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A) Steroid Psychosis

STEROID PSYCHOSIS

Patients with corticosteroid-induced psychosis often have fluctuations in symptoms which vary at different times between SCHIZOPHRENIA, mania, or DELIRIUM (Peet & Peters, 1995). The incidence of severe psychiatric symptoms is about 5% (Peet & Peters, 1995) but has been reported in up to 50% of patients (Silva & Tolstunov, 1995). Psychiatric symptoms are dose related and appear more often in patients receiving prednisone 40 mg/day or the equivalent dose of other corticosteroids (Hall et al, 1979; Anon, 1972). Women and patients with systemic lupus erythematosus are also more likely to develop psychiatric symptoms (Peet & Peters, 1995). Symptoms usually occur within the first two weeks of corticosteroid therapy. Treatment consists of decreasing the dose or discontinuing the corticosteroid, if possible, for mild symptoms. If high-dose corticosteroid therapy is medically necessary or symptoms are severe, use of phenothiazines is the recommended treatment. Lithium carbonate prophylaxis has also been used in patients with previous corticosteroid-induced psychosis who require additional treatment with corticosteroids (Kemp et al, 1977; Siegel, 1978; Falk et al, 1979). Tricyclic antidepressants are NOT recommended because they may actually worsen symptoms (Peet & Peters, 1995; Silva & Tolstunov, 1995). Complete recovery occurs in over 50% of patients within two weeks and in over 90% by six weeks (Silva & Tolstunov, 1995).

UptoDate

However, many patients develop disturbing psychiatric symptoms; some of these effects can occur quickly, within a few days. In one prospective but uncontrolled study of 50 patients, for example, large doses of corticosteroids induced hypomanic symptoms in about 30 percent and depressive symptoms in about 10 percent by the end of one week [58]. No patient became overtly psychotic, demented, or delirious.

A second report found that patients treated with prednisone doses of 5 to 40 mg/day for at least one year had a partial loss of explicit memory; elderly patients were more susceptible to memory impairment with less protracted treatment [59]. The effect on memory began as early as three months after the initiation of therapy.

Symptoms such as akathisia, insomnia, and depression can be seen even in patients taking low doses. In addition, daily split-dose therapy interferes with the normal pattern of diurnal cortisol production, possibly leading to sleep disturbances.

Other adverse effects of corticosteroids on the central nervous system have been described:

* Psychosis can occur, but almost exclusively at doses of prednisone above 20 mg/day given for a prolonged period [60]. Patients with SLE who are on higher doses present a particular problem, since it is often difficult to differentiate psychosis due to prednisone from central nervous system lupus.

B)Cerebral Mets

CLINICAL MANIFESTATIONS — It is estimated that more than two-thirds of patients with cerebral metastases experience neurologic symptoms during the course of their illness [5,7]. The clinical features are extremely variable, and the presence of brain metastases should be suspected in any cancer patient who develops new neurologic symptoms. In one study of 815 patients with systemic cancer and neurologic symptoms (back pain, altered mental status, or headache), 45 percent had metastatic involvement of the nervous system and 16 percent had brain metastases [13].

The majority of patients with metastatic disease present with progressive neurologic dysfunction resulting from a gradually expanding tumor mass and the associated edema; rarely, symptoms are due to the development of obstructive hydrocephalus.

Approximately 10 to 20 percent of patients present acutely with seizures, while another 5 to 10 percent present acutely due to strokes caused by embolization of tumor cells, invasion or compression of an artery by tumor, or hemorrhage into a metastasis [8,14]. Melanoma, choriocarcinoma, and thyroid and renal carcinoma have a particular propensity to bleed [8].
The clinical presentation of brain metastases is similar to that of other brain tumors and includes headaches, focal neurologic dysfunction, cognitive dysfunction, and seizures.

* Headaches occur in approximately 40 to 50 percent of patients with brain metastases. The frequency is increased in patients with multiple metastases or posterior fossa metastases [1]. The headaches are usually dull, nonthrobbing, and often indistinguishable from tension headaches [15]. They are usually on the same side as the tumor, although they can be diffuse. Characteristics of increased intracranial pressure, such as early morning headaches or headaches exacerbated by coughing, bending, and straining, are present in less than one-half of patients with brain metastases and headaches. (See "Approach to the patient with headache syndromes other than migraine").

The headaches may be associated with nausea, vomiting, and transient visual disturbances. Papilledema is present in less than 10 percent of patients at the time of presentation.

* Focal neurologic dysfunction is the presenting symptom of 20 to 40 percent of patients. Hemiparesis is the most common complaint but the precise symptom varies with the location of the metastases [1].

* Cognitive dysfunction, including memory problems and mood or personality changes, is the presenting problem in 30 to 35 percent of patients. In patients with known malignancy who develop altered mental status, metabolic encephalopathy is a much more common cause than metastatic disease [13].

* New onset of seizures is the presenting symptom in 10 to 20 percent of patients [16-19]. Seizures in patients with brain metastases generally indicate supratentorial disease [17].

