Scottish Me

I'l

www.scottishmedicines.org.uk
Delta House 50 West Nile Street Glasgow Gi2NP Tel 0141 225 6999 Chairman: Professor Jonathan‘G Fox

bortezomib 3.5mg powder for solution for injection (Velcade®)
SMC No. (1075/15)

Janssen-Cilag Ltd
07 August 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 full submission
bortezomib (Velcade®) is accepted for use within NHS Scotland.

Indication under review: in combination with rituximab, cyclophosphamide, doxorubicin and
prednisone for the treatment of adult patients with previously untreated mantle cell lymphoma who
are unsuitable for haematopoietic stem cell transplantation.

Bortezomib in combination with rituximab, cyclophosphamide, doxorubicin and prednisone
significantly improved progression-free survival compared to a regimen containing rituximab,
cyclophosphamide, doxorubicin, vincristine and prednisone in adults with previously untreated mantle
cell ymphoma who were unsuitable for haematopoietic stem cell transplantation.

Overleaf is the detailed advice on this product.

Chairman,
Scottish Medicines Consortium

Published 07 September 2015



Indication

In combination with rituximab, cyclophosphamide, doxorubicin and prednisone for the treatment of
adult patients with previously untreated mantle cell ymphoma who are unsuitable for haematopoietic
stem cell transplantation.

Dosing Information

1.3mg/m? body surface area intravenous or subcutaneous injection on days 1, 4, 8, and 11 of 21-day
treatment cycle. Six treatment cycles are recommended, although for patients with a response first
documented at cycle six, two additional cycles may be given. At least 72 hours should elapse
between consecutive doses of bortezomib.

The following medicinal products are administered on day 1 of each bortezomib-treatment cycle as
intravenous infusions: rituximab 375mg/m?, cyclophosphamide 750mg/m? and doxorubicin 50mg/m?.
Prednisone is administered orally at 100mg/m? on days 1, 2, 3, 4 and 5 of each bortezomib-treatment
cycle. Dose adjustments to manage adverse events are detailed in the summary of product
characteristics.

Treatment must be initiated and administered under the supervision of a physician qualified and
experienced in the use of chemotherapeutic agents. Bortezomib must be reconstituted by a
healthcare professional.

Product availability date
30 January 2015

Summary of evidence on comparative efficacy

Bortezomib is the first medicine licensed in the UK for first-line treatment of patients with mantle cell
lymphoma (MCL) who are not suitable for haematopoietic stem cell transplantation (HSCT).*
Bortezomib inhibits 26S proteasome, which degrades ubiquitinated proteins and has a key role in
regulating the turnover of specific proteins that maintain cell homeostasis. Inhibition of 26S
proteasome proteolysis affects many signaling cascades and ultimately results in cancer cell death.?

An open-label phase Il study (LYM-3002) recruited 487 treatment-naive adults with newly diagnosed
stage I, lll or IV MCL and Eastern Co-operative Oncology Group (ECOG) performance status of two
or less, who were not suitable for HSCT. Patients were required to have at least one site of
measurable disease and diagnosis was confirmed by central pathological review and evidenced by
histology and either expression of cyclin D1 in association with CD20 or CD5 or evidence of t(11:14)
such as cytogenetics, fluorescent in situ hybridization (FISH) or polymerase chain reaction (PCR).
Randomisation was stratified by disease stage at diagnosis (stage I, Il or IV according to the staging
system for non-Hodgkin's lymphoma [NHL] of the American Joint Committee on Cancer) and by
international prognostic index (IPI) score (low [0 or 1]; intermediate [2], high-intermediate [3] or high [4
or 5]) and patients were assigned equally to six 21-day cycles of VR-CAP or R-CHOP. VR-CAP
comprised: bortezomib 1.3mg/m? intravenous (IV) on days 1, 4, 8 and 11; rituximab 375mg/m? IV,
cyclophosphamide 750mg/m?® IV and doxorubicin 50mg/m? IV on day 1; and prednisone 100mg/m?
orally on days 1 to 5. R-CHOP included the same dose schedules of rituximab, cyclophosphamide,
doxorubicin and prednisone plus vincristine 1.4mg/m? (maximum 2mg) IV on day 1. If a first response
was documented at cycle six, the patient could receive eight cycles. The primary outcome was
progression free survival (PFS) in all randomised patients assessed by blinded independent review
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committee (IRC) according to standard criteria from the modified International Workshop to
Standardise Response Criteria for Non-Hodgkin's Lymphoma (IWRC). This was compared between
groups using a stratified log-rank test.**

