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TODAY’S 
WEBINAR

01
Ask a question in the panel on the right side of 
your screen

QUESTIONS

02
Watch a recording of this webinar on the Fight 
CRC website. Visit FightCRC.org

WEBINAR ARCHIVE

03
Follow along on Twitter. Use the hashtag 
#CRCWebinar

TWEET ALONG!



Resources
Fight CRC offers a wide 
variety of resources for 
those touched by colorectal 
cancer. Visit FightCRC.org
to view, download, and 
order the latest resources.



The information and services provided by Fight Colorectal Cancer are for general informational 
purposes only. The information and services are not intended to be substitutes for professional 

medical advice, diagnoses or treatment.  

If you are ill, or suspect that you are ill, see a doctor immediately.  In an emergency, call 911 or go to the 
nearest emergency room.  

Fight Colorectal Cancer never recommends or endorses any specific physicians, products or 
treatments for any condition. 



TODAY’S 
PRESENTERS

Dr.Van Morris

Dr. Morris is an Associate Professor in the Department of Gastrointestinal Medical 
Oncology at the University of Texas – MD Anderson Cancer Center in Houston, TX. After 
obtaining his M.D. degree at the University of Tennessee Health Sciences Center, he 
completed his residency in Internal Medicine at Duke University and his fellowship in 
hematology/oncology at MD Anderson, where he stayed for an additional year as an 
Advanced Scholar before joining the faculty in 2015. His clinical practice focuses on the 
treatment of colorectal and anal cancers, and he has written multiple clinical trials which 
incorporate novel therapeutic approaches involving targeted therapies and 
immunotherapy. His work has been featured in publications in the New England Journal 
of Medicine, Lancet Oncology, Cancer Discovery, JAMA Oncology, and the Journal of 
Clinical Oncology. His work has been supported as a recipient of the ASCO Young 
investigator Award, NIH/NCI K12 Award, Khalifa Scholar Award, SWOG Hope Foundation 
Award, and NIH/NCI Colorectal Cancer SPORE Early Career Award.



TODAY’S 
PRESENTERS

Andrea (Andi) Dwyer

Ms. Andrea (Andi) Dwyer is the Director and a founding member of the Colorado Cancer 
Screening Program (CCSP) at the University of Colorado Cancer Center and implemented 
the country’s largest screening patient navigation program for preventive screening within 
the safety net clinics. CCSP is now growing the prevention and cancer control work to 
hereditary and lung cancer screening initiatives. As a co-chair of the National Colorectal 
Roundtable Evidence Based Health Promotion subcommittee and an executive committee 
member of the National Colorectal Roundtable, she has extensive partnerships at the state 
and national level for health promotion activities and partnerships in colorectal cancer. At 
the state level, Ms. Dwyer is on the Executive Committee of the Colorado Community 
Health Worker (CHW) and Patient Navigation (PN) Collaborative to help advance this work 
in Colorado and Chair of the Colorado Cancer Coalition. On the national front, Andrea is 
the Vice Chair of the Patient Navigation Roundtable, supported by the American Cancer 
Society. Ms. Dwyer also advises Fight Colorectal, a national colorectal survivorship 
nonprofit, in their health promotion and research aims for the growing number of 
colorectal cancer survivors and advocates to bridge the public health, research and 
medical care for better programs.



The four sections of this report provide progress indicators, 
key messages, opportunities and challenges, and the voice 
of survivors. 

Each indicator has a plan of action to ensure that all 
champions know how they can play a role in contributing to 
a path to a cure by: 

* Creating awareness by helping identify preventable and 
unpreventable causes of colorectal cancer;

* Promoting the importance of screening so colorectal 
cancer is found early when it is most treatable with less 
invasive methods, while also advising people to be 
screened if showing signs and symptoms;

* Supporting ongoing research and advancements in 
innovative treatment options; and

* Addressing quality of life beyond diagnosis, treatment, 
and surgery.







Everyone has a role to play.



ASCO GI 2022:
Lessons learned on
the Path to a Cure

for CRC

Van Morris, M.D. 
@VanMorrisMD

February 1, 2022



Outline

• Review highlights of new clinical trial information 
presented at the 2022 ASCO GI Symposium.

• Integrate lessons learned with the Fight CRC “Path to a 
Cure” objectives and priorities.



Path to a Cure objectives

Objective 1: Increase clinical trial enrollment, particularly for late-stage disease, microsatellite 
stable, and early-age onset patients

Objective 2: Increase biomarkers and molecular testing (localized versus metastatic).

Objective 3: Design trials that are individualized-sequence therapies.

Objective 4: Strengthen infrastructure design and development to advance treatment and 
clinical care.

Objective 5: Increase federal funding for colorectal cancer research to achieve previously listed 
objectives.

