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Tardive Dyskinesia as a Life-Threatening Illness

BY DANIEL E. CASEY, M.D., AND PETER RABINS, M.D.

The involuntary movements associated with tardive
dyskinesia can be a source of social and functional im-
pairment but rarely lead to serious medical complica-
tions. This case report suggests that in addition to the
typical orofacial and truncal dyskinesias, potentially
life-threatening ventilatory and gastrointestinal distur-
bances may develop that require the reinstitution of
neuroleptic therapy.

Case History

Ms. A, a 68-year-old woman, was placed on 300 mg/day of
chlorpromazine in 1958 for depression and anxiety after her
husband’s death. She continued on this dosage in sub-
sequent years because several attempts to decrease the drug
resulted in the return of anxiety. In February 1975 the chlor-
promazine dosage was decreased by 50 mg every several
months. Nine months later, at a dosage of 150 mg/day, an
irregular breathing pattern became evident. The chlorproma-
zine dosage was decreased further, and in February 1976, on
50 mg/day, Ms. A developed orofacial dyskinesias in addi-
tion to the irregular respirations. When chlorpromazine was
discontinued a month later, the respiratory distress and oro-
facial dyskinesias increased, and she developed new symp-
toms of aerophagia, dysphagia, vomiting after meals, and
episodes of retching every 2 to 3 hours. Tardive dyskinesia
was diagnosed, and treatment with deanol, 200 mg/day was
initiated. The dosage of deanol was increased to 1200 mg/
day, but the symptoms progressed and the patient was hos-
pitalized. She was discharged 30 days later taking 2000 mg/
day of deanol, with modest improvement in all symptoms.
However, as an outpatient, she had an increase in symp-
toms. Papaverine, 450 mg/day, was added for 1 month with-
out benefit.

In June 1976 the patient made several visits to the emer-
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gency room complaining of increasing shortness of breath
and persistent vomiting. She was admitted when hypoxia
and a 13.6-kg weight loss during the previous 10 weeks were
documented. Evaluation revealed orofacial dyskinesias,
aerophagia, truncal rocking, choreoathetosis in the toes,
grunting sounds and irregular respiration synchronous with
paroxysmal contraction and distention of the abdominal
wall, vomiting after meals, and episodic retching. Her symp-
toms increased with anxiety but stopped during sleep. All
medications were discontinued. Chest X ray, ECG, com-
plete blood count, urinalysis, routine serum chemistries, and
electrolytes were within normal limits. Ten attempts at pul-
monary function tests were unsuccessful because of an irreg-
ular ventilatory movement pattern. Administration of nasal
oxygen, 3 liters/minute, improved blood gas values and gave
subjective relief, but the abnormal breathing pattern contin-
ued. Vomiting after meals and episodes of retching per-
sisted, as did weight loss, and parenteral fluids were re-
quired. Gastroscopy was normal. Barium swallow and fluo-
roscopy demonstrated asynchronous contraction of the
lower esophagus with no reflux and a full range of movement
of both diaphragms. The final diagnosis was tardive dyski-
nesia with ventilatory and gastrointestinal complications.

Initially, haloperidol, 35 mg/day, was necessary to control
the symptoms, but this dosage produced parkinsonian trem-
or and rigidity. On 20 mg/day of haloperidol, Ms. A had min-
imal orofacial dyskinesias, no limb or truncal symptoms, a
regular breathing pattern, normal blood gases, no vomiting,
normal weight, and a slight parkinsonian tremor in the jaw.
Two attempts to reduce the haloperidol below 20 mg/day met
with exacerbation of the irregular breathing and subjective
shortness of breath. At l-year follow-up, on 20 mg/day of
haloperidol, arterial blood gases remained within normal
limits.

