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Introduction
Liver cancer is the sixth most commonly diagnosed 
cancer, and the third leading cause of cancer-related 
deaths worldwide.1 According to the National 
Cancer Institute’s Surveillance, Epidemiology, and 
End Results (SEER) Program, liver cancer is the 
thirteenth most common cause of cancer-related 
death in the United States, and in 2023, 41,210 new 
cases and 29,300 deaths are estimated to occur.2 

Hepatocellular carcinoma (HCC) is the most 
common type of primary liver cancer, accounting 
for approximately 90% of cases.3-5 Although HCC 
is clinically heterogenous,5 the strongest risk factor 
for developing HCC is cirrhosis from any etiology, 
including chronic alcohol consumption, metabolic 
dysfunction associated steatotic liver disease 
(MASLD; formerly referred to as nonalcoholic fatty 
liver disease) associated with obesity or diabetes, 
and infection with either hepatitis B (HBV) or C virus 
(HCV).3,4,6 

Although the proportion of patients with HCC 
with HBV or HCV infection is declining in areas 
with dedicated viral hepatitis elimination programs, 
MASLD is becoming a growing health concern, 
related to significant increases in the prevalence of 

obesity and metabolic syndrome. MASLD is currently 
the fastest growing cause of HCC in liver transplant 
(LT) candidates.7

HCC in US Veterans
The rate of HCC in US Veterans is approximately 5 
times greater than the rate in the general population.8 
Veterans Affairs (VA) enrollees show a higher 
incidence of HCC because they have a higher rate of 
the most important risk factors: HCV and MASLD.8 The 
incidence of HCC in the Veterans Health Administration 
(VHA) has been examined by several retrospective 
cohort studies. One cohort study included 21,326 
patients who were diagnosed with HCC and received 
VA health care between 2001 and 2013.9 Of the 7670 
patients who were treated for HCC in 2013, 68% (5225) 
had HCV, and 61.3% with HCV-related HCC also had 
an alcohol-related diagnosis. Incident cases of HCC in 
the overall veteran population increased from 17 per 
100,000 in 2002 to 45 per 100,000 in 2012, driven 
primarily by HCV-related HCC.9 

A subsequent retrospective study of US Veterans 
from 2014 to 2016 demonstrated that despite highly 
successful HCV eradication efforts within the VHA, 
patients with established cirrhosis prior to HCV had 
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a substantial residual risk of HCC for up to 10 years 
after achieving a sustained virologic response to 
HCV treatment.10,11 

In a more recent national VA quality improvement 
project based on 2021 data, the most common 
etiologies for liver disease 
among patients with HCC were 
cured HCV (47%), followed 
by MASLD (31%), alcohol use 
(16%), and active HCV (16%).12 
Cirrhosis was documented in 
77% of patients. Findings from 
this detailed chart review of 
Veterans newly diagnosed with 
HCC revealed that the keys to 
improved survival were early-
stage diagnosis, diagnosis in 
the VA system, and receipt 
of curative treatment—46% 
of Veterans were diagnosed 
at a later stage. Despite the 

complexity of HCC treatment decision-making, 
including multidisciplinary tumor board discussion 
and the need for community care referral at many 
centers, the median time from diagnosis to first 
treatment was only 37 days. The findings suggest 

that the high overall mortality 
of HCC is driven primarily by 
patients diagnosed at a later 
stage. However, once the 
diagnosis was made, treatment 
was reasonably expeditious.12

Prognosis
Although the overall survival 
(OS) rate has been increasing 
since 1975, the 5-year relative 
survival rate for liver cancer 
and intrahepatic bile duct 
cancer remains poor at 21.6%, 
according to SEER data.2 
Several factors influence HCC 

Perforations and Fistulas: Fistulas, including fatal cases, occurred in 1% of CABOMETYX patients. Gastrointestinal 
(GI) perforations, including fatal cases, occurred in 1% of CABOMETYX patients. Monitor patients for signs and 
symptoms of fistulas and perforations, including abscess and sepsis. Discontinue CABOMETYX in patients who 
experience a Grade 4 fistula or a GI perforation. 

