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STUDY OBJECTIVES

Report Objectives
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To gain advisors’ perspectives on

> Current treatment practices regarding therapy of unresectable advanced HCC

> Current treatment practice attitudes toward recently introduced and upcoming agents



Report Snapshot: Session Overview
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A moderated roundtable 
discussion was held with 
community oncologists 
from Massachusetts and 
New York in a virtual 
setting on March 15,
2022

Disease state and data 
presentations were led by 
Dr Tanios Bekaii-Saab 
from the Mayo Clinic in 
Phoenix, Arizona, in 
conjunction with content 
developed by the 
Aptitude Health clinical 
team

Insights were obtained on 
current treatment 
practices and attitudes 
toward new therapeutics 
for unresectable 
advanced HCC 

Data collection was 
accomplished through 
use of audience 
response system (ARS) 
questioning and in-depth 
moderated discussion 



Report Snapshot: Attendee Overview

> The group of advisors comprised 8 community oncologists from New York and 
Massachusetts
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INSTITUTION CITY STATE
Westchester Medical Center Hawthorne

NY

Vantage Oncology Group Flushing

New York Cancer & Blood Specialists Greenlawn

Northwell Health Cancer Institute New Hyde Park

Northwell Health Cancer Institute at Lenox Hill 
Hospital New York

New York Cancer & Blood Specialists Port Jefferson

New York Cancer & Blood Specialists Bronx

Southcoast Health Fall River MA



Report Snapshot: Agenda
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Time (ET) Topic
6.00 PM – 6.15 PM
(15 min) Introduction

6.15 PM – 7.20 PM
(65 min) First-Line Treatment of Advanced HCC 

7.20 PM – 7.30 PM
(10 min) Break

7.30 PM – 8.45 PM
(75 min) Second-Line and Subsequent Therapy for Advanced HCC

8.45 PM – 9.00 PM
(15 min) Key Takeaways and Meeting Evaluation



Key Insights and 
Discussion Summary 



INSIGHTS AND DATA

Discussion: First-Line Treatment in Advanced HCC
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“I think it [STRIDE regimen] has a role in patients with high risk of bleeding and esophageal bleed. But besides 
that, I still will favor using atezo + bev.”

“Atezo + bev . . . I think overall it’s pretty well tolerated, and I am just vigilant about bleeding in these patients . . . 
bev for the most I think is pretty well tolerated. I think in people with varices, one has to be more careful because 
of the bleeding.”

“I tend to see a lot of uncontrolled hypertension, so it’s kind of been a little bit more of an issue especially when my 
patients have radioligand therapies and I have to decide what I’m going to use.”

“Cabo is a toxic drug, in my opinion. And then you throw in people with liver dysfunction and you’re going to have 
bigger problems.”

“Durva + treme . . . so, not excited about the PFS . . . I will only use it on patients who don’t qualify for any other 
regimen.”

Factors affecting 
first-line treatment 
choices
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“I tend to do NGS on all patients with stage IV.”

“Besides MSI status, I do not find anything significant in next-generation sequencing in these patients.”

“I do NGS if they fail in at least 1 treatment. . . . One thing that surprised me is tumor mutation burden in a patient 
who failed first-line treatment.”

Role for 
biomarkers/
genetic testing

INSIGHTS AND DATA

Discussion: First-Line Treatment in Advanced HCC

Immunotherapy 
vs TKI

“The TKIs are much tougher to give compared to atezo + bev combination.” 

“TKI is yesterday’s news. I don’t find them useful.”

“Tolerability . . . I don’t think that the TKIs come even close, and I just don’t think they’re going to make it into the 
frontline setting.”

“I think lenvatinib is usually a little bit better tolerated, in my experience . . . it is hypertension we’re concerned 
about; the TKIs are actually fairly manageable.”
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“I’m really excited about HIMALAYA as an alternative in the first-line setting. . . .The drugs being used are similar 
to the nivo + ipi in the second line. . . . I think that’s going to be, for me, my alternative.”

“Cabo + atezo, cabo is a hard drug. I think if you combine it with atezo, start at 40. . . . And the data for the 
durvalumab + tremelimumab, the PFS vs OS, makes me suspect.”

“The immune checkpoint inhibitors, as they have made their way into HCC, we’ve been through a lot of excitements 
and disappointments, but overall, it seems like we’re going on a good direction for this group of patients.”

“In terms of the HIMALAYA, I mean, I haven’t used it. I think it has a role in patients with high risk of bleeding . . . 
esophageal bleed.”

“Durvalumab + tremelimumab is a very interesting combination. You can only give 1 dose of CTLA-4 and expect it 
to work that much better.”

“I think that what’s attractive about atezo + bev is that the vascularity is such an important feature of HCC that 
you’re really leveraging 2 of the most important mechanisms that are at play with HCC. That’s why I like that 
combination. I think biologically it’s a very attractive combination.”

