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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

STUDY OBJECTIVES

REPORT OBJECTIVES
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REPORT SNAPSHOT: SESSION OVERVIEW
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A moderated roundtable 
discussion was held with 
community oncologists 
from the Pacific 
Northwest region of the 
United States in a virtual 
setting on March 15, 
2021

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 on first-line and 
subsequent therapies 
for advanced HCC in the 
community setting and 
impact on patient 
management were 
obtained 

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 9 community oncologists from the Pacific Northwest region of the 
United States
− Attendees of the roundtable represented community oncologists from Washington and Oregon
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INSTITUTION CITY STATE
North Star Lodge, Yakima Valley Memorial Yakima WA

Virginia Mason Medical Center Federal Way WA

UW Medicine-Valley Medical Center Renton WA

Compass Oncology Portland OR

Swedish Cancer Institute Issaquah WA

Swedish Cancer Institute Seattle WA

Washington Permanente Medical Group Tacoma, Silverdale WA

Providence Regional Cancer Partnership Everett WA

Vancouver Clinic Vancouver WA



REPORT SNAPSHOT: AGENDA
Time (EST) Topic

6.00 PM – 6.15 PM
(15 min)

Introduction and ARS Questions
• Program overview
• Round-robin introductions
• ARS questions

6.15 PM – 7.10 PM
(55 min)

First-Line Treatment in Advanced HCC
• Overview of current data: Factors guiding first-line therapy

– Sorafenib vs lenvatinib
– Incorporation of checkpoint inhibitors 

 Atezolizumab 
 Nivolumab

• Reaction and discussion

7.10 PM – 8.45 PM
(95 min)

Second-Line and Subsequent Therapy for Advanced HCC
• ARS questions
• Overview of current data

– Subsequent-line therapy
 Cabozantinib
 Nivolumab vs pembrolizumab
 Ramucirumab (high AFP)
 Regorafenib
 Ipilimumab + nivolumab
 Pembrolizumab

• Reaction and discussion 

8.45 PM – 9:00 PM
(15 min) Key Takeaways and Meeting Evaluation
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Topline Takeaways and 
Strategic Recommendations
INSIGHTS INTO HCC



MEETING OBJECTIVES WERE ACHIEVED: TOPLINE 
TAKEAWAYS

> Gain insight into how community 
oncologists are using TKIs vs 
immunotherapy-based regimens in 
first-line treatment

> Determine the potential impact of 
future combination therapies on 
the first-line HCC landscape

> Understand how available 
therapies are being used in 
second line and in what patient 
population cabozantinib is 
considered most appropriate

Through ARS questions and 
moderated discussions, community 
oncologists described their testing 
practices and challenges experienced

> Advisors agree that atezolizumab-
bevacizumab is the new standard 
first-line therapy for advanced 
HCC 

> Advisors are intrigued and excited 
by the COSMIC-312 data, but will 
reserve judgment until the results 
of the trial are finalized

> Cabozantinib is emerging as the 
preferred second-line therapy 
among advisors, especially in 
patients exposed to 
immunotherapy in first line

OBJECTIVE PROCESS INSIGHTS
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Key Insights and 
Discussion Summary



KEY INSIGHTS: FIRST-LINE TREATMENT OF ADVANCED HCC 
(1/2)
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> Gain insight into how community 
oncologists are using TKIs vs 
immunotherapy-based regimens as 
first-line therapy for HCC

> Determine the potential impact of 
future combination therapies on the 
first-line HCC landscape

> Understand how available therapies are 
being used in second line and in what 
patient population cabozantinib is 
considered most appropriate

Currently, most advisors are using atezolizumab-bevacizumab as first-line therapy for advanced HCC

> 67% of advisors prefer the combination of atezolizumab-bevacizumab as first-line treatment

– However, 33% of advisors have never used atezolizumab-bevacizumab as first-line therapy 

– Instead, sorafenib, lenvatinib, or nivolumab have been used equally 

• Many advisors noted concern over the toxicity of sorafenib and immunotherapeutic agents such as nivolumab

> First-line choice is driven mainly by proven efficacy, followed equally by personal experience with the regimen and the 
impact on quality of life

> Several advisors stated that Child-Pugh score is an important measure when recommending a TKI-based therapy



KEY INSIGHTS: FIRST-LINE TREATMENT OF ADVANCED HCC 
(2/2)
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> Gain insight into how community 
oncologists are using TKIs vs 
immunotherapy-based regimens as 
first-line therapy for HCC

