ONCOLOGY QUESTIONS 2003 PAPER RNSH

1. Which non-gastrointestinal cancer is commonly found in Lynch syndrome?

(A) lung

(B) sarcoma

(C) endometrial

(D) renal

(E) ??

Lynch syndrome I and II are associated with Hereditary Non-Polyposis Colorectal Cancer which is the most common form of inherited colon ca accounting for 1-5% of all cases. It has classically been divided into two subgroups:
Lynch syndrome I: hereditary site specific colon cancer

Lynch syndrome II: cancer family syndrome

Distinction between the two is becoming blurred so usually differentiation is made on genetic classification

Both are characterized by early age of onset of colon cancer usually affecting the right side of the colon usually from preexisting adenomas usually of villous histology. 

Mean age of onset is 48 years with some patients presenting in their twenties
70% of first lesions occur proximal to the splenic flexure

10% will have synchronous lesions (simultaneous appearance of more than one lesion) or metachronous lesions (non-anastomotic lesions occurring less than six months after the 1st)

Lynch syndrome II is characterized by a high risk of extracolonic tumors especially endometrial cancer which develops in up to 43% of females in affected families. Other associations include but less commonly ovarian, gastric, hepatobiliary, small bowel or TCC of the ureter or renal pelvis
Muir-Torre syndrome: association with sebaceous gland tumors

Turcotts syndrome: association with glioblastoma multiforme

GENETIC ASSOCIATIONS
Most common association is a germ-line mutation in one of six mismatch repair genes (MMR) which are responsible for correcting nucleotide base mispairs and small insertions or deletions that occur during DNA replication.

hMSH2 is the most common

the specific genetic mutation determines the clinical manifestation of the disease eg hMSH2 is more commonly associated with extracolonic manifestations

“Microsatellite instability” refers to the expansion or contraction of short repeated DNA sequences caused by the insertion or deletion of repeated units and has been observed in up to 90% of tumors in patients who fulfill the Amsterdam criteria although it is also found in up to 15% of patients with sporadic colorectal ca.


DIAGNOSIS OF  HNPCC:

Bethesda criteria: should consider genetic testing in :
· Individuals with 3 or more relatives with histologically verified HNPCC associated cancer – colorectal cancer, cancer of the endometrium, ovaries, renal pelvis or ureter one of whom is a first degree relative in whom FAP has been excluded, from families with colorectal cancer affecting at least two generations, and families in which one or more cancers were diagnosed before the age of 50yrs OR

· Individuals with two HNPCC related cancers OR

· Patients with colorectal cancer and a first degree relative with CRC or HNPCC related non-colonic ca diagnosed before the age of 45 yrs or colonic adenoma before the age 40 years

· Patients with right-sided colorectal cancer having an undifferentiated pattern on histopathological examination

· Patients with signet cell tumors diagnosed before the age 45 yrs

· Patients with adenomas diagnosed before the age 40 yrs

These patients should undergo genetic testing.
Picture showing hand-foot erythroderma. Most likely caused by:
(A) capecitabine

(B) irinotecan

(C) anthracycline

(D) gemcitabine

(E) cyclophosphamide

From UpToDate:

PALMAR-PLANTAR ERYTHRODYSESTHESIA — Palmar-plantar erythrodysesthesia is also known as hand-foot syndrome, acral erythema, and Burgdof's syndrome. Affected patients initially complain of paresthesias in a stocking and glove distribution, followed by erythema, which may be painful, and swelling [59,60]. The lesions heal when the offending agent is removed, but healing areas frequently involve superficial desquamation of involved areas and blisters. The pathogenesis of palmar-plantar erythrodysesthesia is uncertain; it may be related to hypervascular anatomy and rapidly proliferating epidermis.

Palmar-plantar erythrodysesthesias have been associated with a number of chemotherapeutic agents including 5-FU, the 5-FU derivative capecitabine, thiotepa, methotrexate, vinorelbine, doxorubicin (both the liposomal and free forms), cytarabine, bleomycin, and docetaxel[59-66]. The incidence is variable but higher with infusional rather than bolus administrations schedules. Pyridoxine (vitamin B6, 50 to >200 mg daily) may provide symptomatic benefit in some patients [66,67].

If grade 2 or 3 hand-and-foot syndrome occurs, interrupt administration of drug until the event resolves or decreases in intensity to grade 1. Following grade 3 hand-and-foot syndrome, decrease subsequent doses of drug.

Therefore the answer is (B) capecitabine
 Capecitabine is a prodrug of fluorouracil. It undergoes hydrolysis in the liver and tissues to form fluorouracil which is the active moiety. Fluorouracil is a fluorinated pyrimidine antimetabolite that inhibits thymidylate synthetase, blocking the methylation of deoxyuridylic acid to thymidylic acid, interfering with DNA, and to a lesser degree, RNA synthesis. Fluorouracil appears to be phase specific for the G1 and S phases of the cell cycle.
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