IMPORTANT SAFETY INFORMATION 
WARNINGS AND PRECAUTIONS

"Findings from this detailed chart review 
of Veterans newly diagnosed with HCC 
revealed that the key to improved survival 
were early-stage diagnosis, diagnosis in 
the VA system, and receipt of curative 
treatment...Despite the complexity of HCC 
treatment decision-making, the median 
time from diagnosis to first treatment was 
only 37 days. These findings suggest that 
the high overall mortality of HCC is driven 
primarily by patients diagnosed at a later 
stage but that once the diagnosis was made, 
treatment was reasonably expeditiously."12

Please see Important Safety Information on pages 1S to 8S.  
Please see Brief Summary of the full Prescribing Information on pages 9S to 12S.

Patients, n (%) Patients, n (%)

Overall population Child-Pugh B subgroup

Characteristic
CABOMETYX  

(N=470)
Placebo 
(N=237)

CABOMETYX  
(N=51)

Placebo 
(N=22)

Age (years)

     Median (range) 64 (22-86) 64 (24-86) 63.0 (22-82) 64.5 (50-85)

Sex

Male, n (%) 379 (82) 202 (85) 45 (88) 20 (91)

Geographic region

Asia, including Hong Kong, South Korea,  
   Singapore, Taiwan
Europe
United States and Canada
Australia and New Zealand

116 (25) 
231 (49)
108 (23)

15 (3)

59 (25)
108 (46)
59 (25)
11 (5)

14 (27) 
21 (41) 
15 (29) 

1 (2) 

3 (14)
12 (55)
6 (27)
1 (5)

ECOG performance status

0/1/2 245 (52)/  
224 (48)/ 1 (<1) 

131 (55)/ 
106 (45)/0

27 (53)/  
24 (47)/0

12 (55)/  
10 (45)/0 

Etiology of liver diseasea

HBV
HCV
HBV and HCV
Alcohol use
MASLD
Other
Unknown

178 (38) 
113 (21) 
8 (2) 

112 (24) 
43 (9) 
24 (5) 
75 (16) 

89 (38)
55 (23)
4 (2)

39 (16)
23 (10)
16 (7)

47 (20)

18 (35) 
16 (31) 

NR
19 (37) 
3 (6) 
NR
-

6 (27)
4 (18)

NR
4 (18)
2 (9)
NR
-

Alpha-fetoprotein(%)

<400 ng/mL
≥400 ng/mL

278 (59) 
192 (41) 

136 (57)
101 (43)

31 (61) 
20 (39)

16 (73)
6 (27)

Table 1. Baseline Patient and Disease Characteristics in the CELESTIAL trial23,24 
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Thrombotic Events: CABOMETYX increased the risk of thrombotic events. Venous thromboembolism occurred in  
7% (including 4% pulmonary embolism) and arterial thromboembolism in 2% of CABOMETYX patients. Fatal  
thrombotic events occurred in CABOMETYX patients. Discontinue CABOMETYX in patients who develop an acute  
myocardial infarction or serious arterial or venous thromboembolic events that require medical intervention. 

IMPORTANT SAFETY INFORMATION (cont’d) 
WARNINGS AND PRECAUTIONS

prognosis, including stage at diagnosis, tumor 
biology, and liver function.5 

Assessment of liver function/hepatic functional 
reserve traditionally uses the Child-Pugh classification, 
which incorporates serum albumin, bilirubin, and 
prothrombin time with clinical assessments of 
encephalopathy and ascites. This classification 
provides a general estimate of liver function by 
classifying patients as having compensated (class A) 
or decompensated (classes B and C) cirrhosis and 
allows for estimating survival rates based on hepatic 
function in the setting of cirrhosis.13,14 

The American Association for the Study of Liver 
Diseases (AASLD) recommends the use of the 
Barcelona Liver Clinic Cancer (BCLC) staging system 
to assess patients with HCC. The BCLC system 
incorporates objective scores on liver dysfunction 
and Eastern Cooperative Oncology Group (ECOG) 
performance status, and ranges from Stage 0 (very 
early stage) to Stage A through D (terminal).7 

