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ABSTRACT." A 38-year-old nondiabetic female developed fatal hypoglycemia when chlorpro- 
pamide (Diabinese | was accidentally substituted for acetaminophen (Tylenol | with codeine no. 
3 in a pharmacy dispensing error. When found, the patient's serum glucose was less than 20 rag/ 
dL. The serum chlorpropamide level on hospital admission was 124 t~g/mL. The possibility of 
dispensing error should be considered whenever unexpected drug effects are encountered. In 
cases of suspected drug overdose, labels and contents of medicine vials found at the scene should 
be checked for discrepancy. 
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Chlorpropamide is a widely used oral hypoglycemic agent of the sulfonylurea group. The 
drug acts by stimulating or increasing the release of endogenous insulin from the islet cells of 
the pancreas. Diabetics taking chlorpropamide must possess functioning pancreatic islet 
cells for the drug to work. Accidental nonfatal ingestions of chlorpropamide by nondiabetics 
have occurred [ 1, 2]. Intentional fatal overdoses of chlorpropamide in nondiabetics have also 
been reported [3, 4]. We would like to report a case of fatal accidental chlorpropamide intox- 
ication in a nondiabetie caused by a pharmacy dispensing error. 

Case Report 

A 38-year-old, single, nondiabetic female with prior suicidal ideation was discharged from 
the hospital following an uncomplicated bilateral tubal ligation. On discharge, her physician 
prescribed acetaminophen (Tylenol | with codeine no. 3, one to two tablets every 4 h as 
needed for pain. The patient filled this prescription at a local pharmacy. She took the medi- 
cine every 3 to 4 h without relief, and indicated this fact in a diary which she kept. A grocery 
delivery boy who saw the patient during this t ime related that  she was stumbling in what 
appeared to be a drunken stupor. On the third day following hospital discharge, concerned 
neighbors forced entry to her apar tment  and found her unconscious on the floor. They noted 
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a medicine vial labelled "Tylenol #3" and another vial containing acetaminophen (Pana- 
dol | near her body. 

Paramedics responded and found the patient unconscious with pale dry skin. The pulse 
was 76; the blood pressure, 130/90 mm Hg; the respirations, 24. A Chemstrip | test for glu- 
cose showed a level of 20 mg/dL in the blood. Paramedics drew a blood sample, adminis- 
tered 50 cm 3 of 50% dextrose intravenously and 0.4 mg of naloxone hydrochloride (Narcan | 
intravenously, and transported her to the hospital. 

On admission to the hospital the patient was in coma, unresponsive to deep pain, and 
incontinent. Her pupils were dilated. Emergency room personnel inspected the vial marked 
"Tylenol #3" and found it to contain blue, D-shaped chlorpropamide (Diabinese | tablets. 
They administered naloxone hydrochloride and 50% dextrose intravenously without re- 
sponse. 

Analysis of the blood sample drawn by paramedics before treatment revealed a serum 
glucose of less than 20 mg/dL. The sodium was 135 meq/L, the potassium 4.0 meq/L, the 
chloride 106 meq/L, and the bicarbonate 27 meq/L. The urea nitrogen was 15 mg/dL, the 
creatinine 1.1 mg/dL, the calcium 8.3 mg/dL, and the phosphorus 1.9 mg/dL. The white 
cell count was 14.0 • 109/L with 90% neutrophils. Urinalysis revealed a specific gravity 
1.025, pH 6, 1+  protein, and 2 +  occult blood. A chest X-ray showed an infiltrate in the 
right upper lobe of the lung. Physicians treated the patient with intravenous glucose, positive 
pressure ventilation, mannitol, steroids, antibiotics, hyperalimentation, and anticholinergic 
agents. They also administered acetylcysteine (Mucomyst | because of the possibility of ace- 
taminophen intoxication. The creatine phosphokinase, lactate dehydrogenase, and glutami- 
coxalic transaminase were elevated during the hospitalization and this was felt to be the 
result of muscle lysis caused by pressure during coma. The patient expired on her eighth day 
of hospitalization. 

At autopsy, the brain was dark, dusky, and fell apart  upon removal. The pathologist also 
noted bilateral bronchopneumonia and the recent tubal ligation. The liver and pancreas 
showed no abnormalities. Toxicologic studies performed on the hospital admission blood 
sample showed the following: chlorpropamide 124 #g/mL, acetaminophen negative. Post- 
mortem blood showed 23 #g/mL of chlorpropamide. 

Further investigation revealed that the pharmacist had substituted chlorpropamide for 
the prescribed acetaminophen with codeine no. 3 when the prescription was filled. The error 
apparently occurred because he was filling another patient's prescription for chlorpro- 
pamide at the same time. The container labelled "Tylenol #3" was rinsed with methanol and 
the effluent was found to be negative for acetaminophen and opiate residues. 

