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ABSTRACT 

Hepatocellular carcinoma (HCC) is the most common primary malignancy of the liver accounting for 

approximately 90% of cases. Patients often present at an advanced stage when treatment options 

are limited. Sorafenib, a multi-targeted tyrosine kinase inhibitor, has been the first-line treatment in 

this setting for almost a decade. Several subsequent targeted therapies have failed to demonstrate 

significant improvement in survival. The results of the REFLECT study suggest that lenvatinib, a multi-

kinase inhibitor, may have promise as a first-line treatment in patients with advanced HCC. This 

article will review the development of lenvatinib and the evidence behind its potential use in 

patients with advanced HCC. 
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Introduction 

 

Primary liver cancer is the second most common cause of death from cancer worldwide, estimated 

to be responsible for nearly 745,000 deaths worldwide in 2012 (9.1% of the total) [1]. Hepatocellular 

carcinoma (HCC) is the most common primary malignancy of the liver accounting for approximately 

90% of cases [2] with an incidence of 5-20/100,000 per year depending on geographical location [3]. 

Chronic liver disease secondary to Hepatitis B and C is the most common cause worldwide but other 

risk factors include non-alcoholic steatohepatitis, tobacco smoking, and alcohol [2]. 

The management of HCC is dependent on the tumour stage according to the Barcelona Clinic Liver 

Cancer staging system. Outcomes have been improving in recent decades but median 5 year survival 

remains very low for stage C and D disease; 20months and 6-11months respectively [4]. 

Early disease is potentially curable with resection, ablation or liver transplantation, while 

intermediate stage disease may be controlled for a sustained period with trans-arterial 

chemoembolisation [5]. 

Progression of the disease has been associated with growth factors such as vascular endothelial 

growth factor (VEGF), platelet-derived growth factor (PDGF) and fibroblast growth factor (FGF). 

VEGF acts on the tyrosine kinase receptors VEGFR-1, VEGFR-2 and VEGFR-3 and increased levels of 

VEGF have been shown to correlate with angiogenic activity, tumour progression and poor prognosis 

[6].  

Based on this knowledge, several targeted therapies have emerged as potential treatments, 

including tyrosine kinase inhibitors (TKIs). Newer-generation TKIs are often referred to as multi-

kinase inhibitors (MKIs) because they act on multiple intracellular targets. One of these, sorafenib, 

provided hope that targeted therapies may provide an effective therapeutic option and paved the 

way for testing of novel agents.  

Two Phase III trials with sorafenib published in 2008 and 2009 demonstrated a significant survival 

benefit. The first, the SHARP study, was conducted in Europe, Australia and America and was a 

double-blind, placebo controlled trial of 602 patients. It demonstrated that sorafenib conferred a 

median overall survival of 10.7 months compared to 7.9 months with placebo (HR: 0.69; 95% CI: 

0.55-0.87; p<0.001) [7]. The second was conducted in the Asia-Pacific region with 271 patients 

randomised in the same way. It also demonstrated a survival benefit; 6.5 months with sorafenib 

compared to 4.2 months with placebo (HR: 0.68; 95% CI: 0.50-0.93; p=0.014) [8]. 

Unfortunately, following these results many newer agents or combination regimes failed to improve 

survival in the first-line setting including sunitinib, brivanib, linifanib and erlotinib [9-12]. It is felt that 

the reasons for past failures in effective drug development are heterogenous. Several authors have 

discussed lack of understanding of critical drivers, flaws in trial design and marginal pre-clinical 

antitumour potency. Importantly, lack of understanding of TKI pharmacokinetics has often resulted 

in significant patient toxicity and subsequent trial failure [13-15]. 

Recently the PD-1 inhibitor nivolumab and the multi-kinase inhibitor (MKI) regorafenib have shown 

promise. The non-randomised single-arm  Checkmate-040 trial of nivolumab in sorafenib-naïve and -

experienced patients has indicated an increased response rate and a 9 month survival rate of 74% 

(CI 67-79) [16, 17] while the Phase III RESOURCE trial of regorafenib versus placebo, following 

progression on sorafenib, has indicated a survival advantage [18]. In this study of 573 patients, 



median survival was 10·6 months (95% CI 9·1-12·1) for regorafenib versus 7·8 months (95% CI 6·3-

8·8) for placebo, hazard ratio of 0·63 (95% CI 0·50–0·79; one-sided p<0·0001). 

