
LETTERS

Unresponsiveness to nifedipine treatment

TOmE EDITOR: Calcium-channel blocking agents are widely used for
hypertension, ischemic heart disease, congestive heart failure, supra­
ventricular tachyarrythmias, and in digital vasospasm (Raynaud's phe­
nornenon),""

Well-known adverse effects of nifedipine are hypotension, I headache,
flushing, and peripheral edema.' Other potential, although rare, ad­
verse effects include diabetogenic effect,' liver damage! eye pain and
blurred vision,' and agranulocytosis in hemodialysis.'

We wish to report a case of increased blood pressure following nifedi­
pine treatment.

A41-year-old woman wasadmitted totheDepartment ofFamily Medicine with
a two-day history of severe headache accompanied bydizziness andnausea. Her
previous history was negative forhypertension, diabetes mellitus, andsmoking.
Sheexperienced onlyoccasional headache during thelastfewyears.

On admission, herblood pressure was1501120 mmHgand herheartratewas86
beatslmin. Blood pressure wasdetermined witha mercury sphygmomanometeron
therightarmaftera restoften minutes. The diastolic blood pressure was defined
bythefifth Korotkoff phase. Recorded blood pressure wasthemean ofthreedeter­
minations. The patient'sphysical andneurologic examination including fundus
wasunremarkable. Because of her bloodpressure,whichwasassociated with
severe headache, treatment withnifedipine 10mg sl was begun. Heartrateand
blood pressure were measured every5 minutes during the30 minutes aftertreat­
mentwithnifedipine. Thepatient didnotrespond totreatment. Herblood pressure
during 30 minutes gradually increased to 1701120 mm Hg witha heartrateof 88
beatslmin. Shereceived another doseofnifedipine 10mgsl.During thesubsequent
30 minutes herblood pressure and heart ratewere measured continuously every
five minutes. Within one hourof beginning nifedipine treatment, herblood pres­
sureincreased to220/150 mmHgandherheartratewas 90beatslmin. Inthefaceof
unresponsiveness to nifedipine she wastreatedwithoralcaptopril25 mg. Her
blood pressure during thenext 30minutes gradually decreased to 220/120; 1901110;
and then130/80 mmHg.Shecontinued toreceive captopril 25 mgtid.

On the following day the patientsuddenly developed typicalepilepticcon­
vulsions andwas transferred toa medical centerfor further investigation. During
hospitalization her physical and neurologic examination including fundus re­
mained unremarkable. Bloodpressurewithoutantihypertensive treatment re­
mained between 110/80 and120nO mmHg. Laboratory examinations, including a
complete bloodcell count,a serologic test forsyphilis,a urinalysis, and blood
chemical analyses, revealed noabnormalities. Further examination of the patient,
including computed tomography of thebrain andmagnetic resonance imaging re­
vealed arterial-venous malformation versus hemorrhagic stroke in theleftparietal
lobe. Thepatient's epileptic fits were controlled with carbamazepine 100 mgtid.

During eightmonths of follow-up afterdischarge fromthe hospital thepatient's
blood pressure remained between 120/110 and110160 mmHgwithout antihyperten­
sive treatment. Shecontinued to receive carbamazepine.

This report shows that unresponsiveness to nifedipine, although rare,
may be observed. One of the potential disadvantages of nifedipine in
hypertensive emergencies is hypotension or normotension, I hypoten­
sion with circulatory collapse," cerebral edema, and hypertensive en­
cephalopathy.I Paradoxic effects of nifedipine-aggravation of myocar­
dial ischemia in or without angina" and any significant arterial blood
pressure change during the period of treatment with nifedipine" have
been reported as well.

Our patient was unresponsive to nifedipine with a continued rise in
blood pressure and without significant change in heart rate.

Captopril is an orally active inhibitor of angiotensin-converting
enzyme and has been widely used in the treatment of patients with mild to
moderate essential hypertension; severe hypertension not responsive to
conventional diuretic/beta-adrenoreceptor blockers; vasodilator regi­
men; and of patients with chronic congestive heart failure refractory to
treatment with a diuretic and digitalis." The fact that the patient
responded well to captopril and not to nifedipine shows that, in this case,
there was a disturbance of nifedipine-selective arteriolar vasodilatation'
which leads to the blood pressure elevation. This phenomenon was per­
haps associated with congenital brain anomaly (arterial-venous malfor­
mation) and with the hemorrhagic infarction.

Therefore, this report on our patient's curious reaction provides an

interesting observation-blood pressure elevation after nifedipine treat­
ment.
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Relationship between tranylcypromine sulfate dose and
monoamine oxidase inhibition

TOTHEEDITOR: A relationship between platelet monoamine oxidase
(MAO) activity and clinical antidepressant response has been demon­
strated for patients receiving the nonspecific MAO inhibitor, phen­
elzine sulfate. 1·3 Patients responding to MAO inhibitor therapy have
demonstrated significantly higher degrees of platelet MAO inhibi­
tion.": This inhibition as a measure of tranylcypromine's (TCP) clini­
cal effectiveness is controversial. Previous studies have shown the
effect of phenelzine is not superior to that of placebo until greater than
80 percent inhibition of platelet MAO is obtained.v' We report a
relationship between percent platelet MAO inhibition and TCP dose.

