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ZIPRASIDONE, DIVALPROEX SODIUM,
FLUOXETINE, BUPROPION OVERDOSE
QTc Prolongation

No. 151

A 29-year-old male experienced a grand mal seizure followed by QTc
prolongation approximately 1 hour after overdosing on 4 medications. The
overdose included 74 ziprasidone (80 mg) tablets, 300 or fewer divalproex
sodium tablets (250 mg), 157 or fewer bupropion (100 mg) sustained re-
lease tablets, and up to 180 fluoxetine (40 mg) tablets. Three hours after
presentation to the emergency room, the valproic acid level was 55 ng. Ini-
tial EKG showed a QTc of 470 milliseconds with a sinus tachycardia of 125
beats/min. Electrolytes were within normal limits. Six and one-half hours
later, EKG showed a QTc of 593 milliseconds with a supraventricular tachy-
cardia of 133 beats/min and left bundle branch block. Approximately 16
hours after presentation, his heart rate was 107 and QTc was 522 millisec-
onds. EKG at 38 hours postpresentation showed sinus tachycardia of 101
and a QTc interval of 477 milliseconds. Doppler and echocardiogram on the
second day were unremarkable. Potassium was within normal limits
throughout the hospital admission. A final EKG 5 days later showed a non-
specific T wave abnormality and QTc of 406 milliseconds. A second grand
mal seizure was witnessed on the second day. The patient remained lethar-
gic and disoriented during the first 2 days. Vital signs were normal
throughout the stay, and the patient was hemodynamically stable.

The authors concluded that QTc prolongation occurred in this patient af-
ter overdosing on these 4 medications, all of which can potentially cause
cardiac abnormalities. The mechanism of action was not stated.

Ziprasidone [“Geodon”]
Divalproex Sodium [“Depakote”]
Fluoxetine [“Prozac”]
Bupropion [“Wellbutrin”]
Jaffe R et al (Dept of Psychiatry, Belmont Center for Comprehensive

Treatment, Philadelphia, PA; e-mail: jaffer@einstein.edu) QTc pro-
longation in multiple drug overdose. J Clin Psychiatry
24(3):348–349 (Jun) 2004

DOI: 10.1177/0069477004267769

Available online at http://techpub.metapress.com

Amoxicillin (154)
Bupropion (151)
Candesartan (152)
Citalopram* (165)
Crack (160)
Cyclopentolate Hydrochloride (162)
Divalproex Sodium (151, 163)
Fluoxetine (151)
Gatifloxacin (157)
Imatinib (156)
Methylphenidate* (155)
Patent Blue V Dye (164)
Phenylephrine Hydrochloride (162)
Probiotics (158)
Quetiapine (161)
Ritonavir (153)
Ziprasidone (151)
6-Mercaptopurine (159)
* = first report



CANDESARTAN
Alterations in Taste Sensitivity

No. 152

In a double-blinded, placebo-controlled crossover trial, 8 healthy men (age range: 26 to 46 years) were random-
ized to receive either candesartan (4 mg daily) or placebo for 7 days after a 1-day baseline evaluation. A 2-week
washout period separated the treatment phases. Taste sensitivities for the 4 basic tastes (sweet, salty, sour, and
bitter) were retested at the end of the 1-week treatment phases. Mean blood pressures 24 hours before final dos-
ing were not different between the 2 groups (placebo: 112.5 mm Hg vs candesartan: 108.5 mm Hg). Taste thresh-
olds were within normal ranges at baseline evaluation but were significantly worsened for all 4 tastes after the
candesartan treatment. No significant changes were noted after placebo administration.

The authors concluded that based on these results, repeated dosing with candesartan subclinically reduces the
sensitivity of basic tastes. The effect was reversible within 2 weeks after the drug was discontinued. They sug-
gested that this may be a drug class effect, as similar events have been reported with losartan and valsartan.

Candesartan [“Atacand”]
Tsuruoka S et al (Dept of Pharmacology, Division of Clinical Pharmacology, Jichi Med Sch, 3311

Yakushiji, Minamikawachi, Kawachi, Tochigi, 329-0498, Japan; e-mail: tsuru@jichi.ac.jp) Subclinical al-
teration of taste sensitivity induced by candesartan in healthy subjects. Br J Clin Pharmacol 57:807–812
(Jun) 2004

RITONAVIR
Eruptive Xanthomas

No. 153

Two cases of eruptive xanthomas are reported in patients with human immunodeficiency virus (HIV) treated
with ritonavir-based highly active antiretroviral therapy (HAART).

