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2nd Re-submission:  
 

sorafenib 200mg film-coated tablets (Nexavar®) SMC No. (482/08) 

Bayer plc 
 
04 December 2015 

 
The Scottish Medicines Consortium (SMC) has completed its assessment of the above product 
and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in 
NHS Scotland.  The advice is summarised as follows: 

 

ADVICE: following a 2nd resubmission under the end of life and orphan process 
 
sorafenib (Nexavar®) is accepted for restricted use within NHS Scotland. 
 
Indication under review: the treatment of hepatocellular carcinoma. 
 
SMC restriction: in patients with advanced hepatocellular carcinoma who have failed or are 
unsuitable for surgical or loco-regional therapies. 
 
In a phase III study in patients with advanced hepatocellular carcinoma, sorafenib was 
superior to placebo in terms of overall survival, but not for time to symptomatic progression.  
 
This advice takes account of the benefits of a Patient Access Scheme (PAS) that improves 
the cost-effectiveness of sorafenib. This advice is contingent upon the continuing availability 
of the PAS in NHS Scotland or a list price that is equivalent or lower. 

This advice takes account of the views from a Patient and Clinician Engagement (PACE) 

meeting.  

 
Overleaf is the detailed advice on this product. 
 
 
 
Chairman,  
Scottish Medicines Consortium
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Indication 
Treatment of hepatocellular carcinoma. 
 

Dosing Information 
Sorafenib 400mg twice daily orally, administered without food or with a low or moderate fat 
meal.  Treatment should continue as long as clinical benefit is observed or until unacceptable 
toxicity occurs.  
 
Sorafenib treatment should be supervised by a physician experienced in the use of anticancer 
therapies. 
 

Product availability date 
29 October 2007.  Sorafenib meets SMC end of life and orphan criteria for this indication. 
 

 

Summary of evidence on comparative efficacy 

 
Sorafenib is a multikinase inhibitor with both anti-proliferative and anti-angiogenic properties.1 It 
has been designated an orphan medicine in Europe for the treatment of hepatocellular 
carcinoma (HCC).2 The submitting company has requested that SMC considers sorafenib when 
positioned for use in patients with advanced HCC who have failed or are unsuitable for surgical 
or loco-regional therapies.  
 
Evidence supporting the marketing authorisation is primarily from the SHARP study, a 
randomised controlled study in a relevant patient population. This phase III placebo-controlled, 
double-blind study included 602 patients with advanced HCC not eligible for, or progressed 
after, surgical or loco-regional treatments.3 Patients were required to have at least one lesion 
that was measurable according to Response Evaluation Criteria in Solid Tumours (RECIST) and 
had not been previously treated with systemic therapy. In addition, patients were required to 
have an Eastern Cooperative Oncology Group (ECOG) performance status (PS) of 0, 1 or 2, life 
expectancy ≥12 weeks, adequate haematologic and renal function and Child-Pugh A liver 
function status.3,4 The Child-Pugh classification scores five variables (ascites, encephalopathy, 
prothrombin time, serum bilirubin and albumin) and the total score gives Child-Pugh A, B or C 
classifications (Child-Pugh A indicating best liver function).5  
 
Patients were randomised equally to oral sorafenib 400mg twice daily (n=299) or placebo twice 
daily (n=303) continuously until both radiologic progression (defined by RECIST) and 
symptomatic progression (defined by the Functional Assessment of Cancer Therapy–
Hepatobiliary Symptom Index 8 [FHSI-8] questionnaire) or unacceptable adverse events or 
death. Randomisation was stratified by geographical region, ECOG PS and tumour burden. Two 
dose reductions to sorafenib 400mg daily and sorafenib 400mg every other day were permitted 
for adverse events related to study treatment. Concomitant antiviral systemic therapy was 
allowed. Treatment beyond radiological and symptomatic progression was allowed at the 
request of the investigator.3,4  
 
