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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer survey or poll questions

Clinicians in the audience, please click your answer choice 
for the premeeting survey as well as the live polling questions.

Quick Survey Quick Poll



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer survey or poll questions

Clinicians in the audience, please click your answer choice 
for the premeeting survey as well as the live polling questions.

Quick Survey Quick Poll
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Meet The Professor with Dr Messersmith 

MODULE 1: Cases from Drs Chen and Ibrahim
• Dr Chen: A 68-year-old woman with MMR-proficient T3N0 rectal cancer 
• Dr Ibrahim: A 40-year-old man with MSI-high metastatic colon cancer 

MODULE 2: Beyond the Guidelines; Key Data – Colorectal Cancer

MODULE 3: Cases from Drs Brooks and Gosain
• Dr Brooks: A 55-year-old man with MSS esophageal cancer – PD-L1 CPS 10 
• Dr Gosain: A 56-year-old man with HER2-positive, MSS gastroesophageal junction cancer

MODULE 4: Beyond the Guidelines; Key Data – Gastroesophageal, Esophageal Cancers

MODULE 5: Cases from Drs Glynn and Gupta
• Dr Glynn: A 74-year-old man with hepatocellular carcinoma (HCC) and cirrhosis 
• Dr Gupta: An 80-year-old woman with metastatic HCC 

MODULE 6: Beyond the Guidelines; Key Data – HCC
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• Presented with hematochezia
• Colonoscopy: Ulcerated mass 5 cm from the anal verge
• Biopsy: T3N0 adenocarcinoma, MMR proficient 
• Patient desires to preserve her sphincter

Questions
• What would be the best treatment for her, whether this would be chemoradiation followed by 

surgery or total neoadjuvant chemotherapy?

Case Presentation – Dr Chen: A 68-year-old woman 
with MMR-proficient T3N0 rectal cancer

Dr Gigi Chen



• Stage IIIC adenocarcinoma of the right colon, 19/25 lymph nodes positive à Surgery 
• Adjuvant FOLFOX which was very poorly tolerated (Oxaliplatin x 4, 5-FU/LV x 6)
• Metastatic disease to the retroperitoneum within 12 months of completing adjuvant chemotherapy

• Irinotecan/bevacizumab with a good response à Bevacizumab maintenance à PD in retroperitoneum
• Restarted on Irinotecan/bevacizumab, with minor response 

- MSS, patient chose not to pursue germline testing despite a strong family history of colon cancer 
• NGS testing: MSI high
• Treatment changed to Ipilimumab and nivolumab

- Admitted to the hospital with a diffuse erythematous rash, mild increase in his creatinine and bilirubin
- High-dose steroids with improvement in his rash and normalization of labs
- Imaging after two doses: No evidence of disease

• Currently on maintenance monthly nivolumab 
• Germline testing: Positive for Lynch syndrome 

Case Presentation – Dr Ibrahim: A 40-year-old man 
with MSI-high metastatic colon cancer

Dr Sulfi Ibrahim



Questions
• How often do you get discordant results between IHC for microsatellite instability between 

immunohistochemistry and next-generation sequencing? 
• Does combination ipilimumab/nivolumab provide a better chance of durable response compared to 

single-agent pembrolizumab?
• After hospitalized for ICI toxicity, I discontinued ipilimumab and continued nivolumab. Is that 

reasonable?

Case Presentation – Dr Ibrahim: A 40-year-old man 
with MSI-high metastatic colon cancer (continued)

Dr Sulfi Ibrahim



Case Presentation – Dr Ibrahim: A 40-year-old man 
with MSI-high metastatic colon cancer (continued)

Dr Sulfi Ibrahim
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What is your usual first-line treatment recommendation for a clinically 
stable 60-year-old patient with left-sided, MSS, pan-RAS wild-type, 
BRAF wild-type metastatic colorectal cancer (mCRC)?

1. Chemotherapy
2. Chemotherapy + anti-VEGF antibody
3. Chemotherapy + anti-EGFR antibody
4. Chemotherapy + immunotherapy
5. Other 



What is your usual first-line treatment recommendation for a 
clinically stable 60-year-old patient with left-sided, MSS, pan-RAS 
wild-type, BRAF wild-type metastatic colorectal cancer (mCRC)?

