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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!



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. 
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Discussion 
Points

• Neoadjuvant MSI-S Colon CA

• Rectal Cancer

• Metastatic CRC
• Rare subsets

• BRAF MT

• HER-2 Amplification 

• KRAS G12C

• The role of ctDNA



Neoadjuvant 
Chemotherapy in Stage 
III MSI-S Colon Ca



• N=1038 pts

• Majority were MSI-S

• Patients with radiologically staged 

T3-4, N0-2, M0 colon cancer

• Randomized to 6 weeks 

oxaliplatin-fluoropyrimidine 

preoperatively plus 18 

postoperatively (NAC group) or 

SOC 6M (control group). 

• Primary end point was residual 

disease or recurrence within 2 

years

Morton et al: JCO, 2023

2-yr RFS: 16.9% vs. 21.5% (HR = 0.72)

2-yr CSS: HR = 0.74, NS



Locally Advanced 
Rectal Cancer 



R

FOLFOX 
x6

TME

TME

Post-op 
Rx

Post-op 
Rx

Response >= 
20%

Response < 20%

Protocol Schema for PROSPECT Trial: 
Omission of Radiation Therapy

Control: 
XRT for all

Intervention: 
Selective XRT

MD Discretion
Recommend 

FOLFOX

MD Discretion

Locally 
Advanced 

Rectal 
Cancer

*Accepting proposals for correlatives

PI: D. Schrag NCT01515787

N= 1194 

Primary endpoints: 
Phase II: R0
Phase III:  Time to Local Recurrence 
(TLR) and Disease-Free Survival (DFS)

Final data: 2023-2024? 



Study design

Inclusion criteria: 
• T4a/b
• EMVI
• N2
• Mesorectal fascia (+)
• Enlarged lateral LN’s

Rapido Study Design



High-risk criteria



Slide 15



Results from the RAPIDO Trial



Median follow-up of 4.5 years



RAPIDO Standard of 

Care

P-value 

Local regional failure (LRF) 12% 8% 0.07

Local regional recurrence 

(LRR)

10% 6% 0.027

Disease-related treatment 

failure (DrTF)

28% 34% 0.048

Distant Mets 23% 30% 0.011

Overall survival (OS) 82% 80% 0.50

RAPIDO (Short Course) –

5-YR FOLLOW-UP

Dikjstra, et al: Annals of Surg, 2023



Protocol Schema

Organ Preservation in Rectal Cancer Trial 

(OPRA)

Garcia-Aguilar et al: JCO 2022



Methods 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Organ Preservation and Survival Outcomes by Clinical Response

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Results of OPRA 

(Median follow-up = 3 yrs)

Garcia-Aguilar et al: JCO 2022



OPRA: 3-yr TME-Free Survival and ITT

53% vs. 41%, P = 0.01 ITT: 60% vs. 47%



PI’s: J. Smith, A. Dasari, W. Hall



Short vs. Long-Course RT w/Organ Preservation for 
High-Risk Rectal Cancer Patients (ACO/ARO/AIO-18.1)

NCT04246684

Short Course 5x5

ChemoXRT
Long Course 

•Any cT3 < 6 cm
•cT3c/d in the middle third of the 
rectum (≥ 6-12 cm) with EMVI > 5 
mm (>cT3b)
•cT3 with clear cN+
•cT4 tumors
•N+
•mrCRM+ (< 1mm)
•Extramural venous invasion 
(EMVI+)
N=712

FOLFOX x 9 or CapeOx x 6

FOLFOX x 6 or CapeOx x 4

Primary endpoint: Organ Preservation
PI: C. Roedel



Updates on MCRC



SUNLIGHT study design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Key baseline characteristics

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



OS in full analysis set (primary endpoint)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



PFS in full analysis set

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



ORR and DCR in patients evaluable for tumor response

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



TEAEs in ≥20% of patients

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



FRESCO-2 Study Design
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BSC, best supportive care.
NCT04322539. 

