Letters to the Editor

Isotretinoin Treatment of a
Woman With Bipolar Disorder

Sir: Lithium iswidely believed to contribute to the onset or
worsening of acne.? This side effect causes concern for many
patients who are already at risk for noncompliance due to
the nature of their illness. Although the pathophysiology of
the dermatologic reactions to lithium is speculative, there is
convincing evidence that lithium increases migration of poly-
morphonuclear leukocytes into skin lesions.® This direct leuk-
octye stimulation and the resulting degranulation produces
inflammation.* Lithium-related acneiform eruptions are often
resistant to usual treatments. No medication for lithium-induced
acneisconsistently effective, and areduction in dose or discon-
tinuation of lithium may be required.>”

Isotretinoin dramatically reduces scarring and cystic acne.®
Its use is accompanied by numerous precautions, and it isindi-
cated only for severe forms of acne.® After “isolated reports
of depression and very rarely suicide” were associated with
isotretinoin,® the Food and Drug Administration (FDA) and the
drug manufacturer added an upgraded warning on the drug’'s
packaging. Thelabel now statesthat “isotretinoin may cause de-
pression, psychosis, and rarely suicidal ideation, suicide at-
tempts and suicide.” The FDA and the drug manufacturer have
emphasized that there is no definitive causal relationship and
that the adolescent age of the patient population and acne itself
are risk factors for depression.'® However, physicians are being
encouraged to be alert to the development of additional or new
clinical psychiatric symptoms during isotretinoin use and to dis-
continue treatment when necessary.

Because of these possible side effects, we were concerned
when a patient with bipolar disorder who had cystic acne
wanted to begin isotretinoin treatment. She agreed to our sug-
gestion of weekly mood monitoring, and we have reported our
findings here.

Casereport. Ms. A, a30-year-old white woman, had bipolar
| disorder for 11 years. She had past episodes of maniawith psy-
chotic features that required hospitalization. Ms. A came under
our care as a well-functioning 26-year-old married teacher, sta-
bilized on treatment with lithium, 600 mg/day, who wanted to
become pregnant. Her pregnancy was successfully managed on
treatment with perphenazine, 4 mg/day. Immediately postpar-
tum, lithium, 900 mg/day, wasreintroduced, and Ms. A’s bipolar
symptoms remained well contained. She elected not to breast-
feed. Seven weeks postpartum, she complained that her acne
was progressing. She had cystic facial acne with significant
scarring, and her dermatologist recommended isotretinoin after
unsuccessful therapy with several topical treatments and oral
antibiotics.

We replaced lithium with dival proex sodium but noted mini-
mal improvement in acne. We were wary of isotretinoin use in
our patient, who had a history of rapid loss of insight during her
decompensations. Her psychotic episodes began quickly and in-
volved paranoid ideation about her husband. This rapid loss of
insight was our major concern in that behavioral side effects
from the isotretinoin would go unreported if left to her discre-
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tion. Ms. A’s mood was stable for more than 2 months on treat-
ment with divalproex, 500 mg/day (serum level =50 mg/L, 13
hours postdose), but she still had severe acne and became insis-
tent on isotretinoin therapy.

The weekly monitoring protocol during her isotretinoin
therapy involved the Hamilton Rating Scale for Depression
(HAM-D), the Global Assessment Scale, and the Mania Rating
Scale (derived from the Schedule for Affective Disorders and
Schizophrenia). There was no significant change in any of these
scales, and Ms. A remained highly functional throughout the
treatment. However, 4 weeks after initiation of isotretinoin, 60
mg/day, she became suspicious, preoccupied by a casual com-
ment made by arelative, and was unable to sleep. Prompted by
her husband and mother, who recognized these symptoms as
early signs of previous decompensations, she immediately con-
tacted the on-call physician, who advised her to restart per-
phenazine treatment (4 mg) at bedtime. She was able to sleep
the next night, and when evaluated the following day, she was
insightful about her overreaction although still tearful and sus-
picious about the relative. We advised Ms. A to continue taking
the added perphenazine plus divalproex and remain on treat-
ment with isotretinoin because the improvement in her acne was
significant. She recovered fully and experienced no further be-
havioral symptoms after the addition of perphenazine. Ms. A
was extremely pleased with the improved condition of her skin.
Shetook isotretinoin and perphenazine for a period of 6 months,
then discontinued both medications and remained stable on
divalproex treatment alone.

The clinical effects of a 4- to 6-month course of isotretinoin
can produce a complete and prolonged remission of acne
However, if her dermatologist recommends that isotretinoin be
restarted, Ms. A has decided she will add perphenazine con-
comitantly to prevent recurrent psychiatric symptoms. Although
shewas offered atypical antipsychotics, Ms. A feels comfortable
with short-term perphenazine because she has invariably had an
excellent clinical response to impending psychosis and no side
effects.