Discussion

Tardive dyskinesia is usually characterized by in-
voluntary, repetitive orofacial movements that may be
accompanied by limb and truncal dyskinesias and res-
piratory grunting. However, respiratory distress and
persistent vomiting are seldom associated with tardive
dyskinesia and raise the question of proper diagnosis.
We believe that the ventilatory and gastrointestinal
disturbances in this case were either complications or
manifestations of tardive dyskinesia, particularly in
view of the inverse relationship between decreasing
drug dosage and increasing symptoms. The gradual
onset and increase of an irregular breathing pattern as-
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sociated with abdominal dyskinesias, characteristic
orofacial, limb, and truncal dyskinesia, aerophagia,
and persistent vomiting concomitant with a steady de-
crease in neuroleptic dosage were temporally consis-
tent with the clinical emergence of tardive dyskinesia.
Further support comes from the fact that no other eti-
ologies could be substantiated to explain the blood gas
abnormalities or vomiting and from the improvement
in orofacial, limb, and truncal dyskinesias and ventila-
tory and gastrointestinal functions with haloperidol, a
potent dopamine receptor blocker capable of sup-
pressing tardive dyskinesia symptoms (1), and the re-
currence of these symptoms when haloperidol was de-
creased. Thus tardive dyskinesia can present as res-
piratory distress and persistent vomiting and should be
added to the differential diagnosis of these symptoms if
the patient has been taking neuroleptics. When these
symptoms are severe, accompanying dyskinesias
might be overlooked, but their importance in leading
to an accurate diagnosis should be emphasized.

The relationship between the specific functional pa-
thology in ventilatory and gastrointestinal activity and
typical orofacial and limb signs of tardive dyskinesia is
unclear. The patient had irregular movements of the
abdominal musculature that correlated with her irregu-
lar breathing pattern and were thought to be caused by
a diaphragmatic dyskinesia that sufficiently impaired
normal breathing to compromise pulmonary gas ex-
change. This was not unequivocally substantiated be-
cause pulmonary function tests could not be per-
formed. However, a return from hypoxia to normal
blood gas values after control of the dyskinesias sup-
ports the contention that the respiratory distress de-
veloped from a disturbance in the breathing pattern
rather than in the pulmonary parenchyma. Although
the diaphragms were briefly observed to function nor-
mally during a barium swallow, a paroxysmal dia-
phragmatic dyskinesia may have been quiescent or
temporarily suppressed during swallowing as other
dyskinesias can be reduced during voluntary move-
ments of the affected muscle groups. It was concluded
that the patient’s vomiting and episodic retching re-
sulted from a combination of asynchronous esophage-
al movements and gastric distention that occurred
from aerophagia associated with involuntary mouth
movements. It is doubtful that the gastrointestinal
symptoms originated from the alimentary tract below
the level of the diaphragm since this is primarily
smooth muscle, and tardive dyskinesia involves
striated muscle. Therefore, the ventilatory and gastro-
intestinal symptoms were probably complications of
the tardive dyskinesia, but the pathophysiology re-
mains to be defined.

Although guidelines can be proposed for the general
management of tardive dyskinesia, this case illustrates
the need to individualize treatment strategies. A logi-
cal approach would be to counteract the striatal influ-
ences of hypersensitive dopamine receptors (2) by
augmenting the proposed counter-balancing choliner-
gic system (3). Deanol, which may increase available
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acetylcholine (4), has been variably beneficial in tar-
dive dyskinesia (5) but was not effective in controlling
this patient’s symptoms. Papaverine, an opiate alka-
loid of unknown mechanism of action, was similarly
ineffective, although it has been previously reported to
ameliorate tardive dyskinesia symptoms (6). Thus,
this 68-year-old patient presented the clinical dilemma
of balancing the risks and benefits of no treatment ver-
sus palliative treatment with neuroleptics. The symp-
toms had gradually progressed over 6 months, dis-
rupting the physiological equilibria of ventilatory and
gastrointestinal functions to the point of requiring na-
sal oxygen and intravenous feedings, so rapid sponta-
neous improvement was unlikely and symptom control
was imperative. Haloperidol was started to reverse the
patient’s deteriorating condition, acknowledging the
likelihood that it would suppress symptoms in the
short run but possibly lead to increased dyskinesias in
the future. Although 35 mg/day of haloperidol was ini-
tially required to suppress symptoms, a maintenance
dose of 20 mg/day successfully controlled the dyski-
nesias. Attempts to decrease this maintenance dose re-
sulted in the return of irregular respirations and
marked orofacial movements, but there has been no
symptomatic breakthrough, as has been previously re-
ported (1).