Treatment for HCC
Most cases of HCC are diagnosed at an advanced 
stage when few patients are eligible for potentially 
curative treatments.15 For patients with unresectable 
or advanced disease who are not transplant 
candidates (BCLC Stage B or C), treatment options 
include systemic therapies as first- and second-line 
treatments, locoregional therapies, clinical trials, or 
best supportive care.7,16 

Preferred National Comprehensive Cancer Network 
(NCCN) guideline-recommended first-line sys temic 
therapies for HCC are atezolizumab plus bevacizumab 
or durvalumab plus tremelimumab. Other Category 
1 recommended options are sorafenib, lenvatinib, or 
durvalumab.7 

Several second-line therapies are NCCN Category 1  
recommended following disease progression on 
first-line systemic therapy and are approved in 
patients previously treated with sorafenib which 
include regorafinib and cabozantinib.17 Following is 

Please see Important Safety Information on pages 1S to 8S. Please see Brief Summary 
of the full Prescribing Information on pages 9S to 12S.

Patients, n (%)
Overall population

Patients, n (%)
Child-Pugh B subgroup

Albumin

<35 g/L
≥35 g/L

131 (28) 
339 (72) 

60 (25)
177 (75)

27 (53) 
24 (47) 

11 (50)
11 (50)

Bilirubin

<22.23 μmol/L
≥22.23 to <29.07 μmol/L
≥29.07 μmol/L

421 (90)
37 (8) 
12 (3) 

221 (93)
13 (5)
3 (1)

40 (78) 
6 (12) 
5 (10) 

20 (91)
2 (9)

0

Child-Pugh class at baseline

A
Bb

462 (98)
7 (1)

235 (99)
2 (1)

NR
NR

NR
NR

BCLC stagec

B (intermediate)
C (advanced) 

42 (9)
427 (91)

23 (10)
214 (90)

Extrahepatic spread of disease and/or macrovascular 
invasion 398 (85) 200 (84) 47 (92) 17 (77)

Extrahepatic spread of disease 
Macrovascular invasion

369 (79) 
129 (27) 

182 (77)
81 (34)

42 (82) 
22 (43) 

15 (68)
7 (32)

Number of prior systemic antlcancer reglmens for HCC 

1
2
>3

335 (71)
130 (28)

2 (<1)

174 (73)
62 (26)
1 (<1)

34 (65)
16 (31)
1 (2)

13 (59)
9 (41)

0

AFP, alpha-fetoprotein; BCLC, Barcelona Liver Clinic Cancer; ECOG, Eastern Cooperative Oncology Group; HBV, hepatitis B; HBC,  
hepatitis C; MASLD, metabolic dysfunction associated steatotic liver disease; NR, not reported.
aEtiological factors were obtained using case-report forms; some patients had more than one factor.
bA few patients had ECOG performance status of 2. Seven patients in the CABOMETYX group and 2 patients in the placebo group were 
Child-Pugh B at randomization, which was a protocol deviation. 
cBCLC status was assigned retrospectively, using macrovascular invasion as a surrogate for portal vein invasion. One patient in the  
CABOMETYX group had unknown BCLC status. 

Table 1. (Cont'd)
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Hypertension and Hypertensive Crisis: CABOMETYX can cause hypertension, including hypertensive crisis.  
Hypertension was reported in 37% (16% Grade 3 and <1% Grade 4) of CABOMETYX patients. Do not initiate  
CABOMETYX in patients with uncontrolled hypertension. Monitor blood pressure regularly during CABOMETYX 
treatment. Withhold CABOMETYX for hypertension that is not adequately controlled with medical management; 
when controlled, resume at a reduced dose. Permanently discontinue CABOMETYX for severe hypertension that 
cannot be controlled with anti-hypertensive therapy or for hypertensive crisis. 

IMPORTANT SAFETY INFORMATION (cont’d) 
WARNINGS AND PRECAUTIONS 

Please see Important Safety Information on pages 1S to 8S. Please see  
Brief Summary of the full Prescribing Information on pages 9S to 12S.

more information on CABOMETYX® (cabozantinib) 
as a second-line therapy for HCC along with a review 
of a retrospective, exploratory subgroup analysis 
in patients who progressed from Child-Pugh A to 
Child-Pugh B while receiving CABOMETYX.