”I think that the durva + treme is really going to have a very specific role. It’s going to fill a void for a lot of our 
patients in first line who cannot get atezo + bev. I’m going to look past the PFS, and I think I’m still going to use it.”

Potential impact of 
future combination 
therapies

INSIGHTS AND DATA

Discussion: First-Line Treatment in Advanced HCC
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INSIGHTS AND DATA

“In terms of COSMIC, I haven’t yet figured out how I’m going to incorporate it. I don’t think it’s that easy to tolerate.”

“I don’t think I will use it [cabo] in combination. I think it has a role in patients with a high risk of esophageal 
bleeding.”

“The toxicities of the cabo are actually the most pronounced of the TKIs even in the frontline setting. . . . The 
survival is not better. . . . The PFS is not better . . . and the response rates are not the highest.”

“Cabo is a toxic drug, in my opinion. . . . And then you throw in people with liver dysfunction and you’re going to 
have bigger problems.”

“I think that the response rate, progression-free survival, and overall survival of cabo + atezo are definitely more 
exciting in renal cell carcinoma.”

“If a patient has metastatic disease to the brain, it seems to be like cabo has probably a slightly better penetrance 
to the CNS than your TKIs used in the RCC world.”

Perceptions of 
cabozantinib and the 
COSMIC-312 trial

Discussion: First-Line Treatment in Advanced HCC



Discussion: Second-Line and Subsequent Therapy in 
Advanced HCC
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Factors determining 
when it is time to 
switch therapies

“I think it's a combination of factors. Patient performance status, radiological evidence, and alpha-fetoprotein. If it’s 
a clear uptrend of alpha-fetoprotein, I think it’s a matter of time before I see the progression of disease.”

“I think patient’s symptoms and then the radiographic findings. I think after 3 to 4 doses, though, if there's clear 
progression as well as the AFP is going up or both, then I would switch, but I would give it a good 3, 4 cycles.”

“It's the efficacy and tolerability.”

INSIGHTS AND DATA

“I would say its tolerability. This is one disease where you end up making switches more frequently because of 
tolerability than other diseases.”

“I look at a combination of the tolerability and how the [patients] are doing and how well they tolerated the 
regimen.”

“In the people who can tolerate it [lenvatinib], I do like what I see with it in the first-line setting, and . . . translate 
that into the second-line setting. . . . I'd like to get the most active drugs out there as early as possible and then 
save the other things for later.”

“I think I've just gotten better patient control with lenvatinib, and I think it's personal experience.”

Factors affecting 
second-line 
therapy choice
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“I have a lot of comfort using [sorafenib] and I find the GI stuff is less than the other ones, and as long as you 
could keep the blood pressure under control, I find it's pretty tolerable.”

“I would likely go to lenvatinib as the next line. I do think that there is benefit in switching up the mechanism of 
action, and we sort of know about the immunotherapy after TKI in terms of biomicrosphere and priming the 
microbiome for the immunotherapy response.”

“I'm using second-line TKIs if the patient already has seen the checkpoint inhibitors in the first line.”

“Cabo seems reasonable because this way you really switched the MOA with every single line of treatment and 
that, I think, affords the best opportunities for success.”

“I would prefer cabo because it's a multitarget agent. . . . Also, if a patient has bone metastasis, on the basis of
prostate cancer experience, cabo works better in patients with bone metastasis.”

“If the patient has bone met and liver cancer, definitely cabo is the drug to use. I mean, all you have to do is start 
slow, 40 maybe, sometimes 30.”

“I have a patient now who's been on it [sorafenib] around 5 months, second line. It's really anecdotal and experience 
with knowing how to titrate it up that I feel comfortable with it.”

Use of TKIs in 
second line

INSIGHTS AND DATA

Discussion: Second-Line and Subsequent Therapy in 
Advanced HCC
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Perspectives on 
third-line and 
subsequent therapy

“I can do a TKI-checkpoint inhibitor combination in the third line, or a single, or an IO combination third line.” 

“For third line, I’d use the cabo.”

“I have used len with pembro, but I will consider durva with tremelimumab actually as an option in the third line.”

INSIGHTS AND DATA

Discussion: Second-Line and Subsequent Therapy in 
Advanced HCC

Use of IOs in 
second line

“I think durva is going to be my preferred agent just because now there's clear data to support it once it's 
approved. But until then, I tend to just use nivo. I mean, it's just monthly.”

“I think that given the predominant role of VEGF in HCC, I don't see a compelling reason to really use the nivo + 
ipi combination.”

“I tend to avoid using checkpoint inhibitor with ipi or nivo in the second line because of toxicity and the 
experiences that I've had.”

“The only time that I rechallenge the patient with immunotherapy is in the setting of metastatic melanoma. If 
there's not a better alternative, meaning that the patient doesn't have a BRAF V600E positivity, I rechallenge 
because there are data with 30% chance of response when you include a CTLA-4.”



