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2nd Re-Submission  
 

trastuzumab 150mg powder for concentrate for solution for infusion (Herceptin®)
 SMC No. (623/10) 

Roche Products Ltd. 
 
4 September 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 Scotland.  
The advice is summarised as follows: 

 

ADVICE: following a second re-submission considered under the ultra-orphan and end of life process 
 
trastuzumab (Herceptin®) is accepted for restricted use within NHS Scotland. 
 
Indication under review: in combination with capecitabine or fluorouracil and cisplatin for the 
treatment of patients with HER2 positive metastatic adenocarcinoma of the stomach or gastro-
oesophageal junction who have not received prior anti-cancer treatment for their metastatic disease.  
It is indicated for use only in patients with metastatic gastric cancer whose tumours have HER2 
overexpression as defined by IHC2+ and a confirmatory FISH+ result, or IHC 3+, as determined by 
an accurate and validated assay. 
 
SMC restriction: for use in patients whose tumours have HER2 overexpression defined by 
immunohistochemistry (IHC) 3+ (“HER2 high expresser”). 
 
The addition of trastuzumab to doublet chemotherapy improved overall and progression-free survival 
and tumour response. 
 
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 
In combination with capecitabine or fluorouracil and cisplatin for the treatment of patients with HER2 
positive metastatic adenocarcinoma of the stomach or gastro-oesophageal junction who have not 
received prior anti-cancer treatment for their metastatic disease.  Trastuzumab should only be used 
in patients with metastatic gastric cancer whose tumours have HER2 overexpression as defined by 
IHC2+ and a confirmatory FISH+ result, or IHC 3+, as determined by an accurate and validated 
assay. 
 

Dosing Information 
8mg/kg intravenous (IV) infusion as initial loading dose then after three weeks 6mg/kg IV infusion 
every three weeks. 
 

Product availability date 
19 January 2010. Trastuzumab meets SMC ultra orphan and end of life criteria. 
 

 

Summary of evidence on comparative efficacy 

 
Trastuzumab is the first drug in its class (recombinant humanised IgG1 monoclonal antibody against 
human epidermal growth factor receptor 2 [HER2]) to be licensed for the treatment of metastatic 
gastric cancer.1 The submitting company has requested that SMC considers trastuzumab when 
positioned for use in patients whose tumours have HER2 overexpression defined by 
immunohistochemistry (IHC) 3+ (“HER2 high expresser”).  
 
Evidence to support the marketing authorisation comes from ToGA, an open-label phase III study of 
594 adults with inoperable locally advanced, recurrent, or metastatic HER2 positive adenocarcinoma 
of the stomach or gastro-oesophageal junction.2,3 Patients were randomised with stratification for 
Eastern Co-operative Oncology Group (ECOG) performance status (0 or 1 vs. 2); extent of disease 
(locally advanced vs. metastatic); primary site (stomach vs. gastro-oesophageal junction); 
measurability (non-measurable vs. measurable) and fluoropyrimidine use (capecitabine vs. 
fluorouracil).  All patients were to receive six cycles of cisplatin 80mg/m2 by intravenous (IV) infusion 
on the first day plus a fluoropyrimidine (fluorouracil 800mg/m2/day by continuous IV infusion for five 
days or capecitabine 1000mg/m2 twice daily orally for 14 days) every three weeks (CF and CX, 
respectively) and were randomised 1:1 to receive CF/X alone or with trastuzumab IV infusion 8mg/kg 
then 6mg/kg every three weeks (HCF and HCX, respectively) until disease progression or 
unmanageable toxicity. The study was stopped at the second interim efficacy analysis, performed after 
349 events (patient deaths), corresponding to 76% of the planned 460 events.2 
 
At the second interim analysis in the intent-to-treat population, which included all randomised patients 
who had received study drug (n=584), the median follow up was 18.6 months in the HCF/X group and 
17.1 months in the CX/F group.  The primary outcome of median overall survival was significantly 
greater with HCF/X compared with CF/X: 13.8 vs. 11.1 months with a hazard ratio (HR) of 0.74 (95% 
confidence interval [CI]: 0.60 to 0.91), p=0.0046.  There were fewer deaths with HCF/X compared with  
 
