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Time Topic
5.30 PM – 5.45 PM
(15 min) Introduction

5.45 PM – 6.10 PM
(25 min) First-Line Treatment of Advanced HCC

6.10 PM – 6.40 PM
(30 min) Moderated Discussion

6.40 PM – 6.50 PM
(10 min) BREAK

6.50 PM – 7.20 PM
(30 min) Second-Line and Subsequent Therapy for Advanced HCC

7.20 PM – 8.15 PM
(55 min) Moderated Discussion

8.15 PM – 8.30 PM
(15 min) Key Takeaways and Meeting Evaluation
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STUDY OBJECTIVES

To gain advisors’ perspectives on
> Current treatment practices regarding therapy of unresectable advanced hepatocellular 

carcinoma (HCC)

> Current treatment practice attitudes toward recently introduced and upcoming agents
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REPORT SNAPSHOT 

> A roundtable discussion moderated by an Axess Oncology Network physician focusing on treatment of HCC 
was held on November 4, 2020, in a virtual setting

> Disease state and data presentations were developed in conjunction with Tanios Bekaii-Saab, MD, a medical 
expert from the Mayo Clinic in Phoenix, Arizona

> The group of advisors comprised 12 community oncologists from the midwest United States including

− Illinois Cancer Specialists; Singh Arora Oncology Hematology; Zangmeister Cancer Center; AMITA Health Cancer 
Institute; St. Joseph Mercy Oakland Cancer Center; Great Lakes Cancer Management Specialist; Cleveland Clinic 
Akron General Hematology/Oncology; Gesme Consulting; Northwest Cancer Center; Fort Wayne Medical Oncology 
and Hematology; Loyola University Medical Center

> Insights on the following therapies were obtained

− Sorafenib vs lenvatinib; checkpoint inhibitors including atezolizumab and nivolumab; cabozantinib, nivolumab vs 
pembrolizumab, ramucirumab (high alpha-fetoprotein [AFP]), regorafenib, ipilimumab + nivolumab

> Data collection was accomplished through use of an audience response system (ARS), questioning, and 
moderated discussion
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Topline Takeaways
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CARCINOMA



TOPLINE TAKEAWAYS
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Atezolizumab + bevacizumab has emerged as the de facto first-line treatment for advanced/unresectable HCC patients. If 
patients have contraindications for the atezolizumab + bevacizumab combination, lenvatinib is preferred over sorafenib 
because of lenvatinib’s more favorable toxicity profile. Physicians prefer combination/dual-axis targeting therapies over 
single agents in the first line.

First-Line Therapy

Proven treatment efficacy is the overriding factor when selecting both first- and second-line therapies for advanced HCC 
patients. Clinical data is important to community physicians: There is level 1 evidence showing survival benefits with 
cabozantinib, regorafenib, and ramucirumab as second-line treatments. Oral route vs infusion is a key factor in weighing 
treatment choices, with oral therapies frequently resulting in poorer compliance and elevated toxicities.

Second-Line Therapy

Advisors generally try to change the mechanism of action when moving patients from first- to second-line (and beyond) 
therapies: if the patient receives immunotherapy first line, for example, advisors would choose a tyrosine kinase inhibitor 
(TKI) for second-line therapy, especially if the patient is progressing quickly. The lack of a true biomarker to guide 
treatments for advanced HCC is an impediment to physicians choosing which patients should receive which therapies 
and in what sequence. Elevated AFP levels, however, may support use of ramucirumab vs TKIs in a second-line setting. 

Second-Line Therapy and Beyond
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PARTICIPANT DEMOGRAPHICS (1/2)
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PARTICIPANT DEMOGRAPHICS (2/2)
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The largest proportion of advisors (42%) report that more than half of their patients have 
advanced/unresectable HCC.

