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The'eolerectal adenoma — carcinoma sequence

Mismatch-repair gene inactivation
Microsatellite instability: BATZE

R ———

PabloLim@Aol.com

ny

SEeImna

<

Vv Heidelberg

Limbach Laboratol

Mutztion Mutation Loss Mutaticn
and loss and sz
ARC KRAS SMAD2/ TP53
Normal epithelium Early adenoma/ Intermediate Late adenoma Carcinoma Metastasis
dysplastic crypt adenoma
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5—10 years

Davies, RJ et al. Nature Reviews 2005: 5; 199 - 209




Theeolorectal adenoma - carcinoma sequence

related to occult bleeding

Mismatch-repair gene inactivation
Microsatellite instability: BATZE
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Proportion of Patients at Each Fecal Hemoglobin Level
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Normal and hyperplastic polyps
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Mean level, 35 ng/mL (5D, 143)
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Levi Z et al.
Ann Intern Med 2007; 146:
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* |mmunochemical tests employ poly- or monoclonal
antibodies alone or in combination that detect antigenic
Sites on the intact globin portion of hemoglobin. Highly:
specific for human (hemo)globin
Quantitative result
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STiesieirGasenestinal Bleedmagmintraluminal vietaelisimroi

SEenlekingand Accuracy. ofi Eecal OCCUli=BIGOENIESISH.

Sites of Gastrointestinal Bleeding Relative Likelihood of a Positive Fecal
Occult-Blood Test
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Intact heme
: and : Guaiac- Heme- Immunochemical
intact globin .

based porphyrin
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Rockey DC; NEJM 1999; 341: 38-46
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cleaners / sanitizers

el e'moglobln degradation + 4 ++4
: _ tﬂﬁage'(nez_ipt'stool - room temperature) 41 +4+4+
e et
= Vitamin C ++ >
Anticoagulants or aspirin - -
Deodorizers / fresheners / -




PefoMENCENCHE aCteristics of gualachased versus immunochemical

FOBTS.
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gFOBT = guaiac based IFOBT = immunochemical



PETonence s aractenistics of guaiachased versus immuneshenical

EOBIs.
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J ochemical FOBT Is

|§ equivalent or better than guaiac based FOBT in
- respect to specifity

" — more sensitive in detecting CRC or advanced
neoplasia
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a e than twice as many advanced neoplasias
= as the G-FOBT (ratio of sensitivity = 2.33)

= without any loss in specificity (ratio of false

— ~ positive rate = 0.99). With a threshold of 75 ng/

~ ml, associated with a similar positivity rate to G-

~ FOBT (2.4%), the use of I-FOBT allowed a gain

In sensitivity of 90% and a decrease Iin the false
positive rate of 33% for advanced neoplasia.”



Neat stool — freeze immediately and keep frozen
until being processed!
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Significant initial loss (highly variable, up to 70% within
24h) of hemoglobin when keeping sample at room
temperature.

Initial value:

602 ng hemoglobin
per ml stool

Heidelberg Germany
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g) Reproducible and quantitative transfer of stool into the final sampling
o tube.
&S
& 22 replicates; 11 different positions from homogenized stool:
Mean: 198 ng/mL CV :6.15%
Mean: 602 ng/mL CV :5.16 %
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Vilkin, A et al

28°C (N=9)

. Am J Gastroenterol 2005: 100; 2519-25



e . »

o sgmple In fecal test samplingfdevice
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=00 temperature
—B—refrigerated
2 deep frozen - 25 °C
B deep frozen - 80 °C
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days of storage

Initial mean value: 198 ng/mL

Limbach Laboratol

LimbachLaboratories 2007, internal data
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Extraction buffer

n=100; marginal, but significant differences of measured hemoglobin concentrations
(IFOBT: Sentinel Italy) related to extraction buffer composition. Buffer composition
modified in respect to employed stabilizers and detergents.
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LimbachLaboratories 2007, internal data
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Simplilication ofi sampling technigues by means of stool
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Samp ﬁg devices (iFOBT)

|II Improve compliance in participation In
— CRC SCIreening programs

' O’Quantltatlve IFOBT result will enable adjustment of

:_' ~— specific thresholds with an ideal balance between
sensitivity and specificity related to the evaluated
population

e Automated processing of IFOBT will reduce variability of
test results
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Conclusion —

iie impact oF%ﬁﬁl"

g device, extraction or
stelolliZinle] Otifier ol gt dgapiornlalgeesglejeflef =
e neglected

H]'fé number (>15) of commercially available
Ts may have a significant (negative ?)
“impact on CRC screening
Randomlzed controlled studies will be needed
'-'”f' confirming obtained data especially with
~  recently developed IFOBTs and to prove the
superior behavior of iImmunochemical FOBT
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s B)Etiel Cancer CRC
- Total 186 | 107 colon cancer, 79 rectum cancer
SOl 0)¢ pulat|on 100 | 75 colon cancer, 25 rectum cancer
r\rlenomsl F : 171
= .a,ﬂiced neoplasia | | 113
- =N c-""r dvanced neoplasia 58
C’{-)ntrol populatlon 257 | 135 Gl-healthy, 29 hemorroids, 74 diverticulosis,
_.JF_."#‘-:- - 14 polyps hyperplastic, 5 non-inflammatoty bowel
2 _ disease
Disease controls 74 | 17 diverticulitis, 18 colitis, 24 inflammatory bowel
disease, 6 ulcer, 3 lipoma, 6 inflammatory Gl
disease
Gastrointestinal cancer 37 | 5 esophagus, 9 liver/bile duct, 7 pancreas, 12
stomach, 2 small intestine, 2 gallbladder
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