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ODbjectives:

After attending this activity, participants will
be able to:

A Appreciate the role that genetics plays in the therapy
and pathogenesis of colorectal cancer including the
latest therapy option

A Understand the concept of drug development in
oncology, with a special emphasis on colorectal
cancer

A Develop a basic understanding on screening,
diagnosis, and management of colorectal cancer

A



Estimated New Cancer Cases*in the US in 2018

140,250

Males Females
856,370 878,980

Prostate 19% 30% Breast

Lung & bronchus 14% 13% Lung & bronchus
Colon & rectum 9% (75, ( 40) 7% Colon & rectum
Urinary bladder % 7%  Uterine corpus
Melanoma of skin 6%

5% Thyroid
4% Melanoma of skin

4%  Non-Hodgkin
lymphoma

Kidney & renal pelvis 5%

Non-Hodgkin 5%
lymphoma

Oral cavity & pharynx 4% 3%  Pancreas

Leukemia 4% 3% Leukemia

Liver & intrahepatic 4%
bile duct

All other sites 22%

3% Kidney & renal pelvis
21%  All other sites

*Excludes basal cell and squamous cell skin cancers and in situ carcinoma excepturinary bladder.



Estimated Cancer Deaths in the US in 2018

Males Females 20,630

323,630 286,010

)

Lung & bronchus 26%
Prostate 9% (2

25% Lung & bronchus
14% Breast

Colon & rectum 8% ( 40) 8% Colon & rectum
Pancreas 7% 7% Pancreas
Liver & intrahepatic 6% 0
bile duct >%  Ovary
o .
Leukemia 49 4%  Uterine corpus
o .
Esophagus 49 4%  Leukemia
o . . .
Urinary bladder 4% 3% L'”;[e&dmahepa“c
Non-Hodgkin 4% 3% Non-Hodgkin lymphoma
lymphoma

3% Brain & other nervous
system

24% All other sites

Kidney & renal pelvis 3%
All other sites 24%




Trends in Five-year Relative Survival Rates (%), 1975-2013

Site 1975-1977 1987-1989  2007-2013
All sites 49 55 69
Breast (female) 75 84 91
Colorectum < 50 60 66
Leukemia 34 43 64
Lung & bronchus 12 13 20
Melanoma of the skin 82 88 94
Non-Hodgkin lymphoma 47 o1 73
Ovary 36 38 47
Pancreas 3 4 9
Prostate 68 83 99
Urinary bladder 72 79 78

B-year relative survival rates based on patients diagnosedinthe 9 oldest SEER registries from 1975-1977, 1987-1989, and 2007-2013, all followed
through 2014,
Source: Surveillance, Epidemiology, and End Results (SEER) Program, Mational Cancer Institute, 2017,




Risk Factors for Colorectal

Cancer
A Aging
A Personal history of CRC or adenomas
A High-fat, low-fiber diet
A Inflammatory bowel disease

A Family history of CRC
A Hereditary colon cancer syndromes



ARTICLE

doi:10.1038/naturel11252

Comprehensive molecular characterization
of human colon and rectal cancer

The Cancer Genome Atlas Network*

To characterize somatic alterations in colorectal carcinoma, we conducted a genome-scale analysis of 276 samples,
analysing exome sequence, DNA copy number, promoter methylation and messenger RNA and microRNA
expression. A subset of these samples (97) underwent low-depth-of-coverage whole-genome sequencing. In total,
16% of colorectal carcinomas were found to be hypermutated: three-quarters of these had the expected high
microsatellite instability, usually with hypermethylation and MLHI silencing, and one-quarter had somatic
mismatch-repair gene and polymerase £ (POLE) mutations. Excluding the hypermutated cancers, colon and rectum
cancers were found to have considerably similar patterns of genomic alteration. Twenty-four genes were significantly
mutated, and in addition to the expected APC, TP53, SMAD4, PIK3CA and KRAS mutations, we found frequent mutations
in ARIDIA, SOX9 and FAM123B. Recurrent copy-number alterations include potentially drug-targetable amplifications
of ERBB2and newly discovered amplification of IGF2. Recurrent chromosomal translocations include the fusion of NAV2
and WNT pathway member TCF7LI1. Integrative analyses suggest new markers for aggressive colorectal carcinoma and
an important role for MYC-directed transcriptional activation and repression.

TCGA Network. Nature 487, 330-337 (2012)



Three Genetic pathways to colorectal carcinoma.