33%

17%
8%

42%

≤3%

4%–10%

11%–20%

21%–30%

31%–40%

41%–50%

>50%

Approximately what percentage of your patients 
have advanced/unresectable HCC? (n = 12) 



Key Insights: Treatment of 
Advanced Hepatocellular 
Carcinoma
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Topic Data and Insights

Overview

Advisors see a variety of cancer patients and most do not specialize in unresectable HCC
‒ The largest proportion of advisors (42%) say that advanced HCC patients represent more than half of their total 

patients
• The next largest proportion of advisors (33%) say that advanced HCC patients make up less than 3% of their 

total patients
• A minority of advisors (8%) say that advanced HCC patients are between 31% and 40% of their total

First-Line 
Therapy

Advisors generally rely on combination therapy using PD-1/L1 + VEGF/VEGFR inhibitors as their preferred 
first-line treatment for advanced HCC
‒ The majority of advisors (75%) say they would choose atezolizumab + bevacizumab as their first-line systemic 

therapy for unresectable HCC
• Rarely will advisors use anti-VEGF therapy alone for first-line advanced HCC treatment

 Two advisors (17%) say that they would use lenvatinib alone while one advisor states that they would 
use sorafenib alone for first-line treatment

• In practice, advisors experience using atezolizumab + bevacizumab in a first-line setting for HCC varies 
widely
 The majority of advisors (58%) have used atezolizumab + bevacizumab in 1–3 patients in a first-line 

setting while some advisors (8%) have used this regimen in as many as 10 patients
 One-fourth of advisors have no experience using atezolizumab + bevacizumab for advanced HCC

Advisors also noted that for patients who have contraindications for atezolizumab or bevacizumab, those 
patients would receive TKI therapy in the first line

– Advisors preferred lenvatinib over sorafenib for first-line TKI treatments because of lenvatinib’s more favorable 
toxicity

FIRST-LINE TREATMENT OF ADVANCED HCC (1/2)
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Topic Data and Insights

First-Line 
Therapy

For first-line therapy, advisors give the greatest deference by far to treatment effectiveness vs other 
patient and treatment considerations
‒ The majority of advisor (83%) say that their choice of first-line therapy is driven by the therapy’s proven efficacy 

• Few advisors (8% each) say that managing toxicities or lack of satisfactory alternatives influences their 
first-line treatment decision

For patient factors and first-line treatments, advisors prefer to use therapy regimens in patients that 
most closely match those who benefitted in clinical trials; Child-Pugh score is also a guiding factor
‒ 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 

• The overwhelming majority of advisors (83%) say they would treat the above patient with atezolizumab 
+ bevacizumab first-line

• The remaining advisors say they would use lenvatinib in the above patient
 Advisors also discussed that they would deviate from the atezolizumab + bevacizumab in first line 

if the patient did not want an office visit due to COVID-19
– Advisors also noted the cost/copay obstacles associated with some oral TKIs resulting in treatment 

shifts in first line to atezolizumab + bevacizumab

FIRST-LINE TREATMENT OF ADVANCED HCC (2/2)
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QUOTES: FIRST-LINE TREATMENT OF ADVANCED HCC
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[Regarding using lenvatinib instead of atezolizumab + 
bevacizumab in first line] “[Lenvatinib is] well-tolerated. It’s 
logistics . . . patient doesn't want to travel to the office, so it's 
easy to give him oral medication, and tolerance is a big 
decision breaker . . . I would still reserve] atezolizumab + 
bevacizumab] for the second line.”

[Regarding atezolizumab + bevacizumab vs (oral) lenvatinib] 
“The parenteral nature of the regimen I think is also 
important. While orals are nice for convenience, this 
population of patients that I've seen has big-time issues with 
compliance and adherence. So, it's good to know what 
they're getting.”

[Regarding first-line atezolizumab + bevacizumab] “So
efficacy is the main reason, and not only that, I’m in a
community of private practice. For me . . . I'm not even sure
if I can get [lenvatinib] provided to the patients for the next 2
weeks or even 4 weeks for that matter. Cost/copay are huge
issues where the [atezolizumab] and the Avastin is relatively
easy for me to start maybe tomorrow.” [Regard combination therapy vs single agent] “I think I would 

echo everybody else’s comments about using the 
combination vs single agent in the frontline setting . . . I do 
agree that if and when where you can use the combination . 
. . I would use that.”

