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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 full submission assessed under the ultra-orphan process.
brentuximab vedotin (Adcetris®) is accepted for restricted use within NHS Scotland.

Indication under review: treatment of adult patients with relapsed or refractory CD30+ Hodgkin
lymphoma (HL):

1. following autologous stem cell transplant (ASCT) or

2. following at least two prior therapies when ASCT or multi-agent chemotherapy is not a treatment
option and

treatment of adult patients with relapsed or refractory systemic anaplastic large cell lymphoma
(SALCL).

SMC restriction: treatment of adult patients with relapsed or refractory CD30+ Hodgkin lymphoma
(HL):

1. following autologous stem cell transplant (ASCT) or

2. following at least two prior therapies when ASCT or multi-agent chemotherapy is not a treatment
option

In an open-label, single-arm study, patients with relapsed or refractory Hodgkin lymphoma treated
with brentuximab vedotin achieved an objective response rate of 75%. Controlled data with clinical
outcomes are currently lacking.

This advice takes account of the views from a Patient and Clinician Engagement (PACE) meeting.
Brentuximab is also indicated for the treatment of adult patients with relapsed or refractory systemic

anaplastic large cell ymphoma (SALCL). SMC cannot recommend use in SALCL as the company did
did not include evidence for use in this indication in its submission.

Overleaf is the detailed advice on this product.

Chairman,
Scottish Medicines Consortium
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Indication

For treatment of adult patients with relapsed or refractory CD30+ Hodgkin lymphoma (HL):

1. following autologous stem cell transplant (ASCT) or

2. following at least two prior therapies when ASCT or multi-agent chemotherapy is not a treatment
option

and

treatment of adult patients with relapsed or refractory systemic anaplastic large cell lymphoma
(SALCL).

Dosing Information
1.8mg/kg administered as an intravenous infusion over 30 minutes every 3 weeks. If the patient’s
weight is more than 100kg, the dose calculation should use 100kg.

Treatment should be continued until disease progression or unacceptable toxicity. Patients who
achieve stable disease or better should receive a minimum of 8 cycles and up to a maximum of 16
cycles (approximately 1 year).

Brentuximab vedotin should be administered under the supervision of a physician experienced in the
use of anti-cancer agents.

Date of licensing

Conditional marketing authorisation was granted on 25 October 2012. Brentuximab vedotin was
designated an orphan medicine for Hodgkin lymphoma and systemic anaplastic large cell ymphoma
in January 2009. Brentuximab vedotin meets SMC ultra-orphan and end of life criteria.

Product availability date
14 November 2012

Summary of evidence on comparative efficacy

Brentuximab vedotin is an antibody drug conjugate which is composed of the monoclonal antibody
(cAC10) covalently linked, via an enzyme-cleavable linker, to the antimitotic small molecule
monomethyl auristatin E (MMAE). It delivers an antineoplastic agent to CD30-expressing tumour cells
resulting in selective apoptotic cell death. CD30 is a cell membrane protein which is highly expressed
on certain tumours including Hodgkin lymphoma and ALCL.> Brentuximab vedotin has been
designated an orphan medicine in the EU for Hodgkin lymphoma and systemic anaplastic large cell
lymphoma.® The submitting company has requested that SMC considers brentuximab vedotin when
positioned for use in the treatment of adult patients with relapsed or refractory CD30+ Hodgkin
lymphoma following ASCT or following at least two prior therapies when ASCT or multi-agent
chemotherapy is not a treatment option.

An open-label, single-arm, phase Il study evaluated the efficacy and safety of brentuximab vedotin, as
a single agent, in 102 patients with relapsed or refractory Hodgkin lymphoma in 25 centres in the
United States, Canada and Europe between February 2009 and August 2010.™° Eligible patients had
relapsed or refractory Hodgkin lymphoma after high-dose chemotherapy and ASCT; histologically
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documented CD30-positive disease by central review; measurable disease =1.5cm by computed
tomography (CT) scan and fluorodeoxyglucose-avid disease by positron emission tomography (PET).
Patients were aged 212 years in United States centres and 218 years in non-United States centres.
All patients had an Eastern Co-operative Oncology Group (ECOG) performance status or 0 or 1. All
eligible patients received brentuximab vedotin 1.8mg/kg by a 30 minute intravenous infusion as an
outpatient on day 1 of each 21-day cycle. Dose delays of up to 3 weeks and dose reduction to
1.2mg/kg were allowed for toxicity. Treatment could continue until disease progression or
unacceptable toxicities. Patients who achieved at least stable disease were to receive a minimum of
eight and a maximum of 16 cycles. After discontinuing brentuximab vedotin treatment, patients could
receive another therapy at the discretion of the investigator.