The co-primary endpoints were overall survival measured from the date of randomisation until 
the date of death due to any cause (for patients alive or lost to follow-up at the time of analysis, 
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time to death was censored at their last date of follow-up) and time to symptomatic progression 
(TTSP) defined as the time from randomisation to a four-point decline from baseline in patient 
responses to the FHSI-8 confirmed at next visit, deterioration to ECOG PS 4 or death. 
Secondary endpoints included: time to progression (TTP), defined as the time from 
randomisation to radiologically documented disease progression determined by RECIST; 
disease control rate (DCR), defined as at least stable disease for 28 days; and the Functional 
Assessment of Cancer Therapy-hepatobiliary (FACT-Hep) response rate (proportion of patients 
who achieved the eight point minimal important difference [MID] from baseline to week 12 or 
end of treatment visit).3  
 
Two interim analyses of overall survival were planned when approximately 170 and 300 deaths 
had occurred. The primary analyses included all randomised patients (intention-to-treat 
population). The study was stopped after the planned second interim analysis of overall survival 
had crossed the pre-specified efficacy boundary. At the cut-off date, 226 patients in the 
sorafenib group and 242 in the placebo group had discontinued treatment, most commonly for 
adverse events (AEs) (176 patients) or radiologic and symptomatic progression (123 patients). 
The proportions of both AEs and disease progression leading to discontinuation were similar 
between treatment groups.3   
 
At the second interim analysis when 321 deaths had occurred, sorafenib was significantly 
superior to placebo in terms of overall survival; median survival was 46.3 versus 34.4 weeks, 
hazard ratio [HR] for survival, 0.69 (95% confidence interval [CI]: 0.55 to 0.87).1 There was no 
significant difference between sorafenib and placebo for TTSP; median 18 versus 21 weeks, HR 
1.08 (95% CI: 0.88 to 1.31).2  
 
Sorafenib was superior to placebo for the secondary endpoints of TTP (24.0 versus 12.3 weeks, 
HR 0.58 [95% CI: 0.45 to 0.74]) (independent analysis) and DCR (43% versus 32%, p=0.002).1,3 
In patients receiving sorafenib, partial response occurred in seven patients (2.3%) and stable 
disease was maintained in 211 (71%).  In patients receiving placebo, partial response occurred 
in two patients (<1%) and stable disease was maintained in 204 (67%). There were no complete 
responses in either group. More placebo than sorafenib treated patients achieved the 8-point 
MID for the FACT-Hep quality of life assessment at week 12 or end of treatment visit (20% 
versus 12%, respectively).3,4   
 
A second phase III, randomised, double-blind, placebo-controlled study assessed the efficacy 
and safety of sorafenib in 271 patients from the Asia-Pacific region who had advanced 
(unresectable or metastatic) HCC.6 Patients had good liver function (Child-Pugh A) and had 
received no previous    systemic therapy.  They were randomised 2:1 to receive sorafenib 400mg 
or placebo twice daily. There was no predefined primary endpoint. Overall survival and TTP 
were assessed and analysed on an intention to treat basis. Median overall survival was 
significantly longer in patients treated with sorafenib compared with placebo, 6.5 months versus 
4.2 months, HR 0.68 (95% CI: 0.50 to 0.93). Median TTP was also significantly longer in the 
sorafenib group compared with placebo, 2.8 months versus 1.4 months, HR 0.57 (95% CI: 0.42 
to 0.79).  
 
An uncontrolled, observational study in 133 patients with advanced HCC who had and had not 
received sorafenib treatment based on funding decisions by Primary Care Trusts (PCT) in 
England and Wales has been published.7 Patients whose physician determined that sorafenib 
would be the most appropriate therapy were recruited from two specialist hepatobiliary oncology 
units in England and an application submitted to the respective PCT. The authors note that 
demographics and prognostic factors were generally balanced between the two groups. The 
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date of application was documented as the date of entry into the study.  Overall survival was 
measured from the date of application until the date of death or censoring. Funding was granted 
in 43% (n=57) and declined in 57% (n=76) of patients. Median overall survival was 9.5 months 
in those who received approval for funding and 4.1 months in those who did not,  HR 0.48 (95% 
CI: 0.32 to 0.73), p=0.0005. The median overall survival in those who received at least one dose 
of sorafenib was 10.7 months (HR 0.38, 95% CI: 0.25 to 0.59, p<0.0001). Sensitivity analyses 
were performed which did not identify any confounding influences.  
 