[On the importance of treatment sequencing] “There's no 
reason to believe that lenvatinib is going to perform any 
better than sorafenib vs [atezolizumab + bevacizumab] . . . 
Lenvatinib is a very potent VEGF inhibitor, and the question 
is whether bevacizumab still has the same value post 
lenvatinib . . . So you may actually end up losing exposure to 
close to half of your patients.”



Topic Data and Insights

Second-Line 
Therapy

Similar to first-line treatment approaches, advisors give the greatest preference to treatment 
effectiveness over other considerations for second-line therapies in advanced HCC patients
– The great majority of advisors (80%) cite treatment efficacy as their main reason for their second-line 

treatment choice
– Some advisors (20%) acknowledge that their choice of second-line treatment is governed by limited 

alternative therapies in lieu of most effective treatments

Advisors generally prefer to change mechanisms of action when moving from first-line treatments to 
second-line treatments in advanced HCC
– After using atezolizumab + bevacizumab as first-line therapy

• The majority of advisors (60%) say they would next treat these patients with cabozantinib
• Few advisors (20% each) say they would use ramucirumab or lenvatinib second line in these patients

Advisors noted that they like having an additional TKI option such as cabozantinib for patients who 
have progressed on immunotherapy and a VEGF-ligand targeting therapy such as bevacizumab
– Advisors generally preferred cabozantinib in second line over sorafenib or lenvatinib because of its efficacy 

and overall more favorable toxicity profile
• There was also discussion regarding cabozantinib targeting MET and AXL receptors – key signaling 

axes involved in VEGF inhibition resistance

SECOND-LINE AND SUBSEQUENT THERAPY FOR ADVANCED 
HCC (1/3)
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Topic Data and Insights

Second-Line 
Therapy

While changing mechanism of action for second-line therapies vs first line is preferred, advisors do not 
universally follow this approach, particularly if patient is progressing slowly
– A 41-year-old white male presents with chronic HBV infection. His HCC diagnosis: 2 lesions, 2.5 and 2.8 cm, 

in segments 4 and 7, respectively. A year later, the patient undergoes an orthotopic liver transplantation. 
Four years after transplantation, the patient’s AFP starts rising, and a CT scan of the abdomen suggests 
recurrence, with 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 sorafenib, with a drop in his AFP and no further 
progression of disease. The patient experiences G2 HFS and fatigue in the first month of therapy, and his 
sorafenib dose is adjusted to 400 mg PO in the AM and 200 mg PO in the PM. No further adjustments are 
made. 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

– To next treat this patient, advisors had a variety of responses
• The largest proportion of advisors (40%) said they would next use ramucirumab
• A smaller number of advisors (20% each) said they would use cabozantinib or nivolumab
• The fewest advisors (10% each) said they would use lenvatinib or pembrolizumab

Advisors indicate that they will likely no longer prescribe checkpoint inhibitors in the second line 
because of the efficacy and tolerability of cabozantinib

SECOND-LINE AND SUBSEQUENT THERAPY FOR ADVANCED 
HCC (2/3)
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Topic Data and Insights

Second-Line 
and Beyond 
Therapies

Advisors acknowledge that there is no true biomarker to guide treatments of advanced HCC patients 
but do consider AFP levels in therapy decisions
– The majority of advisors (82%) view AFP level as only somewhat important regarding second-line therapy 

for advanced HCC patients
• One advisor (9%) does not view AFP levels as important while one advisor deems AFP levels as very 

important
In the second-line setting, advisors generally reserve ramucirumab for unresectable HCC patients with 
AFP levels greater than 400 ng/mL; thus, most have limited experience in using this therapy in the 
second line
– The majority of advisors (58%) have not used ramucirumab in the second-line setting
– A third of the advisors have used ramucirumab in 1–3 unresectable HCC patients second line
– The smallest proportion of advisors (8%) have used ramucirumab in 4–7 unresectable HCC patients in a 

second-line setting
For third-line and beyond therapies, advisors say they would consider cabozantinib or possibly 
immunotherapy
– Advisors view cabozantinib as a sensible next-line option for patients who have progressed on second-line TKIs

• Advisors also say they would consider immunotherapy in these circumstances pending new data 
demonstrating efficacy

SECOND-LINE AND SUBSEQUENT THERAPY FOR ADVANCED 
HCC (3/3)
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QUOTES: SECOND-LINE AND SUBSEQUENT THERAPY FOR 
ADVANCED HCC 

19

“So, you know, one thing . . . is that cabozantinib is the drug 
which has been used in patients who have failed at least 1 or 
2 lines of therapy, and that's very important.”