Lenvatinib, another MKI, has shown activity against a range of solid tumours [19] and has been 

approved for use in radioiodine-refractory differentiated thyroid cancer following the SELECT study, 

which showed improved progression free survival and response rate in radioiodine-refractory 

differentiated thyroid cancer. In this study, patients treated with lenvatinib had a significant increase 

in progression-free survival (18.3 months vs. 3.6 months; HR = 0.21; CI = 0.14–0.31, P < 0.001) and 

response rate (64.8% vs. 1.5% with placebo) [20]. 

Subsequent investigation of lenvatinib in advanced HCC has demonstrated anti-tumour efficacy. This 

review will discuss the pharmokinetic (PK) and pharmacodynamic parameters, clinical efficacy and 

tolerability of lenvatinib in patients with advanced HCC.  

 

Pharmacology 

Lenvatinib (E7080; 4-[3-chloro-4-(N′-cyclopropylureido) phenoxy] 7-methoxyquinoline-6-

carboxamide mesylate) is an oral inhibitor of several tyrosine kinases developed by Eisai Co. Figure 1 

displays the chemical structure of Lenvatinib.  It has a molecular formula of C21H19ClN4O4∙CH3SO3H 

and has a molecular weight of 522.96. 

 

Lenvatinib has a broad spectrum of action. The kinase inhibitory profile was determined by Eisai, 

using homogeneous time resolved fluorescence (HTRF) assays, a universal tool for tyrosine kinase 

screening. Lenvatinib inhibits angiogenesis via inhibition of the VEGF receptors 1-3, fibroblast growth 

factor receptor 1-4 and platelet-derived growth factor (PDGF) receptors alpha and beta (Table 1). 

Simultaneously, it is also able to inhibit tumour cell proliferation via inhibition of the proto-

oncogenes KIT and RET [21-24]. The most important difference between this drug and other TKIs is 

the ability of lenvatinib to potently inhibit FGFR-1.  

 

Pre-Clinical Studies 

Preclinically, Lenvatinib was observed to have effects on angiogenesis, lymphangiogenesis and 

tumour proliferation.  

In vitro Matsui et al., demonstrated that lenvatinib inhibits VEGF-stimulated proliferation of human 

umbilical vein endothelial cells (HUVECs – universally used in the investigation of angiogenesis) [25] 

and VEGF- and SCF-stimulated HUVEC capillary tube formation [22]. It was also shown to inhibit 

VEGF- and bFGF-stimulated human microvascular endothelial cell (HMVEC) proliferation in vitro in a 

dose dependent manner [21]. 

The effect of lenvatinib on angiogenesis has also been examined in vivo.  The human breast cancer 

cell lines MDA-MB-231 and MDA-MB-435 were implanted sub-cutaneously in the flanks of nude 

mice and grown as xenografts.  Mice were treated with lenvatinib for one week, then the tumours 

were excised and stained by immunohistochemistry with anti-CD31 antibody to assess microvessel 

density (MVD) as a measure of angiogenesis.  MVD was significantly reduced after treatment with 

lenvatinib in xenografts of both cell lines by 72% and 52% respectively (p < 0.05), which 

corresponded to regression of the MDA-MB-231 xenografts and growth arrest of the MDA-MB-435 



xenografts [25].  Similarly, when the small cell lung cancer cell line H146 was grown as xenografts in 

nude mice, decreased tumour MVD was observed after treatment with lenvatinib (59% reduction, p 

< 0.01) which corresponded to regression of the xenografts [22]. 

 

Lenvatinib also appears to affect lymphangiogenesis. When nude mice bearing MDA-MB-231 

xenografts were treated, there was a significant reduction in lymphatic vessel density (91%, p < 

0.05), whereas no effect was observed after treatment with bevacizumab.  This corresponded to a 

complete inhibition of both lymph node metastasis and lung metastasis in E7080-treated mice [25]. 