CF/X: 57% (167/294) vs. 63% (182/290).  There were also significant benefits with trastuzumab for 
median progression-free survival (6.7 vs. 5.5 months, hazard ratio 0.71 [95% CI: 0.59 to 0.85], 
p=0.0002) and response rate, defined as complete or partial response via response evaluation criteria 
in solid tumours (RECIST) criteria (47% vs. 34%, HR 0.70 [95% CI: 0.58 to 0.85], p=0.0003).2  
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A pre-planned subgroup analysis indicated limited clinical benefits among patients with low HER2 
over-expression. Therefore a low HER2 expressing group was defined as ICH0/fluorescence in-situ 
hybridisation (FISH)+ or IHC1+/FISH+; and a high HER2 expressing group defined as IHC2+/FISH+ or 
IHC3+ and post-hoc exploratory analyses performed on these.  The latter subgroup reflects the 
population included in the licensed indication. In the high HER2 expressing group at the second 
interim analysis, 53% (120/228) and 62% (136/218) of patients had died in the HCF/X and CF/X 
groups, respectively, and median overall survival was significantly greater with HCF/X compared with 
CF/X: 16 vs. 11.8 months, with a HR 0.65 (95% CI: 0.51 to 0.83).  Median progression-free survival 
was also significantly greater with HCF/X compared with CF/X: 7.6 vs. 5.5 months, p<0.0001 and HR 
0.64 (95% CI: 0.51 to 0.79).2 
 
This second resubmission focuses on the subgroup with the highest degree of HER2 over-expression, 
defined as IHC 3+, and recurrent or metastatic disease.  In a post-hoc subgroup analysis of these 
patients median overall survival was significantly greater with HCF/X compared with CF/X Median 
progression-free survival was also significantly greater with HCF/X compared with CF/X. 

 
Quality of life questionnaires were completed by patients remaining in the study until disease 
progression.  Analyses of European Organisation for the Research and Treatment of Cancer (EORTC) 
QLQ-C30 and QLQ-ST022 questionnaires indicated improved quality of life in both treatment groups 
from baseline over time.3  
 
Other data were also assessed but remain commercially confidential.* 
 

Summary of evidence on comparative safety 

 
Safety data from the phase III study indicate that there are no additional significant safety issues with 
trastuzumab used in the treatment of advanced gastric cancer over and above those seen when it is 
used to treat breast cancer.  The established adverse effect profile for trastuzumab indicates that it 
can be associated with infusion reactions, gastrointestinal, respiratory and cardiac adverse effects.1 
 

Summary of clinical effectiveness issues 

 
The trastuzumab regimen provides additional survival of around four months for patients with 
previously untreated metastatic adenocarcinoma of the stomach or gastro-oesophageal junction and 
HER2 overexpression (as defined by IHC2+/FISH+, or IHC 3+) which can be considered clinically 
relevant in a patient group with a poor prognosis and overall survival of less than 12 months with 
existing treatments.  Clinical experts consulted by SMC considered that there is unmet need in this 
therapeutic area, namely the poor prognosis with current treatments.  Trastuzumab meets SMC end of 
life and ultra orphan criteria for this indication.  
 
The submitting company has requested that SMC considers trastuzumab when positioned for use in 
patients whose tumours have HER2 overexpression defined by IHC 3+ (“HER2 high expresser”). In 
this subgroup of patients,, there was an increase in median overall survival.   
 