[Regarding second-line treatment options] “I would prefer 
[cabozantinib] as compared to other drugs, knowing there is 
some activity I could anticipate.” 

“I try to . . . switch the class of the drug. So now I'm using 
more atezo/bevacizumab frontline . . . So I think I would 
probably use cabozantinib second line now . . . I’m changing 
the way I'm practicing and doing the immunotherapy up 
front, I probably would pick cabozantinib second line. ”

“The therapeutic index of the combination is always 
balancing toxicity vs efficacy . . . Could we achieve the same 
benefit by sequencing therapies, and in what patients?” [Regarding sequencing therapies and mechanisms of action] 

“So when you look at this, this is how I think about it, with a 
TKI, with . . . [regorafenib/cabozantinib] or with 
[ramucirumab], most patients will have a little bit of a benefit. 
With [pembrolizumab], few patients will have a lot of benefit.” 



Advisor Key Takeaways



ADVISOR KEY TAKEAWAYS (1/3)
Advisor 1
• The treatment field of advanced HCC is evolving, 

developing very rapidly
• Data on nivolumab + ipilimumab was intriguing 

especially considering that the higher doses of 
ipilimumab appeared to be most effective yet also the 
most toxic

• While acknowledging that they have not used 
ramucirumab, this advisor believes that there may be a 
role for this drug in the HCC treatment landscape

Advisor 3
• This advisor was reminded of the caution that must be 

exhibited regarding immunotherapy transplant candidates
• Pleased with the global summarization of this treatment field
• Seeing and discussing mechanism of action of the various 

therapies was helpful

Advisor 2
• The meeting confirmed much of this advisor’s first- and 

second-line treatment choices based on discussion with 
other advisors

• This advisor was also pleased and optimistic regarding 
the dual regimen of nivolumab + ipilimumab for 
advanced HCC

Advisor 4
• The [discussion of the latest treatment options] emphasized 

the importance of medical oncologists seeing patients earlier  
when they can most make a significant impact on patients’ 
outcomes

• Advisor was quite astonished to learn that 1 in 10 patients 
with nonalcoholic steatohepatitis (NASH) will develop HCC

• This meeting was the first time that this advisor heard that 
PD-L1 inhibitors might be more potent than PD-1 inhibitors
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ADVISOR KEY TAKEAWAYS (2/3)
Advisor 5
• Learned that cabozantinib is used in patients who have 

failed at least 1 to 2 lines of therapy
• Learned that atezolizumab + bevacizumab is now the 

de facto standard, but for second-line therapies, there 
are several options

– There is no standard of care for [second-line] 
patients, therefore this advisor will seek to enroll 
these patients in clinical trials as available

• After seeing data presented on cabozantinib, this 
advisor acknowledges that they now prefer this drug 

Advisor 7
• The firm data showing the atezolizumab + bevacizumab 

combination in first-line setting were very helpful
• This advisor learned much about sequencing therapies and 

appreciated the speaker’s devotion to this aspect of treating 
advanced HCC

Advisor 6
• This advisor was particularly impressed by the first-line 

data of atezolizumab + bevacizumab and notes that 
they would now use this regimen where possible

• Found the use of pembrolizumab in a second-line 
setting somewhat curious but would not rule out its use

• Advisor 6 also found the statistic regarding the high 
prevalence of HCC in patient with NASH striking

Advisor 8
• The affirmation that atezolizumab + bevacizumab is 

essentially universally accepted was key for this advisor
• Advisor believes that the forthcoming HIMALAYA trial data 

(with durvalumab and tremelimumab as additional first-line 
options) may be interesting