Survivorship Objective: Enhancing Quality of Life and Preventing Recurrence



PD-1 blockade alone for mismatch repair deficient 
(dMMR) locally advanced rectal cancer.

Presenter: Dr. Melissa Lumish (MSKCC)

Abstract 1



Background

• Standard treatment for patients with locoregional/non-metastatic rectal cancer involves 
radiation, chemotherapy, and surgery. Many patients achieve cure, yet at the expense of a 
permanent colostomy (depending on anatomical localization of the primary rectal cancer).

• Increased risk for progression on neoadjuvant chemotherapy has been demonstrated for 
those patient with MSI-H/dMMR localized rectal cancer.

• Immune checkpoint blockade therapies targeting PD-1 improve survival outcomes relative to 
standard cytotoxic chemotherapy in patients with untreated, MSI-H/dMMR metastatic 
colorectal cancer.



Study design



Patient characteristics



Response Assessment (N=11)



Response Assessment (N=11)

Endoscopic responses similar to those observed here with radiographic responses.



Immunotherapy as a potential non-surgical 
alternative to locally advanced MSI-H CRC?

Precedent for immunotherapy as definitive therapy in MSI-H CRC 
is consistent with findings in MSI-H rectal cancer.

Ludford K et al JNCI 2020



Conclusions

• Sustained, complete clinical responses have been observed in most patients with MSI-H
locoregional rectal cancer following treatment with dostarlimab, consistent with similar
reports in patients with MSI-H colon cancer.

• Therapy with dostarlimab is safe/well-tolerated and compares favorably relative to standard 
therapies for rectal cancer.

• The clinical signal is VERY promising. Further data are needed before we are ready to 
incorporate this into routine clinical practice.



Path to a Cure objectives

Objective 1: Increase clinical trial enrollment, particularly for late-stage disease, microsatellite stable, and 
early-age onset patients

Objective 2: Increase biomarkers and molecular testing (localized versus metastatic).
-Routine testing of MSI-H/MSS status at initial presentation may identify those patients 
who could benefit from immunotherapy.

Objective 3: Design trials that are individualized-sequence therapies.
-Strategy exists for trials that specify MSI-H/MSS status for a unique subpopulation for 
(colo)rectal cancer treatment.

Objective 4: Strengthen infrastructure design and development to advance treatment and clinical care. 

Objective 5: Increase federal funding for colorectal cancer research to achieve previously listed objectives. 

Survivorship Objective: Enhancing Quality of Life and Preventing Recurrence
-Curative treatment options that spare toxicities of radiation, chemotherapy, and surgery 
(colostomy) are potential realities.



Phase I/II study of regorafenib + pembrolizumab
in refractory microsatellite stable colorectal cancer.

Presenter: Dr. Afsaneh Barzi (City of Hope)

Abstract 2



Background

• Tumor microenvironment specific to MSS CRC is characterized by “immune exclusion” and 
“immune desert” phenotypes which give rise to de novo resistance to immunotherapy which 
has been clinically reported.

• In preclinical models of CRC, targeting angiogenesis promotes immune inclusion, which has 
been suggested in corresponding correlative studies.

• Can we “reprogram” the tumor microenvironment of MSS CRC with anti-angiogenic agents in 
order to prime tumors for response to immunotherapy?



Study design



Response Assessment



Multivariate analysis



Lessons learned: we need new strategies to 
move the needle forward in MSS CRC

We need to advocate for trials which are scientifically supported by 
rationale to help our patients with MSS CRC!



Conclusions

• In this population of patients with MSS, metastatic CRC, pembrolizumab + regorafenib did not 
demonstrate meaningful PFS benefit.

• Prior radiation was associated with improved outcomes à unclear if RT is priming these 
tumors for combination immunotherapy benefit.

• Nonetheless, ongoing biomarker analysis remains ongoing, and is extremely valuable for 
generating next hypotheses for improving outcomes with new immunotherapy strategies.



Path to a Cure objectives

Objective 1: Increase clinical trial enrollment, particularly for late-stage disease, microsatellite stable, and 
early-age onset patients

-Lessons learned from biomarker analyses may identify molecular annotated populations of patients 
with MSS, metastatic immunotherapy who can benefit from next-generation immunotherapy 
combinations.

Objective 2: Increase biomarkers and molecular testing (localized versus metastatic).
-Collaborations between industry sponsors can provide access to larger datasets to identify features of 
patients with unexpected responses.

Objective 3: Design trials that are individualized-sequence therapies.

Objective 4: Strengthen infrastructure design and development to advance treatment and clinical care. 

Objective 5: Increase federal funding for colorectal cancer research to achieve previously listed objectives. 