CABOMETYX Indication and Select 
Important Safety Information
CABOMETYX is indicated for the treatment of patients 
with HCC who have been previously treated with 
sorafenib.18 

The warnings and precautions listed in the 
CABOMETYX prescribing information include: 
hemorrhage, gastrointestinal (GI) perforations 
and fistulas, thrombotic events, hypertension and  
hypertensive crisis, diarrhea, palmar–plantar 
erythrodysesthesia and (PPE) syndrome, proteinuria, 
osteonecrosis of the jaw, impaired wound healing, 
reversible posterior leukoencephalopathy syn drome, 
thyroid dysfunction, hypocalcemia, and embryo-
fetal toxicity.18 Please see additional important safety 
information throughout this supplement.

CABOMETYX Mechanism of Action
CABOMETYX is a multikinase inhibitor that targets 
vascular endothelial growth factor receptor 
(VEGFR) 1, 2, and 3, AXL, and MET based on in vitro 
biochemical and/or cellular assays.19,20 Receptor 
tyrosine kinases have been shown to be involved 
in normal cellular functions and pathological 
processes including oncogenesis, metastasis, tumor 
angiogenesis, drug resistance, and maintenance of 
the tumor microenvironment.18 Aberrant signaling 
of MET and AXL has been linked to metastasis 
and progression.19-21 Synergistic activation of MET 
and VEGFR can enhance proliferation and result in 
more robust tumor vasculature.22 In addition, AXL 
has been shown to be a key regulator of innate 
immune system activity against tumors and high 
AXL expression in patients and has been linked to 
worse prognosis. Dysregulation of AXL can suppress 
immune-mediated destruction of cancer cells.21,22

CELESTIAL Trial
The CELESTIAL trial was a randomized, double-blind, 
placebo-controlled, phase 3 trial that evaluated the 
safety and efficacy of CABOMETYX in patients with 
HCC who were previously treated with sorafenib.23 A 
total of 707 patients were randomized (2:1) to receive 
either CABOMETYX 60 mg once daily (n=470) or 
placebo (n=237) as long as they continued to receive 
clinical benefit from their assigned trial regimen or 
until they had unacceptable toxicity. 

Patients were stratified based on etiological factor  

(presence or absence of HBV and/or HCV), 
geographic region (Asia or other), and evidence of 
extrahepatic spread of disease and/or macrovascular 
invasion. The primary endpoint was OS assessed 
from the time of randomization to the time of death 
from any cause. The secondary endpoints included 
progression-free survival (PFS) assessed from the 
time of randomization until radiographic progression 
or death from any cause, whichever occurred first, and 
the objective response rate, which was defined as the 
percentage of patients with a confirmed complete or 
partial response. Response evaluation Criteria in Solid 
Tumors (RECIST) version 1.1 was used by investigators 
to assess tumor response and progression. Safety 
was assessed by investigators using the National 
Cancer Institute Common Terminology Criteria for 
Adverse Events, version 4.0, and the safety population 
comprised 704 patients. 

Inclusion criteria included one prior treatment 
with sorafenib, but up to 2 prior systemic treatments 
could have been received; Child-Pugh A liver 
function; ECOG performance status of 0 or 1; and 
adequate hematologic measures and adequate 
renal function assessments. The study did not 
exclude patients based on bile duct invasion, main 
portal invasion, extensive liver involvement (>50%), 
prior immunotherapy, intolerance to prior systemic 
therapy, alpha-fetoprotein (AFP) level, or viral load. 