FOLFOX/CAPOX + 
bevacizumab

FOLFOXIRI + 
bevacizumab

FOLFOXIRI + 
bevacizumab

FOLFOX/CAPOX + 
bevacizumab

FOLFOXIRI + 
bevacizumab

FOLFOX/CAPOX + 
bevacizumab

FOLFOX + cetuximab

FOLFIRI + bevacizumab



What is your usual first-line treatment recommendation for a clinically 
stable 60-year-old patient with left-sided, pan-RAS wild-type, BRAF 
wild-type, MSI-high mCRC?

1. Pembrolizumab 
2. Nivolumab 
3. Nivolumab/ipilimumab
4. Chemotherapy
5. Chemotherapy + anti-VEGF antibody
6. Chemotherapy + anti-EGFR antibody
7. Chemotherapy + immunotherapy
8. Other 



What is your usual first-line treatment recommendation for a 
clinically stable 60-year-old patient with left-sided, pan-RAS wild-
type, BRAF wild-type, MSI-high mCRC?

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab



Regulatory and reimbursement issues aside, for a patient with pan-
RAS wild-type mCRC with a BRAF V600E mutation, in what line of 
therapy would you generally administer BRAF-targeted therapy?

Second line

Second line

Second line

Second line

Second line

Second line

Second line

Second line



For a patient with mCRC with a BRAF V600E mutation to whom you 
would administer BRAF-targeted therapy, what would be your 
preferred treatment?

1. Irinotecan + vemurafenib + EGFR antibody 
2. Dabrafenib + trametinib + EGFR antibody 
3. Encorafenib + binimetinib + EGFR antibody 
4. Encorafenib + EGFR antibody 
5. Other 



For a patient with mCRC with a BRAF V600E mutation to whom 
you would administer BRAF-targeted therapy, what would be 
your preferred treatment? 

Encorafenib + 
panitumumab

Encorafenib + 
panitumumab

Encorafenib + 
panitumumab

Encorafenib + 
cetuximab

Encorafenib + 
panitumumab

Encorafenib + 
cetuximab

Encorafenib + 
cetuximab

Encorafenib + 
cetuximab





A Phase II Study Investigating Cabozantinib
in Patients with Refractory Metastatic
Colorectal Cancer (AGICC 17CRC01)

Scott AJ et al.
Gastrointestinal Cancers Symposium 2020;Abstract 103.



J Clin Oncol 2021;39(4):273-84. 

Standard



BEACON: Overall Survival Results

Tabanero J et al. J Clin Oncol 2021;39(4):273-84.



ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-10. 



ANCHOR CRC: Results Summary

Van Cutsem E et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-10. 

Confirmed ORR (n = 92): 47.8% 

• OS was 17.2 mos (with a median follow-up of 14.4 mos)
• The triplet combination was well-tolerated and there were no unexpected toxicities



BREAKWATER Study Design

Van Cutsem E et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-10. 

FOLFOX, full dose IV Q2W



FDA Approves New Dosing Regimen for Cetuximab
Press Release – April 6, 2021

“On April 6, 2021, the Food and Drug Administration approved a new dosage regimen of 500 mg/m2

as a 120-minute intravenous infusion every two weeks (Q2W) for cetuximab for patients with K-Ras 
wild-type, EGFR-expressing colorectal cancer (mCRC) or squamous cell carcinoma of the head and 
neck (SCCHN).

The approval was based on population pharmacokinetic (PK) modeling analyses that compared the 
predicted exposures of cetuximab 500 mg Q2W to observed cetuximab exposures in patients who 
received cetuximab 250 mg weekly. The application was also supported by pooled analyses of 
overall response rates, progression-free survival, and overall survival (OS) from published literature 
in patients with CRC and SCCHN, and OS analyses using real-world data in patients with mCRC who 
received either the weekly cetuximab or Q2W regimens. In these exploratory analyses, the observed 
efficacy results were consistent across dosage regimens and supported the results of the population 
PK modeling analyses.

The most common adverse reactions (incidence ≥25%) to cetuximab are cutaneous adverse 
reactions (including rash, pruritus, and nail changes), headache, diarrhea, and infection.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-new-dosing-regimen-cetuximab



ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-8. 