> Determine the potential impact of 
future combination therapies on the 
first-line HCC landscape

> Understand how available therapies are 
being used in second line and in what 
patient population cabozantinib is 
considered most appropriate

Overall, the advisors were very positive regarding the data presented, and appreciated the summary of currently 
available treatments and future combination therapies for advanced unresectable HCC

> Most advisors have experience with, and prefer, cabozantinib in the second line, however some are open to the 
combination of cabozantinib-atezolizumab in first line pending clinical trial results

– One advisor is concerned that patients with advanced HCC will not be able to tolerate the cabozantinib-
atezolizumab combination, as in their experience even single-agent cabozantinib was not well tolerated

– In contrast, other advisors stated that they feel cabozantinib is one of the best-tolerated TKIs available

> Several advisors stated they would wait for the results of clinical trials before making a final judgment



DISCUSSION: FIRST-LINE TREATMENT OF ADVANCED HCC (1/3)
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“For HCC it is always a merging of both the liver function as well as the extent of disease. It really comes down to the best 
therapy in terms of response rate and survival, and also their ability to tolerate that therapy, which is a very limiting factor.”

“I look at the patient’s other comorbidities and if they have underlying autoimmune disease, which will exclude them 
from immunotherapy.”

“I do calculate the Child-Pugh score when giving TKIs, especially when giving sorafenib. I think it is a good overall 
measure of a patient’s health and ability to tolerate things.”

“Number 1, function status. Number 2, the Child-Pugh score. If the patient has a score of A with good function status, 
I think that combination therapy would be a good option, should it be tolerated.”

“If it is not going to change what I do, then I probably wouldn’t order those tests, because I don’t think it matters.”

“NCCN says that for NTRK gene fusion-positive patients we can consider some therapies, but I don’t know that I 
would send it in for advanced HCC patients.”

“We don’t get biopsies unless we’re hoping to get the patient on a trial or unless there’s some doubt about whether 
it’s cholangial or HCC, or that type of thing.”

“If there is any question that a patient is eligible for local or regional therapy, a biopsy should be avoided, as this may 
deprive them of the opportunity to get transplanted.”

Factors affecting first-
line treatment choice

Role for biomarkers/ 
genetic testing

FIRST-LINE TREATMENT – INSIGHTS AND DATA



DISCUSSION: FIRST-LINE TREATMENT OF ADVANCED HCC (2/3)
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“It’s good to have multiple new options available to try because, as you mentioned, no one liked to give sorafenib, 
even as the only option.”

“[If a patient was contraindicated for atezo-bev] I would use lenvatinib. I have never had anybody work with 
sorafenib, and it gives them side effects. I am not excited about sorafenib.”

“For patients with variceal bleeding that you cannot use atezo-bev; you can consider sorafenib, [then if they] 
progress, you can try nivo-ipi in that setting.”

”Bevacizumab is generally well tolerated compared to sorafenib. I’ve had patients with pretty significant side effects 
from both [sorafenib and lenvatinib]. So, atezo side effects compared to sorafenib might not be that bad, so I’d 
probably go with atezo-bev over either sorafenib or lenvatinib.”

“Lenvatinib has huge toxicity and I have used it in a couple of cases before it was reevaluated, but saw no clinical benefit.”

Immunotherapy vs 
sorafenib/lenvatinib

FIRST-LINE TREATMENT – INSIGHTS AND DATA

Lo

“I have not yet used this combination, but I think it is going to be a huge tool for my practice in the future.”

“The data are pretty solid; improved PFS and OS and this combination is quite tolerable with improved quality of life 
compared to the TKI. For these reasons I have already begun using this combination in my patients.”

“If a patient has prior cirrhosis when they are referred, they may already have had an EGD, but for those patients 
who do not have an EGD, we usually don’t do one; we just base the decision on their history to determine if 
bevacizumab is safe or not.”

Approval of 
atezolizumab-
bevacizumab and 
changes to clinical 
practice



DISCUSSION: FIRST-LINE TREATMENT OF ADVANCED HCC (3/3)
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“I think it makes sense to ask the questions that are being asked [in COSMIC-312], because the overall treatment 
available for HCCs are very limited and the combination is new in the first-line treatment.”

“Well, we have to see the results of COSMIC-312. Right now, we only have 1 combo, so to speak, so I’m sure 
people will try [it].”

