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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
NHSScotland. The advice is summarised as follows:

ADVICE: following a full submission assessed under the end of life and orphan equivalent
medicine process

olaparib (Lynparza®) is accepted for use within NHSScotland.

Indication under review: as monotherapy for the treatment of adult patients with
metastatic castration-resistant prostate cancer and BRCA1/2-mutations (germline and/or
somatic) who have progressed following prior therapy that included a new hormonal agent.

In a phase Il study in men with metastatic castration-resistant prostate cancer who had
disease progression while receiving a new hormonal agent and had a BRCA1, BRCA2 or ATM
mutation, olaparib was superior to treatment with a new hormonal agent measured by
progression free survival.

This advice applies only in the context of an approved NHSScotland Patient Access Scheme
(PAS) arrangement delivering the cost-effectiveness results upon which the decision was
based, or a PAS/ list price that is equivalent or lower. This advice takes account of the views
from a Patient and Clinician Engagement (PACE) meeting.

Chairman
Scottish Medicines Consortium

Published 11 October 2021 1



Indication

As monotherapy for the treatment of adult patients with metastatic castration-resistant
prostate cancer and BRCA1/2-mutations (germline and/or somatic) who have progressed
following prior therapy that included a new hormonal agent.’ 2

Dosing Information
The recommended dose is 300mg taken orally twice daily, equivalent to a total daily dose of
600mg.

It is recommended that treatment be continued until progression of the underlying disease or
unacceptable toxicity. Medical castration with luteinising hormone releasing hormone (LHRH)
analogue should be continued during treatment in patients not surgically castrated.

Patients must have confirmation of a deleterious or suspected deleterious BRCA1/2 mutation
(using either tumour or blood sample) before olaparib treatment is initiated.

For further information including dose adjustments for adverse reactions and co-
administration with CYP3A inhibitors, refer to the Summary of product characteristics (SPC).

Treatment with olaparib should be initiated and supervised by a physician experienced in the
use of anticancer medicinal products.?

Product availability date

3 November 2020
Olaparib meets SMC end of life and orphan equivalent criteria for this indication.

Summary of evidence on comparative efficacy

Olaparib is a potent inhibitor of human poly (ADP-ribose) polymerase enzymes (PARP-1, PARP-2,
and PARP-3), and has been shown to inhibit the growth of selected tumour cell lines in vitro and
tumour growth in vivo. It exploits deficiencies in DNA repair pathways to preferentially kill cancer
cells with these deficits compared to normal cells.3

Key evidence for this indication is from PROfound, an international, randomised, open-label, phase
Il study. PROfound recruited adult men with metastatic castration-resistant prostate cancer
(mCRPC) whose disease progressed while taking a prior new hormonal agent (that is, abiraterone
and/or enzalutamide). Eligible patients had a mutation in one of 15 pre-specified homologous
recombination repair genes (including BRCA1, BRCA2 and ATM) and were receiving ongoing
treatment with a luteinising hormone-releasing hormone (LHRH) analogue or had undergone prior
surgical castration. Previous taxane therapy was permitted and patients receiving current bone
targeted therapy with denosumab or zoledronic acid should have a stable dose on study entry.



Recruited patients had serum testosterone levels <50ng/dL (€1.75nmol/L) within 28 days before
randomisation, an Eastern Cooperative Oncology Group (ECOG) performance status of 0 to 2 and
adequate bone marrow and organ function.*

Patients were randomised 2:1 to receive olaparib 300mg orally twice daily or investigators choice
of enzalutamide 160mg orally once daily or abiraterone 1000mg orally once daily, in combination
with prednisolone 5mg twice daily. Patients were included in one of two cohorts depending on
their qualifying gene alteration; cohort A included patients with at least one alteration in BRCA1,
BRCA2 or ATM (n=245 [olaparib n=162 and control n=83]) and cohort B included patients with
alterations in any other of the 12 genes (n=142 [olaparib n=94 and control n=48]). Cohort B will
not be discussed further as this is not relevant to the licensed indication. Randomisation was
stratified according to taxane use (yes or no), and measurable disease (yes or no). Treatment
continued until disease progression, or the occurrence of unacceptable toxic effects. Patients in
the enzalutamide and abiraterone group were permitted to cross over to receive olaparib after
confirmed disease progression.> 4

The primary outcome was radiological progression-free survival (PFS), assessed by a blinded
independent review committee, in patients with at least one alteration in BRCA1, BRCA2, or ATM
(cohort A). This was defined as the time from randomisation until the date of objective disease
progression or death by any cause regardless of whether the subject withdrew from randomised
therapy or received another anticancer therapy prior to progression. At the primary analysis (data
cut-off 4 June 2019), treatment with olaparib demonstrated a statistically significant improvement
in radiological PFS in cohort A compared with investigators choice of new hormonal agent. A
hierarchical statistical testing strategy was applied to key outcomes with no formal testing of
outcomes after the first non-significant outcome in the hierarchy. Outcomes were tested in the
following prioritised order: radiological PFS in cohort A, objective response rate (ORR) assessed by
blinded independent central review in cohort A, radiological PFS in cohort A and B, time to pain
progression in cohort A and overall survival in cohort A.3 4 Results for the primary and key
secondary outcomes for cohort A are presented in Table 1.