Discussion 

Peak plasma concentrations after a single oral dose of 200 to 250 mg of chlorpropamide 
range from 20 to 30 #g/mL [5, 6]. Plasma levels in four diabetics receiving daily doses of 250 
to 500 mg of chlorpropamide ranged from 76 to 246 #g/mL [ 7]. Severe hypoglycemic effects 
of chlorpropamide in nondiabetics are seen at plasma concentrations of 200 #g/mL [8]. The 
initial plasma concentration of chlorpropamide in an intentional fatal ingestion by a non- 
diabetic was 700 #g/mL [ 4]. Recovery after treatment occurred in a 19-year-old female non- 
diabetic who showed an initial plasma concentration of 1100 #g/mL following ingestion of 
150 100-mg tablets [9]. The normal plasma half-life of chlorpropamide is 25 to 42 h [7]. 
Chlorpropamide half-lives of up to 72 h have been reported in two overdose cases [3,8]. 

Initially, this case appeared to be an intentional overdose. Further investigation revealed 
that the pharmacist had accidentally substituted chlorpropamide for the prescribed ace- 
taminphen with codeine no. 3 when the prescription was filled. The error was discovered 
when emergency room personnel checked the contents of the medicine vials found at the 
scene against their labels. The blue, D-shaped chlorproamide tablets found bear little re- 
semblance to the white, round acetaminophen with codeine no. 3 tablets prescribed (Fig. 1). 
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FIG. 1--Note the striking disimilarity between the prescribed acetaminophen with codeine no. 3 
tablet (left) and the blue. D-shaped chlorpropamide tablet (right) which was dispensed. 

Pharmacy  errors in dispensing are not  uncommon  and  this possibility needs to be consid- 
ered whenever unexpected drug effects are encountered.  In a 12-day study involving the  fill- 
ing of 9394 prescriptions,  1165 dispensing errors were noted, including 141 which were con- 
sidered potentially serious [ 10]. 

Acknowlegment  

The authors  would like to t h a n k  Thomas  Klute for prepara t ion  of the  i l lustrat ion used in 
this article. 

References 

[I] Parker, C. E. and Tisdell, E. J., Jr., "Chlorpropamide Poisoning: A Case Report of Accidental 
Ingestion in a Two-Year-Old Child," Clinical Pediatrics, Vol. 2, No. 4, April 1963, pp. 185-186. 

[2] Stocks, A. E. and Martin, F. I. R., "Hypoglycemia Due to Erroneous Drug Ingestion," Medical 
Journal of Australia, Vol. l, No. 24, June 1972, pp. 1256-1258. 

[3] Davies, D. M., Mac Intyre, A., Millar, E. J., Bell, S. M., and Mehra, S. K., "Need for Glucagon 
in Severe Hypoglycemia Induced by Sulphonylurea Drugs," The Lancet, Vol. 1, Feb. 1967, pp. 
363-364. 

[4] Dowell, R. C. and Imrie, A. H., "Chlorpropamide Poisoning in Non-Diabetics," Scottish Medical 
Journal, Vol. 17, No. 9, Sept. 1972, pp. 305-309. 

[5] Monro, A. M. and Welling, P. G., "The Bioavailability in Man of Marketed Brands of Chlorpro- 
pamide," European Journal of Clinical Pharmacology, Vol. 7, No. 1, March 1974, pp. 47-49. 

[6] Taylor, T., Assinder, L. F., Chasseaud, P. M., and Burton, J. S., "Plasma Concentrations, 
Bioavailability and Dissolution of Chlorpropamide, '~ European Journal of Clinical Pharmacology, 
Vol. 11, No. 3, March 1977, pp. 207-212. 

[ 7] Taylor, J. A., "Pharmacokinetics and Biotransformation of Chlorpropamide in Man," Clinical 
Pharmacology and Therapeutics, Vol. 13, No. 5, Sept,-Oct. 1972, pp. 710-728. 

[8] Forrest, J. A. H., "Chlorpropamide Overdosage: Delayed and Prolonged Hypoglycemia," Clinical 
Toxicology, Vol. 7, No. 1, Feb. 1974, pp. 19-24. 

[ 9] Frier, B. M. and Stewart, W. K., "Cholestatic Jaundice Following Chlorpropamide Self-Poison- 
ing," Clinical Toxicology, Vol. 11, No. 1, Aug. 1977, pp. 13-17. 

[I0] Guernsey, B. G., lngrim, N. B., Hokanson, J. A., Doutre, W. H., Bryant, S. G., Blair, C. W., 
and Galven, E., "Pharmacists' Dispensing Accuracy in a High-Volume Outpatient Service: Focus 
of Risk Management," Drug Intelligence and Clinical Pharmacy, Vol. 17, No. 10, Oct. 1983, pp. 
742-746. 

Address requests for reprints or additional information to 
Diane M. Scala-Barnett, M.D. 
Lucas County Coroner's Office 
945 S. Detroit St. 
Toledo, OH 43614 