At the cut-off (02.12.2013) for assessment of the primary outcome, the median follow-up was 39.4 and
40.3 months in the VR-CAP and R-CHOP groups, respectively. There had been 133 and 165 events
in the respective groups.”® These were 111 and 147 events of progressive disease (PD),
respectively, plus 22 and 18 deaths in the respective groups.® The primary outcome, time to disease
progression or death, was significantly longer with VR-CAP compared to R-CHOP, with p<0.001 using
stratified log-rank test. From stratified Cox model the hazard ratio (HR) was 0.63 (95% CI: 0.50 to
0.79) and from Kaplan-Meier estimates median PFS was 24.7 and 14.4 months in the respective
groups. Pre-specified sensitivity analyses, including one that used investigator-assessed data, were
consistent with the primary analysis.***

VR-CAP compared to R-CHOP was associated with significantly longer median time to progressive
disease (PD), 30.5 versus 16.1 months, with HR 0.58 (95% CI: 0.45 to 0.74); median time to next anti-
lymphoma treatment, 44.5 versus 24.8 months, with HR 0.50 (95% CI: 0.38 to 0.65); and median
treatment-free interval, 40.6 versus 20.5 months, with HR 0.50 (95% CI: 0.38 to 0.65).3

Overall complete response rate assessed in response-evaluable patients by IRC and confirmed by
evidence of bone marrow clearance and lactose dehydrogenase (LDH) normalisation was significantly
greater with VR-CAP compared to R-CHOP: 53% (122/229) versus 42% (95/228), with an odds ratio
(OR) of 1.69 (95% CI: 1.15 to 2.48), p=0.007. Radiological complete response rate, which did not
require confirmation by evidence of bone marrow clearance and LDH normalisation, was significantly
greater with VR-CAP compared to R-CHOP: 83% versus 71%, with an OR of 2.04 (95% CI: 1.29 to
3.21), p=0.002.? The median duration of overall complete response (IRC data) was 42.1 and 18.0
months in the respective groups.

Overall survival data were not mature at the time of the primary analysis of PFS. In the VR-CAP and
R-CHOP groups, 29% (71/243) and 36% (87/244) of patients had died. From Kaplan-Meier curves
the median overall survival had not been reached in the VR-CAP group and was 56.3 months in the R-
CHOP group. The HR was 0.80 (95% CI: 0.59 to 1.10), p=0.17. Estimated 4-year survival rate was
64% and 54% in the respective groups.”®

Other data were also assessed but remain commercially confidential.*

Summary of evidence on comparative safety

The adverse event profile of bortezomib is well characterised from its use in other indications. Within
the context of MCL, the bortezomib-containing regimen, VR-CAP, compared to a similar regimen, R-
CHOP (which contained vincristine but not bortezomib), was associated with greater rates and
severity of haematological (94% versus 86%), gastrointestinal (58% versus 47%), infection or
infestation (60% versus 46%) and general or administration site (59% versus 47%) adverse events,
respectively. Following the MCL studies, additional rare potential adverse events identified were
hepatitis B reactivation or infection and myocardial ischaemia.**

In the phase Il study, haematological adverse events were the most common. The proportions of
patients in the VR-CAP and R-CHOP groups, respectively, reporting thrombocytopenia were 72%
versus 19%, (=grade 3, 57% versus 5.8%); anaemia were 51% versus 37%, (=grade 3, 15% versus
14%); neutropenia were 88% versus 74%, (2grade 3, 85% versus 67%); leucopenia were 50% versus
38%, (=grade 3, 44% versus 29%); lymphocytopenia were 31% versus 13% (=grade 3, 28% versus
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9%). However, the incidence of febrile neutropenia was similar across the groups, 17% versus 14%
(=grade 3, 15% versus 14%), respectively, as where rates of bleeding adverse events, 6.3% versus
5.0% (=grade 3, 1.7% versus 1.2%), respectively.®

Infection and infestations were reported as adverse events at a higher rate in the VR-CAP group than
the R-CHOP group, 60% versus 46% (=grade 3, 21% versus 14%), respectively. The most common
was pneumonia, 12% versus 6.2% (2grade 3, 7.1% versus 4.5%), respectively.®**  Cough was
reported as an adverse event by 20% versus 8.3% of patients, respectively.