When effects of proliferation were assessed, it was noted that lenvatinib had only weak anti-

proliferative activity in vitro against human lung cancer (H460) and human colorectal cancer 

(Colo205) cells with IC50 values of 14 µmol/L and 26 µmol/L respectively.  In contrast, when 

administered orally to nude mice bearing H460 and Colo205 xenografts (at doses of 1, 3, 10, 30 and 

100 mg/kg, once a day for 14 days), significant tumour growth inhibition was observed at all doses 

tested (Eisai, unpublished data).  Eisai therefore concluded that the effect of lenvatinib observed in 

tumour xenografts was most likely due to inhibition of angiogenesis.  

Further to this, it has also been suggested that lenvatinib may also have direct anti-metastatic 

effects. In vitro studies using 2 human tumour cell lines demonstrated that lenvatinib inhibits 

tumour cell invasion and migration, possibly via effects on signalling of FGFR1 and PDGFRα [26].  

 

Lenvatinib in Solid Tumours 

Lenvatinib has demonstrated efficacy in several advanced solid tumours including medullary and 

differentiated thyroid cancer, non-small cell lung cancer, metastatic renal cell carcinoma, colorectal 

cancer, sarcoma, and melanoma with the most common toxicities being hypertension, proteinuria, 

diarrhoea, nausea and stomatitis [19, 27-29]. 

Phase 1 studies in a non-HCC setting suggested the use of lenvatinib at a dose of up to 25mg once 

daily [19], with subsequent use of 24mg as the dose in the Phase III SELECT study in thyroid cancer 

[30]. The main toxicities observed and occurring in greater than 50% of patients were hypertension, 

diarrhoea, fatigue and reduced appetite. 67.8% of patients required dose reductions with 14.2% 

discontinuing due to toxicity.  

Lenvatinib was observed to be rapidly absorbed after oral intake. Excretion occurred via urine and 

faeces [31]. Peak plasma concentrations were reached at 1.6 hours following a single dose of 24mg 

with a terminal half-life of 34.5 hours[31]. Lenvatinib is metabolised in several ways including via 

cytochrome P450 3A, aldehyde oxidase and conjugation with glutathione[32,33]. 2.5% is excreted 

unchanged and the probability of drug-drug interaction is low [34]. 

Patients with HCC have impaired liver function and therefore dose-finding studies were required in 

this population, to determine the effect of the disease process on metabolism and potential dose-

limiting toxicities [35]. 

 

Phase 1 and Pharmacokinetics/Pharmacodynamics 

The first evidence of anti-tumour activity of lenvatinib in patients with HCC came from work by Ikeda 

et al. in Japan during their dose-escalation study [36]. They recruited 20 patients with treatment 



refractory HCC stratified according to hepatic function measured using Child-Pugh (CP) scores; CP-A 

(score 5-6) and CP-B (score 7-8). 

Patients were treated with oral lenvatinib once daily with dose escalation every 28 day treatment 

cycle to establish a maximum tolerated dose (MTD). Concomitant use of strong CYP3A4 inhibitors 

were prohibited. Patients in the CP-A group had a starting dose of 12mg once daily, which was 

approximately 50% of the MTD recommended for solid tumours [19, 24]. Once this dose was 

confirmed as tolerable, CP-B patients were added.  

Overall, dose-limiting toxicities (DLTs) occurred in 5 patients; 3 in CP-A and 2 in CP-B. When the dose 

was escalated to 16mg there were 2 DLTs reported among 3 patients and therefore 12mg was 

determined to be the MTD in the CP-A group. 12mg was then evaluated in the CP-B group. In this 

group, 1 patient experienced grade 3 hepatic encephalopathy, 1 patient experienced grade 3 liver 

derangement and 5 patients experienced grade 2 renal impairment. The dose was therefore reduced 

to 8mg with no DLTs and 8mg was determined to be the MTD for CP-B hepatic impairment.  