Patient 1. A 23-year-old male HIV patient developed asymptomatic yellowish papules over both elbows approx-
imately 4 months after starting a HAART regimen consisting of efavirenz, lopinavir-ritonavir, stavudine, and
atovaquone. Additional symptoms included gynecomastia and buffalo hump. Abnormal laboratory values included
elevated triglycerides (970 mg/dL). A biopsy revealed foamy histocytes in the dermis, indicating eruptive
xanthomas. Treatment included fenofibrate (160 mg daily). Within 1 month of treatment, the triglyceride levels be-
gan to decrease and the xanthomas gradually improved.

Patient 2. A 36-year-old male HIV patient developed yellow papules on his elbows, knees, buttocks, and thighs,
approximately 11 months after a change in his antiretroviral therapy regimen. The new medications included
lopinavir-ritonavir. Abnormal laboratory levels included elevated triglycerides (618 mg/dL). A biopsy of the papules
were consistent with eruptive xanthomas. Treatment with fenofibrate (154 mg daily) resulted in mild improvement
in both triglyceride levels and skin lesions after several months.

The authors concluded that these patients possibly developed eruptive xanthomas related to ritonavir therapy.
In both patients, the cutaneous lesions improve as the lipid profile improves. The authors suggested discontinua-
tion of ritonavir if severe hypertriglyceridemia occurs.

Ritonavir [“Norvir”]
Geyer AS et al (New York Presbyterian Hosp, Columbia Univ Dept of Dermatology, 161 Fort Washington

Ave, 12th Floor, New York, NY 10032; e-mail: dee1@columbia.edu) Eruptive xanthomas associated
with protease inhibitor therapy. Arch Dermatol 140:617–618 (May) 2004
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AMOXICILLIN
Acute Ischemic Colitis

No. 154

A 67-year-old female patient developed epigastric pain followed by loss of consciousness and a generalized
erythematous reaction 1 hour after receiving oral amoxicillin (1 gram) as prophylaxis for bacterial endocarditis. The
patient had previously received amoxicillin many times with no adverse reactions. Concurrent medications were
not stated. On presentation, the patient was hypotensive (blood pressure 90/60 mm Hg) and was given intramus-
cular methylprednisolone. Severe lower abdominal pain was present along with rectal bleeding. Colonoscopy
showed severe mucosal edema and erythema with friability and petechiae along the rectum and sigmoid colon. A
biopsy of the left colon detected mucosal and submucosal edema with ulcerations, necrosis, and erythrocyte
extravasation. A commercial immunoassay obtained a positive result against amoxicillin. Skin prick tests showed a
positive response with penicillin G, amoxicillin, and ampicillin.

Authors suggested that an allergic reaction to amoxicillin caused ischemic colitis in this patient based on the
temporal relationship between administration of the drug and the appearance of the symptoms. No mechanism of
action was stated.

Amoxicillin [“Amoxil”]
Perez-Carral C et al (Allergy Unit, Hosp de Conxo, Complejo Hospitalario Univeristario Santiago, Rua

Ramon Baltar sn, 15706 Santiago de Compostela, Spain; e-mail: carmen.vidal.pan@ sergas.es) Acute
ischaemic colitis due to hypotension and amoxicillin allergy. Postgrad Med J 80:298–299 (May) 2004

METHYLPHENIDATE (Sustained Release)
Stuttering Priapism (First Report*)

No. 155

A 15-year-old male patient with attention deficit hyperactivity disorder developed multiple, intermittent, pro-
longed erections unassociated with sexual arousal during sustained release methylphenidate therapy. The pa-
tient’s regimen was initiated at 27 mg daily on Monday through Saturday with a scheduled 24-hour drug-free period
on Sunday. A partial response to the medication required a dosage increase to 36 mg daily on the scheduled days.
Approximately 5 to 10 painful erections occurred on the drug-free day, with a pain intensity of 5 on a scale of 10.
Ejaculation resulted in only temporary detumescence, with erection recurring within 90 minutes. Occasionally, ad-
ditional erections occurred during the weekday mornings as well. Forty-five to 60 minutes after swallowing the
morning dose, the erections stopped and did not recur until the next morning. During a 7-day medication-free pe-
riod, the erections continued for 5 consecutive days. When the dose was increased to 54 mg daily, the erections in-
creased in duration and intensity. At this point, the patient finally reported the side effect to a parent. The dose was
reduced to 27 mg daily and eventually tapered over the next week. Symptoms of stuttering priapism immediately
disappeared and did not recur during a 2-week follow-up period. In an additional follow-up of 6 months later, no
recurrences were observed while on no medications.

