Q6 Oncology RNSH 2003
Picture shows erythematous rash over hands and forearms, more confluent distally, as well as red soles on feet.  What is the most likely cause?

a) methotrexate

b) doxorubicin

c) gemcitabine

d) capecitabine

e) irinotecan

I think there should be some added information in this Q.  Capecitabine and MTX can both cause Hand-Foot Syndrome, but is this a classic Hand-Foot Synd, or just a rash appearing on the extremities and sparing the trunk??  The fact that it extends to the forearms may suggest the latter.

Methotrexate (MTX) may be responsible for serious toxicity related to the liver, lungs, and bone marrow.  However, the most commonly observed side effects of MTX (at doses typically used for the treatment of rheumatoid arthritis as opposed to the high doses used in malignancy) are never life-threatening. Nevertheless, they may become clinically significant if they result in premature discontinuation of a drug that is the best therapeutic alternative for a given individual.

Common toxicities associated with MTX include the following:

• Gastrointestinal problems such as nausea, stomach upset, and loose stools

• Stomatitis or soreness of the mouth

• Macular punctate rash that usually occurs on the extremities and spares the trunk
• Central nervous system problems including headache, fatigue, or impaired ability to concentrate

• Alopecia

• Fever, but infection should be excluded

• Hematologic abnormalities, particularly macrocytosis

They usually occur within 24 to 48 hours after the weekly MTX dose. This is particularly true with regard to central nervous system and gastrointestinal complaints. Rash may appear within days of each weekly MTX dose, and fade by the time of the next week's dose.

Doxorubicin - Treatment of leukemias, lymphomas, multiple myeloma, osseous and nonosseous sarcomas, mesotheliomas, germ cell tumors of the ovary or testis, and carcinomas of the head and neck, thyroid, lung, breast, stomach, pancreas, liver, ovary, bladder, prostate, uterus, and neuroblastoma.

>10%: 

Dermatologic: Alopecia, radiation recall 

Gastrointestinal: Nausea, vomiting, stomatitis, GI ulceration, anorexia, diarrhea 

Genitourinary: Discoloration of urine, mild dysuria, urinary frequency, hematuria, bladder spasms, cystitis following bladder instillation 
Hematologic: Myelosuppression.

1% to 10%: 

Cardiovascular: Transient EKG abnormalities (supraventricular tachycardia, S-T wave changes, atrial or ventricular extrasystoles); generally asymptomatic and self-limiting. Congestive heart failure, dose-related, may be delayed for 7-8 years after treatment. Cumulative dose, mediastinal/pericardial radiation therapy, cardiovascular disease, age, and use of cyclophosphamide (or other cardiotoxic agents) all increase the risk.

Dermatologic: Skin "flare" at injection site; discoloration of saliva, sweat, or tears 

Endocrine & metabolic: Hyperuricemia 

Gemcitabine- Rash has been reported in 30% of patients - typically a macular or finely granular maculopapular pruritic eruption of mild to moderate severity involving the trunk and extremities.  
Capecitabine (Xeloda) - Treatment of metastatic colorectal cancer. 

Treatment of metastatic breast cancer in combination with docetaxel after failure of prior anthracycline therapy. 

Monotherapy treatment of metastatic breast cancer resistant to both paclitaxel and an anthracycline-containing chemotherapy regimen or resistant to paclitaxel and for whom further anthracycline therapy is not indicated.

Capecitabine can cause severe diarrhea; median time to first occurrence is 31 days.

Hand-and-foot syndrome (palmar-plantar erythrodysesthesia or chemotherapy-induced acral erythema) is characterized by numbness, dysesthesia/paresthesia, tingling, painless or painful swelling, erythema, desquamation, blistering, and severe pain.

Irinotecan- A component of first-line therapy in combination with 5-fluorouracil and leucovorin for the treatment of metastatic carcinoma of the colon or rectum; treatment of metastatic carcinoma of the colon or rectum which has recurred or progressed following fluorouracil-based therapy.

Patients with diarrhea should be carefully monitored and treated promptly. Two severe (life-threatening) forms of diarrhea may occur. Early diarrhea occurs during or within 24 hours of receiving irinotecan; is characterized by cholinergic symptoms (eg, increased salivation, diaphoresis, abdominal cramping); and is usually responsive to atropine. Late diarrhea occurs more than 24 hours after treatment; may lead to dehydration, electrolyte imbalance, or sepsis; and is usually responsive to loperamide. Patients should receive fluid and electrolyte replacement as indicated, or antibiotics if ileus, fever, or neutropenia develop. 