The primary outcome was objective response rate (ORR) which comprised a complete or partial
remission (CR or PR) assessed by independent review and defined according to Revised Response
Criteria for Malignant Lymphoma (CR as disappearance of all evidence of disease and PR as regression of
at least 50% of measurable disease and no new sites). After a median follow-up of 18.5 months, the
ORR by independent review was 75% (76/102 patients; 95% confidence interval [CI]: 65% to 83%).
This included CR in 34% (35/102) patients (95% Cl: 25% to 44%)."*

Secondary outcomes included median duration of response, which was 6.7 months (95% CI: 3.6 to
14.8 months) in all patients who achieved an objective response and 20.5 months (95% CI: 10.8
months to not estimable) in patients who achieved CR. Independently-assessed progression-free
survival (PFS) was 5.6 months (95% CI: 5.0 to 9.0 months) in all patients and 21.7 months (95% ClI
not reported) in patients who achieved CR. Overall survival (OS) was 22.4 months (95% CI: 21.7
months to not estimable) * In an updated analysis after a median follow-up of 32.7months, median OS
was 40.5 months (95% Cl: 28.7 to not estimable).?* Eight patients went on to receive an allogeneic
stem cell transplant (alloSCT) as next subsequent treatment after achieving response to brentuximab
vedotin and were alive and still being followed-up.

Subgroup analyses by age, sex, race, baseline tumour size, disease status (relapsed versus
refractory) and primary refractory disease did not identify any groups of patients not achieving
clinically meaningful antitumour activity.®

Fifty-seven patients had received previous treatment after relapse post-ASCT and a pre-planned
subgroup analysis compared the investigator-assessed PFS achieved with last previous therapy with
investigator-assessed PFS achieved with brentuximab vedotin. Median PFS was significantly longer
following brentuximab vedotin: 7.8 months versus 4.1 months: hazard ratio (HR) 0.41, p<0.001.2

Evidence supporting use in patients with relapsed or refractory disease following at least two prior
therapies when ASCT or multi-agent chemotherapy is not a treatment option comes from supportive
data from case reports. This included a group of 59 brentuximab vedotin treated patients who had not
received prior ASCT derived from phase I/ll studies, a Japanese study and named patient
programmes. Fifty-six of these patients had received at least two prior therapies; 41 had received the
licensed dose of brentuximab vedotin (1.8mg/kg every three weeks) and 40 had received at least two
prior therapies and the licensed dose of brentuximab vedotin. After a median of five cycles of
brentuximab vedotin, ORR was 54% (22/41) in patients who received the licensed dose and this
included a CR in 22% (9/41) patients. After treatment with brentuximab vedotin, 20% (8/40) patients
went on to receive SCT."



Summary of evidence on comparative safety

There are no comparative safety data for brentuximab vedotin. Please refer to the summary of
product characteristics for details of adverse events. Peripheral neuropathy appeared to be the most
clinically relevant adverse event with brentuximab vedotin and typically occurred after prolonged
treatment.’

Summary of clinical effectiveness issues

The submitting company has requested that SMC considers the use of brentuximab vedotin for the
treatment of adult patients with relapsed or refractory CD30+ Hodgkin lymphoma following ASCT or
following at least two prior therapies when ASCT or multi-agent chemotherapy is not a treatment
option. Clinical experts consulted by SMC considered that there is unmet need in this therapeutic
area, namely that patients with this stage of disease have limited treatment options. The submitting
company has indicated that brentuximab vedotin meets the SMC criteria for an ultra orphan and an
end of life medicine and this has been validated by SMC.

Brentuximab vedotin has been authorised by the European Medicines Agency (EMA) under
‘conditional approval’*? therefore further evidence on is awaited. The EMA will review new
information at least every year and the summary of product characteristics will be updated as
necessary.”