The authors concluded that this is the first case report of stuttering priapism associated with withdrawal from
sustained release methylphenidate. They suggested that clinicians be aware of this complication.

Methylphenidate [“Concerta”]
Schwartz RH & Rushton HG (115 Park Street SE, Suite 203, Vienna, VA 22180; e-mail:

RHS738@aol.com) Stuttering priapism associated with withdrawal from sustained release
methylphenidate. J Pediatr 144:675–666 (May) 2004
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IMATINIB
Interstitial Pneumonitis

No. 156

A 78-year-old female patient was hospitalized with severe mucositis and anorexia approximately 1 month after
receiving imatinib (400 mg daily) for the treatment of chronic myeloid leukemia. On admission, the chest x-rays re-
vealed bilateral interstitial infiltrates. A computed tomography (CT) scan of the lungs also showed bilateral pleural
effusions. Oxygen saturation was 97%. Treatment included the discontinuation of imatinib and initiation of
prednisolone. At follow-up 1 year later, the abnormalities observed on the scans had improved but not completely
resolved.

The authors suspected that imatinib therapy was related to the development of interstitial pneumonitis in this
patient. They noted that this adverse event is only rarely associated with this medication and cautioned clinicians
to be aware of this potential complication. No mechanism of action was provided.

Imatinib [“Gleevec”]
Isshili I et al (Division of Hematology and Pulmonary Med, Dept of Med, Keio Univ Sch of Med, 35

Shinanomachi, Shinjuku-ku, Tokyo, Japan; e-mail: okamaoto@sc.itc.keio.ac.jp) Interstitial pneumonitis
during imatinib therapy. Br J Haematol 125(4):420 (May) 2004

GATIFLOXACIN
Hyperglycemia

No. 157

A 64-year-old female patient developed hyperglycemia (glucose level 607 mg/dL) 3 days after treatment with
empiric intravenous gatifloxacin (400 mg daily) for urosepsis. Upon admission, the patient presented with fever,
nausea, vomiting, and diarrhea, and the patient’s blood glucose was 117 mg/dL. The patient’s home medications
included lansoprazole (30 mg daily), losartan/hydrochlorothiazide (100/25 mg daily), verapamil (240 mg daily),
and atorvastatin (10 mg daily). All of these were discontinued except for the lansoprazole, which was substituted
for pantoprazole (40 mg daily). Ten units of regular insulin were given to the patient on 2 occasions when glucose
levels read 603, 585, and 469 mg/dL on the third day of hospitalization, and 3 additional doses of intravenous
gatifloxacin (400 mg) were also given. On day 4, the patient received her fourth dose of gatifloxacin. Urine cultures
at this time revealed Escherichia coli sensitive to cefazolin, and the antibiotic was changed. On day 5, the patient
experienced shortness of breath and chest pain and received intravenous furosemide (20 mg) and nebulized
albuterol. After the gatifloxacin was discontinued, the patient’s blood glucose decreased to 173 mg/dL and on day
8 was discharged. The patient received cephalexin (500 mg daily for 7 days) and furosemide (80 mg daily) upon
discharge and reported no further complications.

The authors concluded that this patient experienced an adverse reaction to gatifloxacin. The exact mechanism
of the effect of gatifloxacin on glucose homeostasis is unknown although gatifloxacin is primarily eliminated by the
renal system and the dose should have been adjusted for renal insufficiency.