Baseline patient and disease characteristics 
for individuals randomized per treatment arm in 
CELESTIAL are listed in Table 1. In general, the median 
age was 64 years (range 22-86), 81% were male, 56% 
were White, and 34% were Asian. HCC etiology was 
attributed to HBV (38%), HCV (21%), and other causes 

Table 2. Child-Pugh B Scores at Week 8 in the 
CELESTIAL Trial24,a 

CABOMETYX 
(n)

Placebo 
(n)

Patients with Child-Pugh B 51 22

Patients with available 
BCDM-determined  
Child-Pugh B score points 42 21

7 26 11 

8 11 3 

9 3 5 

aAs Child-Pugh grading was investigator assessed and Child-Pugh  
scoring was determined independently by the Biostatistics and 
Clinical Data Management (BCDM) department at Exelixis, Inc, some 
discrepancies between grading and scoring results existed.24 
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Diarrhea: Diarrhea occurred in 62% of CABOMETYX patients. Grade 3 diarrhea occurred in 10% of CABOMETYX 
patients. Monitor and manage patients using antidiarrheals as indicated. Withhold CABOMETYX until improve-
ment to ≤ Grade 1, resume at a reduced dose. 
Palmar-Plantar Erythrodysesthesia (PPE): PPE occurred in 45% of CABOMETYX patients. Grade 3 PPE occurred 
in 13% of CABOMETYX patients. Withhold CABOMETYX until improvement to Grade 1 and resume at a reduced 
dose for intolerable Grade 2 PPE or Grade 3 PPE. 

IMPORTANT SAFETY INFORMATION (cont’d) 
WARNINGS AND PRECAUTIONS

Please see Important Safety Information on pages 1S to 8S. Please see  
Brief Summary of the full Prescribing Information on pages 9S to 12S.

(40%). All patients had received sorafenib previously, 
and 27% of the patients had received 2 prior systemic 
therapy regimens.24 Patients who progressed to Child-
Pugh B within the first 8 weeks of treatment remained 
in the trial until disease progression or unacceptable 
toxicity (51/470 patients in the CABOMETYX arm and 
22/237 in the placebo arm) (Table 2).24

Median OS in the intent-to-treat population 
was 10.2 months (95% confidence interval [CI], 9.1-
12.0) for the CABOMETYX group and 8.0 months 
(95% CI, 6.8-9.4) for the placebo group (stratified 
hazard ratio [HR] for death, 0.76; 95% CI, 0.63-0.92; 
P=0.0049). Median PFS was 5.2 months (95% CI, 
4.0-5.5) and 1.9 months (95% CI, 1.9-
1.9), respectively, (HR, 0.44, 95% CI, 
0.36-0.52; P<0.0001).18,23 

In a prespecified exploratory 
subgroup analysis, median OS for 
patients receiving CABOMETYX after 
only 1 prior therapy was 11.4 months 
for the CABOMETYX group and 
7.7 months for the placebo group 
(stratified HR for death 0.74; 95% 
CI, 0.59-0.92) and median PFS was 5.5 months and 
1.9 months, respectively (stratified HR for disease 
progression or death, 0.43; 95% CI, 0.35-0.52). No 
statistical procedure was employed for controlling 
type 1 error. Results should be considered hypothesis-
generating.23 

CELESTIAL: Safety Results
Adverse reactions occurring at a higher incidence 
in patients treated with CABOMETYX (between-
arm difference of ≥5% [all grades]) included: 
gastrointestinal: diarrhea (54%), nausea (31%), 
vomiting (26%), stomatitis (13%), and dyspepsia 
(10%); general: fatigue (45%), asthenia (22%), 
and mucosal inflammation (14%); metabolism 
and nutrition: decreased appetite (48%); skin and 
subcutaneous tissue: PPE (46%), and rash (21%); 
vascular: hypertension (30%); investigations: weight 
decreased (17%); nervous system: dysgeusia (12%); 
endocrine: hyperthyroidism (8%), respiratory, thoracic 
and mediastinal: dysphonia (19%) and dyspnea (12%); 
and musculoskeletal and connnective tissue: pain in 
extremity (9%), and muscle spasms (8%).18 