The ToGA study was open label; this is standard practice in oncology studies and unlikely to affect the 
primary outcome of overall survival but may have biased the subjective outcomes such as the 
assessment of health-related quality of life.  The marketing authorisation is based on a subgroup of 
the study population; patients with tumours with low HER2 expression derived little benefit from the 
addition of trastuzumab and exploratory subgroup analysis suggested no apparent benefit in patients 
with locally advanced disease.1-3 
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There is no global standard chemotherapy regimen for the treatment of metastatic gastric cancer.  In 
some countries, CF/X regimens are standard treatments but in Europe triplet regimens containing 
epirubicin, a platinum, and a flouropyrimidine are recommended.4  SMC clinical experts have advised 
that epirubicin, oxaliplatin and capecitabine (EOX) is the most commonly used regimen in Scotland.  In 
the phase III study, the comparator regimen was CF/X.  It is therefore difficult to estimate the extent of 
the clinical benefits that could be expected in Scotland by replacing EOX with HCF/X.  
 
To estimate the difference between Scottish standard of care and the comparator group in the ToGA 
study, the submitting company performed adjusted indirect comparisons to compare CX with EOX in 
patients with advanced gastric cancer or gastro-esophageal junction cancer for the outcomes of 
overall survival (three studies) and progression free survival (two studies).  The indirect comparison to 
compare EOX to CX for progression free survival resulted in HR 0.83 (95% CI: 0.48 to 1.45).  The 
indirect comparison to compare EOX to CX for overall survival resulted in HR 0.88 (95% CI: 0.51 to 
1.52). The analyses included patients with unknown HER2 status; there was insufficient evidence to 
compare CX with EOX in patients with HER2 positive tumours.  It is unknown if HER2 status would 
alter the relative treatment effects of the two regimens.  There was heterogeneity in the target 
population: two of the studies included in the indirect comparisons were conducted exclusively in 
Korean patients and one study in Caucasian patients.  Due to the lack of available evidence, there 
were some assumptions made in the overall survival indirect comparison.       
  
In its assessment report the European Medicines Agency (EMA) noted that patients with a lack of 
physical integrity of the upper GI tract or malabsorption syndrome, and patients with active 
gastrointestinal bleeding, were excluded from the phase III study.  The target patient population may 
not be representative for patients treated after marketing authorisation.  Therefore, the marketing 
authorisation holder will continue enhanced pharmacovigilance.3  
   
The phase III study recruited mainly patients who had an ECOG performance status of 0 or 1 (90% 
and 91% in the HCF/X and CF/X groups, respectively).  The EMA assessment report notes that 
uncertainty remains about the efficacy in patients with ECOG performance status ≥2.3 
 
Clinical experts consulted by SMC considered that trastuzumab is a therapeutic advancement as it is 
the first targeted therapy for HER2 positive disease.  To identify patients who would benefit most from 
HCF/X treatment (i.e. those with highest HER2 over-expression), all patients with metastatic gastric 
cancer would require tests to establish their HER2 status.1  As testing for HER2 status is not currently 
part of the routine diagnostic process for metastatic gastric cancer, this would be associated with 
additional financial and service resources, particularly for validation in the first year until a national 
protocol for testing is adopted.  Clinical experts consulted by SMC considered that the introduction of 
this medicine may impact on the patient and/or service delivery as HCX requires extended 
administration time and pharmacy aseptic preparation compared to EOX.  As this is an ultra orphan 
medicine the impact is unlikely to be significant. 
 
Other data were also assessed but remain commercially confidential.* 
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Summary of patient and clinician engagement 
 
A patient and clinician engagement (PACE) meeting with a patient group representative and clinical 
specialists was held to consider the added value of trastuzumab, as an end of life and ultra-orphan 
medicine, in the context of treatments currently available in NHS Scotland. 
 
The key points expressed by the group were: 
 

• Metastatic gastric cancer is a rare, devastating, condition with a very poor prognosis and 
debilitating symptoms which have a profound impact on patients and their families and carers.  
Patients live only 12 months on average from diagnosis.   
 

• Few treatment options are available for this small group of patients and, other than trastuzumab 
targeted via the HER2 biomarker, there have been no real advances in this area over the last 20 
years.   