KEYNOTE-177: Progression-Free Survival 

Andre T et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-8. 



KEYNOTE-177: Overall Survival 

Andre T et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-8. 



ESMO World Congress on Gastrointestinal Cancer 2021;Abstract SO-27. 



CheckMate 142: 4-Year Update of Nivolumab/Ipilimumab as 
First-Line Therapy in MSI-H/dMMR mCRC

Andre T et al. World Congress on Gastrointestinal Cancer 2021;Abstract SO-27.

• Median PFS and OS were not reached
• 48-month PFS rate: 53%
• 48-month OS rate: 70.5%



Abstract 3505



DESTINY-CRC01: Best Change in Tumor Size in Cohort A 

Yoshino T et al. ASCO 2021;Abstract 3500.

ORR: 45.3%



DESTINY-CRC01: Progression-Free and Overall Survival 

Yoshino T et al. ASCO 2021;Abstract 3500.



DESTINY-CRC01 AEs of Special Interest: Interstitial Lung Disease 

Yoshino T et al. ASCO 2021;Abstract 3500.



Trastuzumab and Tucatinib for the Treatment of HER2 
Amplified Metastatic Colorectal Cancer: Initial Results 
from the MOUNTAINEER Trial

Strickler JH et al.
ESMO 2019;Abstract 527PD.



MOUNTAINEER: Response and Survival

Strickler JH et al. ESMO 2019;Abstract 527PD.

ORR: 12/23 (52.2%)
Median PFS: 8.1 mos
Median OS: 18.7 mos
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• PMH: Papilloma of nasal cavity and COPD
• 11/2020: Difficulty swallowing solids, with regurgitation
• Diagnosed with poorly differentiated adenocarcinoma, PD-L1 CPS 10, MSS, HER2 equivocal
• CT: Enlarged peri-gastric and pericaval nodes up to 2-cm, 2.5-cm adrenal mass, and multiple 

liver lesions
• FOLFOX, with discussion about adding ICI

- Needle biopsy: HER2-positive by FISH
• Trastuzumab added to FOLFOX

Questions
• How is it best to sequence the targeted treatments we have available? How would you approach it 

when there’s progression? If we start with anti-HER2 therapy, would we proceed with another anti-
HER2 agent  or move to immunotherapy? Is there any role of using them together at some point? 

• Would the experts agree with targeting HER2 first rather than with using immunotherapy? Would it 
be the newer agents that target trastuzumab? 

Case Presentation – Dr Brooks: A 55-year-old man 
with MSS esophageal cancer – PD-L1 CPS 10

Dr Philip Brooks



• Worsening dysphagia and 10lbs weight loss

• EGD consistent with poorly differentiated adenocarcinoma, MSI stable, HER2-positive, 
PD-L1 negative

• PET-CT: Gastro-hepatic adenopathy. No other distant disease

• Peri-operative concurrent carbo + paclitaxel + radiation therapy 
- Repeat EGD post treatment consistent with residual disease

• Patient evaluated by surgery but declined surgery

Questions

• Would you consider systemic chemotherapy as palliative treatment?

• Would you consider immunotherapy, despite his PD-L1 or CPS score?

• Is there any data for neoadjuvant trastuzumab? 

Case Presentation – Dr Gosain: A 56-year-old man 
with HER2-positive, MSS gastroesophageal junction 
cancer

Dr Rahul Gosain
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Regulatory and reimbursement issues aside, what would you currently recommend as 
second-line therapy for a patient with metastatic HER2-negative, MSS adenocarcinoma 
of the GEJ who has experienced disease progression on first-line FOLFOX?

FOLFIRI/ramucirumab

Test for PD-L1 CPS 
and administer 

pembrolizumab if ≥10

Test for PD-L1 CPS 
and administer 

pembrolizumab if ≥10

Ramucirumab/
paclitaxel

Ramucirumab/
paclitaxel

Ramucirumab/
paclitaxel

Ramucirumab/
paclitaxel

FOLFIRI/ramucirumab



Regulatory and reimbursement issues aside, what would you currently recommend as 
second-line therapy for a patient with metastatic HER2-positive, MSS adenocarcinoma 
of the GEJ who has experienced disease progression on first-line FOLFOX/trastuzumab?

