CORE DIAGNOSTICS

exon 2 are common (15-18%). Patients with any RAS family mutations show no evident progression free survival (PFS) or overall survival (OS)

benefit from anti-EGFR treatment.

This case challenges the CRC incontrovertibility that within a pathway, only a single gene might mutate. A diagnosis of CRC indicative of
HNPCC/Lynch Syndrome with co-mutations in KRAS and NRAS genes is extremely rare, but not completely unknown. Grellety et al. (2016)
reported 2 patients with a co-mutation of KRAS/NRAS in both primary, and metastatic tumours.” These concomitant mutations arose early
during carcinogenesis, and were maintained when the primary tumour metastasized. The clinical implications of such co-mutations are not
well understood. There's incomplete data on improving objective response rates on combining EGFR inhibitors with different chemotherapy
backbones, and between RAS mutations. Effective targeted therapeutics of oncogenic RAS-driven tumors remains a major challenge; this

patient expired within one year of CRC diagnosis.

1. Ferlay J, Soerjomataram [, Dikshit R, Eser S, Mathers C, Rebelo M, Parkin DM, Forman D, Bray F. Cancer incidence and mortality worldwide:
sources, methods and major patterns in GLOBOCAN 2012. Int J Cancer. 2015 Mar 1;136(5):E359-86. doi: 10.1002/ijc.29210.

2. Dattatreya S. Metastatic colorectal cancer-prolonging overall survival with targeted therapies. South Asian J Cancer. 2013 Jul;2(3):179-85.
doi: 10.4103/2278-330X.114152.

3. NCCN Clinical Practice Guidelines in Oncology. Colon Cancer. NCCN Guidelines Version 1.2016. www.nccn.org Accessed on 14-Sep-
2016.

4. NCCN Clinical Practice Guidelines in Oncology. Rectal Cancer. NCCN Guidelines Version 1.2016. www.nccn.org Accessed on 14-Sep-
2016.

5. Sinicrope FA. DNA mismatch repair and adjuvant chemotherapy in sporadic colon cancer. Nature reviews Clinical oncology. 2010;7(3):174-
177. doi:10.1038/nrclinonc.2009.235.

6. LinZ Nei M, Ma H. The origins and early evolution of DNA mismatch repair genes—multiple horizontal gene transfers and co-evolution.
Nucleic Acids Research. 2007;35:7591-7603.

CASE OF THE MONTH | OCTOBER 2016