Mutation of 18q loss
K-Ras DCC,DPC4 P 65' 80%
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Inactivation of CIN defect Inactivation of
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A
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MMR - 0
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Mutation of
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De Vita. Cancer principles & Practice of Oncology, 9t ed.



Mismatch Repair (MMR) deficiency
and Microsatellite Instability (MSI)

A MMR deficiency leads to

MSI and high concordance
T, Tate noted
Template Srand H,HHIIHHIlElla;sgﬂEII:;;E::rglds GTCOTCOTCOTCATCRTCNNNNNANN A Mlcrosatel I Ites are mono or
— Kﬁ " dinucleotide repeats
S
NascentDaughtersnandNNNNNNNNNNNMMJNNNNN3 ;

A Single base pair
6
Template Strand NNNNNNNNKNNNNNNNNNNNGTCETCGTCGTCGTCGTCOTCATCGTUNNNKNNAN

ONA Replication Continues

Insertion/deletion leads to
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differentiated, lymphocyte
CCTCETCETCETCETCETCATCNNNNNNNN infiltration; mUCinOUS

A Better prognosis, lower rate
of metastases



AScreening

A Familial CRC

A Diagnosis and Staging

A Treatment
Early stage - surgery
Intermediate stage - adjuvant chemotherapy
Advanced stage

A Use of biomarkers in CRC: towards
personalized medicine

A Drug Development at Montefiore Einstein



Figure. Screening for Colorectal Cancer: Clinical Summary

Population

Adults aged 50 to 75 y Adults aged Této 85 v

Recommendation

The decision to screen for colorectal cancer is an individual one.
Grade: C

Screen for colorectal cancer starting at age 50 y.
Grade: A

Risk Assessment

For the vast majority of adulis, the most important risk factor for colorectal cancer is older age. Other associated risk factors include
family history of colorectal cancer, male sex, and black race.

Screening Tests

Thers are numersus screening tests to detect early-stage colorectal cancer, including stool-based tests (gFOBT, FIT, and FIT-DMA],
direct visualization tesits (flexible sigmoidescopy, alone or combined with FIT; colonescopy; and CT colonocgraphiy), and seraology
tests (SEPTY DA test). The USPSTF found no head-to-head studies demonstrating that any of these screening strategies are
more effective tham others, although they have vanying levels of evidence supporting their effectivensss, as well as different
strengths and limitations.

Starting and
Stopping Ages

The USPSTF concluded that the evidence best supports a starting age of 50 y for the general population. The age at which the
balance of benefits and harms of colorectal cancer screening becomes less favarable varies based on a patient’s life expectancy,
health status, comorbid conditions, and prior screening status. The USPSTF does not recommend routine screening for colorectal
cancer im adulis 8 y and clder.

Treatment and
Interventions

Treatment of eardy-stage colorectal cancer generally consists of local excision or simple polypectomy for tumors limited to the colonic
mucosa or surgical resection (via laparoscopy or open approach) with anastomosis for larger, localized lesions.

Balance of Benefits
and Harms

The USPSTF concludes with moderate certainty that the net
bensfit of screening for colorectal cancer in adults aged 76 to 85 y
who have been previously screened is small. Adulis who have
never been scresned are more likely to benefit. Screening is most
appropriate for those healthy encugh to undergo treatment and
those without comorbid conditions that significanthy limit their life
sxpectancy.

The USPSTF concludes with high certsinty that the net benefit of
screening for colorectal cancer is substantial.

Other Relevant
USPSTF
Recommendations

The USPSTF has made a recommendation on aspirin use for the primary prevention of cardiovascular disease and colorectal cancer
im average-rsk adulis. This recommendation is available on the USPSTF website (wwww. uspreventivesenvicestaskforce.orgl.

USPSTF website




Summary of Screening Options

Test Type Involves Interval | Sensitivity | Specificity
Stool gFOBT Kit for blood 1lyr 30-50% 80%
FIT Kit for blood 1lyr 65-70% 85%
FIT DNA Kit for DNA | 1-3yr More Less
Direct Colonoscopy Scope 10 yr 95-98% 90%
Visualization Flex sig Scope 5yr Lower ??
CT colonography | CTimaging 5yr 84% 90%
Combination Flex sig, FIT 10/1yr | <c-scope ??