Fiveadultpatients,aged33-61 years,received rep formanagement oftheir
affective illness. Patients with renal, hepatic, or cardiovascular disease were
excluded as were mentally retarded or court-committed patients. Eachpatient
was givenTCP 20 mgidfor at leastone week. Bloodconcentrations of TCP
weredrawnat0, 14,20, and24hoursfollowing thelastdoseofthedrug. Each
patient,exceptforone nonresponding patientwhowasswitched to electrocon­
vulsive therapy, wasthenrestartedat30or40mgld forat leastoneweek. Blood
samples weredrawn at timessimilarto thoseforthefirst setofsamples. Platelet
MAO activitywasmeasured usingtryptamine as thesubstrate according to the
method of Murphy et al."Fromthesedatawediscovered a statistically signifi­
cant correlation (r2=0.6O) between percent MAO inhibition and TCP dose,
whichis described by Equation I and presented in Figure I:

Percent MAO inhibition = 118.8(logTCPdose)+98.7 Eq. I

Although no patient in this study achieved a percent MAO inhibi­
tion greater than 64.8, the resulting logarithmic relationship indicates
that 80 percent MAO inhibition can be achieved with a tranylcy­
promine dose of 0.7 mg/kg/d (p:50.05).
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Figure I. Logarithmic dose to percent MAO inhibition correlation for tranylcy­
promine.

A starting phenelzine dose of 1.0 mg/kg/d was recommended by
Robinson et al. because it was likely to be associated with greater than
80 percent MAO inhibition, which is in turn associated with a positive
antidepressant response. With a dose of phenelzine 60 mg/d for six
weeks, 68 percent of patients with MAO inhibition of 80 percent or
greater responded favorably and 79 percent of patients with MAO
inhibition greater than 90 percent showed improvement. However, the
response rate was only 44 percent in those achieving less than 80
percent inhibition, and the placebo improvement rate was only 32
percent. Because plasma tranylcypromine concentrations are poor
predictors of response, this pilot study provides useful information
indicating that an initial tranylcypromine dose of 0.7 mg/kg/d will
achieve 80 percent MAO inhibition in platelets.
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Inadvertent administration of acetohexamide instead of
acetazolamide

TO THE EDITOR:An 83-year-old man was hospitalized with a sudden
onset of hypoglycemia. He had a past medical history of glaucoma,
severe hypertension, degenerative joint disease, peptic ulcer disease,
and chronic renal impairment. He did not, however, have any past
history of diabetes. Upon admission he was taking acetazolamide,
metoprolol, minoxidil, furosemide, and pentoxifylline orally and pil­
ocarpine, timolol, and epinephryl borate eye drops. Our first suspi­
cion for the cause of his unwarranted hypoglycemia was the beta­
blocker medication he was on; however, after further investigation it
was found to be due to something entirely different.

The patient was taking acetazolamide 250 mg tid to treat his
glaucoma. His nursing home gave him two doses of a newly filled
prescription of acetazolamide before he was admitted to our hospital.
After retrieving the vial these tablets were dispensed in, we found that
the medication it contained was not acetazolamide (Diamox) but
rather acetohexamide (Dymelor). We believe this error happened due
to one or more of the following reasons: (I) both the brand and generic
names sound alike; (2) both tablets are white; and (3) both tablets
come in a 250-mg strength.

Pharmacists should be aware of the potential for this mistake. Per­
haps the manufacturers can help avoid this problem by imprinting the
name of the drug directly on each tablet.
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Peripheral neuropathy in HIV patient after isoniazid
therapy initiated

TO THE EDITOR: Isoniazid (lNH) is an effective antituberculosis
agent that has been used routinely since 1952. Soon after INH was
released reports of peripheral neuropathy started appearing in the
literature.t" Peripheral neuropathy is the most common complication
of INH therapy, occurring most often in "slow acetylators" and
patients who are malnourished, uremic, alcoholic, or diabetic. Biehl
and Vilter demonstrated that peripheral neuropathy was caused by a
drug-induced deficiency of vitamin B•.' The neuropathy is usually
dose-related, occurring in 44 percent of patients receiving greater than
16 rng/kg/d.'

A 27-year-oldHIY-positive man presented with increasedtemperatureand
wasfound to havemoderateinfiltrationon chest X-ray. The patienthadexperi­
enced a 9-kg weight loss over the past two months (ideal body weight80 kg;
actual body weight 68 kg).

Mycobacterium tuberculosis was cultured by bronchoscopy and INH 300
mg/d therapy was initiated. Ten days after INH was begun the patient started
complainingof severefoot pain. Pyridoxine50 mg/d and amitriptyline75 mg
qid were initiated. The pain resolvedover 20-30 days. The INH dose was4.9
mg/kg/d and other medications included rifampin 600 mg/d, pyrazinamide
1500mg/d, and zidovudine200 mg q4h.
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