Other data were also assessed but remain commercially confidential.* 
 

Summary of evidence on comparative safety 

 
In the SHARP study, the most frequent AEs leading to dose reductions in the sorafenib group 
were diarrhoea (8%), hand-foot skin reaction (5%), and rash or desquamation (3%).3 

 
The median duration of treatment was 5.3 months (range, 0.2 to 16.1) in the sorafenib group 
and 4.3 months (range, 0.1 to 16.6) in the placebo group. Overall, 227 patients in the sorafenib 
group (76%) and 284 in the placebo group (94%) received more than 80% of the planned daily 
dose of the study drug. The dose of study drug was reduced in 96 (32%) and 39 (13%) of 
patients in the sorafenib and placebo groups respectively.3,4 
 
Treatment-related AEs were more common in the sorafenib group (236/297, 80%) than the 
placebo group (158/302, 52%).3  
 
Treatment-related deaths were reported in four (1.3%) of the sorafenib-treated patients and six 
(2.0%) of the placebo patients. Cause of death in the sorafenib-treated group was one each of: 
bleeding oesophageal varices, haemorrhage into abdominal cavity, visceral arterial ischemia 
and renal failure of pre-renal origin following dehydration.2 
 

Summary of clinical effectiveness issues 

 
The prognosis for most patients with HCC is poor as diagnosis often occurs too late for 
potentially curative surgery, transplant or percutaneous ablation. Patients with symptomatic 
disease, an ECOG PS of 1 or 2, or disease that has spread outwith the liver have an expected 
median overall survival of six months.6  Clinical experts consulted by SMC considered that there 
is unmet need in this therapeutic area, namely the lack of current treatment options for patients 
who have failed or are unsuitable for surgical or loco-regional therapies. SMC experts have 
confirmed that best supportive care is a valid comparator. Sorafenib meets SMC end of life and 
orphan criteria for this indication. 
 
The submitting company has requested that SMC considers sorafenib in a sub-population of the 
licensed population: patients with advanced HCC who have failed or are unsuitable for surgical 
or loco-regional therapies. This restriction reflects current guidance and standard practice where 
non-surgical therapy is only used where surgical therapy is not possible. It also reflects the 
pivotal study population.  
 
The pivotal SHARP study in patients with advanced HCC showed that sorafenib improved 
median overall survival by 12 weeks compared with placebo. Superiority of sorafenib over 
placebo was not shown for the co-primary endpoint of TTSP. The European Medicines Agency 



5 

 

noted a possible explanation given by the sponsor company that the assessment of TTSP 
(FHSI-8) may have been confounded if drug related adverse reactions as well as disease 
related events were captured by this questionnaire. There were no complete tumour responses 
in the pivotal study. A small minority were partial responses and the remainder were classified 
as disease stabilisation.2,3 
 
Almost all patients in the pivotal study had good residual liver function (Child-Pugh A) and good 
performance status. There are very limited data to confirm the benefit of sorafenib in patients 
with liver impairment beyond Child-Pugh A and in patients with an ECOG PS of 2 or higher.1  
The pivotal study excluded patients who had previously been treated with systemic 
chemotherapy; therefore, the use of sorafenib as a second line systemic agent has not been 
evaluated in a controlled study.  

 
TTP was analysed by independent radiological review (primary analysis) but this stopped six 
months before study completion. TTP was also analysed by the investigator for the full study 
duration. Median TTP was extended by 5.1 weeks according to investigator analysis (HR.0.68 
95% CI: 0.56 to 0.84). 
 
In the FACT-Hep quality of life assessment, significantly fewer sorafenib than placebo patients 
(12% versus 20%, respectively) achieved a clinically significant improvement.4 This appears 
incongruous but may reflect the adverse events associated with sorafenib treatment. 
 

Supporting evidence was presented from the Asia-Pacific study; however, the efficacy results 
are not generalisable to the Scottish population because of differences in ethnicity, aetiology of 
underlying liver disease (hepatitis B comprised a much higher proportion of underlying disease 
in the Asia-Pacific study than in the Scottish population) and clinical practice in the participating 
countries. The observational study of patients in England and Wales was uncontrolled and non-
randomised. 
 
