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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must include a cultural
diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a physician and surgeon must contain
curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (I1B) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care component.

This presentation is dedicated solely to research or other issues that do not contain a direct patient care component.

C I tyOf 2025 Annual Advances and Innovations in Endoscopic Oncology and Multidisciplinary Gastrointestinal Cancer Care

Hope.


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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The Way to Win the War: Early Detection

Early Detection Saves Lives

Syr Survival Syr Survival
Colorectal 14% 91%
Lung 8% 63%
Breast 31% 99%
Kidney 17% 93%
Bladder 8% 71%
Ovarian 32% 92%
Pancreatic 3% 44%

Earlier detection - stage shift



The Human and Financial Cost of Cancer Care

Patient Cost*
5-Year Survival

Everyone Pays the Costs of
Cancer Treatment

Patient Out-of-Pocket
Costs $5.6 billion

Medicaid
@ ,,,,, @ Other

QO

Medicare

9% = $55 billion

"~ Private
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CANCER STAGE AT DIAGNOSIS Source: American Cancer Society



Race/ethnicity Bias in Cancer Screening

» Persistent racial and ethnic disparities in cancer mortality. Non-Hispanic Black (NHB) have highest
incidence and mortality rates of all major cancer types.

Rates of New Cancer Cases by Race/Ethnicity Cancer Death Rates by Race/Ethnicity
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= Persistent racial and ethnic disparities in cancer screening and stage at diagnosis. E.g. in LA
County: 73.6% of minority females had a Pap test (vs. 82.6% White); 70.0% of minorities had a
mammogram (vs. 79.3% White); and 42.0% of Hispanic/Latinx (H/L) and 57.7% of NHB were up-to-date
with colonoscopy (vs. 64.4% of White). Minority patients are more likely to be diagnosed in late stage.



The Screening Challenge

No general screening available today for many cancer types (ovarian, liver, pancreatic, esophageal, stomach,...)
Less than half of diagnosed cancers are detected by screening.
TOTAL CANCERS IN THE UNITED STATES Percent of Cancers Detected by Screening,

Percent of Diagnosed Cancers by Cancer Type
Detected by Screening

C{CE W 61%

B Screen-detected Cervical EriA
breast, cervical,

CRC, and lung

cancers Colorectal ¥

Screenable
cancers not

detected by
screening MG 77%

B Screen-detected
prostate cancers

Prostate cancers

not detected by The solution:
screening

B Other diagnosed Multi-Cancer Early Detection (MCED)
e Blood Testing




The National Plan

Na tlonal A plan for the National Cancer Program to align

ca ncer P'an broad societal engagement and focus on critical
needs to end cancer as we know it.

EVERYONE HAS A ROLE!

EIGHT GOALS

* The White House * Professional Societies

* Congress * Advocacy Organizations
National Cancer * Academia
Institute * Industry
NIH Institutes and * Foundations
Centers * Health Care Providers

* U.S. Department of Health * People with Cancer and
and Human Services Other Individuals

* Cancer Cabinet

Prevent Cancer
Detect Cancers Early
Develop Effective Treatments

Eliminate Inequities

Deliver Optimal Care

Engage Every Person

Maximize Data Utility
'Y CANCER MOONSHOT
) Optimize the Workforce N

Providing the vision and charge for a whole-of-government
approach to stimulate collaboration and accelerate
progress across the National Cancer Program J




CityofHope

Center for Cancer Prevention and Early Detection

Director, Cristian Tomasetti, PhD

Center unites investigators from all academic disciplines across the
COH Enterprise, from mathematicians, bioinformaticians and
molecular biologists to clinicians, to translate research for the

prevention, early detection, and monitoring of cancer.