Advisor Key Takeaways



Advisor Key Takeaways 
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ADVISOR ADVISOR

1 > Atezo + bev first line and wind up with cabo as a 
second line 5 > I am rethinking second-line options, and also figuring 

out where to use STRIDE was really important

2 > Atezo + bev as first line, then second line probably with 
cabo, then third line with STRIDE 6

> Use the tools in your tool belt and know when to move 
on to the next line of treatments

> There will be some better or alternative frontline 
doublet that is approved or commonly used when we 
cannot use Avastin, because I definitely had a number 
of patients who I could not give Avastin to

3

> I think it just shows there are so many different routes 
that we each choose and there is no right answer

> A lot of it is based on our preferences, and also on the 
patients in front of us

> I need to focus a little bit more on doing EGDs prior to 
atezo + bev as well

7

> Reconsidering cabo as second line and actually then
going back to a checkpoint inhibitor in third line 

> I am not impressed with STRIDE
> Durvalumab or nivolumab or pembrolizumab – I find all 

these checkpoint inhibitors are the same
> Durvalumab and tremelimumab are made by the same 

company

4

> I think the key really is to try to use multiple lines of 
treatment if you want to extend survival, such as Axel’s 
paper on colon cancer

> The key is sequential therapies to improve overall 
survival. I think they are all very similar

> I think they differ in toxicities, but the key is to try to get 
in as much as you can to improve the curve

8
> For me, the key takeaway was seeing where I can use 

the STRIDE regimen in the sequence, and I guess it 
was mostly solidifying some knowledge about the first 
and second line and how to sequence them



ARS Data



Advisors Treat a Significant Number of Advanced HCC Patients
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Approximately what percentage of your patients have advanced/unresectable HCC? (n = 6)*
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Atezolizumab + Bevacizumab Is the Preferred First-Line 
Systemic Therapy for 75% of Advisors
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In general, my preferred first-line systemic therapy for unresectable HCC is: (n = 6)*
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Proven Efficacy Is the Primary Driver for First-Line Therapy 
Selection Among Advisors
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My first-line therapy selection for unresectable HCC is mainly driven by: (n = 6)*
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Thirty-Three Percent of Advisors Use EGD in >50% of Their 
Patients Before Commencing Therapy
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Approximately what percentage of your patients receive an EGD before beginning therapy? (n = 6)*
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All Advisors (100%) Have Used Atezolizumab + Bevacizumab 
as First-Line Therapy in at Least 1 Patient
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In how many advanced HCC patients have you ever used atezolizumab + bevacizumab 
in the first-line setting? (n = 6*)

*Two advisors did not respond.
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Most Advisors Would Use Atezolizumab + Bevacizumab as 
First-Line Treatment Post-radiation for an Elderly Man With 
Advanced HCC

24

A 68-year-old man, whose past medical history is significant only for diabetes, presents with back pain and is found to have a lytic lesion at 
T11. CT scan of the torso shows multiple metastases up to 3 cm in size throughout both lungs and an 8-cm lesion within the liver. Several 
bony metastases are also seen. There is no evidence of cirrhosis. His ECOG PS is 1 and lab tests are relatively well preserved. His Child-

Pugh score is 6 (A). Liver biopsy demonstrates well-differentiated HCC. The patient strongly desires therapy following the completion of 
radiation to his back. He is not interested in participating in clinical trials. What would you recommend for this patient? (n = 7*)
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Preference for Second-Line Therapy in Unresectable HCC
Varied Significantly, Although Lenvatinib Was Selected by  
More Than One-Third of the Advisors
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In general, my preferred second-line therapy for unresectable HCC is: (N = 8)
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Proven Efficacy and Impact on Quality of Life Are the Primary 
Drivers for Second-Line Therapy Selection Among Advisors, 
Followed by Personal Expertise With the Regimen
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Advisors Selected Lenvatinib (57%) as Preferred Second-Line 
Treatment for an Adult Male With Advanced HCC Whose 
Disease Progressed After Atezolizumab + Bevacizumab

27

A 41-year-old white male presents with chronic HBV infection. His HCC diagnosis: multiple liver lesions (greatest 8.5 cm, right lobe), 4 lung 
mets, bone mets in right femur and spine. The patient is started on first-line therapy with atezolizumab + bevacizumab. Seven months after 

initiating therapy, AFP increases from 120 to 545 ng/mL, and a CT scan shows new liver lesions. His Child-Pugh score remains A and his PS 
is 1. What would you recommend for this patient now? (n = 7*)
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Twenty-Nine Percent of Advisors Do Not Consider AFP Level 
When Determining Second-Line Therapy
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How important is AFP level when determining second-line therapy for your HCC patients? (n = 7*)
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Seventy-Five Percent of Advisors Have Used Cabozantinib in 
the Second-Line Setting
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In how many unresectable HCC patients have you ever used the drug cabozantinib 
in the second-line setting? (N = 8)
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