Stratification Factors

• Prior therapy (TAS-102 vs regorafenib vs TAS-102 and regorafenib)

• RAS mutational status (wild-type vs mutant)

• Duration of metastatic disease (≤18 months vs >18 months)

Patient Eligibility

• Prior treatment with fluoropyrimidine-, oxaliplatin-

and irinotecan-based chemotherapy, an anti-

VEGF biological therapy, and, if RAS wild type, 

an anti-EGFR therapy

• Progression on, or intolerance to, TAS-102 

and/or regorafenib

• Prior treatment with an immune checkpoint 

inhibitor or BRAF inhibitor if indicated

R

2:1

Fruquintinib 5 mg PO, QD 

(3 weeks on, 1 week off)

+

BSC

(N=458)

Placebo 5 mg PO, QD

(3 weeks on, 1 week off)

+

BSC

(N=229)

Treatment until 

progression or 

unacceptable toxicity

Note: To ensure the patient population is reflective of clinical practice, the number of patients treated with prior regorafenib was limited to 344 patients (50%)

N=687

Dasari A et al. ESMO 2022, Presentation LBA25



Patient and Disease Characteristics
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ITT Population

Dasari A et al. ESMO 2022, Presentation LBA25

Enrollment: Sep 2020 to Dec 2021

Data Cutoff: 24 June 2022



FRESCO-2: A global phase 3 multiregional clinical trial evaluating the efficacy 
and safety of fruquintinib in patients with refractory metastatic colorectal 
cancer (Pending FDA review)

Practice-Changing Options in mCRC

Median Lines of therapy = 5

Fruquintinib Placebo

Events/Patients (%) 317/461 (68.8%) 173/230 (75.2%)

Stratified p-value (log-rank) <0.001

Stratified HR (95% CI) 0.662 (0.549, 0.800)

Median (mo) (95% CI) 7.4 (6.7, 8.2) 4.8 (4.0, 5.8)

mOS difference (mo) 2.6

Median follow up:

Fruquintinib: 11.3 mo

Placebo: 11.2 mo



Progression-Free Survival
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Fruquintinib Placebo

Events/Patients (%) 392/461 (85.0%) 213/230 (92.6%)

Stratified p-value (log-rank) <0.001

Stratified HR (95% CI) 0.321 (0.267, 0.386)

Median (mo) (95% CI) 3.7 (3.5, 3.8) 1.8 (1.8, 1.9)

mPFS difference (mo) 1.9

ITT Population

Dasari A et al. ESMO 2022, Presentation LBA25



My Perspective

▪ TAS-102, is a chemotherapeutic agent tested in 

the 3rd line setting

▪ Largely completed in the EU

▪ 24% of pts did not receive prior bevacizumab

▪ Could not be conducted in the US since most 

patients were already using continuation of 

bevacizumab

▪ Myelosuppression is the main side effect which 

was expected in both arms

▪ Likely will NOT change practice patterns in the US

• Fruquintinib is an oral targeted agent not a “me 

too” since it selectively blocks VEGFR 1,2,and 3 

• No chemotherapy  involved

• International trial involving Asia, EU, Australia and 

the US 

• Heavily pretreated setting (UP to median 5 lines) 

allowing patients to receive lonsurf and/or rego
• >50% had received prior lonsurf

• ~40% had received both lonsurf and rego

• More flexible agent use?

▪ 96% of patients had received bevacizumab

▪ Main side effects: Hypertension (class effect); 6-

7% of hand-foot syndrome and asthenia

*Take home message: They both have utility in our mCRC patients 

SUNLIGHT FRESCO-2



Phase II 

Fruquintinib + 

Tislelizumab in 

MSI-S mCRC

NCT04577963

4 sites: Vanderbilt-Ingram Cancer Center, MD Anderson Cancer Center, 

Mayo Clinic, and other (completed enrollment in < 3 months)
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Eligibility: 
Unresectable and  

metastatic colorectal  

adenocarcinoma

Previously treated with  

disease progression or 

could not tolerate standard  

treatment

Must NOT be  

microsatellite instability-

high (MSI-H)/mismatch  

repair deficient (dMMR) by  

local testing

No presence of  

malabsorption or other  

gastrointestinal conditions

Accrual Goal
N = 434

Pembrolizumab (400 mg) IV on Day 1 of each 6-week  
cylce

Repeat cycle for up to 18 cycles ( approximately 2  
years)