Survivorship Objective: Enhancing Quality of Life and Preventing Recurrence



Nivolumab + mFOLFOX6/bevacizumab versus 
mFOLFOX6/BEV for first-line treatment of metastatic 
CRC: Phase 2 results from CheckMate 9X8.

Presenter: Dr. Heinz-Josef Lenz (USC)

Abstract 3



Background

• From KEYNOTE-177, treatment of pembrolizumab improves survival relative to standard 
cytotoxic chemotherapy approaches in the frontline setting for patients with MSI-H metastatic 
CRC. This effect is not observed with immunotherapy alone in patients with MSS metastatic 
CRC.

• Cytotoxic chemotherapy may expose patient’s immune system to increased tumor 
neoantigens that prime tumor (CRC) for immune recognition and anti-tumor immunity.



Study design: Checkmate 9X8

Lenz HJ et al, ASCO GI 2022



Patient characteristics

Lenz HJ et al, ASCO GI 2022



Clinical Outcomes

Lenz HJ et al, ASCO GI 2022

mPFS
(mos.)

18-month 
PFS (%)

ORR (%) mDoR 
(mos.)

mOS 
(mos.)

FOLFOX/bev
+ nivo

11.9 28 60 12.9 29.2

FOLFOX/bev 11.9 9 46 9.3 NR



Subset Analysis



Conclusions

• In this population of patients with untreated MSS, metastatic CRC, addition of nivolumab to 
mFOLFOX6/ bevacizumab did not improve survival outcomes.

• In post-hoc analysis, immune activated CMS1/3 and higher CD8+ infiltration in tumor 
microenvironment demonstrate potential signal for enriching benefit to immunotherapy.

• Great example of how biomarkers can be applied to propose refined immunotherapy clinical 
trials for patients with MSS CRC!



Path to a Cure objectives

Objective 1: Increase clinical trial enrollment, particularly for late-stage disease, microsatellite stable, and 
early-age onset patients

-Lessons learned from biomarker analyses may identify molecular annotated populations of patients 
with MSS, metastatic CRC who can benefit from next-generation immunotherapy
combinations.

Objective 2: Increase biomarkers and molecular testing (localized versus metastatic).
-Collaborations between industry sponsors can provide access to larger datasets to identify features of 
patients with unexpected responses.

Objective 3: Design trials that are individualized-sequence therapies.

Objective 4: Strengthen infrastructure design and development to advance treatment and clinical care.

Objective 5: Increase federal funding for colorectal cancer research to achieve previously listed objectives.
- Funding for novel biomarker analyses can generate hypotheses for next-generation trial concepts.

Survivorship Objective: Enhancing Quality of Life and Preventing Recurrence



Phase I/II trial of encorafenib, cetuximab,& nivolumab 
in patients with microsatellite stable, BRAF V600E 
metastatic colorectal cancer.

Presenter: Dr. VanMorris (MDACC)

Abstract 4



Background

• The FDA-approved combination of encorafenib + cetuximab has clinical benefit for patients 
with BRAF V600E metastatic CRC - ORR 20% and median PFS 4 months.

• Majority of BRAF V600E metastatic CRC tumors are characterized by MSS/pMMR status and 
associated with no clinical benefit to anti-PD-(L)1 therapies alone.

• MSS, BRAF V600E CRC is characterized with higher immune activation and higher TMB than 
MSS, BRAF wild-type CRC.

• In vitro, treatment of MSS, BRAF V600E CRC with BRAF + EGFR inhibitors generates a pMMR �
dMMR phenotype switch.



Study design



Response Assessment



Response Assessment



Conclusions

• Encorafenib + cetuximab + nivolumab is safe and well tolerated for participants with MSS, 
BRAF V600E metastatic CRC.

• With ORR 50% and median PFS of 7.4 months thus far, efficacy of encorafenib + cetuximab + 
nivolumab is promising in the context of the previously reported results from the BEACON 
study.

• SWOG 2107 is a randomized phase II study that will activate across the United States in 2022 
to evaluate encorafenib + cetuximab with or without nivolumab in this population.



Path to a Cure objectives

Objective 1: Increase clinical trial enrollment, particularly for late-stage disease, microsatellite stable, and 
early-age onset patients

-Novel targeted therapy + immunotherapy combination approach may sensitize a specific subset MSS 
CRC to response to immunotherapy.

Objective 2: Increase biomarkers and molecular testing (localized versus metastatic).

Objective 3: Design trials that are individualized-sequence therapies.
- Clinical hypothesis aligns with rationale from basic science arena.

Objective 4: Strengthen infrastructure design and development to advance treatment and clinical care.
- Clinical signal applied early for CTEP-approval for subsequent randomized phase II trial.

Objective 5: Increase federal funding for colorectal cancer research to achieve previously listed objectives.

