treatment with cisplatin and paclitaxel

has not yet been reported.

We attended a 60 year old women who presented a long

lasting orthostatic hypotension after a sole course of cisplatin/

paclitaxel combination chemotherapy and at lower than the

above described doses of each drug. She had had successful

debulking surgery for a stage IIIc ovarian carcinoma, was not

diabetic nor an alcohol abuser and was asymptomatic with an

unremarkable physical examination prior to chemotherapy.

She received paclitaxel (135 mg/m2) as a 3 h infusion on day 1

and cisplatin (75 mg/m2) as a short infusion on day 2.

Appropriate hydration was administered and the water/elec-

trolyte balance was maintained. On day 3 she experienced a

near-syncope episode while standing. Blood pressure was

130/80 mm Hg while supine and 55/40 mm Hg while upright.

A similar episode occurred on day 4. A generalised weakness

and a slight decrease of deep tendon re¯exes were the only

physical ®ndings. Her central venous pressure was normal

and as her electrocardiograph, except for the disappearance

of the normal heart rate variation with respiration. No

abnormalities in cortisol rhythm, adrenocorticotropic hor-

mone (ACTH), epinephrine, nor-epinephrine, free triio-

dothyronine (FT3), free thyroxine (FT4), thyroid-stimulating

hormone (TSH), luteinising hormone (LH), follicle-stimu-

lating hormone (FSH), vanilylmandelic acid (VMA), anti-

diuretic hormone (ADH) or brain magnetic resonance

imaging scan were detected. It was apparent that the patient

had developed a drug-induced autonomic nervous system

dysfunction. Oral administration of etilephine hydrochloride

and dihydroergotamine proved ineVective. A third near-syn-

cope episode occurred on day 25 and morbid orthostatic

hypotension kept the patient bedridden for 8 weeks. Pacli-

taxel/cisplatin was stopped and replaced with a cyclopho-

sphamide/doxorubicin combination. The patient recovered

slowly and remained with orthostatic hypotension for 3

months after discharge.

Paclitaxel/cisplatin combination chemotherapy can induce

long lasting and morbid orthostatic hypotension after a single

course; although rare, this side-eVect may deprive patients of

a very active treatment.
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