Outline of Lecture 21 (09-10 PP; Emens)

Pathophysiology of Cancer

METASTATIC CASCADE

- Overall idea that host-cancer interactions determines progress through the metastatic cascade


1.  Formation of the primary tumor


2.  Progressive growth and angiogenesis



- interplay between pro- and anti-angiogenic factors


3.  Invasion (to gain access to blood stream or lymphatics)


4.  Embolization and transport



- very few cells survive blood stream due to shear stress and leukocytes


5.  Arrest in capillary beds, adhesion, and extravasation


- idea that chemokines from local environment must match receptors on cancer cells in order for metastasis to be established


6.  Progressive growth (or dormancy)



- process repeats to step 2

ONCOLOGIC EMERGENCIES

1.  Spinal cord compression



- PP: vertebral body collapse ( anterior spinal cord compression



- Neurologic status (ability to walk) at presentation is main prognostic indicator



- Back pain is initial symptom, followed by sensory loss and motor weakness



- Diagnose with MRI with Gd contrast, treat with steroids and radiation


- 10-40% of acute spinal cord compressions have undiagnosed cancer; most common causes are prostate, breast, and lung cancer


2.  Superior Vena Cava Syndrome (SVCS)

- PP: external compression or thrombosis ( ( BP in areas drained by the SVC ( predictable symptoms


- 80% of SVCS have cancer (usually small cell lung cancer)


- Diagnose with chest radiograph or CT scan, treat with chemotherapy, radiotherapy or anticoagulation


3.  Leukostasis

- PP: blockage of microcirculation by immature leukocytes ( tissue hypoxia and organ dysfunction


- Present with high myeloblast, lymphoblast or lymphocyte count plus symptoms of leukostatic syndrome (see notes)


- Treatment should be supervised by leukemia specialist; leukapheresis, hydration, urine alkalinization, allopurinol, chemotherapy


4.  Hypercalcemia of malignancy



- Commonly caused by hyperparathyroidism or malignancy


- 1,25-dihydroxyvitamin D (promotes ( increased body stores of Ca) associated with melanoma, myeloma, lymphoma


- PTH (promotes bone resorption) associated with lung carcinomas, melanoma, prostate/breast/kidney cancer


- Present with high serum Ca and other symptoms


- Treat with diuretics (lose Ca), bisphosphonates (inhibit bone resportion), and treat underlying cancer
CANCER-ASSOCIATED PROBLEMS

1. Paraneoplastic syndrome

- Ectopic ACTH syndrome: most common endocrine paraneoplastic syndrome, associated with Cushing’s syndrome


- Neurologic paraneoplastic syndromes


- Eaton Lambert myasthenic syndrome: muscle weakness that improves with activity, poor response to edrophonium Cl


2. Hematologic manifestations



- Trousseau’s syndrome:  aka thrombophlebitis, highest in pancreatic cancer


3. Gastrointestinal manifestations



- Weight loss!, e.g. by anorexia or cachexia


4. Cancer Pain



- 3 types of pain: somatic, visceral, neuropathic



- Do not ignore pain…will tell you how to treat patient



- Cancer pain can be well managed


5. Performance status



- Measures of functional capacity is a major prognostic factor