The rates of some gastrointestinal events were higher in the VR-CAP group than the R-CHOP group:
30% versus 9.1% (=grade 3, 5.0% versus 2.1%) for diarrhoea; 25% versus 16% (=grade 3, 0.4%
versus 0.8%) for constipation; 25% versus 14% (=grade 3, 0.4% versus 0) for nausea; and 12%
versus 5.4% (=grade 3, 0.4% versus 0) for vomiting, respectively. Decreased appetite was reported
as an adverse event by more patients in the VR-CAP group compared to the R-CHOP group: 19%
versus 10% (=grade 3, 0.8% both groups). **

There was a similar incidence of peripheral neuropathy in the VR-CAP and R-CHOP groups: 30% and
29%, respectively, and most were considered related to treatment. However, in the VR-CAP group
compared to the R-CHOP groups there was a higher incidence of these adverse events which were
grade 2 or higher severity: 18% versus 9%; and of grade 3 or higher severity: 8% versus 4%. Serious
peripheral neuropathy was reported by 2 (1%) and 0 patients in the respective groups.?

Some general and administration site adverse events were reported by more patients in the VR-CAP
group than the R-CHOP group. These include pyrexia, 29% versus 15% (=grade 3, 3.3% versus
2.1%); fatigue, 23% versus 19% (=grade 3, 6.3% versus 2.5%); asthenia, 16% versus 11% (=grade 3,
2.9% versus 0.8%); and peripheral oedema 15% versus 10% (=grade 30.4% versus 0.4%),
respectively.’

Summary of clinical effectiveness issues

Bortezomib is the first medicine to be licensed for the first-line treatment of MCL in patients who are
not suitable for HSCT. MCL is a B-cell lymphoma that comprises about 6% of NHL. For the majority
of patients, MCL is an aggressive, chronic, incurable disease.” Scottish data from 2013 indicate that
the prevalence of cancer survivors with NHL was 143 per 100,000.° Estimated prevalence for MCL is
8.6 per 100,000.

There is heterogeneity in the presentation and clinical course of the disease. However, MCL is usually
a chronic, aggressive incurable disease and the majority of patients (>90%) are at an advanced (Ann
Arbor 1l or IV) stage at diagnosis. Most of these patients are not fit to receive the high-dose
chemotherapy required for HSCT and they are treated with various chemotherapy regimens, e.g. R-
CHOP. Although many patients with advanced MCL respond well to initial chemotherapy, remission
duration is short and overall survival is poor.” For patients categorised according to the Mantle Cell
Lymphoma International Prognostic Index (MIPI) as intermediate- or high-risk, median overall survival
is 51 and 29 months, respectively.” There is an unmet need for effective treatments to improve
prognosis.

In the pivotal phase Il study, the bortezomib-containing regimen, VR-CAP, was associated with a
significant increase in PFS compared to a similar regimen used in practice, R-CHOP. It was noted
during the EU regulatory review that the improvement in PFS was clinically meaningful. Also, there
was significant improvement in treatment-free interval, which is valuable for patients with a chronic
incurable disease.”



There was also a non-significant trend for improved overall survival with VR-CAP compared to R-
CHOP. However, overall survival data will be compromised by the use of anti-lymphoma therapies,
including bortezomib, after PD. At the cut-off for the primary analysis, 82 patients (34%) in the VR-
CAP group and 132 patients (54%) in the R-CHOP group had received at least one subsequent anti-
lymphoma therapy. In the respective groups, 3 and 25 patients received subsequent treatment with
bortezomib.®> Of the 82 patients in the VR-CAP group who received subsequent therapy,_32 (39%)
received at least two lines and 13 (16%) received at least three lines of subsequent anti-lymphoma
therapy. Of the 132 patients in the R-CHOP group who received subsequent therapy, 67 (51%)
received at least two lines of therapy, and 28 (21%) received at least three lines of subsequent anti-
lymphoma therapy.>*

While R-CHOP was an appropriate comparator treatment at the time the study was designed,
rituximab maintenance therapy after R-CHOP has subsequently been shown to improve PFS and
overall survival.” It is unclear whether rituximab maintenance therapy following VR-CAP will be
associated with the same level of additional benefit. The study had an open-label design, which may
affect the assessment of subjective outcomes and reporting of adverse events. The extent to which
this influenced the higher rates and severity of adverse events reported in the VR-CAP group
compared to the R-CHOP group is unclear.