CELESTIAL: Post Hoc Retrospective 
Exploratory Analysis of Patients Who 
Progressed From Child-Pugh A to B by 
Week 8 
It is important to note that most clinical trials on 
HCC do not enroll patients with poor liver function 
(Child-Pugh B or worse hepatic function) and 

that underlying cirrhosis represents a competing 
risk of death in these patients. For these reasons, 
systemic therapies supported by phase 3 clinical 
trials are lacking for this patient group, and data 
are limited for treating patients with HCC and Child-
Pugh B cirrhosis.24 Thus, a retrospective, exploratory 
subgroup analysis of patients enrolled in CELESTIAL 
was performed to explore the safety and efficacy 
of CABOMETYX in patients who progressed from 
Child-Pugh A liver cirrhosis to Child-Pugh B at week 8 
of the study treatment.24 Week 8 was the first 
planned assessment for liver function using Child-
Pugh scoring and disease status using radiography. 

Patients were excluded from the 
retrospective analysis if they were 
either Child-Pugh A or Child-Pugh C 
at the week 8 assessment. Baseline 
patient and disease characteristics 
for this Child-Pugh B subgroup within 
CELESTIAL are listed in Table 1.

The most common contributors 
to the development of Child-Pugh 
B liver cirrhosis were point changes 

from baseline in the levels of albumin, bilirubin, and 
ascites. In addition, compared with the overall study 
population, patients in the Child-Pugh B subgroup 
tended to have numerically higher baseline albumin-
bilirubin (ALBI) grades 2/3, microvascular invasion, 
and prior transarterial chemoembolization (TACE) for 
HCC. Additional descriptive differences for the Child-
Pugh B subgroup included higher baseline rates of 
macrovascular invasion, extrahepatic spread, alpha-
fetoprotein ≥400 ng/mL, and greater likelihood of 
HBV and HCV etiology in the CABOMETYX group 
than in the placebo group.24

Median OS when analyzed in the Child-Pugh B 
subgroup was 8.5 months for the CABOMETYX group 
and 3.8 months for the placebo group (HR, 0.32; 95% 
CI, 0.18-0.58; Figure 1). Median PFS was 3.7 months and 
1.9 months, respectively (HR, 0.44, 95% CI, 0.25-0.76; 
Figure 2).24 The observed outcomes of CABOMETYX 
treatment in patients with reduced liver function 
should be interpreted with caution because of the 
retrospective analyses and relatively small size of the  
Child-Pugh B subgroup. No statistical procedure was 
employed for controlling type 1 error, and the results 
are intended to be hypothesis-generating. 

Discontinuation due to treatment-related adverse 
events (AEs) in the Child-Pugh B subgroup occurred 
in 9 patients (18%) in the CABOMETYX group and  
1 patient (5%) in the placebo group. AEs occurring in 
>30% of patients who received CABOMETYX included 
decreased appetite, fatigue, diarrhea, nausea, and 
hypoalbuminemia (Table 3).24 

“It is important to note that 
most clinical trials on HCC do 
not enroll patients with poor 
liver function (Child-Pugh B 
or worse hepatic function) 
and that underlying cirrhosis 
represents a competing risk of 
death in these patients.”
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CABOMETYX Dosing
The recommended dosage of CABOMETYX is 60 mg 
once daily until disease progression or unacceptable 
toxicity.18 It is recommended to reduce the starting 
dose of CABOMETYX to 40 mg once daily in patients 
with moderate hepatic impairment 
(Child-Pugh B), and to avoid the 
drug in those individuals with severe 
hepatic impairment (Child-Pugh C).18 

The overall efficacy results of the 
CELESTIAL trial were achieved in the 
context of dose modifications. The 
median average daily dose was 35.8 mg 
for those receiving CABOMETYX in the 
overall population and 36.9 mg for 

patients receiving CABOMETYX in the Child-Pugh B 
subgroup.23,24 For patients receiving CABOMETYX, 
the rates of dose reduction and discontinuation were 
62% and 16% for the overall population and 61% and 
18% for the Child-Pugh B subgroup, respectively.23,24 

Guideline Recommendations for 
CABOMETYX Use
The AASLD recommends that CABOMETYX 
may be used as a second-line therapy 
in patients with preserved liver function 
(Child-Pugh A or well-selected Child-Pugh 
B cirrhosis) who develop HCC progression 
or intolerance with first-line systemic 
therapy (Level 5, Weak Recommendation). 