Following oral administration, rapid absorption was seen with a maximum concentration reached 

within 2 hours and exposure increased with increasing lenvatinib dose. Plasma lenvatinib 

concentrations increased after repeated dosing but the pharmacokinetic (PK) profile did not appear 

to be influenced by Childs-Pugh score.  

At 12mg, most PK parameters were comparable between solid tumours and CP-A apart from C24h 

which was higher for the CP-A group. Pharmacodynamic parameters were influenced by lenvatinib; 

circulating endothelial progenitor cells (CEP) decreased significantly along with c-Kit+ circulating 

endothelial cells (CECs), while blood/plasma IL-6, IL-10, G-CSF and VEGF increased significantly. 

In the 20 patients, there was no complete response seen but partial response was observed in 3 

patients – 1 in CP-A 12mg, 1 in CP-A 16mg and 1 in CP-B 8mg. 10 patients (50%) had a stable 

response with 6 patients progressing. Any tumour shrinkage was observed in 14 patients with a 

median TTP of 5.4 months in the CP-A group and 3.6 months in the CP-B group. Alpha-fetoprotein 

(aFP) reduced for the majority of patients. 

 

Phase 2 and Safety  

In the subsequent Phase II trial [37], 46 patients with CP-A liver dysfunction, were recruited in Japan 

and Korea. It was a single-arm, open-label study of lenvatinib monotherapy at a dose of 12mg once 

daily in 28 day cycles. The primary endpoint was time to progression (TTP) per modified RECIST, with 

secondary endpoints including objective response rate (ORR), disease control rate (DCR) and overall 

survival (OS).  

The median TTP was 7.4 months (95% CI: 5.5-9.4m) as assessed by Immune Related Response 

Criteria (IRRC) as per mRECIST but 12.8 months (95% CI: 7.2-14.7m) by investigator assessment. This 

was promising in comparison to Phase II trials with sorafenib where TTP was 4.2months [38]. 

17 patients (37%) achieved a partial response and 19 patients (41%) had stable disease ≥8 weeks. 

Subgroup analysis indicated that lenvatinib activity was maintained regardless of tumour status, type 

of hepatitis, previous chemotherapy or alpha-fetoprotein (aFP) levels – with a suggestion that those 

with Hepatitis B had the greatest benefit [35]. Median OS was 18.7 months (12.7-25.1m).  

The main adverse events seen were hypertension, palmar-plantar syndrome, reduced appetite, 
proteinuria and fatigue (Table 2). No dose reductions were required for hypertension despite grade 



3 incidence being 54%. Although hepatic encephalopathy was the most common SAE (five patients) 
in the study, all five patients had the predisposing risk factors of constipation and dehydration. 
These were managed with conservative management and dose modification. 
 
Of note, 74% of patients required a dose reduction. It has previously been suggested in Phase I and II 

trials with lenvatinib that anti-angiogenic toxicity is related to weight i.e. it is increased in those with 

lower weight. This is supported in this study by the finding that those patients requiring a dose 

modification had a significantly lower median weight than those patients who did not (54.1kg v 

67.6kg).  Additionally, increased lenvatinib levels are seen in those with liver impairment [35, 37]. In 

this study, dose reduction was significantly associated with cycle 1, day 15 trough levels (62.4ng/ml v 

33.9ng/ml). 

These findings led to a larger Phase III trial in a similar population with planned doses of 8 mg 
in patients with weight <60 kg and 12 mg in those with a weight >60kg.   
 

 

Phase 3 

The REFLECT trial was a multicentre, randomised, open-label, non-inferiority study to compare the 

efficacy and safety of lenvatinib versus sorafenib as a first line systemic treatment in patients with 

unresectable HCC [39]. 

Eligible patents had a confirmed histological / cytological diagnosis of unresectable HCC with CP-A 

liver dysfunction and at least one measurable target lesion according to mRECIST. Patients were 

excluded if prior systemic anti-cancer therapy (including anti-VEGF therapy) had been given or if 

they had invasion of the main portal vein. This differed from the SHARP study, which permitted 

macroscopic vascular invasion [7].  