 

• Trastuzumab, in combination with chemotherapy, offers a significant and clinically very 
meaningful extension of overall survival in HER2 high expressing patients, accompanied by 
additional PFS which translates to a delay in time to deterioration of quality of life1 and delay in 
time to second-line chemotherapy.   The proportional increase in overall survival was considered 
to be highly significant in the context of limited remaining months and the additional time to be 
particularly meaningful for patients and their families.   

 

• Importantly, the addition of trastuzumab has minimal impact on adverse events compared with 
chemotherapy alone.   

 

• Clinicians noted that trastuzumab was considered as the standard of care for HER2 positive 
gastric cancer in many countries and that lack of access in Scotland impacts on NHS Scotland’s 
ability to participate in clinical research. 

 

• The PACE group felt strongly that this medicine should be made available in NHS Scotland in-line 
with the company positioning as a first-line treatment for metastatic gastric cancer in HER2 high 
expressing (IHC 3 +) patients. 

 

Summary of ultra-orphan decision making framework 

 
Trastuzumab has been considered by SMC using its decision-making framework for the assessment 
of ultra-orphan medicines. Relevant factors under each of the criteria are summarised below. 
 
Nature of condition 
Metastatic gastric cancer is a rare, devastating condition with a very poor prognosis.  Patients live 12 
months on average from time of diagnosis.  Symptoms from the disease are debilitating and include 
vomiting, bowel obstruction, anaemia and ascites.  Such symptoms together with the terminal nature 
of the disease have a profound impact on patients and their families and carers. 
 
Impact of new technology 
Current first-line treatment involves chemotherapy. While doublet therapy with CF/X is used in many 
countries, a triplet of epirubicin, oxaliplatin and capecitabine (EOX) is the most commonly used 



6 

 

regimen in Scotland.  PACE clinicians noted that it is generally accepted that epirubicin adds little 
clinical benefit but does increase toxicity.   
 
Addition of trastuzumab to chemotherapy (CF/X) has been shown to offer a significant increase in 
median overall survival of 4.2 months and a significant increase in median progression-free survival 
(PFS) of 2.9 months in patients whose tumours have HER2 overexpression defined by IHC 2+ and a 
confirmatory FISH+ result or IHC 3+.  Clinical benefit was found to be greater in the sub-group of 
patients in whom HER2 overexpression was defined by IHC 3+.  The economic model predicts a 
mean survival gain of 6.67 months. 
 
The addition of trastuzumab resulted in minimal impact on adverse events compared with 
chemotherapy alone. 
 
At the PACE meeting, it was noted that increased PFS would translate to delay in time to deterioration 
of quality of life and delay in time to second-line chemotherapy, thereby transforming patient life for a 
limited period.  Extended overall survival of 6 months was considered to be very significant and 
clinically very meaningful for patients and their families in the context of limited remaining months.   
 
Value for money 
The company submitted a cost-utility analysis which compared HCX against EOX in patients with 
HER2 positive metastatic adenocaricanoma of the stomach or gastro-oesophageal junction who have 
not received treatment for their metastatic disease.  The analysis focussed on HER2+ patients with an 
IHC 3+ test result.  
 
A Markov modelling approach was chosen to assess the cost-effectiveness of HCX versus the 
comparator.  The analysis used a lifetime perspective.  The economic model consisted of three health 
states: progression free survival (PFS), progressive disease (PD) and death.  The model structure 
implied that patients entered the model in the PFS health state and could progress to a worse health 
state or remain in the same health state.  Patients could also die throughout the model.  
 
The clinical data for the model came mainly from the ToGA study, including extrapolation of the 
observed trial data using the Weibull method. In order to estimate PFS and overall survival (OS) for 
EOX, the baseline data from the pivotal study were adjusted using hazard ratios derived from an 
indirect comparison.  
 
Baseline utility data for the PFS health state and a utility increment for remaining progression-free 
were taken from the ToGA study where quality of life data were collected using EQ-5D.  The utility for 
PD was based on the figure used in the National Institute of Clinical Excellence (NICE) health 
technology assessment (HTA) of sunitinib in gastrointestinal stromal tumours. 
 