Teamwork

Clinical Research
for Early Detection
Branch

Early Detection
Technologies
Branch

Division of Mathematics for Cancer Evolution and Early Detection
Beckman Research Institute

Novel risk stratification for somatic cancer risk

Primary prevention via blood-based detection of
pre-cancer lesions (NIH UO1)

Novel cancer early detection technologies: A.l. in
combination with blood sequencing (BESTSeqS)
and imaging (Felix Civitas — Lustgarten Foundation)

VALETE trial: randomized prospective screening of
the general population for cancer early detection

MRD and monitoring for recurrence

Math/Machine Learning/Al Division of
Mathematical Methods for Cancer Evolution and
Early Detection



Liquid Biopsy el

Fragmentomics

Methylation

Protein Biomarkers

cw
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Circulating Tumor DNA (ctDNA) and Cell-free DNA (cfDNA)

Applications of liquid biopsy
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ctDNA: Shedding Varies Across
Different Organs

SHARE RESEARCH ARTICLE CANCER

@ Detection of Circulating Tumor DNA in Early- and Late-
o Stage Human Malignancies

Chetan Bettegowda'-2*, Mark Sausen'-“T, Rebecca J. Leary'", Isaac Kinde'*, Yuxuan Wang', Nishant Agrawal -2, Bjarne ...

@ + See all authors and affiliations

0 Science Translational Medicine 19 Feb 2014:
Vol. 6, Issue 224, pp. 224ra24
DOI: 10.1126/scitranslmed.3007094
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ctDNA: CancerSEEK (Cohen et al. Science 2018)

Science REPORTS
B 100% 4
Cite as: J. D. Cohen et al., Science 100% 4
10.1126/science.aar3247 (2018).
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DETECT-A (Lennon, Science 2020 )caees s

Treated by
detected t!y surgery with
Science Current Issue  First release papers  Archive  About v @ blood testlng Intent_to_cure
RESEARCH ARTICLE f ¥ in & % =
Lymphoma @6
Feasibility of blood testing combined with PET-CT to e Y
»

screen for cancer and guide intervention

ANNE MARIE LENNON (), ADAM H. BUCHANAN (f8) , ISAAC KINDE, ANDREW WARREN () , ASHLEY HONUSHEFSKY (), ARIELLA T. COHAIN (%) , DAVID H. LEDBETTER (),
ERED SANFILIPPQ KATHLEEN SHERIDAN, DILLENIA ROSICA CHRISTIAN S. ADON Abst ra ct
PHER DOUVILLE AALPEN A. PATEL LEONARDO N. HAGMANN, DAVID D. ROLSTON

BOBBI URBAN (), CHRISTOPHER D. STILL (), LISA KANN () , JULIE | WOODS, ZACHAR

TACHARYA, CARROLL WALTER (), ALEX PARKER (), CHRISTOPH LENGAUER, ALISON KL

e @ s @ cousssnessns: Cancer treatments are often more successful when the disease is detected early.

SCIENCE - 28 Apr2020 - Vol 369, Issue 6499 - DOI: 10.1126/science. abb9601

Breast
We evaluated the feasibility and safety of multicancer blood testing coupled with

positron emission tomography—-computed tomography (PET-CT) imaging to detect
cancer in a prospective, interventional study of 10,006 women not previously

known to have cancer. Positive blood tests were independently confirmed by a di-

Colorectal Carcinoma

of unknown
primary

agnostic PET-CT, which also localized the cancer. Twenty-six cancers were detect-
ed by blood testing. Of these, 15 underwent PET-CT imaging and nine (60%) were
surgically excised. Twenty-four additional cancers were detected by standard-of-
care screening and 46 by neither approach. One percent of participants underwent ~
PET-CT imaging based on false-positive blood tests, and 0.22% underwent a futile Appendix @
invasive diagnostic procedure. These data demonstrate that multicancer blood @@ Ovary
testing combined with PET-CT can be safely incorporated into routine clinical Uterine @ @ ...CD
care, in some cases leading to surgery with intent to cure. W
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Gallery test (Grail)

