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RNA-based stool assay
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Detection of COX-2 mRNA in feces from only cancer patients

1 2 3 4 5 6 7 M 8 9 10 11 12 13 14 NC

178 bp—

22 23 24 25 26 27 28 29 30 M 108109110112113114115116117NC

1- 30 : Cancer Sensitivity  90.7% (49 /54)
108- 117: Normal Specificity 100% (27 /27)

Kanaoka et al. Gastroenterology 2004



COX-2

COX-2
58.3% (7/12) 33.3% (4/12)
27.7-84.9% 9.9-65.1%
0 64.3% (9/14) 28.6% (4/14)
35.1-87.2% 8.4-58.1%
| 73.9% (17/23) 36.4% (8/22)
51.5-89.8% 17.2-59.4%
I 83.3% (40/48) 58.7% (27/46)
69.7-92.6% 43.2-73.0%
84.8% (56/66) 67.2 (43/64)
73.8-92.5% 54.1-78.5%
89.2% (83/93) 72.5 (66/91)
81.0-94.6 62.0-80.5%
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COX-2 A B

COX-2 B A
90.7% (49 / 54) 51.9% (28 / 54) 67.9% (36/53) 75.0% (39 /52)
95% 79.7 - 96.9% 37.7-65.7% 53.6 - 80.2% 61.0 - 86.0%
100% (27 /27) 100% (27 /27) 100% (27 /27) 85.1% (23/27)
95% 87.2 - 100% 87.2 - 100% 87.2 - 100% 66.3 - 95.8%
93.8% (76 /81) 67.9% (55/81) 78.8% (63/80) 78.4% (62 / 79)
95% 86.1 - 97.9% 56.4-77.9% 68.1 - 86.6% 67.7 - 87.0%
58.3% (7/12) 58.3% (7/12) 33.3% (4 /12) 33.3% (4/12)
27.7-84.9% 27.7-84.9% 9.9-65.1% 9.9-65.1%
0 64.3% (9/14) 57.1% (8/14) 28.6% (4 / 14) 28.6% (4/14)
35.1-87.2% 28.8-82.4% 8.4-58.1% 8.4-58.1%
| 73.9% (17/23) 52.2% (12/23) 39.1% (9 / 23) 36.4% (8/22)
51.5-89.8% 30.6-73.2% 19.7-61.5% 17.2-59.4%
I 83.3% (40/48) 52.1% (25/48) 58.3% (28 / 48) 58.7% (27/46)
69.7-92.6% 37.1-66.8% 43.1-72.4% 43.2-73.0%
84.8% (56/66) 53.0% (35/66) 61.5% (40 / 65) 67.2 (43/64)
73.8-92.5% 40.3-65.6% 48.5-73.5% 54.1-78.5%
89.2% (83/93) 66.7% (62/93) 72.8% (67 / 92) 72.5 (66/91)
81.0-94.6 * 56.0-74.7 62.4-80.8% 62.0-80.5%




COX-2 A

B

COX-2 or B COX-2or A COX-2or A or B
90.7% (49/54)  94.4% (51 / 54) 94.4% (51 / 54) 75.0% (39 / 52)
95% 79.7 - 96.9% 84.4-98.8% 84.4-98.8% 61.0 - 86.0%
100% (27 / 27) 100% (27 / 27) 100% (27 / 27) 85.1% (23 / 27)
95% 87.2 - 100% 87.2 - 100% 87.2 - 100% 66.3 - 95.8%
93.8% (76 /81)  96.3% (78/81) 96.3% (78 / 81) 78.4% (62 / 79)
95% 86.1 - 97.9% 89.5-99.2% * 89.5-99.2% * 67.7 - 87.0%
75.0% (9/12) 58.3% (7/12) 75.0% (9/12) 33.3% (4/12)
42.8-94.5% 27.7-84.9% 42.8-94.5% 9.9-65.1%
0 78.6% (11/14) 64.3% (9/14) 78.6% (11/14) 28.6% (4/14)
49.2-95.3% 35.1-87.2% 49.2-95.3% 8.4-58.1%
| 82.6% (19/23) 73.9% (17/23) 87.0% (20/23) 36.4% (8/22)
61.2-95.0% * 51.5-89.8% 66.4-97.2% * 17.2-59.4%
Il 87.5% (42/48) 85.4% (41/48) 89.6% (43/48) 58.7% (27/46)
74.7-94.5% * 72.2-93.8% 77.3-96.5% * 43.2-73.0%
87.9% (58/66) 87.9% (58/66) 90.9% (60/66) 67.2 (43/64)
77.5-94.6% 77.5-94.6% 81.2-96.5% * 54.1-78.5%
91.4% (85/93) 91.4% (85/93) 93.5% (87/93) 72.5 (66/91)
83.6-96.1% * 83.6-96.1% * 86.4-97.6% * 62.0-80.5%




RNA-based stool assay
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Facal COX-2 mRMNA assay may spot coloractal cancer

Reuters Health
Posting Date: September 6, 2004

Last Updatad: 2004-05-06 5:00:24 -0400 {Reuters Health)

NEW YORK {Reuters Health) - The presencs of cyclpexygenase 2 {C0X-2) mRNA in
feces may be indicative of colorectal cancer (CRC), irrespective of clinical stage,
aceording bo results of & pilot study conducted in Japan and reported in the August
igsue of Gastroenteralogy.

C0X-2 is overexpressed in upwards of 80% of CRCs_Dr. Shigeru Kanaoks and
collepgues from Hamametau University School of Medicine sbserve. He told Reuters

Health that “our results strengly suggest that the fecal COX-2 assay s a strong
cendidate” test for CRC scresning.

To evaluate the discriminatory power of the assay, the researchers studied 29 patients
with CRC and 22 healthy contrels. The team used nested réversa-transcription
polymerase chain reaction to determine expression lavels of bath COX-2 and
carcingembryonic antigen {CEA).

The fecal COX-2 asssy was highly sensitive (20%] and spacific [ 100%:) in debaction of
CRC, and there was no significant difference between levels of COX-2 mANA& and
Dukes' stege, location, or size of tumars.

The tearmn observed COX-2 mREMNA in 3 of 4 Dukes' stege & tumors, 13 of 14 Dukes’
stage B turmers, and 10 of 11 Dukes' stage C or O tumars, B8 well 85 in 5 of 7 patients
with proximal cancer and 21 of 22 with distal cancar.

The fecal CEA assay had & sensitivity of 100% but a spacificity of only 5% in the
detaction af CRC.

Wwith further refinement and confirmatory studies, the investigators conclude that the
facal COX-2 pasay “would be attractive for CRC screening.” Dr. Kenaoka added that
the team will now "add other malecules ta this assay to further improve sensitivicy_”

Gastroenterolagy 2004;127:422-437.
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