A small proportion of the study population (16%) were clinically eligible for HSCT but ineligible for
socio-economic reasons. These fitter patients may not be representative of the population likely to be
treated in practice. Within this small group of patients, estimated median PFS was longer than that for
the total study population and in some analyses the increase in PFS was greater in the VR-CAP group
than in the R-CHOP group leading to a greater treatment effect. However, it should be noted that
patient numbers in these analyses are low. Estimated median PFS and treatment effect in the
subgroup of patients ineligible for HSCT for clinical reasons (84% of the study population) was
consistent with that of the whole study population. This provides reassurance that the treatment effect
observed in the study would be obtained within the patient group likely to be treated in practice.>* The
submitting company noted that a post-hoc comparative assessment demonstrated no significant
difference in survival outcome for patients clinically ineligible for HSCT versus patients clinically
eligible.

Clinical experts consulted by SMC considered there is unmet need in this therapeutic area, namely a
lack of treatments that improve outcomes and that bortezomib is a therapeutic advancement due to
effect on outcomes. They also noted that the place in therapy of the VR-CAP regimen is in place of R-
CHOP and the introduction of this medicine may impact on patients and/or service delivery as a small
increase in day ward visits. The VR-CAP regimen is associated with three more visits for study drug
administration (on days 4, 8 and 11 of a 21-day cycle) than the R-CHOP regimen.

Other data were also assessed but remain commercially confidential.*

Summary of comparative health economic evidence

The submitting company presented a cost-utility analysis of bortezomib as part of the VR-CAP
regimen compared to R-CHOP for first-line treatment of patients with MCL who are not suitable for
HSCT. Hence, this represented an evaluation of the cost-effectiveness of replacing vincristine with
bortezomib in the current first line regimen used in the target patient population. A Markov model was
used with 5 health states covering 1% line pre-progression and post-progression, 2™ line pre- and
post- progression, and death, over a time horizon of 20 years.



The clinical data used in the model were from the LYM-3002 study of VR-CAP versus R-CHOP. PFS
for first line treatment was extrapolated using a log-logistic function, which represented the best fitting
function. As the overall survival data were immature with median overall survival (OS) not yet reached
in the VR-CAP arm, extrapolation of OS for individual treatment arms was difficult to perform. Hence
in the base case, survival estimates were based on PFS with OS for progressed patients assumed to
be the same regardless of treatment arm, and extrapolated using the best fitting exponential function.
Pre-progression mortality in each treatment arm was assumed to be due to MCL, and background
non-MCL mortality was also estimated. The exponential function was used to estimate the treatment
free interval before 2™ line chemotherapy commences. Second line therapy consisted of a range of
active and experimental treatments. As the treatment mix differed in the VR-CAP and R-CHOP
groups based on the LYM-3002 trial use, regression analysis was performed to assess whether
specific groups of treatment received had an impact on OS; this found that only the R + chemotherapy
group had a statistically significant impact on OS, but as a similar proportion of patients in the VR-
CAP and R-CHOP groups received these drugs (35% versus 42% respectively), it was assumed there
was no differential impact on survival across the treatment arms. Mean 2™ line treatment duration was
the same and PFS similar across treatment arms in LYM-3002, so combined mean estimates were
applied to both VR-CAP and R-CHOP patients.

Utility data for first line PFS and progression states were estimated from repeated measures
regression analysis of EQ- 5D data in LYM-3002. The estimated utilities were 0.764 and 0.693 for
PFS and progressed states respectively. In the absence of direct data, the same utility as 1* line PFS
was assumed for 2" line PFS, and as there were no published utility estimates for MCL, an estimate
of 0.45 from a published study in NHL was used for the 2™ line progression state. Disutilities for
adverse events for VR-CAP and R-CHOP based on EQ-5D data analysis were also included — this
took account of the greater incidence of adverse events that impact on cost and HRQoL associated
with VR-CAP. Drug acquisition and IV administration costs were estimated for VR-CAP and R-CHOP
regimens with drug dosing based on body surface area data in LYM-3002, and vial use calculated
using the methods of moments approach. Dose adjustment over a maximum of 8 treatment cycles for
each treatment arm was taken into account. There were higher drug administration requirements
associated with the use of bortezomib instead of vincristine. The costs of concomitant antibacterials,
antivirals and G-CSF, and blood transfusions were based on use in the LYM-3002 study. Costs of
tests, CT scans, and haematologist visits were based on resource use estimates provided by experts.
A one-off cost for terminal care was estimated derived from a published source.

