
based on in vitro studies reporting thermal reactions (4). Positive effect of neutralisation described another in vivo study (5).

Thermal effects have not been observed in vivo probably because volume of surrounding tissue and local blood flow may be

sufficient to dissipate any heat produced from the reaction. Conclusion: Damaging effect of even mild neutralization had been

suspected, but has not been confirmed in experimental in vivo studies and case reports in past 10 years. Additional observations

are needed, as there are not enough experimental and clinical data to prohibit this procedure. References: 1. Homan CS, Singer

AJ, Henry MC, et al. Thermal effects of neutralization therapy and water dilution for acute alkali exposure in canines. Acad

Emerg Med 1997; 4:27–32. 2. Homan CS, Singer AJ, Thomajan C, et al. Thermal characteristics of neutralization therapy and

water dilution for strong acid ingestion: an in-vivo canine model. Acad Emerg Med 1998; 5:286–292. 3. Mamede RC, De Mello

Filho FV. Treatment of caustic ingestion: an analysis of 239 cases. Dis Esophagus 2002; 15:210–213. 4. Rumack BH,

Burrington JD. Caustic ingestions: a rational look at diluents. J Toxicol Clin Toxicol 1977; 11:27–34. 5. Leape LL. New liquid

lye drain cleaners. J Toxicol Clin Toxicol 1974; 7:109–114. Acknowledgement: Supported by MSM0021620807.

42. Intoxication with Alpha-Lipoic Acid: Case Reports and Toxicokinetic Analysis

Binscheck T (1), Birkhahn HJ (1), Felgenhauer N (2), Gerber-Zupan G (2), Zilker T (2), Hentschel H (3), Lampe D (1).

1. Institute of Toxicology—Clinical Toxicology and Poison Information Centre Berlin, Germany; 2. Department of Toxicology,

Klinikum rechts der Isar, Technical University of Munich, Germany; and 3. Poisons Information Centre, Erfurt, Germany.

Objective: Alpha-lipoic acid (ALA) is an OTC preparation used in the treatment of diabetic polyneuropathy or as antioxidative

dietary supplement. Although ALA causes severe and even fatal intoxications, few pharmacokinetic data so far been published

and almost nothing is known about its toxicokinetic properties. In this presentation clinical representation of six patients

intoxicated with ALA are analyzed and toxicokinetic parameters are derived from two suicidal poisonings. Methods: (a) The

clinical courses of six patients, who ingested >200 mg ALA per kg body weight and who were reported to poison information

centres were monitored by follow-up reports. (b) For toxicokinetic analysis plasma concentrations of ALA from a 69 year old

male, who ingested ALA twice within four months in a dose of 340 mg/kg and 510 mg/kg respectively, were measured by RP-

HPLC before, during and after haemodialysis until 72 hours after ingestion. Oral bioavailability, elimination half-life, volume of

distribution and efficacy of haemodialysis were computed based on linear kinetics and compared to pharmacokinetic data

published elsewhere. Results: In all patients symptoms of intoxication encompassed disturbances of the CNS ranging from

agitation to convulsions, increasing lactate acidosis, hyperglycaemia and disseminated intravascular coagulation occurring

within 1 to 6 hours after ingestion. In at least three cases lactate acidosis was treated with haemodialysis or haemofiltration,

respectively. Quantification of ALA in plasma samples obtained from a single patient with an ingested 510 mg ALA per kg

allowed estimation of a prolonged elimination half-life ranging from 80 to 160 min, which was not significantly reduced by

high-flow haemodialysis. Additionally, ongoing absorption was observed until approx. 40 hours after ingestion. Estimated oral

bioavailability in intoxication (26.7% at dose 340 mg/kg) did not significantly differ from that found under therapeutic dose

(29.1% at dose 2.7 mg/kg), indicating non-saturable absorption of ALA with a substantial hepatic first-pass effect. Conclusion:

(a) Occurrence and severity of symptoms are more related to peak plasma concentration of ALA than to ingested dose. (b) Early

gastric emptying and repeated application of charcoal/cathartic appears to be of major importance in reducing peak plasma

concentration of ALA and the occurrence of delayed absorption, thus reducing severity and duration of symptoms.

(c) Haemodialysis or haemofiltration are ineffective in enforced elimination of ALA, but may be lifesaving in ALA poisonings

with severe lactic acidosis. References: Teichert J, Kern J, Tritschler HJ, Ulrich H, Preiss R, Teichert J. Int J Clin Pharmacol

Ther 1998; 36(12):625–628. Hermann R, Ruus P, Preiss R. J Clin Pharm 2003; 43:1257–1267.

43. Pharmacokinetics of Digoxin-Like Substances in the Plasma of Patients with Yellow Oleander (Thevetia
peruviana) Self Poisoning

Roberts DM (1,2), Southcott E (3), Potter J (2,3), Eddleston M (1,4). 1. South Asian Clinical Toxicology Research

Collaboration, Anuradhapura General Hospital, Sri Lanka; 2. Australian National University Medical School, Australia;

3. ACT Pathology, The Canberra Hospital, Australia; and 4. Centre for Tropical Medicine, Nuffield Department of Clinical

Medicine, University of Oxford, UK.

Objective: Self-poisoning with seeds from the yellow oleander tree (Thevetia peruviana) occur worldwide, but is particularly

common in Sri Lanka. The pharmacokinetics of the cardenolides in yellow oleander poisoning, and the effect of administration

ABSTRACTS422