Medicines costs were included in the analysis as were costs associated with the administration of the 
chemotherapy, pharmacy time, treatment of adverse events, and management of disease before and 
after progression.  The analysis also assumed that 80% of patients were treated in centres which vial 
shared and testing for HER2 status was available by IHC. 
 
The base case results indicated that the incremental cost-effectiveness ratio (ICER) for HCX versus 
EOX was £41,347 per quality-adjusted life year (QALY) gained.  This result was based on an 
incremental cost for HCX versus EOX of £14,152 and an incremental QALY gain of 0.342.  The 
economic model was most sensitive to reducing the PFS hazard ratio alongside the OS hazard ratio 
for EOX vs. CX (£53,181), using the log-logistic curve to estimate OS (£51,087), reducing the OS 
hazard ratio for EOX vs. CX (£50,720), using the log-logistic curve to estimate PFS (£45,362) and 
increasing the cost of the progressive disease state (£44,275).  
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The company highlighted in the submission that the comparison of HCX versus EOX represented the 
primary analysis; however, a secondary analysis comparing trastuzumab, cisplatin and fluorouracil 
(HCF) against epirubicin, cisplatin and fluorouracil (ECF) was also provided.  The results of this 
analysis generated an ICER of £41,800 per QALY gained for HCF versus ECF.  This result was based 
on an incremental cost of £14,656 for HCF versus ECF and an incremental QALY gain of 0.351. 
 
The main weaknesses were as follows: 

• A large number of adjustments were made to the data such as assuming the HCX/F and CX/F 
efficacy data from the pivotal study represented the efficacy of HCX and CX, correcting the data 
for differences in baseline characteristics which initially favoured CX, and applying hazard ratios 
of 0.83 and 0.88 to simulate PFS and OS estimates for EOX.  In addition, the analysis applied a 
hazard ratio of 1.15 to transform the HCX data to produce an estimate of HCF and then hazard 
ratios of 0.96 followed by 1.15 (a hazard ratio of 1.10 in total) were applied to transform the CX 
data to ECF.  The company was requested to comment on the number of adjustments used in the 
analysis and provide an analysis with non-essential transformations removed.  The company 
commented that the indirect comparison was complex and reliant upon the use of multiple 
adjustments and there is a lack of evidence that demonstrates the comparative efficacy of doublet 
and triplet chemotherapy regimens.  As a result an indirect comparison in this disease area is 
challenging and is reliant upon making the most of what data is available.  It should be noted that 
trastuzumab has been designated as ‘ultra-orphan’ by SMC in this indication and so a lack of data 
is perhaps unsurprising.  The company proceeded to provide an analysis where CX data was not 
adjusted to estimate EOX which generated an ICER of £36,003. 

• The analysis was also sensitive to the choice of parametric function used to extrapolate OS and 
PFS.  When the log-logistic curve was used for OS and PFS, the ICER increased to £45,362 and 
£51,087 per QALY gained respectively.  The log-logistic curve was the best fitting curve in terms of 
PFS and a similar fit to the Weibull curve used in the base case in relation to OS and the goodness 
of fit statistics.  The company acknowledged that the log-logistic curve was a good fit to the data 
but also suggested that the function had poor predictive ability in terms of OS and PFS.  An 
analysis was provided which used the log-logistic curve for OS and PFS which increased the ICER 
for HCX vs. EOX to £56,492 per QALY gained.  The company also presented an analysis which 
used the lower limit of the 95% confidence interval for OS and PFS from the indirect comparison 
and used the log-logistic function for OS and PFS.  The results indicated that EOX was dominant 
(i.e. more effective and less costly) than HCX. SMC clinical expert response regarding the face 
validity of the OS and PFS estimates produced by the economic model was mixed. One expert 
suggested they were plausible and another that they were reasonable and valid.  However, 
another expert commented that the estimates appeared optimistic.   

