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- Metabolic disorders in patients receiving cancer chemotherapy fall into two groups:
(i) disorders related directly to the tumor (e.g., urinary tract compression, spontaneous
lysis, syndrome of inappropriate secretion of antidiuretic hormone [SIADH]) and
(ii) disorders related to anticancer agents (e.g., drug-induced tumor lysis, electrolyte
disturbances)
- Spindle poisons (eg vincristine, vinblastine) can cause SIADH,
often with concomitant peripheral neuropathy and intestinal ileus.
- Alkylating agents such as cyclophosphamide (lymphomas and solid tumors) or
melphalan (myelomas) and, more rarely, chlorambucil and thiotepa can induce SIADH.
- Cisplatin (used to treat cancer of the lung, ovary, or testis and relapsing lymphoma) is
associated with hyponatremia related to SIADH or tubular wasting in 4% to 10% of patients.
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Diagnostic strategy should follow the rules that apply to all drug-induced lung disorders:
1. Rule out pulmonary edema due to congestive heart failure.
2. Rule out lung infection due to an opportunistic or nonopportunistic organism
3. Rule out lung infiltration by the cancer cells.
4. Check that the time from chemotherapy administration to respiratory symptom
onset matches cases reported in the literature and determine whether the
respiratory symptoms recur with each chemotherapy course (rechallenge).
5. Check that the clinical manifestations and laboratory test abnormalities are
consistent with lung toxicity induced by the suspected drug (intrinsic evidence of
causality).
6. Determine whether the symptoms resolve after the drug is stopped and
glucocorticoids are given if needed
Bleomycin
- Bleomycin toxicity occurs in 3% to 40% of patients, the lung being the main target.
- Pneumonitis with diffuse infiltrates and fibrosis is the most typical manifestation,
and it has a fatal outcome in 1% to 15% of cases
- Established risk factors include:
(i) higher cumulative bleomycin dose
(ii) renal failure.
(iii) age older than 70 years,
(iv) tobacco use,
(v) concomitant radiation therapy to the chest,
(vi) use of high fractional concentrations of inspired oxygen (often during surgery), and
(vii) concomitant use of G-CSF or of other cancer chemotherapy agents exhibiting lung
toxicity
Methotrexate:
- Methotrexate causes acute or subacute pneumonitis simulating an infection, usually
with interstitial involvement, in 1% to 7% of patients.
Other drugs:
- With fludarabine, lung toxicity occurs in 8% of patients.
- Gemcitabine use causes pulmonary toxicity in 5% of patients.
- Within 8 days after cytarabine, respiratory distress of variable severity develops
in 13% to 28% of patients.
- Cyclophosphamide leads to clinical lung toxicity in almost 1% of patients.
- Anthracyclines (doxorubicin, daunorubicin, epirubicin, idarubicin, and
mitoxantrone) are the main culprit of cardiac toxicity.
- Drugs of the taxane class, most notably paclitaxel , given in combination
with anthracyclines, lead to cardiotoxicity which occurs in more than 20% of
patients treated with this combination.
- Two clinical presentations can be distinguished based on the timing of symptoms
relative to anthracycline therapy-acute cardiotoxicity and chronic cardiotoxicity, which
may be early (subacute) or delayed.
- Acute cardiotoxicity manifests as a rapid deterioration in cardiac function during or
within 1 week after the administration of anthracycline therapy, usually with reversal of
the abnormalities after discontinuation of the drug (occurs in fewer than 1% of patients).
- Chronic cardiotoxicity is far more common.
- The subacute form is characterized by irreversible dilated cardiomyopathy within 1 year
after anthracycline discontinuation; the delayed form develops insidiously after more than
1 year and runs a slowly progressive course.