The primary outcome of the pivotal study was ORR, a measure of anti-tumour activity rather than
efficacy. However, the EMA noted that it may be considered an acceptable outcome to demonstrate
clinical benefit in patients with relapsed or refractory Hodgkin lymphoma post-ASCT for conditional
approval, provided that the effect is sufficiently large. The results suggest a treatment benefit which
was at least as good as historical controls and perhaps better. The possibility of achieving a complete
remission with another chance of potentially curative alloSCT was considered meaningful.* The study
population was considered to reflect patients in Scottish clinical practice eligible for post-ASCT
treatment. ;I'hey had relapsed early after ASCT: 71% within one year and median time to relapse of
6.7 months.

In patients who are not eligible for ASCT or multi-agent chemotherapy, there are limited efficacy and
safety data for brentuximab vedotin suggesting antitumour activity which may be clinically relevant for
a population with very few treatment options. There are very limited PFS and OS data on which to
draw efficacy conclusions. However, 20% of patients subsequently underwent SCT, which offered the
potential for improved PFS and cure.!

Clinical experts consulted by SMC considered that brentuximab vedotin is a therapeutic advancement
as it provides an effective treatment option for these patients and that the place in therapy of
brentuximab vedotin is as a potential bridge to alloSCT in young fit patients and for disease control in
patients not eligible for transplant.

There are no comparative or controlled data with evidence limited to one phase Il, uncontrolled,
single-arm study and from case reports only. Further evidence to satisfy the conditional approval is
awaited.



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 brentuximab vedotin, as an ultra-orphan
medicine, in the context of treatments currently available in NHS Scotland.

The key points expressed by the group were:

¢ Many patients with relapsed or refractory Hodgkin lymphoma are young with potential for a
long and active life if they can undergo transplant. Patients unsuitable for transplant can also
benefit from palliative treatment giving significant and prolonged symptom reduction which
cannot be achieved with standard chemotherapy options.

e Brentuximab vedotin may offer rapid relief from unpleasant symptoms, with a visible reduction
in tumour size. It has a more convenient administration schedule compared with
chemotherapy. It has improved tolerability which helps maintain dignity and allows patients to
continue living as normal a life as possible during treatment.

o The treatment may be a bridge to a curative transplant in some patients. There is a meaningful
response in the majority of patients who have failed standard regimens, allowing these patients
to undergo transplant which is undertaken with curative intent. Many patients are young and
achieving cure could have a profound positive impact on physical and psychological health of
the patient and offer substantial life year gains (of the order of 20-30 years).

Summary of ultra orphan decision-making framework

Brentuximab vedotin 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 the condition

Hodgkin lymphoma is a rare disease affecting 2.4 new patients per 100,000 of the population in
Europe each year. It is highly curable and 80% of patients treated early will achieve complete
remission. In patients presenting with advanced disease, 30 to 40% will relapse after initial treatment
or have immediate treatment failure. These patients have a worse prognosis and if front- or second
line treatment, including ASCT, does not achieve cure then median survival is less than 3 years.
There is no standard of care for patients with relapsed or primary refractory disease.!

Many patients with relapsed or refractory Hodgkin lymphoma are young and for these patients there is
a potential for a long and active life if the patient can undergo a transplant following treatment. For
patients unsuitable for transplant, treatment can offer disease control and symptom reduction.

Impact of the new technology

Brentuximab vedotin is a novel, targeted treatment option for a group of patients who lack effective
alternative therapies and thus experience high unmet need. SMC clinical experts confirm that
brentuximab vedotin would be seen as a potential bridge to transplant for some patients.



As noted above, efficacy was demonstrated in an open-label, single arm phase Il study in patients with
relapsed or refractory Hodgkin lymphoma. Direct comparative efficacy against alternative treatments
from clinical trials is not available however from the economic model the submitting company has
attempted to predict survival gains compared to current treatments through extrapolations; this was
estimated at 1.06 years compared to chemotherapy +/- radiotherapy.