FOLFIRI/ramucirumab

Test for PD-L1 CPS 
and administer 

pembrolizumab if ≥10%

Trastuzumab 
deruxtecan

Trastuzumab 
deruxtecan

Ramucirumab/
paclitaxel

Trastuzumab 
deruxtecan

Ramucirumab/
paclitaxel

Continue trastuzumab 
and switch 

chemotherapy



Front Oncol 2021;11:614640. 



Tissue Tumor Mutational Burden (TMB) as a 
Biomarker of Efficacy with Immune
Checkpoint Inhibitors (ICI) in Metastatic 
Gastrointestinal (mGI) Cancers

Lentz RW et al. 
ASCO 2021;Abstract e14559.



Mol Cancer Ther 2021;20(6):961-74.



Abstract 2505



Unique Mechanism of Action of the Oral CD11B Modulator 
GB1275

Park H et al. ASCO 2021;Abstract 2505.





CheckMate 577: Disease-Free Survival 

Kelly RJ et al. ASCO 2021;Abstract 4003.



FDA Approves Pembrolizumab in Combination with Chemotherapy
for Esophageal or GEJ Carcinoma
Press Release – March 22, 2021

“On March 22, 2021, the Food and Drug Administration approved pembrolizumab in combination 
with platinum and fluoropyrimidine-based chemotherapy for patients with metastatic or locally 
advanced esophageal or gastroesophageal (GEJ) (tumors with epicenter 1 to 5 centimeters above 
the gastroesophageal junction) carcinoma who are not candidates for surgical resection or 
definitive chemoradiation.

Efficacy was evaluated in KEYNOTE-590 (NCT03189719), a multicenter, randomized, placebo-
controlled trial that enrolled 749 patients with metastatic or locally advanced esophageal or 
gastroesophageal junction carcinoma who were not candidates for surgical resection or definitive 
chemoradiation. 

The recommended pembrolizumab dose for esophageal cancer is 200 mg every 3 weeks or 400 mg 
every 6 weeks.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-esophageal-or-gej-
carcinoma?utm_medium=email&utm_source=govdelivery



Pembrolizumab plus Chemotherapy versus 
Chemotherapy as First-Line Therapy in Patients 
with Advanced Esophageal Cancer: The Phase 3 
KEYNOTE-590 Study

Kato K et al.
ESMO 2020;Abstract LBA8_PR. 



KEYNOTE-590: Overall Survival 

Kato K et al. ESMO 2020;Abstract LBA8_PR. 



KEYNOTE-590: Progression-Free Survival 

Kato K et al. ESMO 2020;Abstract LBA8_PR. 



FDA Approves Nivolumab with Chemotherapy for Front-Line 
Advanced Gastric Cancer
Press Release – April 16, 2021

“The FDA approved nivolumab in combination with certain types of chemotherapy for the frontline 
treatment of patients with advanced or metastatic gastric cancer, gastroesophageal junction 
cancer and esophageal adenocarcinoma, making it the first approved immunotherapy for this 
patient population.

The agency based the approval on data from the randomized, multicenter, open-label phase 3 
CheckMate-649 trial, designed to evaluate nivolumab – a monoclonal antibody that inhibits tumor 
growth by enhancing T-cell function – plus chemotherapy in 1,581 patients with previously 
untreated advanced or metastatic gastric cancer, gastroesophageal junction cancer and 
esophageal adenocarcinoma. Of the 789 patients treated in the nivolumab arm, median overall 
survival was 13.8 months, compared with 11.6 months for patients who received chemotherapy 
alone.”

https://www.cancernetwork.com/view/fda-approves-nivolumab-plus-chemo-for-frontline-advanced-gastric-
cancer?utm_source=sfmc&utm_medium=email&utm_campaign=4.16.21_CN_Breaking&eKey=Z2tlbGx5QHJlc2VhcmNodG9wcm
FjdGljZS5jb20=





CheckMate 649 Dual Primary Endpoints: PFS and OS

Moehler M et al. ASCO 2021;Abstract 4002.





CheckMate 648: Overall Survival in Patients with PD-L1 ≥ 1% 
(Primary Endpoint Along with PFS in PD-L1 ≥ 1%) and in ITT  

Chau I et al. ASCO 2021;Abstract LBA4001.