The base case result was an incremental cost-effectiveness ratio (ICER) of £23,020 per quality-
adjusted life-year (QALY) gained for VR-CAP vs. R-CHOP. This is based on a discounted incremental
cost of £17,162 and incremental QALYs of 0.75 (undiscounted incremental life years of 0.91 or 10.9
months). The key cost driver was the difference in first line drug acquisition costs, with additional
costs for drug administration, 2™ line medicines and adverse event management with the bortezomib
regimen. The survival and QALY gain for VR-CAP was associated with higher PFS from first line
treatment with VR-CAP (3.45 yrs for VR-CAP vs. 1.99 life years discounted). There was slightly
greater survival estimated for R-CHOP associated with post-progression from second line treatment
(3.13 yrs for R-CHOP versus 2.39 life years discounted), which is associated with the competing risk
of non-MCL mortality. The ICER was upwardly sensitive to around or just above £30k/QALY to
variation in the log-logistic function PFS estimate for VR-CAP, a higher post-progression utility
estimate, a shorter (10 years) time horizon, higher patient starting age, and assuming no use of 2™
line treatments.



The main issues with the economic evaluation were as follows:

SMC clinical experts confirmed R-CHOP as a relevant comparator as long as VR-CAP is used in
relatively fit patients.

There are limitations with the maturity of the survival data from the LYM-3002 trial with which to
estimate life years gained and QALYs. The company has assumed the same survival in patients
who have progressed and used PFS as a surrogate for overall survival. Whilst this is a limitation of
the clinical data, the company has supported this approach through a literature review showing
published evidence of an association between PFS and OS in MCL, and demonstrated modest
impacts on the ICER from uncertainty associated with varying the PFS and survival outcomes
estimated.

There is uncertainty in relative OS associated with the potential confounding effect of differing 2™
and 3" line treatments used across the treatment arms. However, the likelihood is that any bias
associated with this is unlikely to favour the VR-CAP regimen substantially, and the base case
assumption of the same post-progression OS appears reasonable.

There is some upward uncertainty in the ICER associated with the parametric function fitted for
PFS. The company stated that the longer tail associated with the log-logistic function was in line
with clinical expert opinion that the LYM-3002 trial is an underestimate of expected PFS in
practice. However, both the exponential and Weibull functions represented good statistical and
visual fits to the data and result in higher ICERs of £30.8k/QALY and £28.5k/QALY respectively.
There is uncertainty associated with the plausibility of some of the relative health state utility
estimates. However, in scenarios where utility estimates were reduced for 2" line PFS, and
increased for post 2™ line progression to the same as 1% line progression, the ICERs were only
moderately increased.

Probabilistic sensitivity analysis was not performed initially, but provided subsequently and
demonstrated a 78% probability of VR-CAP being considered cost-effective at a £30k/QALY
threshold.

Overall, despite the immature survival data there was reasonable confidence that the ICER for VR-
CAP versus R-CHOP as modelled is around or below £30k/QALY. As such, the economic case was
considered demonstrated.

Summary of patient and public involvement

The following information reflects the views of the specified patient group.

A submission was received from Leukaemia CARE, which is a registered charity.

Leukaemia CARE has received pharmaceutical company funding in the past two years, including
from the submitting company.

Mantle cell lymphoma (MCL) is a rare type of non-Hodgkin lymphoma (NHL). It is a quickly
developing ‘high-grade’ form of NHL, which if left untreated grows quickly. MCL is associated with
a range of debilitating symptoms which impact hugely on a patient’s quality of life. These include:
frequent and persistent infections; fever; drenching night sweats; severe fatigue; itching;
unexplained weight loss and pain in the chest, abdomen or bones.

At present there are limited treatment options for patients. The efficacy and side effects of these
treatments vary greatly. Overall there remains a clear need for a treatment that can extend survival
and induce prolonged responses.




¢ Bortezomib has evidence of extended progression free survival and improved response rates. A
diagnosis of blood cancer has a ripple effect, not only affecting the patient but impacting upon their
carers, family and friends. As such, improvements in treatment options such as bortezomib will
likely bring benefit not only to patients, but their carers, family and friends as well.