Patients were randomised in a 1:1 ratio to receive either oral lenvatinib 12mg (if >60kg) or 8mg (if 

<60kg) once daily or 400mg sorafenib twice daily orally. Treatment was continued until disease 

progression or unacceptable toxicity. 

The primary endpoint of the study was overall survival (OS), with the goal of demonstrating non-

inferiority, with a pre-defined margin of 1.08. Secondary endpoints were progression free survival 

(PFS), time to progression (TTP), objective response rate (ORR) and quality of life (QoL). 

Following screening, 954 patients were enrolled with 478 being allocated to the lenvatinib group and 
476 to the sorafenib group. Patients were stratified according to: region, ECOG-PS score, vascular 
invasion and/or extrahepatic spread and body weight. Levels of aFP were not included. 
 
The primary endpoint was reached with median OS being non-inferior; 13.6 months for the 
lenvatinib group and 12.3 months for sorafenib (HR = 0.92, 95% CI: 0.79-1.06). Additionally, 
lenvatinib showed significant improvements in the 3 secondary efficacy endpoints (Table 3): PFS was 
7.4 months vs 3.7 months (HR 0.66, 95% CI = 0.57-0.77, p<0.00001), TTP was 8.9 months vs 3.7 
months (HR 0.63, 95% CI = 0.53-0.73, p<0.00001) and ORR was 24% v 9% (p<0.00001).  
 

Overall, this trial has shown that lenvatinib is statistically non-inferior to sorafenib in terms of overall 

survival but confers a significantly better progression-free survival, time to progression and response 

rate. In light of these results, lenvatinib is a new first-line therapeutic option for the treatment of 

advanced HCC. 



 

Discussion 

Since the publication of the SHARP study in 2008 and subsequent approval of sorafenib as a first-line 
agent in advanced HCC, progress to identify further therapeutic options has been slow. Multiple 
Phase III studies in this setting have been negative.  
 
One challenge has been to identify key pathways implicated in hepatocellular carcinogenesis and 
disease progression. This is compounded by the relative lack of tumour tissue from patients with 
advanced disease for biological studies as most patients are diagnosed on radiological criteria, and 
the limited available tumour tissue is invariably taken from patients with early, resectable disease. 
 
However, there is now a growing understanding of the multiple signalling pathways involved (eg, 
Ras/Raf/MAPK, WNT-β-catenin, EGFR, insulin-like growth factor receptor, AKT-mTOR, Notch, and 
Hedgehog) and their components represent future potential downstream molecular targets for 
therapy in HCC [40]. The use of mutation specific therapeutics may prove challenging as somatic 
genomic profiling has suggested that less than 10% of patients with HCC have actionable mutations 
[41].  
 
The REFLECT study of the multi-kinase inhibitor lenvatinib, is the first Phase III study to demonstrate 
efficacy of a novel agent as an alternative to sorafenib in patients with advanced disease. The study 
also demonstrated lenvatinib was comparable to sorafenib in safety profile (Table 4). 
 
The study itself had a number of strengths. Firstly, it was based on strong pre-clinical data, with 
lenvatinib also showing significant benefit in other solid tumours. Secondly, the trial design included 
appropriate weight-based dosing and was a non-inferiority trial design. The open-label design is a 
potential limitation, but the results were confirmed by independent imaging review and major 
protocol deviations were few and balanced between the drugs [39]. 
 
Despite the above, lenvatinib did not achieve superiority in overall survival. As aFP was not included 
as a stratification factor, there was an imbalance favouring the sorafenib arm, with more patients 
with an aFP >200 being allocated to the lenvatinib arm. In post-hoc analysis after adjustment of the 
AFP imbalance, lenvatinib proved nominally superior to sorafenib in OS (p=0.0342) [42].  
 
An imbalance was also seen in the number of Hepatitis C related HCC patients, again favouring the 
sorafenib arm. Additionally, by excluding patients with a high tumour burden or portal vein 
thrombosis, both arms had a better prognostic population than would be expected likely resulting in 
a longer post-progression survival and therefore dilution of the OS benefit. 
 