Methylation-based test
76% Sensitivity

99.5% Specificity
43.1% PPV

88% Tissue Localization Accuracy

Cost: $949

Cancer Classes
Liver/Bile-duct
Head and Neck
Esophagus
Pancreas

Ovary
Colon/Rectum
Anus

Cervix

Urothelial Tract
Lung

Plasma Cell Neoplasm
Gallbladder
Stomach
Sarcoma
Lymphoma

Other

Melanoma
Lymphoid Leukemia
Bladder

Breast

Uterus

Myeloid Neoplasm
Kidney

Prostate

Thyroid

Sensitivity, proportion of true positives

93.5%
85.7%
85.0%
83.7%
83.1%
82.0%
81.8%
80.0%
80.0%
74.8%
72.3%
70.6%
66.7%
60.0%
56.3%
50.8%
46.2%
41.2%
34.8%
30.5%
28.0%
20.0%
18.2%
11.2%

0.0%
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Cell-free DNA (cfDNA) & RealSeqgS
PNAS oo
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cfDNA can be analyzed for
both aneuploidy and
fragmentomics
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More pervasive “signa

Keyword, Authol

Articles Front Matter Podcasts Authors

RESEARCH ARTICLE ()

Assessing aneuploidy with repetitive element
sequencing

Christopher Douville, 2 Joshua D. Cohen, Janine Ptak, Maria Popoli, Joy Schaefer,

Natalie Silliman, Lisa Dobbyn, Robert E. Schoen, Jeanne Tie, Peter Gibbs, Michael Goggins,
Christopher L. Wolfgang, Tian-Li Wang, le-Ming Shih, Rachel Karchin, Anne Marie Lennon,
Ralph H. Hruban, Cristian Tomasetti, Chetan Bettegowda, Kenneth W. Kinzler,

Nickolas Papadopoulos, and Bert Vogelstein

RealSeqS
Single primer pair, 350K
amplicons, high coverage of key
regions
1mL of plasma (3 pg of DNA)
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Machine learning to detect the SINEs of cancer

CHRISTOPHER DOUVILLE , KAMEL LAHOUEL , ALBERT KUO , HALEY GRANT, BRACHA ERLANGER AVIGDOR

A

JOSHUA D. COHEN , YUXUAN WANG , AUSTIN MATTOX , JONATHAN DUDLEY, LISA DOBBYN , MARIA POP(

1.00-

LIMAN , CHERIE BLAIR, KATHARINE ROMANS, CHRISTOPHER THOBURN , JENNIFER GIZZ| , ROBERT E. SCHOEI

LAN T. HO-PHAM ,BICH N. H. TRAN ,THACH S. TRAN , TUAN V. NGUYEN , MICHAEL GOGGINS , CHRIS

IE-MING SHIH, ANNE MARIE LENNON , RALPH H. HRUBAN , CHETAN BETTEGOWDA , KENNETH W. KINZLER

, AND CRISTIAN TOMASETTI| fewer = Authors Info & Affiliations

0.75-

RealSegS was used in combination with a
novel algorithm called Alu Profile
Learning Using Sequencing (A-PLUS) to
evaluate aneuploidy in plasma cell-free
DNA through the amplification of
~350,000 repeated elements with a single
primer on 7615 samples provided a
sensitivity of 51% at 98.9% specificity.

Sensitivity

0.00-

Douville et al. STM 2024

0.50=

0.25~

I A-PLUS + GAS + PROT

B ArLus
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. Proteins
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True-positive fraction

Science Translational Medicine
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The BestSEEK Technology

* 72% Sensitivity at 99% Specificity, AUC= 0.95
e 2 primer pairs, high coverage of highly repetitive region
* Low Cost

Al Classifier

Fragmentomics Aneuploidy

Cityof

tgensi° Hope.