Gatifloxacin [“Tequin”]
Donaldson AR et al (Harrison Sch of Pharmacology, Auburn Univ, Auburn, AL) Possible gatifloxacin-

induced hyperglycemia. Ann Pharmacother 38(4):602–605 (Apr) 2004
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PROBIOTICS
Lactobacillus Bacteremia

No. 158

This article presents 2 cases in which treatment with Lactobacillus given as a probiotic agent resulted in
bacteremia or sepsis. In the first case, a 36-week-old male patient with short gut syndrome was started on 1 cap-
sule of Lactobacillus GG daily via gastrostomy tube on his 95th day of life for cholestasis. Twenty-three days later,
the patient experienced fever and diarrhea, along with signs and symptoms consistent with sepsis or infection.
Ceftriaxone and ampicillin were started and within 10 hours, and blood cultures revealed a Lactobacillus species
sensitive to ampicillin. Lactobacillus GG was discontinued with no further consequences. In the second case, a
34-week-old male patient with gastroschisis developed cholestatic liver disease after gastrostomy and
jejunostomy shortly after birth. A regimen of Lactobacillus GG (1 capsule daily) was started on his 17th day of life.
On day 186 of life, the patient experienced an elevated temperature, tachycardia, and increased apneic events.
Ceftriaxone and ampicillin were started, and within 48 hours, blood cultures revealed Lactobacillus sensitive to
both antibiotics. Lactobacillus GG was discontinued with no further consequences.

The authors concluded that these patients experienced an adverse reaction to Lactobacillus GG
supplementation. This is the first case of sepsis related to Lactobacillus GG supplementation in short bowel
syndrome.

Probiotics [“Culturelle”]
Kunz AZ et al (Dept of Pediatrics, Madigan Army Med Center, Tacoma, WA; e-mail: s2jkunz@

earthlink.net) Two cases of lactobacillus bacteremia during probiotic treatment of short gut syndrome. J
Pediatr Gastroenterol Nutr 38(4):457–458 (Apr) 2004

6-MERCAPTOPURINE
Toxic Overdose

No. 159

This article presents 2 cases of accidental ingestion of 6-mercaptopurine (6-MP) by 2 siblings in toxic quantities.
In the first case, a 22-month-old female patient accidentally ingested a pill container that contained her older
brother’s 6-MP. The container had contained 20 × 50-mg tablets of 6-MP. The patient was brought to the hospital 5
hours later, and the maximum potential ingestion was calculated to be 86 mg/kg, equivalent to a 30-fold overdose.
No specific detoxification measures were taken, but intravenous hydration was started due to the potential for the
patient to develop life-threatening myeloablation. Serial blood counts revealed a nadir of neutrophil count of 0.49 ×
109/L on day 11 but returned to normal by day 46. In the second case, a 31-month-old female patient was discov-
ered with an empty pill container that had a maximum of 8 missing tablets (400 mg) of her older brother’s 6-MP.
This patient’s maximum potential ingestion was calculated to be 26 mg/kg, equivalent to a 10-fold overdose. The
patient was brought to the hospital 1 hour later, and a gastric endoscopy with lavage was performed, which re-
moved pill fragments. During follow-up as an outpatient, the child remained asymptomatic.

The authors concluded that these patients experienced toxic accidental overdoses to 6-MP. The authors sug-
gested that management of acute accidental ingestion should include evaluation of the patient and initiation of acti-
vated charcoal, and if severe myelotoxicity should occur, granulocyte-colony stimulating factor should be started.

6-Mercaptopurine [“Purinethol”]
Chow L et al (Division of Hematology and Oncology, Dept of Pediatrics, The Hosp for Sick Children, 555

Univ Ave, Toronto, Ontario, Canada M5G IX8; e-mail: Ronald.grant@sickkids.ca) Toxic ingestion of
6-mercaptopurine by young siblings of pediatric oncology patients. J Pediatr 144(5):669–671 (May)
2004
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CRACK
Pneumomediastinum

No. 160

A 30-year-old male patient presented with severe chest pain and coughing 8 hours after smoking crack. Chest
radiograph revealed perihilar and lower zone interstitial infiltrates and a pneumomediastinum. Computed
tomography revealed ground glass opacity in both lungs and free gas within the mediastinum, which most likely re-
flected the presence of pulmonary edema. The patient received oxygen and recovered rapidly. Chest radiograph
returned to normal 3 days later.

The authors concluded that this patient experienced an adverse reaction to crack. The patient most likely devel-
oped acute lung injury due to inhalation of crack, which caused bronchospasm, increased alveolar pressure, alve-
olar rupture, and interstitial emphysema.