We are presenting a method to manage patients with mood
disorders who take isotretinoin. Our emphasis is on the impor-
tance of consistent monitoring and follow-up, especially since
the successful management of a psychiatric disorder improves
the ability of the patient to adhere to birth control during
isotretinoin (which is teratogenic™) therapy. In this particular
case, the patient’s mood did not change significantly, and her
cognitive symptoms would most likely have gone unnoticed
under less careful observation. We were able to intervene imme-
diately owing to our monitoring plan with the patient and her
family.

Sincethisisasingle case study, we arelimited in our conclu-
sions. An argument can be made that isotretinoin treatment was
unrelated to destabilization. However, Ms. A had a very long
period of full stability (3 years). She had arecent pregnancy and
postpartum period during which she remained completely
stable. The postpartum period is one of very high risk for de-
compensation in women.*? She had no symptoms until 1 month
after the introduction of isotretinoin. However, the symptoms
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responded fully to the same regimen (mood stabilizer plus per-
phenazine) to which she had previously responded during de-
compensations.

Lithium is still a standard treatment for bipolar disorder and
isknown to cause or exacerbate acne in some patients. Alternate
psychotropic medications may not result in resolution of acne.
Therefore, knowledge of dermatologic therapies such as iso-
tretinoin is important for psychiatrists. In light of the recent
strengthened FDA warning, the use of this drug by patientswith
mood disorders should be cautiously initiated and managed by
the dermatologist and psychiatrist as a team.
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Seizures After Discontinuation of Low-Dose
Lorazepam From Originally Seizure-Free Clozapine
Regimen: Combined Effects?

Sir: Coadministration of benzodiazepines and clozapine has
been reported to cause severe adverse events (including respira-
tory depression, cardiovascular collapse, confusion, and de-
lirium) in anumber of patients.! Many of these patients also had
medical illnessesthat might well have been contributory factors.*
On the other hand, the reactions to the combination of benzodi-
azepine discontinuation and concomitant clozapine treatment re-
main unknown. There is evidence that seizures can occur after
rapid discontinuation of benzodiazepines, especially when they
have been taken in high doses for long periods of time.>* We here
present a clozapine-treated patient who experienced motor con-
vulsions upon withdrawal of a short-term (6-week), low-dose
(1.5-mg/day) lorazepam cotreatment. Noteworthily, this patient’s
clozapine dose was also rather small (200 mg/day), and the pa-
tient had been free of seizure activities at this dose previously.
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In contrast, when the patient afterward received risperidone (in-
stead of clozapine) therapy, cessation of lorazepam (1.5 mg/day
for 6 weeks again) led to no seizures (as determined by both close
clinical observation and serial electroencephalogram [EEG] re-
cordings). We hypothesize that this patient’s convul sions might
result from the combined effects of discontinuation of low-dose
lorazepam and an originally seizure-free clozapine regimen.

Case report. Mr. A, a 26-year-old Chinese nonsmoker, had
been physically healthy and devoid of any seizure and sub-
stance (including alcohol) abuse history. He had recently been
hospitalized for treatment-resistant schizophrenia and associ-
ated anxious moods. The baseline EEG was unremarkable (and
so were his prior EEGs, including those during treatment with
typical neuroleptics). Lorazepam (0.5 mg t.i.d.) and clozapine
were then started simultaneously; the latter was titrated to 150
mg b.i.d. over 2 weeks. After 1 week, his EEG showed frequent
generalized spike-and-wave complexes and intermittent gener-
alized theta waves. Despite no noted clinical ictal manifesta-
tion, the clozapine dosage was reduced to 100 mg b.i.d., while
lorazepam doses were kept unchanged. The repeat EEGs 1, 2,
and 3 weeks later all were unremarkable. Lorazepam was then
halted owing to an improvement in Mr. A's anxiety.

About 40 hours after the last dose of lorazepam, Mr. A expe-
rienced a witnessed grand mal convulsion lasting 5 minutes; a
second convulsion occurred 2 hours later. The EEG on the same
day showed diffuse ictal activities and slow waves. Laboratory
evaluation, including ahead magnetic resonanceimaging (MRI),
revealed negative findings. Lorazepam (0.5 mg t.i.d.) was im-
mediately reinstituted, and clozapine was stopped. Electrical dis-
turbances in the EEG vanished in 7 days. Mr. A refused to take
clozapine again; therefore, risperidone (up to 3 mg b.i.d. in 6
days) was added to the lorazepam regimen. Six weeks after its
recommencement, lorazepam was discontinued again, and ris-
peridone doses were maintained at 6 mg/day. The follow-up
EEGs 1, 2, 3, and 7 days and 1, 2, 4, 6, and 8 months |ater all
appeared unremarkable, and Mr. A has experienced no further
seizures. No antiseizure medications were added throughout.