*Gualiac fecal occult blood test
*Fecal immunochemical test

USPSTF, JAMA 315: 2564, 2016
JNCCN 14:1033, 2016




A Screening

AFamilial CRC

A Diagnosis and Staging

A Treatment
Early stage - surgery
Intermediate stage - adjuvant chemotherapy
Advanced stage

A Use of biomarkers in CRC: towards
personalized medicine

A Drug Development for CRC at MECC



Germline APC mutation
Autosomal Dominant
Penetrance 100%

> 100 adenomas
Rectosigmoid dominant

Risk of extracolonic tumors
(upper GI, desmoid, osteoma,
thyroid, brain, other)

Screen at age 10-12

Germline MMR mutation
Autosomal Dominant

Penetrance 60-80%
Impressive Family history
Proximal colon dominant

Extracolonic cancers:
(endometrium, ovary, stomach, urinary tract,
small bowel, bile ducts, sebaceous skin tumors)

Screen at age 20-25



Proposed algorithm for systematic evaluation for Lynch syndrome in patients with colorectal

cancer
Patient with CRC < 70 years old Patient with CRC > 70 years old
PREMM, , , score*t
. " PREMM, ,, PREMM, ¢
IHC testing « > 5% < 5%
| |
| I No evaluation
Normal IHC Abnormal IHC indicated
No evaluation indicated | |
unless PREMMLZ6 > 15% Loss of MSH2, MSHS, Loss of MLH1
> 15% or PMS2 ?xpressmn expression
Germline No mutation ; No mutation Germ."ne | :
mutatlopal T MSI testing Toteciod mutathnal BRAF testing$
analysis | analysist |
MSS MSI No mutation BRAF (-) BRAF (+)
I I detected I I
Famitial Treat as \ Germline No evaluation
CRC X| Lynch mutational indicated unless
syndrome analysist PREMM, , = 15%

Fay Kastrinos, and Sapna Syngal JCO 2012;30:1024-1027




Cancer Screening for Lynch
affected patients

Table 10. Guidelines for screening at-risk or affected persons with Lynch syndrome

Intervention Recommendation Strength of recommendation

Colonoscopy Every 1-2 y beginning at age 20-25 y or 2-5 y younger than youngest  Strong recommendation:
age at diagnosis of CRC in Level of evidence (l11): well-designed and conducted
family if diagnosis before age 25 y cohort or case-controlled studies from more than 1
Considerations: Start at age 30 y in MSH6 and 35 in PMS2 families group with cancer
Annual colonoscopy in MME mutation carriers GRADE rating: moderate

Pelvic examination with Annually beginning at age 30-35y Offer to patient:

endometrial sampling Level of evidence (V): expert consensus

GRADE rating: low

Transvaginal ultrasound Annually beginning at age 30-35by Offer to patient:
Level of evidence (V): expert consensus
GRADE rating: low

EGD with biopsy of the Beginning at age 30-3b y and subsequent surveillance every 2-3 y Offer to patient:
gastric antrum can be considered based on patient risk factors Level of evidence (V). expert consensus
GRADE rating: low

Urinalysis Annually beginning at age 30-35y Consideration:
Level of evidence (V): expert consensus
GRADE rating: low

EGD, esophagogastroduodenoscopy; GRADE, Grades of Recommendation, Assessment, Development, and Evaluation.

Task Force. Am J Gastro
109:1159, 2014



Management of Lynch
affected patients

Table 12. Guidelines for management of affected persons with Lynch syndrome

Intervention Recommendation
Colectomy with ileorectal Patients with colon cancer or colorectal neoplasia not
anastomosis removable by endoscopy
Consideration for less extensive surgery in patients
older than age 6065 y

Hysterectomy and bilateral  After childbearing or age 40 y
salpingo-cophorectomy

Daily aspirin Treatment of an individual patient with aspirin is a
consideration after discussion of patient-specific risks,
benefits, and uncertainties of treatment is conducted

Strength of recommendation

Strong recommendation: Level of evidence (111): well-designed and
conducted cohort or case-controlled studies from maore than 1 group
with cancer

GRADE rating: moderate

Recommendation: Level of evidence (IV): observation study
GRADE rating: moderate

Consideration: Level of evidence (1): randomized controlled study
GRADE rating: moderate

Task Force. Am J Gastro
109:1159, 2014



A Screening
A Familial CRC

ADiagnosis and Staging

A Treatment
Early stage - surgery
Intermediate stage - adjuvant chemotherapy
Advanced stage