“Although we are always told we should not do between-trial comparisons, at the end of the day you have to do it, so 
I think in this setting, we’ll just compare if the cabozantinib monotherapy is superior to sorafenib and whether adding 
atezolizumab showed further benefit in OS. That would be exciting, especially for those patients who couldn’t get 
bevacizumab.”

“Unlike renal cell patients, where they can cycle through 5 different lines of therapy, HCC patients may not be able to 
tolerate cabozantinib + atezolizumab, frankly. I mean, I’ve had several patients with either single-agent cabozantinib 
or lenvatinib, not even sorafenib, who just can’t tolerate the standard dose and need dose reductions and a lot of 
adjustments. So, I don’t know about pairing it with IO. Atezolizumab does not seem as bad as pembrolizumab in 
some of the pneumonitis, but I think it is still a double therapy. The problem with dual IO or with 2 immunotherapies 
is similar, it’s the cumulative effect of the side effects. Right now, we are all basing [our opinions] on efficacy, but if 
we have this dual drug available, then we’ll be looking a lot more at tolerability.” 

“Without a comparative study I think it is really on the patient tolerance to certain regimens, and in renal cell the 
cabozantinib is actually one of the better-tolerated TKIs. So, I think the combination involving cabozantinib and IO, I 
certainly would really want to see the tolerance data before deciding which one would be better, especially for 
people with prolonged liver disease history.”

Perceptions of the 
COSMIC-312 trial

FIRST-LINE TREATMENT – INSIGHTS AND DATA



KEY INSIGHTS: SECOND-LINE AND SUBSEQUENT THERAPY 
IN TREATMENT OF ADVANCED HCC
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> Gain insight into how community 
oncologists are using TKIs vs 
immunotherapy-based regimens as 
first-line therapy for HCC

> Determine the potential impact of 
future combination therapies on the 
first-line HCC landscape

> Understand how available therapies are 
being used in second line and in what 
patient population cabozantinib is 
considered most appropriate

Currently, most advisors are using either cabozantinib or nivolumab as their preferred second-line therapy for 
unresectable HCC
> 29% of advisors prefer cabozantinib or nivolumab equally as second-line therapy in their advanced HCC patients

– 100% of advisors have utilized cabozantinib in the second-line setting
– Most advisors have experience using ramucirumab for advanced HCC in the second-line setting

> Some advisors questioned whether enough data exist to support one second-line treatment over another
> Most advisors agree that changing mechanism of action is an important factor in choosing second-line therapy for 

unresectable HCC
– Most advisors agree that cabozantinib is an attractive option for patients who have been exposed to 

immunotherapy in the first-line setting 
– One advisor noted that with the new information emerging, cabozantinib + IO and ipilimumab + nivolumab might 

be a second-line option, even if the patient has been exposed to IO in the first line



KEY INSIGHTS: SECOND-LINE AND SUBSEQUENT THERAPY 
IN TREATMENT OF ADVANCED HCC
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Advisors emphasized the importance of both clinical and nonclinical factors when choosing second-line or 
subsequent therapies

> Although proven efficacy remains the number 1 consideration, several advisors stated that quality of life over efficacy is 
a key consideration when determining second-line or subsequent therapies

> 100% of advisors site AFP levels as a somewhat important consideration when choosing second-line therapy

> At least 1 advisor cited monetary costs to patients as an important factor in determining treatment options, and a 
reason they would choose ramucirumab over alternatives if the patient had not received a VEGF inhibitor in the first line

> During the discussion, several advisors expressed concern over appropriate oversight and follow-up for oral 
medications vs IV infusion-based regimens that are given in the office

> Gain insight into how community 
oncologists are using TKIs vs 
immunotherapy-based regimens as 
first-line therapy for HCC

> Determine the potential impact of 
future combination therapies on the 
first-line HCC landscape

> Understand how available therapies are 
being used in second line and in what 
patient population cabozantinib is 
considered most appropriate



DISCUSSION: SECOND-LINE AND SUBSEQUENT THERAPY IN 
ADVANCED HCC (1/2)
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“Radiographic progression is, in my mind, the gold standard. Tumor marker progression is also a reference.”

“Usually with IO treatment there is an initial flare, and you can see pseudo-progression [on radiography], so I 
would not change therapy, since I have no new lesions and the patient is clinically stable.”

“I use radiographic imaging as the most important factor, in conjunction with alpha-fetoprotein. If there are 
discrepancies, I put more weight into the imaging rather than the tumor marker.”