Phase II RAMIRIS Trial of Second-Line Ramucirumab plus FOLFIRI –
Patients with Advanced or Metastatic Gastroesophageal 

Adenocarcinoma with or without Prior Docetaxel

Lorenzen S et al. ASCO 2020;Abstract 4514. 

Paclitaxel:



FDA Approves Trastuzumab Deruxtecan for HER2-Positive Gastric 
Adenocarcinomas
Press Release – January 15, 2021

“On January 15, 2021, the Food and Drug Administration approved fam-trastuzumab 
deruxtecan-nxki for adult patients with locally advanced or metastatic HER2-positive 
gastric or gastroesophageal (GEJ) adenocarcinoma who have received a prior 
trastuzumab-based regimen.

Efficacy was evaluated in a multicenter, open-label, randomized trial (DESTINY-
Gastric01, NCT03329690) in patients with HER2-positive locally advanced or 
metastatic gastric or GEJ adenocarcinoma who had progressed on at least two prior 
regimens, including trastuzumab, a fluoropyrimidine- and a platinum-containing 
chemotherapy. A total of 188 patients were randomized (2:1) to receive fam-
trastuzumab deruxtecan-nxki 6.4 mg/kg intravenously every 3 weeks or physician’s 
choice of either irinotecan or paclitaxel monotherapy.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-fam-trastuzumab-deruxtecan-nxki-her2-positive-
gastric-adenocarcinomas



Abstract 4048



DESTINY-Gastric01: Final Overall Survival Analysis 

Yamaguchi K et al. ASCO 2021;Abstract 4048.

As in the primary analysis (101 OS events; 54.0% maturity), in this updated analysis (133 OS events; 
71.1% maturity), T-DXd showed superior antitumor activity compared to PC



DESTINY-Gastric01: Selected Adverse Events

Yamaguchi K et al. ASCO 2021;Abstract 4048.



DESTINY-Gastric01 AEs of Special Interest: Interstitial Lung Disorder

• 16 patients (12.8%) had T-DXd-related ILD, as determined by an independent 
adjudication committee
- There were 13 grade 1 or 2, two grade 3, one grade 4, and no grade 5 events
- There were four ILD events since the primary analysis; one grade 1 and three 

grade 2
- Among the 16 total ILD events, the median time to first onset was 102.5 days 

(range, 36-638 days)

• There was one T-DXd-related death from pneumonia (non-ILD), as reported in 
the primary analysis

Yamaguchi K et al. ASCO 2021;Abstract 4048.



DESTINY-Gastric01: Exploratory Biomarker Analysis of Overall Survival 
in HER2-Positive or HER2-Low Advanced Gastric or GEJ Cancer

Exploratory Biomarker in Primary HER2-Positive Cohort Median Overall Survival
Plasma HER2 amplification

Not Amplified
Amplified

12.1 mo
13.0 mo

Plasma HER2 copy number*
Above 6.0
Below 6.0

21.2 mo
12.0 mo

Exploratory Biomarker in Exploratory HER2-Low Cohort
Plasma HER2 extracellular domain**

Above 11.6 ng/mL
Below 11.6 ng/mL

10.1 mo
4.3 mo

*An exploratory cutoff (copy number = 6.0) value was determined, which minimized p-value, estimated by 
log-rank test. Below 6.0 includes patients without amplification; **An exploratory cutoff value of 11.6 ng/mL 
in exploratory cohorts was determined, which minimized p-value, estimated by log-rank test.

Shitari K et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-14.



FDA Grants Accelerated Approval to Pembrolizumab with Trastuzumab 
and Chemotherapy as First-Line Therapy for HER2-Positive Gastric Cancer
Press Release – May 5, 2021

“On May 5, 2021, the Food and Drug Administration granted accelerated approval to pembrolizumab in 
combination with trastuzumab, fluoropyrimidine- and platinum-containing chemotherapy for the first-line 
treatment of patients with locally advanced unresectable or metastatic HER2 positive gastric or 
gastroesophageal junction (GEJ) adenocarcinoma.