Among benzodiazepines, lorazepam and alprazolam are
most commonly associated with withdrawal seizures.* Of note,
our patient’s lorazepam dose approximates the lowest dose
(1 mg/day) in earlier reports concerning lorazepam withdrawal
seizures.* In cases of abstinence seizures emerging after low-
dose therapy, confounding factors (e.g., concomitant medica-
tions, physical illness, aging) usualy exist.>®* However, it is
uncertain whether concurrent epileptogenic agents at seizure-
free doses could till raise the potential of this withdrawal
reaction. Compared with typical neuroleptics or risperidone,®
clozapine is rather seizure-prone. The reported prevalence of
seizureswith clozapine is 5% for patients treated with 600 to 900
mg/day, 3% to 4% for patients with 300 to 599 mg/day, and 1%
to 2% for patients receiving less than 300 mg/day.® The present
case may suggest that clozapine at preseizure doses still some-
what (albeit subclinically) lowers the seizure threshold, which
could be further curtailed by other epileptogenic factors (e.g.,
benzodiazepine withdrawal).

Another possible explanation for our patient’s grand mal sei-
zures is that the combined use of lorazepam (also with anticon-
vulsant properties’) might have masked the underlying epileptic
potential from clozapine. The suspension of this benzodiaze-
pine perhaps merely uncovered the ictal activity of clozapine
per se.

In the present case, an EEG revealing frequent generalized
spike-and-wave complexes appeared at a clozapine dose of 300
mg/day, which, in general, is not commonly related to seizures.®
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However, plasma concentration from a given clozapine dose var-
ies broadly.®® In addition, the mean plasma clozapine concentra-
tion is 20% higher in nonsmokers than in smokers.®® Finally,
Chinese patients have been reported to have 30% to 50% higher
plasma levels of clozapine in comparison with white subjects.’
Our patient, a Chinese nonsmoker, might thus have higher
plasma clozapine concentrations than a white individual (espe-
cially asmoker). This possible factor might increase our patient’s
clozapine-related seizure risk, even at such alow dose. Unfortu-
nately, blood levels of neither clozapine nor lorazepam were
available in this patient. Blood benzodiazepine levels, however,
have not been found to be useful owing to lack of studies regard-
ing concentration-response relationships.

The above observations and hypotheses are indeed prelimi-
nary. Further studies are warranted. Nevertheless, at present,
when clozapine is coexistent, very slow tapering of benzodiaze-
pines (even at low doses) is suggested. Clozapine, even at doses
originally unrelated with seizures or EEG changes, could still el-
evate the seizurerisk of benzodiazepine withdrawal (or, perhaps,
other epileptogenic factors). Moreover, this case also supports
the recommendation that the combined use of clozapine and
benzodiazepines should be discouraged.

This work was supported by grants NSC 88-2314-B109-001
(Dr. Chang) and NSC 88-2314-B109-002 (Dr. Lane) from the
National Science Council, Taipei, Taiwan.
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Bipolar II Disorder vs.
Premenstrual Dysphoric Disorder

Sir: Hendrick and Altshuler have helpfully highlighted the
need for further research into the relationship between bipolar 11
disorder and premenstrual dysphoric disorder (PMDD) with a
case report of a patient who showed significant mood variability
closely linked to her menstrual cycle.* Their patient had afamily
history of lithium-responsive bipolar disorder and had experi-
enced amajor depressive episode in the past as well as premen-
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strual dysphoria and spells of relative well-being in the post-
menstrual phase of her cycle.

On the basis of the close relationship of her symptomatic
depressive episodes to her menstrual cycle, her response to ser-
traline, and lack of therapeutic response to lithium monotherapy
and a later combination of valproate and bupropion, they rea-
sonably prefer a diagnosis of PMDD to bipolar 1l disorder for
their patient.