Overall, the findings of the REFLECT trial show that lenvatinib was statistically non-inferior to 
sorafenib in OS with clinically significant improvement in PFS, TTP, and ORR. These results suggest 
that lenvatinib is an alternative first-line systemic anti-cancer therapy for patients with unresectable 
HCC, and may well replace sorafenib as standard of care in this disease due to its superior secondary 
endpoints of PFS, TTP, and ORR.  
 
Recently, the anti-PD1 antibody, nivolumab, has been licensed by the FDA as a second-line therapy 
based on the results from non-randomised single arm phase II Checkmate-040 study discussed 
above [17].  Given the differing modes of actions of sorafenib, lenvatinib and nivolumab (Table 5), 
future studies are likely to explore the optimal combination therapy regimens of targeted therapy 
with immuno-oncology agents. An example is the open-label Phase 1b study of lenvatinib with 
pembrolizumab which is currently recruiting [43]. 



 

 

Conclusion 

Lenvatinib is the first agent since the approval of sorafenib for the treatment of HCC approximately 
10 years ago to show statistically significant non-inferiority to sorafenib in the first line setting. These 
results suggest Lenvatinib may be a new first-line option for unresectable advanced HCC. This 
coupled with the emergence of immune checkpoint inhibitors, may pave the way for an exciting 
future in the treatment of advanced HCC.   
 

 

Executive Statements 

 
Levantinib activity 

 Lenvatinib is an oral multikinase inhibitor that potently blocks multiple protein kinases 
involved in tumour proliferation including VEGF receptors 1-3, fibroblast growth factor 
receptors 1-4 and platelet-derived growth factor (PDGF) receptor alpha and beta 

 
Phase II evidence 

 In a Phase II study of Lenvatinib in patients with advanced hepatocellular carcinoma who 
had progressed on sorafenib, the median TTP was 7.4 months (95% CI: 5.5-9.4m) as assessed 
by IRRC per mRECIST but 12.8 months (95% CI: 7.2-14.7m) by investigator assessment 

 Median OS was 18.7 months (12.7-25.1m) 
 
Phase III evidence 

 In a double-blind, randomized, Phase III trial, patients who received lenvatinib had an overall 
survival of 13.6 months vs 12.3 months with sorafenib (HR = 0.92, 95% CI: 0.79-1.06) – 
reaching non-inferiority 

 Lenvatinib showed clinically meaningful and significant improvements in the 3 secondary 
efficacy endpoints; PFS, TTP and ORR 

 
Toxicities 

 Although 74% of patients in the Phase II trial required a dose reduction, many of the 
toxicities are class effects associated with all TKIs and with appropriate and prompt 
management they are usually manageable 

 The main adverse events seen were hypertension, palmar-plantar syndrome, reduced 
appetite, proteinuria and fatigue 

 
 
Conclusion 

 Lenvatinib is the first agent to demonstrate non-inferiority to sorafenib in the first-line 
setting in advanced hepatocellular carcinoma 

 It has shown significant improvements in PFS, TTP and ORR, which are clinically meaningful, 
when compared to sorafenib 

 It has a tolerable toxicity profile 
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Figure 1 – Chemical structure of E7080 [34]. 

 

 

  



Table 1 

 

Kinase IC50 (nM) 

VEGFR1 22 

VEGFR2 4.0 

VEGFR3 5.2 

FGFR1 46 

PDGFRα 51 

PDGFRβ 39 

EGFR 6500 

c-kit 100 

 

Table 1 - Kinase inhibitory profile of lenvatinib [22]. c-kit = receptor for stem cell factor; 

EGFR = epidermal growth factor receptor; FGFR = fibroblast growth factor cell surface receptor; 

IC50 = half maximal inhibitory concentration; PDGFR = platelet-derived growth factor receptor; 

VEGFR = vascular endothelial growth factor receptor. 

 

 

Table 2  

This article is distributed under the terms of the Creative Commons Attribution 4.0 International License 

(http://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction 

in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link 

to the Creative Commons license, and indicate if changes were made. 