Approval was based on the prespecified interim analysis of the first 264 patients of the ongoing KEYNOTE-811 
(NCT03615326) trial, a multicenter, randomized, double-blind, placebo-controlled trial in patients with 
HER2-positive advanced gastric or gastroesophageal junction (GEJ) adenocarcinoma who had not previously 
received systemic therapy for metastatic disease. Patients were randomized (1:1) to receive pembrolizumab 
200 mg or placebo every 3 weeks, in combination with trastuzumab and either fluorouracil plus cisplatin or 
capecitabine plus oxaliplatin.

The main efficacy measure for this analysis was overall response rate (ORR) assessed by blinded independent 
review committee. The ORR was 74% in the pembrolizumab arm and 52% in the placebo arm (one-sided 
p-value < 0.0001, statistically significant). The median duration of response (DoR) was 10.6 months for patients 
treated with pembrolizumab and 9.5 months for those in the placebo arm.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-pembrolizumab-her2-positive-
gastric-cancer



ESMO World Congress on Gastrointestinal Cancer 2021;Abstract LBA4.



KEYNOTE-811 Phase III Study Design

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancers 2021;Abstract LBA4.



KEYNOTE-811: Confirmed Response at First Interim Analysis

ORR: 74.4% ORR: 51.9%

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract LBA4.



Meet The Professor with Dr Messersmith 

MODULE 1: Cases from Drs Chen and Ibrahim
• Dr Chen: A 68-year-old woman with MMR-proficient T3N0 rectal cancer 
• Dr Ibrahim: A 40-year-old man with MSI-high metastatic colon cancer 

MODULE 2: Beyond the Guidelines; Key Data – Colorectal Cancer

MODULE 3: Cases from Drs Brooks and Gosain
• Dr Brooks: A 55-year-old man with MSS esophageal cancer – PD-L1 CPS 10 
• Dr Gosain: A 56-year-old man with HER2-positive, MSS gastroesophageal junction cancer

MODULE 4: Beyond the Guidelines; Key Data – Gastroesophageal, Esophageal Cancers

MODULE 5: Cases from Drs Glynn and Gupta
• Dr Glynn: A 74-year-old man with hepatocellular carcinoma (HCC) and cirrhosis 
• Dr Gupta: An 80-year-old woman with metastatic HCC 

MODULE 6: Beyond the Guidelines; Key Data – HCC



• 11/2019: Abnormal liver function tests on routine exam 

• MRI: Innumerable liver lesions (largest 5.6 cm) 

• Biopsy: Moderately differentiated HCC, cirrhosis

• 1/2020: Chemoembolization à Sorafenib
- Rash, weight loss

• 6/2020: Bevacizumab/atezolizumab, well tolerated, stable disease 12/2020

Question

• What would be the consideration for next line of therapy, whether going to regorafenib or 
ipi/nivo or cabozantinib?

Case Presentation – Dr Glynn: A 74-year-old man 
with HCC and cirrhosis

Dr Philip Glynn



• PMH: Diabetes, gastroparesis, GERD, hypertension

• 11/2020: Multifocal and metastatic HCC, with right lobe of the liver nearly completely replaced by HCC
- CT scan: 8.7-cm right hepatic lobe mass, 2.6-cm mass in the posterior segment of the right hepatic 

lobe. No adenopathy. Liver biopsy consistent with HCC. Alpha-fetoprotein 90.

• Patient not interested in systemic treatment because of her age and comorbid conditions 

• 2/2021: Right lobar chemoembolization – 2 months later developed liver abscess status post drainage 
and antibiotics

• 7/2021 Restaging scans: New right pleural effusion, lung metastases

Questions

• Since the patient does not want to receive chemotherapy and in light of her age and comorbid 
conditions, what treatment would you recommend?

Case Presentation – Dr Gupta: An 80-year-old 
woman with metastatic HCC

Dr Ranju Gupta
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What would be your current preferred first-line systemic 
treatment for a 65-year-old patient with HCC, a Child-Pugh B7
score and PS 1? 

1. Sorafenib
2. Lenvatinib
3. Atezolizumab/bevacizumab
4. Chemotherapy 
5. Other 



What would be your current preferred first-line systemic 
treatment for a 65-year-old patient with HCC, a Child-Pugh B7 
score and a PS of 1?