From this patient’s failure to respond to mood-stabilizing
agents and bupropion, they draw the conclusion that care should
be taken in making the diagnosis of bipolar Il disorder in
women of reproductive age who show monthly mood cycles.
The case they describe highlights the importance of assessment
of hypomanic episodes in this context. The diagnosis of hypo-
manic episodesin bipolar 11 disorder isprimarily aclinical diag-
nosis, and variability in definitions of hypomanic episodes may
have led to heterogeneity in samples of bipolar 11 patients al-
ready assessed for research purposes.*™

Premenstrual dysphoria is common in women with both
bipolar | and Il disorders, perhaps more so in bipolar Il disor-
der.® To assess the relationship between mood cyclicity and the
menstrual cycle, patients referred to 2 regional premenstrual
syndrome clinics are routinely prospectively assessed using the
Calendar of Premenstrual Experiences (COPE)® and the Bipolar
Mood Diary.” The Bipolar Mood Diary isasimple mood record,
derived from the COPE, which allows accurate assessment of
the intensity and degree of functional incapacity associated with
manic, hypomanic, and depressive symptoms on a daily basis.
Symptomatic criteria from DSM-1V® are rated separately, along
with daily medications, both prescribed and nonprescribed, that
have been administered.

In addition to information from an informant, we find pro-
spective self-monitoring of symptoms useful in differentiating
between PMDD and bipolar Il disorder. The Bipolar Mood Di-
ary is easy for patients to use and appears useful in helping to
determine whether hypomanic episodes reach DSM-1V diag-
nostic criteria, although these criteria have been questioned.®

We would conclude that patients who present with any form
of recurrent depressive episodes, including premenstrual dys-
phoric episodes, should be carefully examined, with the help of
an informant if at all possible, for the presence of hypomanic
episodes so that a bipolar |1 diagnosis is not missed, given that,
as Hendrick and Altshuler point out, a bipolar Il diagnosis car-
riesimplications for treatment.
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SSRI-Induced Parkinsonism May Be
an Early Sign of Future Parkinson’s Disease

Sir: In recent years, there have been several case reports of
extrapyramidal symptoms as aresult of treatment with selective
serotonin reuptake inhibitors (SSRIs)."™ These symptoms in-
clude dystonia, akathisia, and parkinsonism. In most previously
reported cases, the patients had preexisting brain diseases, but
some movement disorders developed after initiation of SSRI
treatment in both young healthy and vulnerable old patients.2*°
Furthermore, SSRIs might change the symptom profile of preex-
isting idiopathic Parkinson’s disease.® There are reports of dete-
rioration of parkinsonian patients taking SSRIs.” The literature
on this subject was recently reviewed by Caley.®

We report a case of a geriatric patient with depression who
developed reversible SSRI-associated parkinsonism and was
later diagnosed as having Parkinson’s disease.

Case report. Ms. A, a 67-year-old woman with no previous
psychiatric history, presented with major depressive disorder 2
years prior to the time of this report. She complained of sadness,
initial insomnia, anhedonia, and feelings of hopelessness and
helplessness that had begun 2 months before she sought treat-
ment. She had been taking amlodipine besylate, 5 mg/day p.o.,
for hypertension for 1 year up to the time she presented with de-
pression. She was started on treatment with fluvoxamine, 50 mg
b.i.d., which was gradually increased over a 2-week period to
100 mg b.i.d. After 6 days on this dose, Ms. A developed a pill-
rolling tremor, masked facies, bradykinesia, and a festinating
gait with tendency to retropulse. Her family reported that she
had fallen once while on this dose. Results of a cranial magnetic
resonance imaging (MRI) scan were normal. The fluvoxamine
treatment was discontinued 18 days after it was initiated, and
Ms. A began treatment with maprotiline, 75 mg/day. All signs of
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parkinsonism resolved within 2 weeks. Her depressive symp-
toms decreased gradually. She stopped taking her drug by her-
self after 6 months. The onset of parkinsonian symptoms after
fluvoxamine initiation and their rapid resolution after discon-
tinuation of fluvoxamine were thought to be a medication-in-
duced syndrome.

After an 11-month symptom-free period, Ms. A recently
came to our neurology department with pill-rolling tremor,
asymmetrical cogwheel rigidity, and bradykinesia. She was di-
agnosed as having Parkinson’s disease; no depressive symptom
had been detected. Selegiline was chosen for treatment.

Serotonin modul ates dopamine in basal ganglia by inhibiting
its production and release.® Thus, increase in serotonergic trans-
mission may cause parkinsonian symptoms in geriatric patients
who may have less dopamine available in their nigrostriatal
tract. Furthermore, SSRIs may worsen the symptoms of preex-
isting Parkinson’s disease or depressive symptoms of anhedonia
and social isolation. To our knowledge, this is the first case re-
port of a patient with reversible SSRI-associated parkinsonian
symptoms who developed Parkinson’s disease in 2 years' time.
If this finding is confirmed by further clinical observations,
SSRI-induced parkinsonism may be an early sign of Parkinson’'s
disease in vulnerable geriatric patients.
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