I Cityof H

CITY OF HOPE
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VALETE prospective randomized validation
trial (n=30,000)

Validation of Cancer Early Detection via Blood Testing (VALETE): Research Blood Sample
A randomized study of blood testing for the early detection of cancer l

! '

. . Positive Negative
Self-screen & Consent/Registration I |
— Randomization 1:1 — Full Body PET/CT Resume Follow-up
Cohort 1 Cohort2 |
Baseline Research Sample Control/Standard of Care ! Y '
Abnormal PET/CT Abnormal for other Dx Normal PET/CT
Research blood samples are sent to lab for analysis. Volunteers in Cohort 1 will be contacted by email or l l l
telephone if the panel is negative for cancer. Volunteers with a positive cancer panel will be told of the . .
results via telephone by a registered nurse and scheduled for a full-body PET/CT at treating hospital and Dlagnostlc Workup Refer to PCP Resume Follow—up
appropriate diagnostic workup as illustrated in the figure to the right. J
Cancer Dx Resume Followp-up
C Baseli
ohort 1 aseline Off Study
Year 1 Enroliment 12-month Follow-up
Time
(years)

Volunteers reporting or diagnosed with any cancer diagnosis at any time during the study will go off study.
Medical records of any cancer diagnosis will be reviewed (ordered if necessary) and data recoded in order to
Year 1 Enrollment 12-month Follow-up analyze sage at diagnosis and estimate life expectancy.

Time
(years) _//—

Cohort 2
Abbreviations: Dx - Diagnostic, PCP - Primary Care Physician, PET/CT - Positron Emission Tomegraphy/Computed Tomegraphy

Positive tests referred to Early Detection Tumor Board
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Early Detection of Advanced Adenomas
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Better Detection of Advanced Adenomas (AA) Using
C ﬂ:)NA th an CtDNA Signal score of 40 cases and 32 controls sorted

TRANS-DISCIPLINARY COLLABORATION AND COORDINATION

Featured New Grant — U0O1

Establishment of a Clinical Validation Center (CVC) to advance and
validate blood-based detection of colorectal advanced adenoma.

Cristian Robert 0.
Tomasetti, Schoen,
Ph.D. M.D.

=
o
[

Key Study Features:

¢ Colorectal cancer (CRC) is the fourth most
common cancer and the second leading cause of
cancer death in the United States. Spo nsor ]

« Screening for CRC is one of the great public

health success stories in cancer prevention and CVC Leadership Consultants m) NATIONAL CANCER INSTITUTE
B N Robert Schoen, MD, MPH ~ Cristian Tomasetti, PhD Kenneth W, Kinaler, PhD Early Detection Research Network ~
is currently performed with stool-based or PI{U. of Pitisburgh) PIl. COM & TGen ) Bert Vogelstein, PhD ]
endoscopic testing.
+ Blood-based screening has the potential to /" U.of Pittsburgh /" COM, TGen, Hopkins Award # / Title o
increase population uptake from its current level Clinical Centers 1U01 CA271884-01 E 0.50- Pa“entw pE
of compliance in the United States of only 68%. Baylor U, i Blood-Based Testing for [ R
Houston, TX Melissa Saul, MS Early Stage/Junior w
* We have developed a new blood-based Dr. Mohamed Othman x Investigatars Advanced Adenoma case
techniques for the detection of advanced a — Postdoctoral fellow, PhD - L)
e g . . of Kansas h Lynda Dzubinski, RN. [Grad inte stddents [+
adenomas (AA), the next frontier in non-invasive Kansas City, KS A\ /4 A /Y E
CRC screening Or. Amit Rastogi Dr. Robert Schoen mount/Year o ® control
* The main objective of this grant is the creation \ i $855,355/year w
of a clinical validation center (CVC) to validate (5 years)
new technologies for the early detection of AA. (]
* Also to predict likelihood of recurrence and l"
potentially guide surveillance of colonoscopy -
exams
0.25-
it -
L .
oy

In a pilot study of 20 AA patients the most sensitive tumor-informed mutational
approach using ctDNA (digital, with 96 wells per sample) had 8% sensitivity vs 40% v,
sensitivity using RealSeqS on cfDNA .