The coexistence of the presumed pharmacologically
opposite neuroleptic-induced tardive dyskinesia and
parkinsonism is both clinically and theoretically chal-
lenging. Decreasing the haloperidol dosage to reduce
parkinsonian tremor led to an increase in tardive dys-
kinesia, while increasing it to reduce tardive dyski-
nesia led to an increase in parkinsonism. A similar sit-
uation has been described in an attempt to modulate
the two coexisting syndromes with anticholinergic
agents (7). Although an asymptomatic midpoint could
not be achieved, a maintenance dose of neuroleptic
gave a tolerable balance of minimum tardive dyski-
nesia and parkinsonism. The failure to find a point at
which neither tardive dyskinesia nor parkinsonism oc-
curred suggests that the concept of a single nigro-
striatal dopaminergic system controlling bradykinesia
and hyperkinesia should be expanded. Physiological
data suggest there are inhibitory and excitatory do-
paminergic receptors in the striatum (8), and it has
been postulated that these receptors may be dif-
ferentially affected by neuroleptics to yield pharmaco-
logical subtypes of tardive dyskinesia (9). It may also
be that both receptor types are involved in causing the
simultaneous occurrence of acute and long-term
neuroleptic-induced extrapyramidal disorders.

This case also adds to the report (10) of tardive dys-
kinesia in nonpsychotic patients and speaks against
neuroleptic use in illnesses where other non-
neuroleptic therapies are available. Chronic use of
neuroleptics is necessary in some instances for the
continued control of psychotic conditions, but the de-
velopment of potentially fatal dyskinesias emphasizes
the need to withdraw the neuroleptic whenever pos-
sible.
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Addition of Reserpine to Antipsychotic Medication in Refractory Chronic

Schizophrenic Outpatients

BY NORMAN M. BACHER, M.D., AND HARVEY A. LEWIS, M.D.

We have followed many treatment-refractory chron-
ic schizophrenic patients over several years in a Veter-
ans Administration outpatient clinic. These patients
have failed to improve after prolonged or repeated hos-
pitalization, respond poorly to large doses of antipsy-
chotics, are withdrawn, socially isolated, and have flat
affect. They demonstrate overt thought disorder, hal-
lucinations, somatization, and dependency, with
marked anxiety about their lack of functioning and im-
pulse control. Increasing the dosage, changing or com-
bining antispychotics, despite negative reports on mul-
tiple drug use (1), and adding antidepressants or minor
psychotropics have not produced significant results in
this group of patients.

Clinical Study and Results

Reserpine, 0.75-6 mg/day, was added to the antipsy-
chotic medication of 13 refractory patients. The anti-
psychotics they had previously received included
chlorpromazine, thioridazine, trifluoperazine, per-
phenazine, loxapine, and thiothixene. For some pa-
tients these antipsychotics were reduced or changed
after reserpine was added. Patients were seen at 1- to
4-week intervals. Reserpine was started at a low dose,
which was increased but discontinued or reduced at
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the first appearance of unusual discomfort or side ef-
fects. We have a baseline of many years’ observation of
these patients, so we believe we can detect significant
change or lack of change. Seven of the 13 refractory
patients continued on the combined medication for at
least 4 months and showed slight to marked improve-
ment in mood, affect, and social interaction and a de-
crease in somatic concern, hallucinations, and with-
drawal. Reality orientation and ability to cope with life
situations improved. After 8 months there was no evi-
dence of increased depression in this group of patients.
In some, a decrease in depression was noted on com-
bined medication. The other 6 refractory patients, who
were receiving relatively small doses of reserpine, re-
jected the combination after a few days to 2 weeks be-
cause of tiredness, sluggishness, depression, or other
uncomfortable somatic feelings. These patients tended
to be younger, less compliant, and more aggressive
about discontinuing the medication (see table 1).

Discussion

Reserpine has a complicated molecular structure
that is markedly different than that of other antipsy-
chotics. Reserpine is the earliest modern antipsychot-
ic. Three stages of reserpine’s action in psychotic pa-
tients have been described in the literature: sedation,
turbulence, and integration (2). Several articles on
combined use of reserpine and chlorpromazine were
published in the 1950s when chlorpromazine was new.
Small doses of chlorpromazine added to large doses of
reserpine were said to induce a smoother antipsychot-
ic action, especially in patients who were resistant to
reserpine (3). Reports soon appeared indicating that
the newer phenothiazines were more rapid in action