Value for money

The submitting company presented a cost-utility analysis of brentuximab vedotin in adult patients with
relapsed or refractory (r/r) CD30+ Hodgkin lymphoma (HL) following ASCT. While the data in the
economic model related to patients post-ASCT, the submitting company wished SMC to consider
these results as representative of the cost-effectiveness in patients following at least two prior
therapies when ASCT or multi-agent chemotherapy is not a treatment option. The comparators
considered in the analysis were (a) chemotherapy +/- radiotherapy and (b) chemotherapy +/-
radiotherapy with the intention to perform allogeneic SCT (alloSCT). As not all patients will be eligible
to receive alloSCT, the second comparator is not relevant for all patients. In terms of the
chemotherapy comparator used in either comparator scenario, the submitting company stated that a
range of different chemotherapy regimens are used for patients at this stage of the treatment pathway,
hence a weighted average comparator was constructed using expert opinion. The base case did not
assume that any patients in the brentuximab vedotin arm go on to have an alloSCT.

The economic model was structured around the states of PFS, progression and death. A lifetime
model was used with a patient age of 31 assumed at model commencement. Key data for the model
were taken from the pivotal study; PFS was estimated directly from the study for patients receiving
brentuximab using the investigator assessed results with extrapolation used thereafter. For
comparator arm patients receiving only chemotherapy/ radiotherapy, PFS was estimated using the
data in the subset of 57 patients in the pivotal study following their most recent post ASCT treatment
(i.e. ‘self-control’ data). For comparator arm patients who received chemotherapy with intent to
alloSCT and did receive alloSCT, PFS was estimated from literature sources. In terms of overall
survival, this was estimated directly from the pivotal study for patients receiving brentuximab vedotin
for the period of available follow up and thereafter by extrapolation. For both the comparator arms,
OS was taken from a published observational cohort study with the data adjusted to reflect the
differences in baseline prognosis vis-a-vis the pivotal trial.

A key assumption to note in terms of the extrapolations was that for brentuximab vedotin patients after
the 3.7 years for which there are available data, the risk of progression was assumed to equal that of
alloSCT (i.e. HR of 1). This was assumed to apply up to the 5.2 years mark and thereafter all patients
were assumed to have the same risk.

The utility values associated with the states in the model were estimated using a vignette study and
adverse event disutilities were included. Resource use was estimated from a variety of sources and
included monitoring and follow- up treatment.

The base case results showed that for patients ineligible to receive alloSCT and for whom
chemotherapy +/- radiotherapy is the comparator treatment, the incremental cost per quality adjusted
life year (QALY) was £43,731, based on an incremental cost of £61,749 and an incremental QALY
gain of 1.41. For patients eligible to receive an alloSCT, the relevant comparator would be
chemotherapy +/- radiotherapy with intent to alloSCT and in this case brentuximab vedotin dominated
the comparator. Brentuximab vedotin was associated with 0.68 additional QALYs but costs were
£7,393 lower owing to the high costs associated with alloSCT as a procedure. Given that
chemotherapy+/- radiotherapy with intent to alloSCT is dominated by brentuximab vedotin,
chemotherapy +/- radiotherapy alone is the referent comparator, and the ICER was £43,731 per
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QALY. This was the same incremental cost-effectiveness ratio (ICER) of £43,731 as in the alloSCT
ineligible group.

In terms of key sensitivity analysis, the dominance finding against alloSCT was maintained and in
terms of the results versus chemotherapy+/- radiotherapy:

o For the alloSCT eligible population, the results were sensitive to the inclusion of alloSCT in a
proportion of the brentuximab-treated patients (as per the trial experience and how SMC
experts indicate the drug may used in practice). If 8% received alloSCT, the ICER rose to
£50,964, or £60,005 if 18% of brentuximab vedotin patients went on to receive alloSCT. New
Drugs Committee felt that the inclusion of alloSCT post-brentuximab in a proportion of patients
is a more appropriate base case.

e The results were understandably sensitive to the assumptions about the hazard ratios for OS
and PFS for brentuximab vedotin beyond the trial period. Using hazard ratios of 1.5 for OS
and PFS resulted in ICERs of £55,897 and £57,776 respectively versus chemotherapy +/-
radiotherapy at 8% use of alloSCT post-brentuximab vedotin. At 18% use of alloSCT, the
figures were £65,944 and £67,888 respectively.

o The combined effect of a range of uncertainties (patient weight, use of independently assessed
outcomes, less favourable long term hazard ratios, use of alloSCT in a proportion of patients)
resulted in ICERs of £83,730 to £118,909 versus chemotherapy +/- radiotherapy at 8% and
18% use of alloSCT respectively.