0.00-
' 1 1 (]
0 20 40 60
Patients

In a second blinded set of 40 AA patients and 32 controls RealSeqS on cfDNA plus
proteins achieved 40% sensitivity with 94% specificity. To be submitted
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Performance Comparison on Adenomas
(sensitivity /specificity)

Methodology All Adenomas High Grade Dysplasia

RealSeqS Fragments 22.5,100 12.5, 100 26.3, 100 23,100
RealSeqS Aneuploidy  27.5,93.8 25,93.8 31.6,93.8 23,93.8
17-protein Panel 12.5, 100 37.5, 100 5.3, 100 7.6, 100
RealSeqS + Proteins 49, 93.8 62.5, 93.8 42.1,93.8 23,93.8
FIT 37.5, 96 50, 96 42.1, 96 23.1, 96
Cologuard (mt-sDNA) 60, 90 75, 90 68.4, 90 38.5, 90
Cologuard Next-Gen 60, 92.7 75,92.7 68.4,92.7 38.5,92.7
Guardant Shield 13.2, 89.9

11 Imperiale TF, Ransohoff DF, Itzkowitz SH, et al. Multitarget Stool DNA Testing for Colorectal-Cancer
Screening. N Engl J Med. 2014;370:1287-97. doi: 10.1056/NEJM0al1311194

12 Imperiale TF, Porter K, Zella J, et al. Next-Generation Multitarget Stool DNA Test for Colorectal
Cancer Screening. N Engl J Med. 2024;390:984-93. doi: 10.1056/NEJMo0a2310336

Ell tyOf 2025 Annual Advances and Innovations in Endoscopic Oncology and Multidisciplinary Gastrointestinal Cancer Care
ope.




MRD, Monitoring Recurrence & Guiding Therapy



Monitoring Disease

Neo-adjuvant Adjuvant

b

Surveillance

Metastatic Relapse

> ¢

e > | ¢
SURGERY

> | <

RELAPSE

I . .
Response_ MRD Monitoring after adjuvant therapy sl fo!' response
to neoadj ! and/or resistance
- | o
[ I [ | [ 1

5 g

Resistance clones
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SaferSeqS technology

nature biotechnology

Explore content v About the journal v  Publish with us v Subscribe

nature > nature biotechnology > letters > article

Letter | Published: 03 May 2021

Detection of low-frequency DNA variants by targeted
sequencing of the Watson and Crick strands

Joshua D. Cohen, Christopher Douville, Jonathan C. Dudley, Brian J. Mog, Maria Popoli, Janine Ptak,

Papadopoulos E, Kenneth W. Kinzler & & Bert Vogelstein &

Nature Biotechnology 39, 1220-1227 (2021) | Cite this article

12k Accesses | 38 Citations | 157 Altmetric | Metrics

PCR or sequencing error Damaged Watson strand Damaged Crick strand

Bona fide mutation

CE— T
Wild type

[ juoa}
Watson supermutant

Crick supermutant

_*-IEB
Supercalimutant

Watson
strand reads

Crick
strand reads

Scored as

a g
B TP53p.R342X, high admixture | TF'53p R342X, high admixture
TP53p R342X, low admixture TP52p.R342X. low admixture
TP53p R342X, no admixture TF539F|34\2X, no admixture
0.1 4
0.01
0.001 -
0 15 20 25 55 1 10 15 20 25 30 35 40 45 50 55
< 4,
Il TP53p.L2641s, high admixture I TP53p.L264fs, high admixture
TP53p fs, low admixture TP53 p.L2641s, low admixture
? 0 TF'53p L264fs, no admixture TP53p.L264fs, no admixture
< 14
&
c
[}
S
g 001 -
=
o
£ o001 |
] |
0 |||I|| IIIIIIII' |||
1 5 10 15 25 30 35 40 45 50 1 5 10 15 20 25 30 35 40 45 50
e 4.
B TP53p.P190L, high admixture B TP53p.P190L, high admixture
TP53p.P190L, low admixture TP53 p.P190L, low admixture
0 TP53p.P190L, no admixture TP53p.P190L, no admixture
14
0.01 4
0.001 A
1 10 15 25 40 45 1 5 10 15 20 25 30 35 40 45

