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Overall survival according to KRAS mutation
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Rafael G. Amado, Michael Wolf, Marc Peeters, Eric Van Cutsem, Salvatore Siena, Daniel ]. Freeman,
Todd Juan, Robert Sikorski, Sid Suggs, Robert Radinsky, Scott D. Patterson, and David D. Chang

Results

KRAS status was ascertained in 427 (92%) of 463 patients (208 panitumumab, 219 BSC). KRAS
mutations were found in 43% of patients. The treatment effect on PFS in the wild-type (WT) KRAS
group (hazard ratio [HR], 0.45; 95% CI: 0.34 tc 0.59) was significantly greater (P < .0001) than in
the mutant group (HR, 0.99; 95% CI, 0.73 to 1.36). Median PFS In the WT KRAS group was 12.3

weeks for panitumumeab and 7.3 weeks for BSC. Response rates to panitumumab were 17% and
0%, for the WT and mutant groups, raspectively. WT KRAS patients had longer overall survival
(HR, 0.67; 95% CI, 0.bb to 0.82; treatment arms combined). Consistent with longer exposure,
more grade [l| treatment-related toxicities occurred in the WT KRAS group. No significant
differences in toxicity were observad between the WT KRAS group and the overall population.







Zasadni role "priméarniho" patologa !
» zachyt pfipadu, primarni diagnéza
» vybér tkAné vhodné pro vysetreni
e ZajiSteni vysetreni

 zahrnuti vysledku do dokumentace




Vysetfovani mutaci A-rasu mCRC v CR
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Vysetrovani mutaci A-rasu mCRC v CR
cerven 2008 - zari 2009 (n=2117)
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Vysetfovani mutaci A-rasu mCRC v CR

(data k 20. 9. 2009)
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Zastoupeni mutaci k-rasu mCRC v CR
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Zastupeni jednotlivych mutaci &-ras u mCRC




Zastupeni jednotlivych mutaci &-ras u mCRC
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« 38 MCRC * EGFR (IHC + FISH)

e 12 - antiEGFR terapie * kras (sekvenovani)

e Srovnani primarniho tu a meta * BRAF (sekvenovani)
« PTEN (IHC)
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e retrospektivni studie

« 173 pacientu s mCRC

 k-ras mutace u 31,3% (n=53)

* k-ras WT léceni cetuximabem (n=116)
 detekce mutace BRAF (V600E)

» detekce amplifikace/polysomie EGFR (ISH)
 detekce ztraty exprese PTEN (IHC)




A k-ras WT léceni cetuximabem
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B k-ras WT léceni cetuximabem
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BRAF Mutated EGFR FISH Positive
RR=3%
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k-ras mutovani léceni cetuximabem



BRAF Mutated EGFR FISH Positive
RR=40%
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BRAF Mutated EGFR FISH Positive
RR=80%

A s

»

000000

PTEN Null ::::::
k-ras WT lééeni cetuximabem 00000













Zavery pro praxi

Mechanismy ucinku molekularni IéCby jsou
komplexni

Funkcni signalni drahy

Vzajemne interakce - sit

leterogenita nadorove populace,
diskrepance mezi prim. tu a meta

IHC detekce EGFR je obsolétni x stale
vyzadovana

K-ras WT — nejdulezitéjsi, nikoli ale jediny
molekularni prediktor odpovedi




Co nas ceka v nejblizsi budoucnosti?
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<— Prediktivni faktory

<— Grade

<— TNM

<— Diagnoza