• Similarly, this advisor is interested to learn the results of the 
COSMIC trial (with cabozantinib in combination with 
atezolizumab vs sorafenib) for first-line treatments
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ADVISOR KEY TAKEAWAYS (3/3)
Advisor 9
• As a young physician, this advisor found the review of 

treatment sequencing especially helpful
• Highlighting the relationship between NASH and HCC 

was also very important
• The nivolumab + ipilimumab data were very beneficial

Advisor 11
• Moving atezolizumab + bevacizumab to the first-line setting 

(instead of in second-line) will now be the norm for this 
advisor

• The nivolumab + ipilimumab data also present a viable 
additional later-line option

Advisor 10
• This advisor expressed disappointment at the number 

of approved placebo-controlled trials and hopes this 
paradigm with cease regarding HCC treatments

– This advisor emphasized the need for future HCC 
treatment trials to be performed comparing 
therapies, not therapy vs placebo, to truly reveal 
best treatment approaches

– Advisor emphasized the highly sick nature of 
patients with advanced HCC thus putting 
heightened importance in choosing best second-
(and third-) line treatments or even merely 
palliative care

Advisor 12
• As a recent graduate, the discussion was a reminder to 

ensure advanced HCC patient receive an 
esophagogastroduodenoscopy (EGD) to assess varices and 
bleeding risk with respect to any future therapies

• The discussion regarding treatment sequencing was helpful, 
though this physician seldom encountered such scenarios in 
his patient population

• This advisor also expressed eagerness to see upcoming data 
on nivolumab + ipilimumab
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APPROXIMATELY WHAT PERCENTAGE OF YOUR PATIENTS 
HAVE ADVANCED/UNRESECTABLE HCC? (N = 12)
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IN GENERAL, MY PREFERRED FIRST-LINE SYSTEMIC 
THERAPY FOR UNRESECTABLE HCC IS: (N = 12)
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MY FIRST-LINE THERAPY SELECTION FOR UNRESECTABLE 
HCC IS MAINLY DRIVEN BY: (N = 12) 
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IN HOW MANY ADVANCED HCC PATIENTS HAVE YOU EVER 
USED ATEZOLIZUMAB + BEVACIZUMAB IN THE FIRST-LINE 
SETTING? (N = 12) 
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CASE 1

> 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

29



WHAT WOULD YOU RECOMMEND FOR THIS PATIENT? (N = 11)
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INSIGHTS INTO 
HEPATOCELLULAR CARCINOMA
ARS RESULTS: SECOND-LINE AND 
SUBSEQUENT THERAPY FOR ADVANCED HCC



IN GENERAL, MY PREFERRED SECOND-LINE THERAPY FOR 
UNRESECTABLE HCC IS: (N = 10)
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MY SECOND-LINE THERAPY SELECTION FOR 
UNRESECTABLE HCC IS MAINLY DRIVEN BY: (N = 10)
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CASE 2

> A 41-year-old white male presents with chronic HBV infection. His HCC diagnosis: 
2 lesions, 2.5 and 2.8 cm, in segments 4 and 7, respectively. A year later, the 
patient undergoes an orthotopic liver transplantation. Four years after 
transplantation, the patient’s AFP starts rising, and a CT scan of the abdomen 
suggests recurrence, with 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 sorafenib, with a drop in his AFP and no further progression of 
disease. The patient experiences G2 HFS and fatigue in the first month of therapy, 
and his sorafenib dose is adjusted to 400 mg PO in the AM and 200 mg PO in the 
PM. No further adjustments are made. 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
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WHAT WOULD YOU RECOMMEND FOR THIS 41-YEAR-OLD 
PATIENT NOW? (N = 10)
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HOW IMPORTANT IS AFP LEVEL WHEN DETERMINING 
SECOND-LINE THERAPY FOR YOUR HCC PATIENTS? (N = 11)
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IN HOW MANY UNRESECTABLE HCC PATIENTS HAVE YOU 
EVER USED THE DRUG RAMUCIRUMAB IN THE SECOND-
LINE SETTING? (N = 12)
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