Crack [Crack]
Janes SM et al (Hammersmith Hosp, Du Cane Rd, London W12 0HS, UK; e-mail: p.ind@ic.ac.uk) Crack

inhalation induced pneumomediastinum. Thorax 59(4):360 (Apr) 2004

QUETIAPINE
Pancreatitis

No. 161

Three patients developed pancreatitis associated with quetiapine administration.
Patient 1. A 35-year-old female patient died 1 month postdischarge from the inpatient psychiatric unit. Her treat-

ment regimen included quetiapine (400 mg daily), valproic acid (2250 mg daily), and haloperidol decanoate intra-
muscularly. Laboratory values at 3 weeks postdischarge assessed the valproic acid trough level (107.7 µg/mL).
Cause of death was reported to be acute pancreatitis with severe dehydration.

Patient 2. A 58-year-old female patient developed 2 acute episodes of pancreatitis while on quetiapine (50 mg
once daily). Within 1 month of quetiapine initiation, the patient presented with back and abdominal pain and sus-
tained nausea. Concomitant medications included valproic acid (750 mg twice daily), bupropion sustained release,
and gabapentin. Physical examination revealed a painful epigastric region and right upper quadrant, and labora-
tory values included elevated amylase and lipase levels (232 and 1335 IU per liter, respectively) and valproic acid
level (47.2 µg/mL). The magnetic resonance cholangiopancreatography (MRCP) demonstrated mild fluid around
the pancreas and blurring edges of the pancreas. Seventeen months later, the patient presented with abdominal
pain. She was concurrently taking valproic acid (750 mg daily) and gabapentin. Laboratory values included ele-
vated amylase and lipase levels (881 and 7440 IU per liter, respectively). Treatment of both episodes included
intravenous fluids and pain medications.

Patient 3. A 45-year-old female patient developed 2 episodes of pancreatitis while taking quetiapine. The pa-
tient presented with abdominal pain. Computed tomography revealed diverticulosis of the sigmoid colon, and labo-
ratory values included an elevated lipase level (323 IU per liter). Six months later, the patient presented with left
lower quadrant abdominal pain and an elevated lipase level, amylase level, and white blood cell count. MRCP re-
vealed chronic pancreatitis with multiple pseudocysts and acute on chronic pancreatitis in the pancreatic tail.
Treatment consisted of intravenous fluid therapy and pain management.

The authors concluded that quetiapine was a possible cause of the pancreatitis episodes, and valproic acid may
have been a contributing factor. No mechanism of action was given.

Quetiapine [“Seroquel”]
Gropper D & Jackson CW (Perry Point VAMC, Perry Point, MD; e-mail: cjackson@southuniversity.edu)

Pancreatitis associated with quetiapine use. J Clin Psychopharmacol 24:343–345 (Jun) 2004
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CYCLOPENTOLATE HYDROCHLORIDE, PHENYLEPHRINE HYDROCHLORIDE
Grand Mal Seizure

No. 162

A 23-month-old male inpatient developed a grand mal seizure approximately 45 minutes after receiving
cyclopentolate and phenylephrine 10% (1 drop of each in both eyes every 5 minutes over a 15-minute period). The
patient presented with second- and third-degree burns and was receiving the eye drops as preparation for an
ophthalmoscopy, a routine procedure for evaluation of possible child abuse. An electrolyte panel drawn during the
seizure revealed low serum sodium (125 mEq per liter), high serum potassium (5.8 mEq per liter), and low serum
chloride (93 mEq per liter). Treatment included diazepam (1.2 mg intravenously). Postseizure, the patient was
tested for pseudocholinesterase (dibucaine number of 84, low enzyme activity of 1753 IU).

The authors concluded that the patient developed a grand mal seizure as a result of administration of
cyclopentolate. Cyclopentolate is well absorbed systemically upon topical administration and serves as a
muscarinic receptor antagonist. The drug is likely metabolized via pseudocholinesterase activity, and this patient
was noted to have inhibited but genetically normal enzyme activity. Thus, cyclopentolate toxicity probably was the
etiology of the seizure.