Additional information: guidelines and protocols

In 2012 the British Committee on Standards in Haematology (BCSH) published guidelines for the
investigation and management of MCL. These recommend that where possible, patients with MCL
should be managed within the context of a clinical trial. The following recommendations relate to
treatment outwith a clinical study. In patients with early stage MCL radiotherapy, with or without
chemotherapy, would be a reasonable approach. In the small group of patients with advanced stage
MCL and indolent disease that is asymptomatic a watch and wait approach is reasonable. The
majority of patients with advanced stage MCL require chemotherapy. Patients who are fit to undergo
autologous peripheral blood stem cell transplantation should receive high dose therapy and autograft
in first remission. Suitable regimens would include rituximab and high-dose cytarabine. For patients
not suitable for high-dose therapy, a range of chemotherapy options is available, in combination with
rituximab. There is no gold standard and choice of regimen. Options include RFC (i.e. rituximab,
fludarabine, cyclophosphamide), R-CVP (rituximab, cyclophosphamide, vincristine, prednisolone), R-
CHOP, R-bendamustine and R-chlorambucil. The choice and combination of chemotherapy should be
guided by the patient’s performance status and co-morbidities, and particular caution should be
exercised when including purine analogues or anthracyclines in the treatment of elderly patients.’

In 2014 the European Society for Medical Oncology (ESMO) published clinical practice guidelines for
diagnosis, treatment and follow-up of newly diagnosed and relapsed MCL. In the small proportion of
patients with stage | or Il disease and non-bulky disease a shortened conventional chemotherapy
induction followed by consolidating radiation may be appropriate. For those with stage | or Il disease
and larger tumour burden or adverse prognostic features, systemic chemotherapy as indicated for
advanced MCL would be appropriate for most patients. For patients with stage Ill or IV disease
therapeutic approach varies according to clinical risk factors, symptoms and patient characteristics.
The induction regimens recommended for patients who are unable to receive intensified regimens are
rituximab in combination with chemotherapy such as CHOP (cyclophosphamide, doxorubicin,
vincristine and prednisone or bendamustine) or bendamustine. It is noted that the R-CVP (rituximab,
cyclophosphamide, vincristine and prednisone) regimen is associated with inferior response rates and
PFS. Purine-analogue based regimens, such as R-FC (rituximab, fludarabine and cyclophosphamide)
and R-FM (rituximab, fludarabine and mitoxantrone) are also discouraged due to early failures and
long-lasting myelosuppression. For frail patients less intense immunochemotherapy may be used
primarily for palliation, including chlorambucil, VADC (vincristine, doxorubicin, dexamethasone and
chlorambucil) or PEP-C (prednisone, etoposide, procarbazine, cyclophosphamide). However, targeted
therapy with a low toxicity profile may also be appropriate for frail patients. For consolidation or
maintenance in this group of patients it is noted that rituximab maintenance after R-CHOP significantly
improves PFS and overall survival.?

Additional information: comparators

The bortezomib-containing regimen, VR-CAP (bortezomib, rituximab, cyclophosphamide, doxorubicin
and prednisolone) is similar to R-CHOP and in practice it is likely to be used for patients who would
have received R-CHOP.



Cost of relevant comparators

Doxorubicin Vincristine
Prednisolone

50mg/m? IV on day 1
1.4mg/m? (to a maximum of 2mg) IV on day 1
100mg/m? orally each day on days 1 to 5

Drug Dose Regimen per 21-day cycle Cost per course (£)*
VR-CAP: 34,442
Bortezomib 1.3mg/m? IV on days 1, 4, 8 and 11
Rituximab 375mg/m? IV on day 1
Cyclophosphamide 750mg/m? IV on day 1
Doxorubicin 50mg/m? IV on day 1
Prednisolone 100mg/m? orally each day on days 1to 5
R-CHOP: 16,368
Rituximab 375mg/m? IV on day 1
Cyclophosphamide 750mg/m? IV on day 1

Doses are for general comparison and do not imply therapeutic equivalence. Costs are from eVadis and MIMS
on 18 May 2015 based on a body surface area of 1.8m2 *based on a course of six 21-day cycles.

IV = intravenous.

Additional information: budget impact

The submitting company estimated there to be 28 patients eligible for treatment with VR-CAP in each
year with an assumed uptake rate of 25% (7 patients) in year 1, rising to 75% (21 patients) in years 3-

5.

The submitting company estimated the gross medicines budget impact of the VR-CAP regimen to be
£189k in year 1, rising to £567k in years 3, 4 and 5. Displacement of vincristine in the R-CHOP
regimen was assumed, hence the net budget impact was estimated to be £124k in year 1, rising to

£373k in years 3-5.
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2015.

*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
quidelines for the release of company data into the public domain during a health technology
appraisal: http://www.scottishmedicines.org.uk/About SMC/Policy statements/Policy Statements

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
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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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