The results showed a relatively high cost per QALY ratio compared to chemotherapy +/- radiotherapy
and this was sensitive to a number of the uncertainties in the analysis. In addition, there are a number
of limitations associated with both sets of analysis:

e Lack of directly comparative data means that there are uncertainties associated with the
incremental effectiveness of this treatment compared to the alternatives and there is some
uncertainty associated with the extrapolations.

o The company wishes the results to be seen as applicable to the ASCT ineligible patients as
specific analysis are not presented for this group. While the data in this group are sparse it
may be reasonable to use this as a proxy; however, it should be borne in mind that outcomes
may be poorer in this group, but treatment costs may also be lower as fewer cycles of
brentuximab vedotin appear to be used.

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 (see above).

Impact beyond direct health benefits and on specialist services

At the PACE meeting, attention was drawn to the possible benefits of patients being able to return to
work and actively contribute to society if treatment leads to a cure. It was also discussed that patients
may have better quality of life which enables them to engage fully in family life during treatment. As
some patients may be young and have family commitments, successful treatment can provide benefits
to their partner and any children. It was also noted that for the patient’'s family and carers any
treatment which could facilitate a cure provides a psychological benefit to the family or carer.



As part of the ultra-orphan appraisal process, the submitting company also provided a supplementary
sensitivity analysis for the alloSCT-eligible population which adopted a wider perspective to illustrate
potential impact that the potential productivity benefits to the economy from patients being able to
return to work. If it is assumed that these benefits can be fully realised, then this analysis resulted in a
lower cost per QALY of £35,705 if 8% of patients are assumed to go on to a receive alloSCT or
£49,752 if 18% receive alloSCT.

Costs to NHS and Personal Social Services

The submitting company has estimated that 12 patients would be treated with brentuximab vedotin per
year and that this would be associated with a net drug budget impact of £606k per year. The
submitting company did not estimate any costs outside of the NHS.

The committee also considered the benefits of brentuximab vedotin in the context of the SMC decision
modifiers and agreed that a number of the criteria were satisfied: a substantial improvement in life
expectancy in the patient population targeted in the submission; a substantial improvement in quality
of life; the potential to bridge to a definitive therapy; and the absence of other treatments of proven
benefit. In addition, as brentuximab vedotin 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 madifiers, the Committee accepted brentuximab vedotin for
restricted use in NHS Scotland.

Summary of patient and public involvement

The following information reflects the views of the specific patient group.
¢ A submission was received from Lymphoma Association, which is a registered charity.

e Lymphoma Association has received funding from several pharmaceutical companies in the past
two years, including from the submitting company.

o Patients with relapsed or refractory lymphoma often have many symptoms, which can be
debilitating and distressing. Life-expectancy is also severely limited.

e Current treatment options are limited with little chance of long term success and a risk of patients
developing significant side effects and/or spending large parts of their remaining life in hospital: or
purely palliative care, which is likely to give patients a life expectancy of only a few months with
poor quality of life.

e Brentuximab vedotin represents a step-change in treatment for suitable patients. Treatment can
improve life-expectancy for some patients compared with the current alternatives. It may also
provide rapid relief of symptoms and speed of treatment delivery enables people to spend more
time at home with family and friends. Some patients have reported fewer side effects than with
chemotherapy.



Additional information: guidelines and protocols

The British Committee for Standards in Haematology (BCSH) and the British Society of Blood and

Marrow Transplantation published “Guideline on the management of primary resistant and relapsed

classical Hodgkin lymphoma” in October 2013.° This guideline makes the following recommendations:

e ASCT is the standard treatment for patients with relapsed disease who achieve an adequate
response to salvage therapy or primary resistant disease who achieve an adequate response to
salvage therapy.

e ASCT is not recommended in those failing to achieve an adequate response.

Current evidence does not support the use of maintenance cytotoxic therapies post-ASCT.

e Allogeneic transplantation using a reduced intensity conditioning regimen is the treatment of
choice for younger patients with a suitable donor and chemo-sensitive disease following failure of
ASCT.