D) Meningitis

Neoplastic meningitis occurs when malignant cells gain entry into the cerebrospinal fluid (CSF). Although recognized in approximately 4 to 7 percent of all cancer patients [1,2], it is a dramatically underdiagnosed entity in patients with both extraneural cancers and primary brain tumors [3-9]. The frequency of leptomeningeal disease in autopsy series averages 20 percent, and is much higher in certain diseases [2,10]. The most common solid tumors associated with meningeal dissemination are breast (particularly the infiltrating lobular subtype) and lung tumors [11,12]. The frequency of clinically recognized carcinomatous meningitis according to primary cancer is as follows [2,5-9,13]:

    * Breast cancer — 5 percent

    * Lung cancer — 9 to 25 percent, particularly high in relapsed small cell lung cancer (42 

percent)

    * Metastatic melanoma — over 20 percent

    * Non-Hodgkin's lymphoma — 5 to 10 percent

    * AIDS-related primary central nervous system lymphoma (PCNSL) — 25 to 35 percent

    * Carcinomas of unknown primary site (CUP) — 1 to 7 percent

Leptomeningeal metastases from most solid tumors confer a poor overall prognosis. Mean survival from the time of diagnosis is two to four months. However, some patients, particularly those with lymphoma or breast cancer, survive for more than 12 months with reasonable quality of life.
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Meningeal metastasis occurs in 3-8% of all cancer patients, producing neurologic morbidity and a high mortality. Diagnosis is best established by the demonstration of malignant cells in the cerebrospinal fluid. However, in patients with known cancer, MR scan with gadolinium may be diagnostic when subarachnoid nodules can be demonstrated in the head or spine. Therapy usually involves radiotherapy to symptomatic sites, often followed by intrathecal chemotherapy. Intrathecal chemotherapy is best delivered by an intraventricular reservoir system but can also be delivered by repeated lumbar puncture. Methotrexate, cytarabine and thiotepa are the most common agents instilled into the subarachnoid space. Their limited efficacy can be explained by their restricted spectrum of antitumor activity. Patients with leptomeningeal metastasis from leukemia, lymphoma or breast cancer tend to respond best and this may, in part, be attributed to the relative sensitivity of these primary tumor types to the agents administered intrathecally. Systemic chemotherapy may prove a more attractive alternative to intrathecal drugs since it can penetrate into bulky disease, reach all areas of the subarachnoid space, and not be restricted by CSF bulk flow. The prognosis for patients with leptomeningeal metastasis is poor, most individuals surviving a median of only about four months. Occasional patients do have prolonged survival and improvement of their neurologic function.

E) Opiates
Sedation and cognitive dysfunction — Somnolence and mental clouding are common complaints when opioids are initiated or escalated. In addition, patients with advanced cancer may manifest delirium and behavioral disturbances, which are frequently misdiagnosed 

Micromedex

The use of MORPHINE in doses of 5 to 10 mg or more has been reported to result in both visual and auditory HALLUCINATIONS in a few patients (Alexander & Spence, 1974; Bellville et al, 1968a; Ebido et al, 1972). Anecdotally, MORPHINE-related hallucinations seem more common in elderly cancer patients, particularly if they have had uncontrolled pain for a long time or if they are very anxious (Waller & Bailey, 1987). If hallucinations develop in terminal cancer patients, the dose should be reduced and the type of pain and the presence of anxiety should be evaluated. Co-medication with other analgesics (eg, NSAID's) or anti-anxiety or psychotropic agents may be effective in eliminating the hallucinations while maintaining pain control. 

Described as a rare complication of Morphine by the USPDI

Oncology 2003

Question 12

Answer (B)

* Pain is not a major determinant of interest in or use of euthanasia or PAS [8,35,38,46-49]. As an example, among the patients receiving PAS in Oregon during the first year, only 1 of 15 had uncontrolled pain [45]. In another report, pain, pain intensity, and pain-related functional impairment were not associated with interest in PAS among HIV/AIDS patients [43]. Similar findings have been noted among patients with cancer [19,46]. However, others have found that for terminally ill patients, pain was among the factors associated with personally considering euthanasia or PAS [20].

* Depression, hopelessness, and general psychological distress are consistently associated with interest in PAS and euthanasia [19,20,43,44,49]. Patients who are depressed are more likely to change their minds about initial requests for PAS and euthanasia [20].

* The data are conflicting regarding the role that real or perceived caregiving needs plays in the decision to request euthanasia or PAS among terminally ill patients [20,44,46].

Several studies

Patients who request assistance with suicide appear to be motivated by several factors, including loss of autonomy and a determination to control the way in which they die.

The patient concerns most often perceived by physicians were worries about loss of control, being a burden, being dependent on others for personal care, and loss of dignity.

Agreement with euthanasia was significantly related to male sex, lack of religious beliefs, and general beliefs about the suffering of cancer patients and their families. In multivariate analysis, the only characteristics that remained statistically associated with support were the strength of religious beliefs and the perception that patients with cancer are a heavy burden on their families. Frequency of suicidal ideation was associated with poor well-being, depression, anxiety, and shortness of breath, but not with other somatic symptoms such as pain, nausea, and loss of appetite.