• Patients treated with trastuzumab did not receive the medicine for the duration of time they were in 
the PFS health state.  As a result, these patients were able to receive the benefits of being 
progression-free in terms of utility but the medicines cost may have been underestimated.  The 
company provided an analysis where the treatment duration of trastuzumab was consistent with 
PFS which produced an ICER of £48,714.  The SMC clinical experts have commented patients 
would remain on trastuzumab treatment until disease progression.  

 
Patient and clinician engagement 
A patient and Clinician Engagement (PACE) meeting was held for this submission.  Participants at the 
PACE meeting indicated a range of potential impacts of the new technology for the patient and 
families/carers. 
 
Impact beyond direct health benefits and on specialist services 
At the PACE meeting, attention was drawn to the psychological impact on patients, carers and families 
of access to an effective treatment which would provide a meaningful extension to survival in this 
disease area.   
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Treatment with trastuzumab alongside chemotherapy would not require any additional hospital visits.  
Treatment in the subsequent maintenance phase would require additional visits to hospital once every 
three weeks for a 30 minute IV infusion. 
 
HER2 status is not part of the routine diagnostic process for metastatic gastric cancer in NHS 
Scotland.  The introduction of testing would be associated with additional financial and service 
resources, particularly for validation in the first year.  
 
Costs to NHS and Personal Social Services 
The submitting company has estimated that between 12 and 27 patients would be treated with 
trastuzumab per year and this would be associated with a drug budget impact of £155k to £257k per 
year.  The budget impact of HER2 testing is estimated to be £22k per year.  Molecular pathology 
experts in NHS Scotland estimate additional set up costs of up to £17k in the first year. 
 
The committee also considered the benefits of trastuzumab in the context of the SMC decision 
modifiers 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 trastuzumab 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 trastuzumab for use in NHS 
Scotland. 
 

Summary of patient and public involvement 

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

• A submission was received from OCHRE, which is a registered charity.  
 

• OCHRE has not received any funding from pharmaceutical companies in the past two years.  
 

• These patients are faced with a terminal diagnosis and experience pain and life changing 
swallowing problems. The prognosis for these patients is very poor with most having less than 12 
months to live and many more living for less than 6 months. They often struggle to put affairs in 
order or are left feeling unable to spend time with or say goodbye to loved ones because so little 
time is left for them with their health and quality of life declining almost daily. 

 

• Currently there are very few options to maintain or improve quality of life or extend the terminal 
diagnosis even by a few weeks. The trastuzumab regimen is no more difficult to cope with than 
currently available options. Patients observing fellow sufferers experience with trastuzumab have 
been struck by the positive psychological benefit and improved quality of life observed. 

 

• There is evidence that trastuzumab can improve progression free and overall survival in these 
patients. It appears to be well tolerated. Patients commented on the psychological benefit that the 
extra time and hope for amelioration of suffering would give to them and their families. 
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Additional information: guidelines and protocols 

 
In October 2013, the European Society for Medical Oncology (ESMO), the European Society of 
Surgical Oncology (ESSO) and the European Society of Radiotherapy and Oncology (ESTRO) 
published their guideline: Gastric Cancer: ESMO–ESSO–ESTRO Clinical practice guidelines for 
diagnosis, treatment and follow-up.5 For the management of patients with advanced/metastatic 
disease, palliative chemotherapy should be considered as it improves survival compared with best 
supportive care alone. Suitable chemotherapy regimens include ECF, ECX, EOF and EOX; it is noted 
that EOX is associated with a numerically longer median overall survival. In addition, capecitabine has 
been associated with improved overall survival compared with fluorouracil as part of doublet and triplet 
regimens.  This guideline indicates that following the ToGA study results, trastuzumab in combination 
with capecitabine or fluorouracil and cisplatin now represents the standard of care for patients with 
HER2 positive disease 3+ or 2+/FISH-positive.  
 
In 2011 the Association of Upper Gastrointestinal Surgeons of Great Britain and Ireland, the British 
Society of Gastroenterology and the British Association of Surgical Oncology published joint updated 
guidelines for the management of oesophageal and gastric cancer.6 Patients with inoperable 
oesophago-gastric cancer and an adequate performance status should be considered for treatment 
with either EOX or ECX. In patients with HER2 positive gastric tumours, trastuzumab can be 
considered in combination with cisplatin/fluoropyrimidine as there is an improvement in disease-free 
survival and overall survival.  
 