Adverse Event Any Grade, n=46 Grade 3, n=46 Grade 4, n=46 

Hypertension 35 (76.1%) 25 (54.3%) 0 

Palmar-Plantar 
Syndrome 

30 (65.2%) 4 (8.7%) 0 

Decreased 
appetite 

28 (60.9%) 1 (2.2%) 0 

Proteinuria 28 (60.9%) 9 (19.6%) 0 

Fatigue 25 (54.3%) 0 0 

Diarrhoea 20 (43.5%) 6 (13.0%) 0 

Constipation 19 (41.3%) 0 0 

Nausea 17 (37.0%) 1 (2.2%) 0 

Dysphonia 17 (37.0%) 0 0 

Thrombocytopenia 16 (34.8%) 9 (19.6%) 1 (2.2%) 

Peripheral 
oedema 

16 (34.8%) 0 0 

Decreased weight 14 (30.4%) 2 (4.6%) 0 

 

Table 2 – Adverse events with Lenvatinib in Phase 2 study occurring in >30% patients. Adapted from 

[37].  

 



Table 3 

Efficacy Outcome 
Median (95% CI) 

Total Population Patients with HBV 

Lenvatinib (n=478) Sorafenib (n=476) Lenvatinib (n=259) Sorafenib (n=244) 

OS (months) 
HR (95% CI) 

13.6 (12.1-14.9) 12.3 (10.4-13.9) 13.4 (11.6-14.6) 10.2 (8.6-12.4) 

0.92 (0.79-1.06) 0.83 (0.68-1.02) 

PFS (months) 
HR (95% CI) 

7.4 (6.9-8.8) 3.7 (3.6-4.6) 7.3 (5.6-9.1) 3.6 (2.6-3.6) 

0.66 (0.57-0.77) 0.62 (0.50-0.75) 

TTP (months) 
HR (95% CI) 

8.9 (7.4-9.2) 3.7 (3.6-5.4) 7.6 (6.6-9.2) 3.6 (3.4-3.7) 

0.63 (0.53-0.73) 0.58 (0.47-0.72) 

ORR (%) 
Odds Ratio (95% CI) 

24.1 (20.2-27.9) 9.2 (6.6-11.8) 20.8 (15.9-25.8) 8.2 (4.8-11.6) 

3.13 (2.15-4.56) 3.15 (1.80-5.53) 

 

Table 3 – REFLECT study results of investigator review according to mRECIST. Table created from 

results published in [39]. CI: confidence interval, HR: Hazard Ratio, OR: Odds Ratio.  

 

 

Table 4 

 

 Lenvatinib (n=476) Sorafenib (n=475) 

Overall 98.7% 99.4% 

Hypertension 42.2% 30.3% 

Diarrhoea 38.7% 46.3% 

Reduced appetite 34.0% 26.3% 

Weight loss 30.9% 22.3% 

Palmar-planter erythrodysesthaesia  26.9% 52.4% 

 

Table 4: Most common treatment related adverse events (all grades) in the REFLECT study. Table 

created from figures in paper [39]. 

 

  



Table 5 

 

 Sorafenib Nivolumab Lenvatinib 

Class of drug Multi Tyrosine Kinase 

Inhibitor 

Immune checkpoint 

inhibitor 

(Immunoglobulin G4 

monoclonal antibody) 

Multi Tyrosine Kinase 

Inhibitor 

Site of action VEGFR 1-3 

PDGFR-β 

Raf-1 
B-RAF  

Blocks PDL-1 binding to 

PD-1 

VEGFR 1-3 
FGFR 1-4 
PDFGR-α/β 
EGFR 

Kit 
RET 

Route of 

administration 

Oral Intravenous Oral 

Licensed for 

use 

Hepatocellular 

Renal 

Thyroid 

Melanoma 

Urothelial 

Squamous cell lung 

Renal 
Hepatocellular 

Thyroid 

Renal 

 

Table 5: Comparison of characteristics of Sorafenib, Nivolumab and Lenvatinib [7, 16, 39].  
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