Proteinuria: Proteinuria was observed in 8% of CABOMETYX patients. Monitor urine protein regularly during  
CABOMETYX treatment. For Grade 2 or 3 proteinuria, withhold CABOMETYX until improvement to ≤ Grade 1  
proteinuria, resume CABOMETYX at a reduced dose. Discontinue CABOMETYX in patients who develop nephrotic 
syndrome. 

“NCCN guidelines 
recommend cabozantinib 
(CABOMETYX) as a 
Category 1 option for 
HCC following disease 
progression on first-line 
systemic therapy.” 

IMPORTANT SAFETY INFORMATION (cont’d) 
WARNINGS AND PRECAUTIONS

Please see Important Safety Information on pages 1S to 8S.  
Please see Brief Summary of the full Prescribing Information on pages 9S to 12S.

Figure 2. Median PFS in Child-Pugh B patients

Progression-free survival of the Child-Pugh B subgroup of CELESTIAL. PFS, progression-free survival.

Figure 1. Median OS in Child-Pugh B patients

Overall survival of the Child-Pugh B subgroup of CELESTIAL. OS, overall survival.
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 7S

Osteonecrosis of the Jaw (ONJ): ONJ occurred in <1% of CABOMETYX patients. ONJ can manifest as jaw pain, 
osteomyelitis, osteitis, bone erosion, tooth or periodontal infection, toothache, gingival ulceration or erosion, per-
sistent jaw pain, or slow healing of the mouth or jaw after dental surgery. Perform an oral examination prior to 
CABOMETYX initiation and periodically during treatment. Advise patients regarding good oral hygiene practices. 
Withhold CABOMETYX for at least 3 weeks prior to scheduled dental surgery or invasive dental procedures, if 
possible. Withhold CABOMETYX for development of ONJ until complete resolution, resume at a reduced dose 

IMPORTANT SAFETY INFORMATION (cont’d) 
WARNINGS AND PRECAUTIONS

In addition, CABOMETYX is a preferred agent after 
sorafenib or lenvatinib if patients are not eligible for 
clinical trials (Level 1, Strong Recommendation).13 
The NCCN guidelines recommend cabozantinib 
(CABOMETYX) as a Category 1 option for Child-Pugh 
Class A patients, following disease progression on first-
line systemic treatment.16 

Summary
CABOMETYX is indicated for the treatment of 
patients with HCC who have been previously treated 
with sorafenib.18 Results from the CELESTIAL trial, 
which demon strated a survival benefit, supported 
this approval. Median OS was 10.2 months for the 
CABOMETYX group and 8.0 months for patients in 
the placebo group, and 11.4 months and 7.7 months, 
respectively, in a prespecified exploratory subgroup 
analysis of patients who only received 1 prior therapy.23 
Further, a retrospective, exploratory subgroup analysis 
showed patients who progressed from Child-Pugh A 
to Child-Pugh B at week 8 of treatment in CELESTIAL 
and received CABOMETYX had longer median OS 
than patients who received placebo (8.5 months vs  
3.8 months).24 The observed outcomes of 
CABOMETYX treatment in patients with reduced 
liver function should be interpreted with caution 
because of the retrospective analyses and relatively 
small size of the Child-Pugh B subgroup. No statistical 
procedure was employed for controlling type 1 error 
in these subgroup analyses, and, therefore, these 
results should be considered hypothesis-generating. 
The NCCN guidelines for hepatobiliary cancers 
include cabozantinib (CABOMETYX) as a Category 1 
recommended subsequent-line treatment option for 
Child-Pugh A patients, following disease progression 
on first-line systemic treatment.16 

NCCN makes no warranties of any kind whatsoever regarding 
their content, use, or application and disclaims any responsibility 
for their application or use in any way. NCCN Category 1: Based 
upon high-level evidence, there is uniform NCCN consensus that 
the intervention is appropriate.
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Table 3. Select Adverse Reactions Occurring in Patients (>30%) Who Progressed From Child-
Pugh A to Child-Pugh B by Week 8 in the CELESTIAL Trial24 

