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Ten Leading Cancer Types in United States, 2009

From Jemal, A. et al.
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Multidisciplinary in ‘Nature’

Early diagnose/detection — the Key for
Increasing the cure rate

Experts in all subspecialties -- Necessary
for appropriate diagnosis and treatment



Adenoma to Carcinoma Pathway
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Presenter
Presentation Notes
Most human CRCs arise from large-bowel adenomas (adenomatous polyps) that are dysplastic but nonmalignant. Adenomatous polyps form in the colon when normal mechanisms regulating epithelial renewal are disrupted. As a result of apoptosis and exfoliation, surface cells lining the intestine are continuously lost into the bowel lumen and must be continuously replaced. Typically, proliferation occurs at the crypt base. As cells move toward the luminal surface, they cease proliferating and terminally differentiate. This ordered process is disrupted as adenomas increase in size, become dysplastic, and attain invasive potential. CRCs develop from intermediate precancerous precursors.  Early carcinomas are seen within large adenomatous polyps. Adenomas and carcinomas are found in similar distributions throughout the large bowel. Adenomas are observed 10 to 15 years prior to the onset of cancer in both sporadic and familial cases.
Specific genetic changes are believed to drive the transformation from normal colonic epithelium to invasive cancer. The molecular basis for CRC is a multistep process in which each accumulated genetic event confers a selective growth advantage to the colonic epithelial cell. Germline mutations underlie the common inherited syndromes (eg, APC, HNPCC), whereas sporadic cancers result from the stepwise accumulation of multiple somatic mutations. Mutations in the APC gene, a feature common to both inherited and sporadic tumors, occur early in the process; mutations of the p53 suppressor gene generally occur late.
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CRC Stage at Diagnosis

21.2% Stage IV 13.7% Stage |
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37.2% Stage Il

27.9% Stage |l

Treatment Algorithms: Colorectal Cancer 5th Edition. Datamonitor 2003.



Node-positive TNM classification for Stage Il
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Surgery is still the only method for
potential cure

Pathology Is the key: right diagnosis —
right treatment

Radiology/images is critical for ‘Staging’



Pre-operation chemotherapy or chemoradiation
Increase operation rate, and cure rate, and
decrease recurrent rate: gastric cancer, rectal
cancer...

Post-operative chemotherapy decrease
recurrent rate and increase cure rate: colon
cancer, gastric cancer, pancreatic cancer,
esophageal cancer

Post-operative chemoradiation decrease
recurrent rate and increase cure rate: gastric
cancer, rectal cancer, pancreatic cancer,
esophageal cancer



OS by treatment arms
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Time From Study Entry (years)

Median Lower Upper Exact stratified
Arm N Events {years) 95%CL 95%CL* log-rank P
Trimodality 30 18 4.48 2.40 NE .002
Surgery 26 21 1.79 1.41 2.59

Tepper, J. et al. ; : O JOURNAL OF CLINICAL ONCOLOGY




MAGIC Trial:
Pre- and Postoperative Chemotherapy

1.0 Progression-Free Survival (PFS)*
£ 09 3 years median follow-up
S :
e 0.8 1
P
> 077 Log rank p=0.0001
@ 06 HR=0.66
@  05- (95% CI. 0.53-0.81)
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0] 12 24 36 48 60 72

: : Months from Randomization
Patients at risk

CsC 250 159 99 68 46 32 23
S 253 124 57 42 28 15 8

*Included relapse, PD, and death from any cause

Cunningham D, et al. N Engl J Med. 2006;355:11-20.


Presenter
Presentation Notes
After three-years of follow-up, ECF contributed to a reduction in the risk of disease progression by 34%, p=.0001. Progression-free survival was defined as relapse, progressive disease, or death from any cause. 



Relapse-free survival
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Overall Survival by Treatment Arm

100% | N Events  Median in Months
| 5-FU+leucovorin+RT 282 211 35
Observation 277 231 27
80% — P =.0051
60% —
40% T
20% —
O% | | | | | | | | | | | | | | |
0) 24 48 /2 96 120 144 168 192

Months After Registration



cimirlative Siryisal

CONKO-001 Overall Survival {OS)

Il?i:-'-I -

[}
i

o
N
4

o
]
2

B B

Tt (i (50111 b
Median- 22 B months 35% G118 577 _2)

(23 5% censnred]
N LA TR £T T

Median 28 2 months 35% C1 17722 8)
(10_9% censned]

Logy Hank P=8_ 05

(17 2% censoredd]

0,00y

i -
&
£
-
L]
=



Molecular biology directs the therapy

New therapy and Clinic Research is the hope

Education is the future

Supportive care: nutrition support, pain control...

Coordinating of all speciaties



Primary end point: OS

Median
Events OS HR 95% Cl pvalue

— FC + T 167 13.8 0.74 0.60, 0.91 0.0046
— EC 182 11.1

Event 1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Time (months)

No. m— 294 277 246 209 173 147 113 90 71 56 43 30 21 13 12 6 4 1

0
atrisk == 290 266 223 185 143 117 90 64 47 32 24 16 14 7 6 5 0 0 O

T, trastuzumab



Mutant KRAS

1.0 VEGIER Mean

Events/N (%) in Weeks in Weeks
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Amado. J Clin Oncol. 2008;26:1626-1634.



Wild-Type KRAS

P<0.0001 for quantitative-interaction test comparing PFS log-HR
(Pmab/BSC) between KRAS groups
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Amado. J Clin Oncol. 2008;26:1626-1634.



Multidisciplinary Gl Cancers Program at
Penn (MGICP)

Multidisciplinary Gl Cancer Clinic and
Conference

Time: Wednesday
Location: Perelman Center 4t FlI.

Medical oncology, radiation oncology, pathology,

surgery, gastroenterology, clinical research staff,
nutritionist, coordinator

Multidisciplinary Liver Cancer Program:

Friday: Liver surgery (liver transplantation),
radiology, medical oncology, interventional
radiology, radiation oncology, pathology,
gastroenterology, coordinator



Conclusion

Real time communication
Best interests for patients

Direct translation research to clinical
practice

Education for trainees
Model for all other cancers
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