¢ In patients not eligible for ASCT, combined modality therapy should be considered, especially in
early stage relapse and in patients who have not received prior radiotherapy or who have relapsed
outside of the initial radiotherapy field.

¢ In patients unlikely to tolerate the toxicities associated with more intensive regimens, palliation with
either a single agent or with a multi-agent oral regimen with or without intravenous vinblastine
should be considered.

The European Society for Medical Oncology (ESMO) published “Hodgkin’s lymphoma: ESMO clinical
practice guidelines for diagnosis, treatment and follow-up” in 2011.° This guideline makes the following
recommendations:

e For most patients with refractory or relapsed Hodgkin lymphoma, high-dose chemotherapy
followed by ASCT can be regarded as the treatment of choice.

e Salvage regimens such as dexamethasone/high-dose ara-C/cisplatin (DHAP), ifosfamide/
gemcitabine/vinorelbine/dexamethasone (IGEV) or ifosfamide/carboplatin/etoposide (ICE) are
given to reduce the tumour burden and mobilise stem cells prior to high-dose chemotherapy and
ASCT.

e There is no standard treatment for patients relapsing after high-dose chemotherapy and ASCT.
The decision how to treat these patients has to be made individually.

¢ Reduced-intensity conditioning allogeneic SCT (RIC-allo) can be considered in young,
chemosensitive patients in good general condition. However, RIC-allo is not a standard approach
in Hodgkin lymphoma and should be conducted within clinical trials.

e In a palliative setting, acceptable remission rates, satisfying quality of life and prolonged survival
can be achieved by gemcitabine-based chemotherapy and/or regional radiotherapy. Classical
palliative chemotherapy approaches are increasingly challenged by novel agents such as small
molecules, antibodies or immunotoxins. These drugs are currently being evaluated in clinical trials
either as single agents or in combination with conventional chemotherapy.

The National Institute for Health and Care Excellence (NICE) published Cancer Service Guidance
Haemato-Oncology (CSGHO) “Improving outcomes in haemato-oncology cancer” in October 2003.”
However this guidance does not include detailed advice on management of relapsed or refractory
disease other than high-dose chemotherapy and ASCT.



Additional information: comparators

There is no current standard of care for patients with relapsed or refractory disease after ASCT and
patients may be treated with a range of salvage options with multi-agent chemotherapy (including
off-label use of gemcitabine, vinblastine or vinorelbine). For patients who have received at least
two prior therapies when ASCT or multi-agent chemotherapy is not a treatment option, further
treatment options are limited.

Cost of relevant comparators

Drug Dose Regimen Cost per Cost per

cycle (£) course (£)

Brentuximab vedotin 1.8mg/kg by intravenous infusion 7,500 | Upto 120,000
every 3 weeks

Costs for brentuximab vedotin are based on the use of up to 3 vials (150mg which would provide a dose of
1.8mg/kg in those up to 83 kg body weight) and are from MIMs on 2 June 2014. The cost per course is based on
up to the maximum recommended 16 cycles. In the pivotal phase Il study the median number of cycles was 9 at
a corresponding cost of £67,500,

Additional information: budget impact

Post- ASCT patient population:

The submitting company estimated there to be 8 patients eligible for treatment with brentuximab
vedotin each year with an estimated uptake rate of 80% each year.

The submitting company estimated the gross medicines budget impact to be £426k per year. As other
medicines were assumed to be displaced, the net medicines budget impact was estimated to be
£404k per year. These estimates assumed 9.7 cycles of brentuximab vedotin per patient. Given the
comparator treatment in this patient population (stem cell transplant in a proportion of patients), the
company estimated that there would be a net overall cost to the NHS of £109k per year once other
non-medicines costs and the costs of subsequent SCT in 18% of brentuximab vedotin patients were
taken into account.

ASCT ineligible patient population:

The submitting company estimated there to be 8 patients eligible for treatment with brentuximab
vedotin each year with an estimated uptake rate of 80% each year.

The submitting company estimated the gross medicines budget impact to be £216k per year. As other

medicines were assumed to be displaced, the net medicines budget impact was estimated to be
£202k per year. These estimates assumed 5.3 cycles of brentuximab vedotin per patient.
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This assessment is based on data submitted by the applicant company up to and including 10 July
2014.

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.

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.
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