Survivorship Objective: Enhancing Quality of Life and Preventing Recurrence



Association of circulating tumor DNA dynamics with 
clinical outcomes in the adjuvant setting for patients 
with colorectal cancer from an observational 
GALAXY study in CIRCULATE-Japan.

Presenter: Dr.Masahito Kotaka (JCOG)

Abstract 5



Background

• ctDNA is a powerful, sensitive tool which can be personalized as a prognostic biomarker for 
patients with CRC to assign risk for recurrence after completion of curative-intent therapies.

• Role of ctDNA as a predictive biomarker to identify patients with CRC who do or do not 
benefit from chemotherapy after curative intent surgeries remains undefined.



Study design: GALAXY



ctDNA: prognostic biomarker in CRC

45% stages I/II, 55% stages III/IV

14% stages I/II, 86% stages III/IV



ctDNA: outcomes with ctDNA 
clearance

Henriksen et al, CCR 2021

20% clearance of ctDNA w/chemo 
in patients with stage III CC

Flux in ctDNA status between +/-
in patients with stage III CC
who received adjuvant chemo

Kotaka et al, GI ASCO 2022



DFS by 4-week ctDNA(+) status – stage III colon 
cancer

Grothey et al, NEJM 2019Kotaka et al, GI ASCO 2022



Conclusions (Dr. Rona Yaeger – discussant)



Path to a Cure objectives

Objective 1: Increase clinical trial enrollment, particularly for late-stage disease, microsatellite stable, and 
early-age onset patients

Objective 2: Increase biomarkers and molecular testing (localized versus metastatic).
-While a promising technology, utility of ctDNA as a predictive biomarker for adjuvant chemotherapy 
benefit has not been demonstrated and is being evaluated in prospective, randomized trials in the US.

Objective 3: Design trials that are individualized-sequence therapies.
-Ongoing clinical trials seek to test the hypotheses being generated by exciting retrospective and 
observational studies for use of ctDNA in treating minimal residual disease.

Objective 4: Strengthen infrastructure design and development to advance treatment and clinical care. 

Objective 5: Increase federal funding for colorectal cancer research to achieve previously listed objectives. 

Survivorship Objective: Enhancing Quality of Life and Preventing Recurrence
-Eradication of minimal residual (microscopic) disease will likely cure more patients. Approaches which 
address the unique biology of micrometastatic CRC may offer personalized treatment options to patients.



A randomized phase III trial of mFOLFOX7 or CapeOX 
plus bevacizumab versus 5-FU/l-LV or capecitabine 
plus bevacizumab as initial therapy in elderly 
patients with metastatic colorectal cancer: 
JCOG1018 study (RESPECT).

Presenter: Dr. Tetsuya Hamaguchi (JCOG)

Abstract 6



Background

• Standard treatment for patients with locoregional/non-metastatic rectal cancer involves 
radiation, chemotherapy, and surgery. Many patients achieve cure, yet at the expense of a 
permanent colostomy (depending on anatomical localization of the primary rectal cancer).

• Increased risk for progression on neoadjuvant chemotherapy has been demonstrated for 
those patient with MSI-H/dMMR localized rectal cancer.

• Immune checkpoint blockade therapies targeting PD-1 improve survival outcomes relative to 
standard cytotoxic chemotherapy in patients with untreated, MSI-H/dMMR metastatic 
colorectal cancer.



Study design



Patient characteristics



Progression-free survival



Overall survival



Toxicity



Quality of Life



Conclusions

• Addition of oxaliplatin did not improve survival to 5FU/bevacizumab for elderly patients with 
untreated metastatic colorectal cancer.

• Side effect profile and QoL improved for those patients not treated with the addition of 
oxaliplatin.

• Personalization of therapies should be considered routinely that incorporates age and PS into 
treatment decisions between the oncologist and patient.



Path to a Cure objectives

Objective 1: Increase clinical trial enrollment, particularly for late-stage disease, microsatellite stable, and 
early-age onset patients

Objective 2: Increase biomarkers and molecular testing (localized versus metastatic).

Objective 3: Design trials that are individualized-sequence therapies.

Objective 4: Strengthen infrastructure design and development to advance treatment and clinical care. 

Objective 5: Increase federal funding for colorectal cancer research to achieve previously listed objectives. 

Survivorship Objective: Enhancing Quality of Life and Preventing Recurrence
- Kudos for our Japanese colleagues and (ASCO!) for bringing critical information for improving quality 
of life with a “less is more” approach for elderly patients with newly diagnosed metastatic colorectal 
cancer.



QUESTION AND 
ANSWER
Type in your questions on the panel on 
the right side of your screen



Fight Colorectal Cancer Mission
We FIGHT to cure colorectal cancer and serve as relentless champions of 

hope for all affected by this disease through informed patient support, 
impactful policy change, and breakthrough research endeavors.



THANK YOU