+

Lenvatinib (20 mg) oral capsule once daily until  
progressive disease

Regorafenib (160 mg) oral tablet once daily on Days 1 
-21  of each 4-week cycle

or

TAS-102 (trifluridine and tipiracil hydrochloride) (35  

mg/m²) oral tablet twice daily on Day 1-5 + Day 8-12 of  

each 4-week cycle
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L
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A r m A: Lenvatinib + pembrol izumab

Primary Endpoint:
Overall Survival (OS)

Secondary Endpoints: 

Progression Free  

Survival (PFS),  

Objective Response  

Rate (ORR), and  

Serious Adverse  

Events (SAE)

A r m B: Standard of care treatment

NCT04776148: Phase III Lenvatinib (MK-7902/E7080) + Pembrolizumab (MK-3475) Versus  Standard of 

Care in Participants With Metastatic Colorectal Cancer (MK-7902-017/E7080-G000-325/LEAP-017)

Final Results Pending

Enrollment completed! 
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Eligibility: 
Unresectable and  

metastatic colorectal  

adenocarcinoma

Previously treated with  

disease progression or 

could not tolerate standard  

treatment

Must NOT be  

microsatellite instability-

high (MSI-H)/mismatch  

repair deficient (dMMR) by  

local testing

No presence of  

malabsorption or other  

gastrointestinal conditions

Accrual Goal
N = 600

XL092 + atezolizumab

Regorafenib (160 mg) oral tablet 

once daily on Days 1 -21  of each 4-

week cycle
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Arm A: Investigational Arm

Primary Endpoint:
Overall Survival (OS)

Secondary Endpoints: 

Progression Free  

Survival (PFS),  

Objective Response  

Rate (ORR), and  

Serious Adverse  

Events (SAE)

Arm B: Standard of care treatment

NCT05425940: Study of XL092 + Atezolizumab vs Regorafenib in Subjects 

With Metastatic Colorectal Cancer (STELLAR-303)

PI’s: R. Hecht and A. Saeed



• OS is primary endpoint
• There must be at least one other site of metastasis in addition to the liver
• Adjuvant must have been completed 12 months prior

PI’s: Miller, Romesser, and Hitchcock

AO2011101

N= 364



NCI Approved/Pending Trials



BRAF MT V600E 
MCRC 



BRAF V600E MT Previously Treated MCRC

PI: V. Morris









HER-2 Amplified MCRC



Data cut-off for current analysis, March 28, 2022

a Each treatment cycle is 21 days; b Patients remained on therapy until evidence of radiographic or clinical progression, unacceptable toxicity, withdrawal of consent, or study closure; c Stratification: Left sided tumor primary vs other; d Patients were allowed 
to cross over and receive tucatinib and trastuzumab if they experienced radiographic progression at any time point or if they had not achieved a PR or CR by week 12; e Patients had HER2+ tumors as defined by one or more protocol 
required local tests: IHC 3+ (n=46), amplification by ISH (n=36), or amplification by NGS (n=69)

2L+, second line and later; BICR, blinded independent central review; BID, twice a day; C1D1, cycle 1 day 1; CR, complete response; DOR, duration of response; HER2, human epidermal growth receptor 2; IHC, immunohistochemistry; ISH, in situ 
hybridization; mAb, monoclonal antibody; mCRC, metastatic colorectal cancer; NGS, next-generation sequencing; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PO, orally; Q3W, every 3 weeks; PR, partial response; R, 
randomisation; RAS, rat sarcoma virus; RECIST, Response Evaluation Criteria in Solid Tumors; US, United States; VEGF, vascular endothelial growth factor. 

https://clinicaltrials.gov/ct2/show/NCT03043313

MOUNTAINEER: Global, Open-Label, Phase 2 Trial 

MOUNTAINEER began as a US Investigator-Sponsored Trial and initially consisted of a single cohort (Cohort A) and was expanded 

globally to include patients randomised to receive tucatinib + trastuzumab (Cohort B) or tucatinib monotherapy (Cohort C)