Mutation number

Fig. 2 | Detection of mutations in liquid biopsy samples. Analysis of 33ng of plasma cell-free DNA from healthy individuals admixed with cell-free plasma
DNA from an individual with cancer. Mixtures were created to generate a high frequency (-0.5-1%) of mutation (blue bars), low frequency (~0.01-0.1%)
of mutation (orange bars) or no mutation (gray bars). The admixed TP53 p.R342X sample was assayed with SafeSegs (a) and SaferSeq$S (b). Similarly, the
admixed TP53 p.L264fs sample was assayed with SafeSegs (¢) and SaferSeqS (d), and the admixed TP53 p.P190L sample was assayed with SafeSegs (e)
and SaferSeqS (f). Mutation numbers represent each of the 153 distinct mutations observed with SafeSeqS defined in Supplementary Table 2.

Cohen et al. Nat Biotech 2021



Th e Dyn am ic S Stu dy Locally Advanced Rectal Cancer (n = 200)

Pre-treatment
Blood Collection

G u t Latestcontent  Currentissue  Archive
fome - Onines |_ ______ Y Post-chemoradiation
Blood Collection
% Gl cancer
Atele Original Article
ext PDF
Serial circulating tumour DNA analysis during multimodality Post-operative
wice  treatment of locally advanced rectal cancer: a prospective biomarker .
s Blood Collection
study
ﬁé Jeanne Tie', Joshua D Cohen?, Yuxuan Wang?, Lu Li, Michael Christie®, Koen Simons*, Hany Elsaleh®, Suzanne Kosmider®, Rachel ¢ ¢
CiTtgg‘K’S" Wong’, Desmond Yip?, Margaret Lee?, Ben Tran', David Rangiah’, Matthew Burge'", David Goldstein'?, Madhu Singh?, lain Y
Skinner', lan Faragher'*, Matthew Croxford'*, Carolyn Bampton'®, Andrew Haydon%, lan T Jones'7, Christos S Karapetis'®,
% Timothy Price'?, Mary ) Schaefer?, Jeanne Ptak? Lisa Dobbyn?, Natallie Silliman?, Isaac Kinde?, Cristian Tomasetti?, Nickolas

Standard Management
» Adjuvant chemo at clinician’s

h
Share Papadopoulos?, Kenneth Kinzler?, Bert Volgestein?, Peter Gibbs'

Tumor Tissue Analysis Blood Biomarker Analysis
* Targeted Sequencing of 15 a4 ¢ Circulating Tumor DNA
Genes CEA

”m

discretion
« Surveillance

Excluded (n = 41) : post-op blood not collected (n = 32), ineligible
-=> (n = 1), insufficient tissue for analysis (n = 5),
no mutation identified in tissue (n = 3)

Evaluable Population (n = 159)

Post-op ctDNA Positive (n =19)
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Recurrence (n = 11, 58%)
No recurrence (n = 8, 42%)

+ Recurrence (n =12, 9%)
* Norecurrence (n = 128, 91%)

Figure 1 Patient enrolment, sample collections and evaluable population. CEA, carcinoembryonic antigen ; ctDNA, circulating tumour DNA; post-op,
postoperative.
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The Dynamics Study (2022

Randomized phase Il study (N=455) in stage Il colon cancer
patients where patients were randomized 2:1 to have
treatment decisions guided by either ctDNA results or
standard clinicopathologic features

ctDNA-positivity at 4-7 weeks postop prompted
chemotherapy initiation whereas ctDNA-negative patients
were not treated

Primary endpoint was RFS at 2 years

ctDNA-guided approach resulted in lower chemotherapy use
compared to standard management (15% vs. 28%) with a
non-inferior 2-yr RFS (93.5% vs. 92.4%)

“ RESEARCH SUMMARY ”

Circulating Tumor DNA Analysis Guiding Adjuvant Therapy
in Stage II Colon Cancer
Tie J et al. DOI: 10.1056/NE)M0a2200075