The impact of first-line 
therapy on choice of 
second or subsequent 
lines 

SECOND-LINE AND SUBSEQUENT TREATMENT – INSIGHTS AND DATA

Factors determining 
when it is time to switch 
therapies 

“I’m going to choose the best [first-line therapy], because when you first see the patient is when he has the 
better performance status. As he progresses, the chances of that patient tolerating subsequent therapies is 
difficult.”

“If the patient had exposure to immunotherapy in the first line, we try to avoid it for the second line. However, 
with the new information, cabozantinib + immunotherapy and ipilimumab + nivolumab, that might be an 
option for a second line, even if they’ve been exposed to immunotherapy before.” 



DISCUSSION: SECOND-LINE AND SUBSEQUENT THERAPY IN 
ADVANCED HCC (2/2)

19

“Overall survival is number 1, progression-free survival is number 2. The side effects profile would be my number 3.”

“I don’t want to deny them the opportunity to receive immunotherapy. However, if they’ve been on lenvatinib 
for more than a year and are proven TKI responders, there is maybe some rationale to also offer them 
another TKI like cabozantinib or regorafenib [as second line].”

“I think nivolumab is approved as second line for a Child-Pugh Class B, so if they had worse Child-Pugh 
score, then the nivolumab second-line is an option. It could be a rule for IO second-line after disease 
progression on atezolizumab-bevacizumab.”

“A compounding factor is the cost to the patient; the copay is $2,000 for regorafenib, so I’m not going to do it.”

“If I have another advanced HCC patient, based on this talk and the things that you’ve shown us today, the 
second-line option probably would not be lenvatinib, but cabozantinib next.”

“My feeling is, by the time that we are in a second line, we know time is short and our patients probably want 
to focus more on quality of life rather than overall survival.”

Factors determining 
choice of second-line 
or subsequent therapy

SECOND-LINE AND SUBSEQUENT TREATMENT – INSIGHTS AND DATA



Advisor Key Takeaways



ADVISOR KEY TAKEAWAYS (1/2)
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ADVISOR ADVISOR

1
> The data on the atezolizumab-bevacizumab combination, I 

think I would use that in the first-line setting
> I would use cabozantinib as second-line therapy based on the 

receptors it targets 
4

> The network analysis provided here showed me why it makes a 
bit more sense to use cabozantinib in the second line over 
lenvatinib. I was definitely in the “let’s try lenvatinib again” camp 
and move atezolizumab-bevacizumab to a -1 line 

> I also appreciated the discussion on rechallenging with dual 
immunotherapy

2

> The IMbrave150 data is very encouraging, and I will certainly 
try this as a first-line regimen in my patients with advanced 
HCC, but sorafenib and lenvatinib are still in play for some 
patients

> I prefer cabozantinib for second line based on personal 
experience, and regorafenib is also an option

> I’m not sure I will choose ramucirumab if I use atezolizumab + 
bevacizumab as first line, because it seems very similar to 
bevacizumab. But if the patient received regorafenib or 
lenvatinib as first line, then certainly ramucirumab would be my 
favored choice because of cost

> For the third line I don’t think that there’s any good data to 
support one over another 

5

> The first line will be atezolizumab and bevacizumab 
> For the second line, it would be cabozantinib vs regorafenib, 

but I’m personally more familiar with cabozantinib and I have 
never had a good experience with regorafenib in the setting of 
colorectal cancer

> I’m glad to hear you mention that most people don’t make it to 
the third line. I have had only a few HCC patients and if they 
make it to third line, 1 dose of nivolumab-ipilimumab and their 
performance status becomes so bad they become hospice 
patients. So, I feel it is too little too late, if it requires several 
doses to start working

3
> We're talking about choices for a first-line, for second-line 

treatments for this very difficult disease. So, in a sense that's 
actually a good problem to have, because not too many years 
ago, there wasn't a whole lot of choices  

6

> It’s quite clear that first-line treatment would be atezolizumab + 
bevacizumab 

> We have several options for second line and I think that 
cabozantinib would be a good option along with other TKIs

> It was interesting to see the data for cabozantinib-axitinib and 
also for ipilimumab-nivolumab 



ADVISOR KEY TAKEAWAYS (2/2)
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ADVISOR ADVISOR

7

> As NCCN approved, and we discussed extensively, category 1 
would be atezolizumab-bevacizumab. For patients who are 
contraindicated for this combination, then the options would be 
sorafenib and lenvatinib