Clinical experts consulted by SMC considered that sorafenib is a therapeutic advancement 
because of the associated survival benefit. Current Scottish, UK and European guidelines 
recommend sorafenib in specific patient groups. Clinical experts also consider that the place in 
therapy of sorafenib is in patients with good performance status (PS 0-1) and well preserved 
liver function (Childs-Pugh score A). 
 

Summary of patient and clinician engagement 

 
A Patient and Clinician Engagement (PACE) meeting with patient group representatives and 
clinical specialists was held to consider the added value of sorafenib, as an end of life and 
orphan medicine, in the context of treatments currently available in NHS Scotland. 
 
The key points expressed by the group were: 
 

• Hepatocellular cancer (HCC) is a life-limiting condition with a poor prognosis of only a few  
months. Less than 30% of patients are diagnosed when curative treatment is still possible. 
Patients can have symptoms such as anorexia, weight loss, fatigue, abdominal discomfort 
and nausea which can significantly impair quality of life as the condition progresses. 
 

• PACE participants considered there to be a significant unmet need in these patients. 
Sorafenib is the only treatment with evidence of benefit in patients who are not suitable for 
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surgical or loco-regional therapies, patients who have progressed after these therapies or 
patients who have extra-hepatic metastases.  
 

• The PACE clinicians considered the three month survival benefit seen in the SHARP trial to 
be highly significant. They highlighted the additional psychological benefit in having a 
treatment available that may prolong life, maintain quality of life and palliate symptoms, 
compared with the current option of supportive care. Sorafenib may allow patients to 
maintain independence and dignity for longer. 

 

• Sorafenib is an oral treatment that can be taken at home, reducing the burden for patients 
and carers associated with clinic attendance for administration of treatment. 
 

• PACE participants highlighted that sorafenib is recognised as a standard treatment for 
advanced HCC in many other countries. They stated that lack of routine access to this 
treatment option has resulted in an equity issue that can be distressing for patients and 
could impact on NHS Scotland’s ability to participate in clinical research. 

Summary of comparative health economic evidence 

 
The company submitted a cost-utility analysis comparing sorafenib with best supportive care 
(BSC) in patients with advanced HCC who have failed or are unsuitable for surgical or loco-
regional therapies. BSC consisted of symptomatic treatment and did not include any systemic 
chemotherapy. As noted above, SMC clinical experts have confirmed BSC is an appropriate 
comparator.  
 
A Markov model was used which included three health states: progression-free survival (PFS), 
progressed disease, and death. A 15-year time horizon was used. Patients started in the PFS 
health state where they received treatment with either sorafenib or BSC and then remained on 
treatment until disease progression or a treatment-limiting adverse event occurred. On moving 
to the progressed disease health state, patients could continue on sorafenib (reflecting 7.7% of 
patients who continued on treatment beyond progression in the pivotal study) or switch to BSC.  
 
The clinical data used in the economic model were taken from the SHARP study with the data 
from the placebo arm used as a proxy for BSC. Parametric survival curves were used to 
extrapolate the study data for both overall survival and TTP over the model time horizon. 
Goodness of fit statistics were used to select the curve which had the best statistical fit to the 
data and, based on this, the lognormal curve was chosen for both overall survival and TTP 
extrapolations. For overall survival in the sorafenib arm, while the best statistical fit to the data 
was the lognormal curve, both the loglogistic and Weibull curves could also have been used as 
the difference in the goodness of fit statistics for each curve was small. For the placebo arm, the 
loglogistic and lognormal curves were the best fitting curves. A scenario analysis was also 
presented which used data from an uncontrolled observational study.7  
 
Utility values were estimated by mapping the disease specific quality of life data from the FACT-
Hep questionnaire collected in the SHARP study to time trade-off utility values. The utility value 
applied to the pre-progression health state was 0.689 and for post-progression was 0.711. A 
disutility of 0.009 was also applied in the model to capture adverse events. This disutility was 
then multiplied by the monthly probability of experiencing an adverse event in each arm. 
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The drug acquisition cost of sorafenib was included based on the mean dose per day and mean 
treatment duration used in the study. A range of other health state costs was included in the 
model, including hospital outpatient visits, GP and nurse visits, lab tests, radiological tests and 
hospitalisations. Palliative care costs were also included. Adverse event costs were included for 
grade 3 and 4 adverse events based on rates from the study.  
 