Key Eligibility Criteria

• ≥2L mCRC

• HER2+ per local 

IHC/ISH/NGS testing

• RAS wild-type

• Measurable disease 

per RECIST 1.1

• Prior fluoropyrimidines, 

oxaliplatin, irinotecan, 

and anti-VEGF mAb

Cohort A (n=45)

Tucatinib 300 mg PO BID

+ 

Trastuzumab 6 mg/kg Q3W 

(loading dose 8 mg/kg 

C1D1)a,b

Cohort B (n=41)

Tucatinib 300 mg PO BID

+ 

Trastuzumab 6 mg/kg 

Q3W (loading dose 8 

mg/kg C1D1)a,b

Cohort C (n=31)

Tucatinib 300 mg 

PO BIDa,d

Expansion
Rc

Endpoints 

Efficacy

Assessed in patients who received any amount 

of study treatment and had HER2+ tumorse

1. Primary: Confirmed ORR in Cohorts A+B 

(RECIST 1.1 per BICR)

2. Secondary: 

• Cohorts A+B: DOR per BICR, PFS per BICR, 

and OS

• Cohort C: ORR by 12 weeks of treatment 

(RECIST 1.1 per BICR)

Safety presented in Cohorts A+B who received 

any amount of study treatment 



Tucatinib + Trastuzumab: Change in Tumor Size

a Four patients who did not have baseline and/or post-baseline target lesion measurements are excluded

CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease. 

Data cutoff: 28 Mar 2022

Maximum Change in Tumor Size

Patients with reduction in tumor burden: n=52/80 (65.0%)



Tucatinib + Trastuzumab: PFS and OS

BICR, blinded independent central review; IQR, interquartile range; OS, overall survival; PFS, progressive-free survival. 

Data cutoff: 28 Mar 2022

Progression-free Survival per BICR Overall Survival

Tucatinib + 

Trastuzumab Events

Median 

PFS 95% CI

Cohorts A+B 59/84 8.2 

months 

4.2, 10.3

Tucatinib + 

Trastuzumab Events

Median 

OS 95% CI

Cohorts A+B 38/84 24.1 

months 

20.3, 36.7

Median follow-up for Cohorts A+B was 20.7 months (IQR, 11.7, 39.0) 

Tucatinib FDA Approved  1/19/2023



MOUNTAINEER-03: 
Global, Randomised, Open-Label, Phase 3 Trial

a Stratification: Primary tumor sidedness, liver metastases; b Levoleucovorin may be given in place of leucovorin; c Alpha-controlled

1L, first line; BICR, blinded independent central review; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; mCRC, metastatic colorectal cancer; mFOLFOX6, 
5-fluorouracil, leucovorin, and oxaliplatin; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; R, randomisation; RAS, rat sarcoma virus; RECIST, Response Evaluation Criteria in Solid Tumors. 

https://clinicaltrials.gov/ct2/show/NCT05253651

Key Eligibility Criteria

• HER2+ 1L mCRC assessed by 

central IHC/ISH testing 

• RAS wild-type

• Measurable disease per RECIST 1.1

• ECOG Performance Status 0-1

• Treated, stable central nervous 

system metastases permitted

Tucatinib + 

Trastuzumab + 

mFOLFOX6b

(n≈200)

mFOLFOX6b ±

Bevacizumab or 

Cetuximab 

(n≈200)

Ra

Endpoints 

Primary

PFS per RECIST 1.1 (BICR)

Secondaryc

• OS

• Confirmed ORR per RECIST 

1.1 (BICR)