> Although there are no clinical trials to help pick which second-
line drug to give, I now see that cabozantinib certainly stands 
out with multiple targets

> More clinical trials need to be done in HCC and we should all 
be very motivated to guide people toward enrollment in clinical 
trials, as that is how the field will progress 

9

> This is a very troublesome disease, and the winner is clear for 
first line, atezolizumab and bevacizumab. And based on the 
data, we should have greater usage of this combination

> For second line, there is no clear winner, as you’ve shown on 
the trial survival data. The choice is based on comorbidity 
discussion and toxicity

> It is an eye opener to see the data for rechallenge with 
immunotherapy, but with a change of partners. It will be 
interesting to see the data partnering it with ipilimumab, and in 
the future, cabozantinib 

> I think we also need be using biomarkers for guidance to be a 
better choice on our line of therapy

8

> For first-line therapy I will use atezolizumab and bevacizumab. 
If there’s contraindication for immunotherapy, I will try the other 
TKI 

> For second-line, based on the evidence presented, I think 
cabozantinib and regorafenib are the winners

> I still keep immunotherapy at the back of my mind due to a 
personal HCC case I treated which showed the power of 
immunotherapy. I don’t think we see any durable responses 
from TKI 



INSIGHTS INTO 
HEPATOCELLULAR CARCINOMA
ARS RESULTS: FIRST-LINE TREATMENT OF 
ADVANCED HCC



MOST ADVISORS’ PATIENT POPULATION COMPRISES 
4%–10% OF PATIENTS WITH ADVANCED OR 
UNRESECTABLE HCC (N = 9)
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Approximately what percentage of your patients have advanced/unresectable HCC?



MOST ADVISORS PREFER THE COMBINATION OF 
ATEZOLIZUMAB AND BEVACIZUMAB AS FIRST-LINE 
THERAPY FOR UNRESECTABLE HCC (N = 9)
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In general, my preferred first-line systemic therapy for unresectable HCC is:



ADVISORS CITE PROVEN EFFICACY AS THE MAIN DRIVER 
OF FIRST-LINE THERAPY SELECTION (N = 9)
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My first-line therapy selection for unresectable HCC is mainly driven by:



THE MAJORITY OF ADVISORS HAVE EXPERIENCE WITH 
ATEZOLIZUMAB + BEVACIZUMAB IN THE FIRST-LINE 
SETTING (N = 9)
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In how many advanced HCC patients have you ever used atezolizumab + bevacizumab in 
the first-line setting? 



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

28



MOST ADVISORS WOULD RECOMMEND ATEZOLIZUMAB + 
BEVACIZUMAB AS FIRST-LINE TREATMENT FOR THIS 
PATIENT (N = 9)
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What would you recommend for this patient? 



INSIGHTS INTO 
HEPATOCELLULAR CARCINOMA
ARS RESULTS: SECOND-LINE AND 
SUBSEQUENT THERAPY FOR ADVANCED 
HCC



PREFERRED SECOND-LINE THERAPY VARIED GREATLY 
AMONG ADVISORS (N = 9)
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In general, my preferred second-line therapy for unresectable HCC is:



PROVEN EFFICACY AS SECOND-LINE THERAPY WAS CITED 
AS THE MAIN DRIVER FOR SELECTION (N = 9)
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My second-line therapy selection for unresectable HCC is mainly driven by:



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, and 
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

33



MOST ADVISORS WOULD RECOMMEND CABOZANTINIB AS 
THE NEXT LINE OF THERAPY FOR THIS PATIENT (N = 9)
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What would you recommend for this patient now?



ALL ADVISORS CONSIDER AFP SOMEWHAT IMPORTANT 
WHEN DETERMINING SECOND-LINE THERAPY (N = 9)
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How important is AFP level when determining second-line therapy for your HCC patients?



MOST ADVISORS HAVE USED RAMUCIRUMAB AS SECOND-
LINE THERAPY IN PATIENTS WITH UNRESECTABLE HCC (N = 9)
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In how many unresectable HCC patients have you ever used the drug ramucirumab in the 
second-line setting? 



ALL ADVISORS HAVE USED CABOZANTINIB AS SECOND-LINE 
THERAPY IN PATIENTS WITH UNRESECTABLE HCC (N = 9)
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In how many unresectable HCC patients have you ever used the drug cabozantinib in the 
second-line setting? 
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