A Patient Access Scheme (PAS) was proposed by the company and assessed by the Patient 
Access Scheme Assessment Group (PASAG) as acceptable for implementation in NHS 
Scotland. Under the PAS, a reduction in the list price of sorafenib is offered. In the base case 
analysis with the PAS, the company estimated a cost per quality-adjusted life year (QALY) of 
£37,670 based on an incremental cost of £13,809 and a QALY gain of 0.367.  
 
The sensitivity analysis showed the results were sensitive to the overall survival estimates, the 
cost of BSC, the utility values and the choice of extrapolation method. The incremental cost-
effectiveness ratio (ICER) with the PAS increased to between £41k and £52k when more 
conservative assumptions were used for these parameters. The scenario analysis using data 
from the observational study reduced the ICER to £26k. The probabilistic sensitivity analysis 
showed that at a willingness to pay threshold of £30k per QALY, the probability of sorafenib 
being cost-effective was 20%, and at £50k the probability was 75%. 
 
The following limitations were noted: 

• The results are particularly sensitive to the overall survival estimates used in the model. The 
clinical data were extrapolated over the lifetime of the model using the log-normal 
parametric curve but, based on goodness of fit statistics, two other models showed similar fit 
to the clinical data. The company justified the choice of model with reference to a company-
funded study which found the log-normal curve to be the most appropriate curve for the 
SHARP study data. However, when the Weibull and loglogistic curves were used, the ICER 
increased to £52k and £41k respectively. Similarly, when overall survival in the sorafenib 
arm was reduced by 1 standard deviation, the ICER increased to £52k.  

• The utility values used in the base case analysis lack face validity as they imply that patients 
experience better quality of life when they have progressive disease. Although the utility 
values were derived from quality of life data collected in the clinical study and result in only a 
small difference between the PFS and progressed disease health states, they result in 
patients having a high quality of life for the duration of the progressed disease health state. 
Sensitivity analysis was provided using more plausible utility values and this showed that 
using a PFS utility value of 0.7 (similar to the value derived from the quality of life data from 
the SHARP study), the ICER can vary between £40k and £49k when the progressed  
disease utility value ranges between 0.65 and 0.45.  

• It was noted that the resource use cost applied in the BSC arm is almost double the value 
used in the previous resubmission. The company explained that the increase in this cost 
reflects the updated resource use survey conducted for this resubmission where clinical 
experts estimated higher palliative care costs for patients on BSC, higher hospitalisations 
and A&E visits, and noted that patients with HCC are likely to be admitted to oncology wards 
(with a higher cost per day) instead of general wards, which was assumed previously.  The 
sensitivity analysis showed that the results were relatively sensitive to the cost of BSC as 
the ICER increased to £42k when the cost was reduced by 30%. Similarly, using the BSC 
cost from the previous resubmission increased the ICER to £44k. 

• As the quality of life data showed significantly fewer sorafenib than placebo patients 
experienced a clinically meaningful improvement in quality of life, the company was asked to 
provide an analysis using more conservative adverse event assumptions. When the 
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sorafenib adverse event rate, disutility value and costs were increased by 30% the ICER 
increased only marginally to £38k.  

• In order to combine the above uncertainties, a scenario analysis was provided which used 
more conservative adverse event assumptions, decreased the cost of BSC, and used utility 
values of 0.7 and 0.55 in the PFS and progressed disease health states respectively. This 
increased the ICER to £48k. Using alternative overall survival curves in this scenario 
increased the ICER to £51k using the log-logistic curve, and £63k using the Weibull curve. 

 
The Committee also considered the benefits of sorafenib in the context of the SMC decision 
modifiers that can be applied when encountering high cost-effectiveness ratios and agreed that 
the following criteria were satisfied: a substantial improvement in life expectancy in the patient 
population targeted in the submission; and the absence of other treatments of proven benefit. In 
addition, as sorafenib is an orphan medicine, SMC can accept greater uncertainty in the 
economic case.  
 