Cyclopentolate Hydrochloride [“Cyclogyl”]
Phenylephrine Hydrochloride [“Neo-Synephrine”]
Demayo AP & Reidenberg MM (Dept of Pharmacology, Box 70, Weill Med College of Cornell Univ, 1300

York Ave, New York, NY 10021; e-mail: mmreid@med.cornell.edu) Grand mal seizure in a child 30 min-
utes after Cyclogyl (cyclopentolate hydrochloride) and 10% Neo-Synephrine (phenylephrine hydrochlo-
ride) eye drops were instilled. Pediatrics 113:e499–e500 (May) 2004

DIVALPROEX SODIUM
Osteopenia

No. 163

A 28-year-old male patient was diagnosed with osteopenia 2 years after beginning treatment with divalproex
(500 mg daily at bedtime). Routine tests were being performed prior to the addition of medroxyprogesterone to the
patient’s treatment regimen. The tests revealed normal thyroid tests, liver function tests, complete blood count,
and electrolyte panel. Other laboratory tests were normal with exceptions including a decreased parathyroid hor-
mone intact IRMA (3 pg per mL) and a decreased testosterone level (294 mg per dL). Dual-energy x-ray
absorptiometry of the lumbar spine and femur revealed the T scores of the lumbar spine, neck, Ward triangle, and
trochanter (–0.38, –1.02, –1.19, –1.22, respectively). These scores provided a diagnosis of osteopenia of the
neck, Ward triangle, and trochanter. Evaluation of the left and right wrists showed closure of the epiphysial plates.
Divalproex was discontinued, and treatment with calcium carbonate (1500 mg daily), vitamin D (600 IU daily), and
alendronate (10 mg daily) was begun.

The authors concluded that administration of divalproex was a possible etiology of osteopenia in this patient. No
mechanism of action was provided.

Divalproex Sodium [“Depakote”]
McGuire JM et al (St Louis Univ Sch of Med, St Louis, MO; e-mail: michael.mcguire@bms.com)

Osteopenia associated with divalproex sodium. J Clin Psychopharmacol 24:357–358 (Jun) 2004
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PATENT BLUE V DYE
Anaphylaxis

No. 164

A female patient (no age specified) with melanoma developed a severe anaphylactic reaction within 10 minutes
of receiving an intradermal injection of 0.5% patent blue V dye (0.5 mL) around the primary melanoma. Specific
symptoms included the development of generalized urticaria followed by a life-threatening drop in blood pressure
and severe bronchial spasms leading to cardiac arrest. Sinus rhythm was established after cardiopulmonary re-
suscitation and the administration of intravenous adrenaline and prednisolone. Recovery occurred without serious
sequelae. Patch and intradermal testing to other aeroallergens, midazolam (used preoperatively), and latex were
negative. However, intradermal testing for patent blue V dye and isosulfan blue dye resulted in a 1.2 cm wheal
without systemic effects when the drugs were diluted at 1:10,000.

Based on the positive reactions to skin testing, the authors concluded that this patient experienced severe
anaphylaxis to patent blue V dye. They also noted a strong cross-reactivity between patent blue V dye and
isosulfan blue in this patient.

Patent Blue V [“Patent Blue V”]
Wohrl S et al (Division of Immunology, Allergy and Infectious Diseases, Dept of Dermatology, Med Univ of

Vienna, Wahringer Gurtel 18-20, A-1090 Vienna, Austria; e-mail: Stefan.woehrl@akh-wien.ac.at) Near
fatal anaphylaxis to patent blue V. Br J Dermatol 150:1037–1038 (Jun) 2004

CITALOPRAM
Hepatotoxicity (First Report*)

No. 165

A 44-year-old male patient developed asthenia and weight loss approximately 7 weeks after initiation of
citalopram (20 mg daily) for depression. Concurrent medications included hydroxycine hydrochloride (100 mg
daily) and clonazepam (2 mg daily). Laboratory tests revealed elevated aspartate aminotransferase and alanine
aminotransferase levels (277 and 1078 IU per liter, respectively). All other tests were normal. Citalopram was dis-
continued, and the patient’s alanine aminotransferase level returned to normal within 2 months.

The authors concluded that the patient developed hepatotoxicity as a result of citalopram administration. The
exact mechanism of this adverse effect is unknown but is believed to be metabolically mediated.

Citalopram [“Celexa”]
Lopez-Torres E et al (Malaga, Spain) Hepatotoxicity related to citalopram. Am J Psychiatry 161:923–924

(May) 2004
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