CABOMETYX (n=51) Placebo (n=22)

All-causality AEs All Grades (%) Grade 3-4 (%) All Grades (%) Grade 3-4 (%)

Any event 51 (100) 36 (71) 22 (100) 13 (59)

Decreased appetite 30 (59) 3 (5.9) 5 (23) 0 (0)

Fatigue 29 (57) 10 (20) 9 (41) 4 (18)

Diarrhea 24 (47) 3 (5.9) 6 (27) 1 (4.5)

Nausea 23 (45) 3 (5.9) 6 (27) 0 (0)

Ascites 17 (33) 7 (14) 12 (55) 5 (23)

Hypoalbuminemia 17 (33) 1 (2.0) 2 (9.1) 0 (0)
AEs, adverse events.
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Impaired Wound Healing: Wound complications occurred with CABOMETYX. Withhold CABOMETYX for at least 
3 weeks prior to elective surgery. Do not administer CABOMETYX for at least 2 weeks after major surgery and  
until adequate wound healing. The safety of resumption of CABOMETYX after resolution of wound healing  
complications has not been established. 
Reversible Posterior Leukoencephalopathy Syndrome (RPLS): RPLS, a syndrome of subcortical vasogenic  
edema diagnosed by characteristic findings on MRI, can occur with CABOMETYX. Evaluate for RPLS in patients 
presenting with seizures, headache, visual disturbances, confusion, or altered mental function. Discontinue  
CABOMETYX in patients who develop RPLS. 
Thyroid Dysfunction: Thyroid dysfunction, primarily hypothyroidism, has been observed with CABOMETYX. 
Based on the safety population, thyroid dysfunction occurred in 19% of patients treated with CABOMETYX,  
including Grade 3 in 0.4% of patients.
Patients should be assessed for signs of thyroid dysfunction prior to the initiation of CABOMETYX and monitored 
for signs and symptoms of thyroid dysfunction during CABOMETYX treatment. Thyroid function testing and  
management of dysfunction should be performed as clinically indicated.
Hypocalcemia: CABOMETYX can cause hypocalcemia. Based on the safety population, hypocalcemia occurred in 
13% of patients treated with CABOMETYX, including Grade 3 in 2% and Grade 4 in 1% of patients. Laboratory  
abnormality data were not collected in CABOSUN.
In COSMIC-311, hypocalcemia occurred in 36% of patients treated with CABOMETYX, including Grade 3 in 6% and 
Grade 4 in 3% of patients.
Monitor blood calcium levels and replace calcium as necessary during treatment. Withhold and resume at reduced 
dose upon recovery or permanently discontinue CABOMETYX depending on severity.
Embryo-Fetal Toxicity: CABOMETYX can cause fetal harm. Advise pregnant women and females of reproductive  
potential of the potential risk to a fetus. Verify the pregnancy status of females of reproductive potential prior to  
initiating CABOMETYX and advise them to use effective contraception during treatment and for 4 months after the 
last dose. 

ADVERSE REACTIONS 
The most common (≥20%) adverse reactions are:
CABOMETYX as a single agent: diarrhea, fatigue, PPE, decreased appetite, hypertension, nausea, vomiting, weight 
decreased, constipation. 

DRUG INTERACTIONS 
Strong CYP3A4 Inhibitors: If coadministration with strong CYP3A4 inhibitors cannot be avoided, reduce the  
CABOMETYX dosage. Avoid grapefruit or grapefruit juice. 
Strong CYP3A4 Inducers: If coadministration with strong CYP3A4 inducers cannot be avoided, increase the  
CABOMETYX dosage. Avoid St. John’s wort. 
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Lactation: Advise women not to breastfeed during CABOMETYX treatment and for 4 months after the final dose. 
Hepatic Impairment: In patients with moderate hepatic impairment, reduce the CABOMETYX dosage. Avoid  
CABOMETYX in patients with severe hepatic impairment. 
Please see accompanying full Prescribing Information 
You are encouraged to report negative side effects of prescription drugs to the FDA.  
Visit www.FDA.gov/medwatch or call 1-800-FDA-1088.
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