KRAS G12C MCRC





CodeBreak 101





KRYSTAL-1: Updated Efficacy and Safety of Adagrasib (MRTX849) With or 

Without Cetuximab in Patients With mCRC with a KRASG12C MT

Yaeger et al: NEJM, 2022



Ongoing Phase I and III Trials: Amgen, Mirati and Eli-Lilly

• Metastatic CRC

• KRAS G12C in tumor

• Local test acceptable for 

enrollment; central 

confirmation req’d w/in 30d

• PD on 1L 

fluoropyrimidine + 

oxaliplatin or irinotecan

• No prior anti-EGFR or 

direct KRAS G12Ci

Adagrasib 600 mg BID + 

Cetuximab 500 mg/m2 Q2W

FOLFIRI or mFOLFOX6§

1:1

N~420

§Anti-VEGF/VEGFR allowed per Investigator 

discretion 



The role of ctDNA



Variability in ctDNA by Primary Tumor and Stage

Bettogowda et al: Sci Transl Med. 2014; Bando et al: JCO Precision Onc, 2022; Pascual et al: Ann of Onc, 2022

• Additional factors: 

• Disease site: Liver > lymph 

node > peritoneum > lung> 

brain 

• Size of mets > 2 cm

• Number of mets

• Histology: SCCA > adenoCA

> mucinous

• Method and timing of 

collection: -80°C

• EDTA or STRECK tubes

• Environment:

• Recent surgery, 

inflammation, 

chemotherapy



Can ctDNA-Positive Patients Benefit from Adjuvant Chemo?

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Recommended ctDNA Perioperative 
Collection Timepoints

Dasari et al: Nat Rev, 2020



Co-Directors:

Elizabeth Davis, MD and Bhagi Dholaria MBBS

Director: Cathy Eng, MD, FACP, FASCO

One of the First Young Adult 

Cancers Program Nationally



Courtesy of Anjee Davis
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patient advocate

Allison Rosen
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Overall Takeaways

• BIOMARKER testing is important in colorectal cancer patients

• New drugs and drug combinations are coming out: 2 were FDA approved at the mtg

• Healthcare professionals are considering treatment side effects and long term effects 

when deciding options 

• Early onset is on the rise we need to do more

• Less is more when it comes to treatment in some cases

2ARosen380



MOUNTAINEER              PARADIGM

• Approved 1/19/2023
• Already being used in breast so some 

trust in this drug

• Chemo-free approach to HER2+ RAS 
wild-type

• Proves that biomarker test is important

3

• Of the 802 patients 91% had ctDNA and 
28% had at least one gene alteration

• Proved that you can use ctDNA to 
define negative hyperselection rather 
than look at left sided and right sided to 
help select patient with frontline 
therapy in terms of PAN versus BEV

FDA approval of tucatinib combined with trastuzumab for 
HER2-positive metastatic colorectal cancer

RAS wild-type mCRC FOLFOX with panitumumab vs bevacizumab in 
patients with RAS wild-type left-sided mCRC

ARosen380



SUNLIGHT Trifluridine/Tipiracil plus Bevacizumab provides benefit in refractory 
metastatic colorectal cancer

• Improved overall survival and 
progression-free survival 

• This can be used for microsatellite stable 
colon cancer population if not candidates 
for immunotherapy

• ¼ of patients did not see bevacizumab in 
this study: appealing doublet in these 
patients

• Could be considered a standard of care

4ARosen380



PRESENTATION TITLE

ctDNA: Prime Time or Jumping too Soon? 

5ARosen380
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Despite remarkable advances in cancer care, we demonstrate an alarming recent trend 
where mortality rate has remained stable & recently increased in younger individuals with 
GI cancers

ARosen380

• EOCRC mortality rates were 
stable 1999-2009 but have risen 
significantly with significant 
sociodemographic and regional 
variation

• 74,000 AYAs (15-44) have passed 
from GI cancers the highest being 
52% from colorectal

• Highest mortality rate was in rural 
areas, Non-Hispanic Blacks and 
Hispanic individuals

• Mortality highest in Southern 
states at 42%



7

Other poster topics: patient navigation vital, COVID effects on screening, treatment 
evolutions (harmful or not), and health disparities

ARosen380

COVID-19 delayed the diagnosis of 
patients with EOCRC

There were key 
differences in 
microbiome in 
black vs White 
EOCRC 

Benefits of 
imaging 
outweigh the 
risk of patients 
with EOCRC



THANK YOU
Contact me at

Email: alicat380@aol.com
@Allisonrosen4
@alicat380
@alicat380
@ARosen380



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
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