In June 2006 the Scottish Intercollegiate Guideline Network (SIGN) published guideline number 87 on 
management of oesophageal and gastric cancer.7 This recommends that in patients with locally 
advanced or metastatic cancer of the oesophagus or stomach with good performance status, 
combination chemotherapy including cisplatin and infusional fluorouracil (such as ECF or MCF) should 
be considered. Patients should have the opportunity to discuss the role of palliative combination 
chemotherapy with an oncologist and should be made aware of the modest survival benefit and 
symptomatic improvement, but potential toxicities, prior to a treatment decision. This guideline 
predates the availability of trastuzumab for gastric cancer. 
 

Additional information: comparators 

 
Triplet chemotherapy regimens consisting of epirubicin, a platinum-based agent and a fluoropyrimidine 
are used in the treatment of metastatic gastric cancer.  SMC clinical experts have advised that EOX is 
the most commonly used chemotherapy regimen in NHS Scotland. Epirubicin, cisplatin and 
capecitabine (ECX); epirubicin, cisplatin, and fluorouracil (ECF); and epirubicin, oxaliplatin and 
fluorouracil (EOF) may also be used.  
 
Docetaxel in combination with cisplatin and fluorouracil is licensed for the same indication; however, 
SMC has issued advice that it is not recommended for use within NHS Scotland as the marketing 
authorisation holder has not made a submission to SMC.  



10 

 

 

Cost of relevant comparators 

 
Drug Dose regimen Cost per 

cycle (£) 
Cost per 

course # (£) 
Trastuzumab 
 
Cisplatin  
Capecitabine 

8mg/kg loading dose then 6mg/kg IV infusion 
every three weeks 
80mg/m2 IV infusion every three weeks 
1000mg/m2 orally twice daily for 14 days 

1,900 for 
cycle 1 then 

1,493 for 
subsequent 

cycles 

9,365 

Trastuzumab 
 
Cisplatin  
Fluorouracil 

8mg/kg loading dose then 6mg/kg IV infusion 
every three weeks 
80mg/m2 IV infusion every three weeks 
800mg/m2 continuous IV infusion daily for five 
days every three weeks 

1,800 for 
cycle 1 then 

1,393 for 
subsequent 

cycles 

8,765 

Epirubicin 
Oxaliplatin 
Capecitabine 

50mg/m2 IV every three weeks 
130mg/m2 IV infusion every three weeks 
625mg/m2 orally twice daily for three weeks 

1,092 6,590 

Doses are for general comparison and do not imply therapeutic equivalence. Costs from MIMS online and BNF 
online. Calculations assume a body weight of 70kg and body surface area of 1.8m

2
.  

# all courses are assumed to include 6 cycles. In the ToGA study trastuzumab with cisplatin and fluoropyrimidine 
chemotherapy was given for six cycles then trastuzumab alone was continued until disease progression or 
unmanageable toxicity. The median number of trastuzumab doses was 8. The cost of each additional 
trastuzumab dose after chemotherapy would be £1,222.   

 

Additional information: budget impact 

 
The submitting company estimated there to be 31 patients eligible for treatment in each year with an 
estimated uptake rate of 40% (12 patients) in year 1, rising to 90% (27 patients) in year 5.  The 
company estimated the gross medicines budget impact to be £192k in year 1, rising to £444k in year 
5.  As medicines were assumed to be displaced, the net medicines budget impact was estimated to be 
£155k in year 1, rising to £257k in year 5. 
 
The company also included the cost of the HER2 test in the budget impact template.  The company 
estimated that the net total budget impact was £164k in year 1 rising to £276k in year 5. 
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consider contract pricing when reviewing advice on medicines accepted by SMC. 
 
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 
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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. 
 
 
 
 