After considering all the available evidence and the output from the PACE process, and after 
application of the appropriate SMC modifiers, the Committee accepted sorafenib for restricted 
use in NHS Scotland. 
 
Other data were also assessed but remain commercially confidential.* 
 

Summary of patient and public involvement 

 
The following information reflects the views of the specified Patient Group. 
 

• A submission was received from the British Liver Trust, which is a registered charity.  
 

• The British Liver Trust has received pharmaceutical company funding in the past two years, 
but not from the submitting company.  

 

• Hepatocellular carcinoma (HCC) is often diagnosed at a late stage of liver disease/cirrhosis. 
This means that patients are often already suffering from a range of symptoms such as 
fatigue, ascites, jaundice, pruritus and encephalopathy. These all impact negatively on all 
aspects of a patient’s quality of life.  

 

• Currently these patients will be managed mainly with palliative care. There would be 
significant psychological benefits for patients and their families in being offered an active 
treatment.  The side effects associated with the medicine are recognised but patients would 
welcome the opportunity to choose to risk the side effects in order to have the treatment.     

 

• Sorafenib would offer these patients who have limited options a treatment that may improve 
the quality and length of life. HCC affects a relatively young patient group (average age at 
death 58-59 years). Any increase in life would be very important to them and their families. 
Elsewhere in the world patients with HCC are able to access sorafenib and patients in 
Scotland should have access to it too.  
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Additional information: guidelines and protocols 

 
A guideline for the management of hepatocellular carcinoma was issued by the Scottish 
HepatoPancreatoBiliary Managed Clinical Network in 2011.8  It states that sorafenib (a palliative 
systemic treatment) is the recommended treatment in patients with good performance status 
and Child-Pugh Score A, who are not candidates for potentially curative surgical management, 
percutaneous ablation, or loco-regional therapies such as transarterial chemoembolisation 

(TACE).  It notes that sorafenib is licensed in this indication, but has not been approved for 
funding by the Scottish Medicines Consortium.  Availability is therefore currently dependent on 
access through a non-formulary request route. It also notes that numerous single-agent and 
combination systemic chemotherapy regimens have been evaluated in advanced HCC. 
Doxorubicin monotherapy has been the most extensively studied and may induce tumour 
responses, but a survival benefit has not been clearly demonstrated.  Poor performance status, 
evidence of disseminated disease with extrahepatic spread, evidence of portal vein or hepatic 
artery compromise, evidence of hyperbilirubinaemia or advanced liver disease, presence of co-
morbid factors either in terms of diseases of other systems or other complications associated 
with liver disease likely to shorten life may affect suitability for the above treatments and 
influence “decision to treat” in these patients.  For these patients whose life expectancy is very 
short, optimisation of symptom control by palliative/symptomatic treatment is appropriate. 
 

The HCC management in the UK (HUG) writing committee published UK Guidelines for the 
management of suspected hepatocellular carcinoma in adults in 2009 that state that the only 
proven potentially curative therapy for HCC remains surgical, either hepatic resection or liver 
transplantation and patients should always have these modalities of treatment considered.9 
Non-surgical therapy (which should only be used where surgical therapy is not possible) 
includes loco-regional therapies (radiofrequency ablation, percutaneous ethanol injection and 
chemoembolisation) and systemic therapy.  Sorafenib has been shown to prolong survival in 
patients with advanced HCC and is the standard of care for patients with advanced HCC for 
whom no potential curative option is available. To date benefit has only been convincingly 
shown in patients with good liver function (Child-Pugh A) and good performance status, where 
the improvement in median survival is between two and three months, representing a hazard 
ratio of between 0.6 and 0.7.  Treatment with sorafenib is usually continued until there is 
radiological or symptomatic evidence of disease progression.  Treatment is usually well-
tolerated, the most common side-effects being the hand foot skin reaction and diarrhoea which 
occur in about 10% of cases.  Systemic chemotherapy e.g. doxorubicin or doxorubicin plus 
cisplatin has a poor response rate (10 to 15%) but can be offered where no alternative therapy 
is available and these agents can be used in HCC in situations where tumour progression has 
been seen with sorafenib, recognising that treatment should not be pursued unless there is 
clear evidence of response in terms of serological changes (alpha feto-protein falls), tumour size 
reduction (on radiological grounds) or symptomatic improvement.  There is a need for trials of 
combinations of sorafenib and conventional chemotherapy. 