CLINICAL PROBLEM ctDNA-Guided Shndard-

The benefit of adjuvant chemotherapy for stage 11 Group Management Group
colon cancer is unclear. Circulating tumor DNA Haao fais
(ctDNA) may provide a biomarker to identify which
patients would benefit from adjuvant therapy and
which patients might forgo it with minimal risk of

recurrence,
ctDNA Analysis Clinicopathological Criteria

CLINICAL TRIAL (‘K 1“’/'G'
Design: A phase 2, randomized, controlled noninfe- a
riority trial assessed whether ctDNA-guided manage- Fosiiiee Negetive L :

: CIDNA Results CtDNA Results
ment, as compared with standard management,
could reduce the use of adjuvant therapy without
compromising the risk of recurrence after surgery 2-Year Recurrence-free Survival
for stage 11 colon cancer. Absolute difference, 1.1 percentage points; 95% Cl, —4.1to 6.2

) Noninferiority margin_ -8.5 percentage points
Intervention: 455 patients were randomly assigned in ? 93.5 924
a 2:1 ratio to have treatment decisions guided by ei-
ther ctDNA results or standard clinicopathological
criteria. For ctDNA-guided management, patients
with positive ctDNA tests at week 4 or 7 after sur-
gery received fluoropyrimidine or oxaliplatin-based
chemotherapy, and those with negative tests at both
weeks received no chemotherapy. The primary effi-
cacy end point was recurrence-free survival at 2 years.
A key secondary end point was adjuvant chemo-
therapy use.

Percentage of Patients

b Ak Adjuvant Chemotherapy Received
Management guided by ctDNA was noninferior to )
standard management with respect to 2-year recur-
rence-free survival and resulted in less use of adju-
vant chemotherapy.

Relative risk, 1.82; 95% Cl, 1.25 to 2.65

LIMITATIONS AND REMAINING QUESTIONS

Percentage of Patients

® The trial was too small to provide definitive find-
ings for patient subgroups.

= Because management decisions were guided by
test results, the patients in the ctDNA-positive
and ctDNA-negative subgroups were not randomly
assigned to either receive or not receive treatment.

CONCLUSIONS

= The effect of a ctDNA-guided strategy was not
assessed beyond the initial decision for adjuvant
chemotherapy.

Among patients with stage 11 colon cancer, ctDNA-guided
management was noninferior to standard management
with respect to 2-year recurrence-free survival and resulted
in reduced use of adjuvant chemotherapy.

Links: Full Article | NEJM Quick Take | Editorial
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Circulating tumor DNA analysis guiding adjuvant
therapy in stage Il colon cancer: 5-year outcomes of the
randomized DYNAMIC trial

Jeanne Tie &, Yuxuan Wang, Serigne N. Lo, Kamel Lahouel, Joshua D. Cohen, Rachel Wong, Jeremy D.

Shapiro, Samuel J. Harris, Adnan Khattak, Matthew E. Burge, Margaret Lee, Marion Harris, Sue-Anne

McLachlan, Lisa Horvath, Christos Karapetis, Jenny Shannon, Madhu Singh, Desmond Yip, Sumitra

Ananda, Craig Underhill, Janine Ptak, Natalie Silliman, Lisa Dobbyn, Maria Popoli, Nickolas

Papadopoulos, Cristian Tomasetti, Kenneth W. Kinzler, Bert Vogelstein & Peter Gibbs

A higher than median postoperative
tumor-derived mutant molecules per milliliter plasma was associated with worse 5-year RFS
(HR10.62; P=0.005).



Thank you!

it

Cityof
Hope.

NATIONAL
CANCER
INSTITUTE

LUSTGARTEN
FOUNDATITON.

PANCREATIC CANCER RESEARCH

JOHN
TEMPLETON

FOUNDATION

VIRGINIA G.

PIPER

CHARITABLE TRUST




	Slide Number 1
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	Slide Number 19
	Slide Number 20
	Slide Number 21
	Slide Number 22
	Slide Number 23
	Slide Number 24
	Slide Number 25
	Slide Number 26
	Slide Number 27
	Slide Number 28
	Slide Number 29
	Slide Number 30
	Slide Number 31
	Slide Number 32