Sorafenib

Atezolizumab/
bevacizumab

Atezolizumab/
bevacizumab

Lenvatinib

Atezolizumab/
bevacizumab

Lenvatinib

Atezolizumab/
bevacizumab

Atezolizumab/
bevacizumab



What would be your most likely second-line systemic therapy for a 65-year-old patient 
with HCC, a Child-Pugh A score and a PS of 0 who received first-line atezolizumab/
bevacizumab with minimal toxicity, had stable disease for 14 months and then 
experienced disease progression (alpha-fetoprotein, AFP, 2,500 ng/mL)?

Sorafenib 

Cabozantinib

Cabozantinib

Ramucirumab 

Lenvatinib 

Lenvatinib 

Cabozantinib

Lenvatinib 



What would be your most likely second-line systemic therapy for a 65-year-old patient 
with HCC, a Child-Pugh A score and a PS of 0 who received first-line standard-dose 
sorafenib with minimal toxicity, had stable disease for 14 months and then experienced 
disease progression (AFP 2,500 ng/mL)? 

Atezolizumab/
bevacizumab 

Atezolizumab/
bevacizumab 

Atezolizumab/
bevacizumab 

Ramucirumab 

Atezolizumab/
bevacizumab 

Nivolumab/
ipilimumab 

Nivolumab 

Atezolizumab/
bevacizumab 



What would be your most likely third-line systemic therapy recommendation for 
an otherwise healthy 65-year-old patient with HCC who experienced disease 
progression on first-line atezolizumab/bevacizumab and second-line lenvatinib
(AFP 2,500 ng/mL)?

Ramucirumab 

Cabozantinib

Cabozantinib

Ramucirumab 

Cabozantinib

Nivolumab/
ipilimumab 

Ramucirumab 

Ramucirumab 



Lancet Oncol 2019;20(2):282-96.



REACH-2: A Phase III Trial of Ramucirumab After Sorafenib for 
Patients with Advanced HCC and Increased AFP

Zhu AX et al. ASCO 2018;Abstract 4003; Lancet Oncol 2019;20(2):282-96. 

OS
Ramucirumab

(n = 197)
Placebo 
(n = 95) HR p-value

Median OS 8.5 mo 7.3 mo 0.710 0.0199

PFS
Ramucirumab

(n = 197)
Placebo
(n = 95) HR p-value

Median PFS 2.8 mo 1.6 mo 0.452 <0.0001

Censored
Ramucirumab
Placebo

Median durations of follow-up were 7.9 months for ramucirumab, 6.6 
months for placebo

Censored
Ramucirumab
Placebo

Grade ≥3 AEs associated with ramucirumab included hypertension and hyponatremia.



IMbrave150: Updated Overall Survival (OS) Data 
from a Global, Randomized, Open-Label Phase III 
Study of Atezolizumab (atezo) + Bevacizumab (bev) 
versus Sorafenib (sor) in Patients (pts) with 
Unresectable Hepatocellular Carcinoma (HCC)

Finn RS et al.
Gastrointestinal Cancers Symposium 2021;Abstract 267. 



IMbrave150: Updated OS and PFS (Median Follow-Up = 
15.6 Months)

Finn RS et al. Gastrointestinal Cancers Symposium 2021;Abstract 267. 



Sintilimab plus Bevacizumab Biosimilar vs 
Sorafenib as First-Line Treatment for Advanced 
Hepatocellular Carcinoma (ORIENT-32)

Ren Z et al. 
ESMO Asia 2020;Abstract LBA2.



ORIENT-32 Coprimary Endpoint: Overall Survival

The superior OS benefit with sintilimab plus bev biosimilar was generally consistent across all subgroups
Ren Z et al. ESMO Asia 2020;Abstract LBA2.



ORIENT-32 Coprimary Endpoint: Progression-Free Survival

The superior PFS benefit with sintilimab plus bev biosimilar was generally consistent across all subgroups
Ren Z et al. ESMO Asia 2020;Abstract LBA2.



ORIENT-32 Coprimary Endpoint: Progression-Free Survival

Ren Z et al. ESMO Asia 2020;Abstract LBA2.

The superior PFS benefit with sintilimab plus bev biosimilar was generally consistent across all subgroups
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