 
The European Association for the Study of the Liver (EASL) and the European Organisation for 
Research and Treatment of Cancer (EORTC) published joint clinical practice guidelines for the 
management of hepatocellular carcinoma in 2012.10 Sorafenib is considered the standard 
systemic therapy for hepatocellular carcinoma and is indicated in patients who have Child-Pugh 
class A liver function and have an advanced tumour or the tumour has progressed following 
loco-regional therapies. No clear recommendations were made for patients with Child-Pugh 
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class B liver function. Chemotherapy, hormonal treatment and immunotherapy are not 
recommended for use in hepatocellular carcinoma.  
 
The European Society for Medical Oncology and the European Society of Digestive Oncology 
published Hepatocellular carcinoma: ESMO-ESDO Clinical Practice Guidelines for diagnosis, 
treatment and follow up in 2012.11  Systemic chemotherapy containing anthracyclines  or 
cisplatin was reported to have a prospect of a 10% response rate, XELOX [capecitabine plus 
oxaliplatin] or GEMOX [gemcitabine plus oxaliplatin] may have a better disease control rate but 
none of these treatments offer a proven survival benefit.  Sorafenib is considered the standard 
systemic therapy for patients who have advanced HCC and well-preserved liver function and in 
those who have progressed following loco-regional therapy. Best supportive care is the only 
option for patients with end stage disease. 
 

Additional information: comparators 

 
Best supportive care.  
 

Cost of relative comparators 

 
Drug Dose Regimen Cost for 25a weeks (£) 
Sorafenib  400mg orally twice daily 

 
18,628 

Costs have been taken from MIMS online accessed on 11/08/2015. a. Mean duration of treatment in 
pivotal study was 25 weeks. Cost does not take any patient access scheme into consideration. 
 

Additional information: budget impact 

 
The submitting company estimated there would be 138 patients eligible for treatment with 
sorafenib in year 1, rising to 160 in year 5. This was based on an assumption that 30% of HCC 
patients have advanced disease and have failed on, or are unsuitable for, surgical or loco-
regional therapies. The estimated uptake rate was 15% in year 1 and 60% in year 5, resulting in 
21 patients estimated to receive treatment in year 1, rising to 96 patients in year 5.  
 
Without PAS: 
The company estimated a gross medicines budget impact of £441k in year 1 and £2.05m in 
year 5. As no medicines were assumed to be displaced, the net medicines budget impact is 
equivalent to the gross impact. 
 
SMC clinical expert responses indicate that the uptake rate may be higher in practice.  
 
Other data were also assessed but remain commercially confidential.* 
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Drug prices are those available at the time the papers were issued to SMC for consideration. 
SMC is aware that for some hospital-only products national or local contracts may be in place 
for comparator products that can significantly reduce the acquisition cost to Health Boards. 
These contract prices are commercial in confidence and cannot be put in the public domain, 
including via the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and 
NHS Boards are therefore asked to consider contract pricing when reviewing advice on 
medicines accepted by SMC. 
 
Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical 
company in order to improve the cost-effectiveness of a drug and enable patients to receive 
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group 
(PASAG, established under the auspices of NHS National Services Scotland reviews and 
advises NHS Scotland on the feasibility of proposed schemes for implementation. The PASAG 
operates separately from SMC in order to maintain the integrity and independence of the 
assessment process of the SMC. When SMC accepts a medicine for use in NHS Scotland on 
the basis of a patient access scheme that has been considered feasible by PASAG, a set of 
guidance notes on the operation of the scheme will be circulated to Area Drug and Therapeutics 
Committees and NHS Boards prior to publication of SMC advice. 
 
Advice context: 

 
No part of this advice may be used without the whole of the advice being quoted in full.  
 
This advice represents the view of the Scottish Medicines Consortium and was arrived at after 
careful consideration and evaluation of the available evidence. It is provided to inform the 
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not override 
the individual responsibility of health professionals to make decisions in the exercise of their 
clinical judgement in the circumstances of the individual patient, in consultation with the patient 
and/or guardian or carer. 