A Use of biomarkers in CRC: towards
personalized medicine

A Drug Development for CRC at MECC



Diagnhosis of CRC

NMMiI ssue |1 S the |1 ssueo
ANO meat, no treato

Core biopsy on endoscopy or
metastatic site T lung or liver or LN

FNA from metastatic site



Staging

T - The extent of invasion of the intestinal wall

TO - no evidence of tumor
Tis- cancer in situ (intraepithelial or lamina propria)
T1 - invades submucosa
T2 - invades muscularis propria
T3 - invades through the muscularis propria into pericolorectal tissues
T4 - invasion completely through the wall of the colon
T4a i penetrates visceral peritoneum
T4b - invades or adherent to surrounding organs

N - the extent of lymphatic node involvement
NO i no lymph nodes involved

N17i 1-3 lymph nodes involved (N1ai 1 LN, N1b i 2-3 LN, N1c i mesentric tumor
deposits)

N2 - >4 lymph nodes involved (N2a T 4-6 LN, N2b i > 7 LN)

M - the extent of metastases

MO - no metastasis

M1 1T metastases present (Mla: single organ,;M1b: >2 organs; T1c: peritoneal
surface



Staging and Survival

(AJCC vV 7)
Stage TNM D year
survival
I T1,2 NO MO 97%
lla T3 NO MO 88%
b T4a NO MO 80%
lic T4b NO MO 58%
E! T1-2 N1 MO 85%
1o T3 N2 MO 65%
lllc T4 or N2 MO 30%
T4b N1-2

IV T1-4 NO-2M1 8%



Staging and Survival

(AJCC vV 7)
Stage TNM D year
survival
I T1,2 NO MO 97%
lla T3 NO MO 88%
l1b T4a NO MO 80%
lHIb T3 N2 MO 65%
[l T4 or N2 MO 30%
T4b N1-2

IV T1-4 NO-2M1 8%



A Screening
A Familial CRC
A Diagnosis and Staging

ATreatment
Early stage - surgery
Intermediate stage - adjuvant chemotherapy

Advanced stage

A Use of biomarkers in CRC: towards
personalized medicine

A Drug Development for CRC at MECC



TREATMENT DEPENDS ON
STAGE

A STAGE | COLON AND RECTUM i SURGERY ONLY

A STAGE Il COLONi SURGERY WITH/WITHOUT
CHEMOTHERAPY

A STAGE Il RECTALi SURGERY, RADIATION AND
CHEMOTHERAPY

A STAGE Ill COLONi SURGERY WITH
CHEMOTHERAPY

A STAGE Ill RECTALI SURGERY, RADIATION AND
CHEMOTHERAPY

A STAGE IV COLON AND RECTUM i
CHEMOTHERAPY ONLY



Principles of Surgery

A Minimally invasive procedure is an option
(laparoscopic colectomy)

A All involved lymph nodes to be removed

A Sample at least 12 nodes for complete
staging (if <12, consider therapy as stage lll)

A For metastesectomy, of liver or lung, intent
should be complete removal, debulking is of
no benefit (including removal of primary
tumor)



Principles of Adjuvant Therapy

A Goal of adjuvant therapy is cure (delaying
relapse is less important)

A Stage Il colon cancer i prefer single agent

n 5-FU or capecitabine
on cancer i add oxaliplatin

therapy wit
A Stage Ill co
A Stage Il anc

radiation

Il rectal cancer i add



To o To To o Po Do Do Io Do Do Do I»

Chematheranv/Driia Names
(US FDA approved)

5-FU (5-Fluorouracil) 1 cytotoxic, stage IlI-1IV CRC

Oxaliplatin (Eloxatin) T cytotoxic, stage IlI-IV CRC

Irinotecan (Camptosar) 1 cytotoxic, stage IV CRC

Capecitabine (Xeloda) i 5-FU pro drug, cytotoxic, stage IlI-IV CRC
Bevacizumab (Avastin) T mAb T VEGF, stage IV CRC

Cetuximab (Erbitux) T mAb i EGFR, stage IV Ras WT CRC
Panitumumab (Vectibix) T mAb T EGFR, stage IV Ras WT CRC
Aflibercept (Zaltrap) 7 fusion protein T VEGF, stage IV CRC
Ramucirumab (Cyramza) i mAb i VEGF, stage IV CRC
Regorafenib (Stivarga) T TKIT VEGF, stage IV CRC

Trifluridine and tipiracil (Lonsurf) T cytotoxic, stage IV CRC
Pembrolizumab (Keytruda) 1 anti PD-1, MSI high tumors/ stage IV CRC
Nivolumab (Opdivo) 1T anti PD-1, MSI high stage IV CRC