Table 1: Primary and key secondary outcomes from the PROfound study in cohort A4

Olaparib (n=162) Abiraterone or
enzalutamide (n=83)

Primary outcome: radiological PFS by BICR assessed in FAS population (data cut-off 4 June
2019)

Progression events? 65% (106/162) 82% (68/83)
Median radiological PFS 7.4 months 3.6 months
Hazard ratio (95% Cl) 0.34 (0.25 to 0.47), p<0.001

KM estimated radiological PFS 6-month (%) 60% 23%
KM estimated radiological PFS 12-month (%) 28% 9.4%




Key secondary outcomes

Confirmed ORR by BICR assessed in EFS population® (data cut-off 4 June 2019)

ORR, %(n/N) 33% (28/84) 2.3% (1/43)
Odds ratio (95% Cl) 20.86 (4.18 to 379.18), p<0.001
Complete response 1.2% 0%
Partial response 32% 2.3%
Stable disease 45% 54%
Time to pain progression assessed in FAS population (data cut-off 4 June 2019)

Events, n(%) 13% (21/162) 17% (14/83)
Median time to pain progression NC 9.9 months
Hazard ratio (95% Cl) 0.44 (0.22 to 0.91), p=0.02

Overall survival assessed in FAS population (data cut-off 20 March 2020)

Deaths, n 91 57
Median overall survival 19.1 months 14.7 months
Hazard ratio (95% Cl) 0.69 (0.50 to 0.97), p=0.018

KM estimated overall survival 6-month (%) 91% 84%

KM estimated overall survival 12-month (%) 73% 61%

BICR= blinded independent central review, Cl=confidence interval, EFS=a subset of the FAS population who had
measurable disease at baseline as per the RECIST 1.1 criteria, FAS= full analysis set, KM= Kaplan-Meier, NC=non-
calculable, ORR = objective response rate, PFS = progression-free survival, *Progression events=objective disease
progression or death by any cause. BResponse rates were assessed in the evaluable for response (EFR) population,
which included patients with measurable disease at baseline as per the RECIST 1.1 criteria.

Pre-specified subgroup analysis for radiological PFS in the BRCA1 and/or BRCA2 mutation
subgroup demonstrated a benefit of olaparib treatment over abiraterone or enzalutamide (9.8
months compared with 3.0 months [HR 0.22 (95% Cl: 0.15 to 0.32)]). No difference in efficacy was
shown between treatment groups in the ATM mutation subgroup.

Health Related Quality of Life (HRQoL) was assessed using the Functional Assessment of Cancer
Therapy — Prostate (FACT-P) questionnaire. This was completed by 59% in the olaparib group and
53% in the control group. The overall adjusted mean average change from baseline in FACT-P total
score numerically favoured olaparib (-6.23 in the olaparib group and -12.44 in the control group),
as lower scores indicate a higher deterioration in quality of life, but the between group difference
was not considered clinically meaningful .3

In the absence of direct evidence comparing olaparib to taxane chemotherapy, the submitting
company conducted an anchored Bucher indirect treatment comparison (ITC) for olaparib versus
cabazitaxel in patients with mCRPC who had failed previous treatment with a new hormonal
agent, or an agent that is androgen-blocking or androgen-depriving. Two studies were included:
PROfound and CARD>. A new hormonal agent (abiraterone or enzalutamide) was used as the
common control arm. The outcomes compared, radiological PFS and overall survival, favoured
olaparib over cabazitaxel although the overall survival difference was uncertain. The results are
assumed by the submitting company to be applicable to olaparib versus docetaxel on the basis of
a presumption of clinical equivalency across taxane-based treatment.



Other data were also assessed but remain confidential. *

Summary of evidence on comparative safety

The safety profile of olaparib tablet formulation is well characterised, generally manageable and
considered acceptable for the intended population.?

Safety analyses in the PROfound study were performed in all patients who had received at least
one dose of study medicine. The median duration of treatment in the olaparib group was 227 days
and in the abiraterone or enzalutamide group was 119.5 days. Any treatment-emergent adverse
event (AE) was reported by 95% (244/256) of patients in the olaparib group and 88% (114/130) in
the abiraterone or enzalutamide group. In each group respectively, patients reporting a grade 3 or
higher AE were 51% versus 38%, patients with a reported serious AE were 36% versus 28%. A dose
reduction due to treatment emergent AEs were 22% versus 3.8%, the proportion of AEs that led to
dose interruptions were 45% versus 18% and patients discontinuing therapy due to an AE was 18%
versus 8.5%.3 4

The most frequently reported AEs of any grade with an incidence 210% in the olaparib group
versus the abiraterone or enzalutamide group were: anaemia (46% versus 15%), nausea (41%
versus 19%), fatigue (41% versus 32%), decreased appetite (30% versus 18%), diarrhoea (21%
versus 7.0%), vomiting (18% versus 12%), constipation (18% versus 15%), back pain (14% versus
12%), peripheral oedema (12% versus 7.7%), cough (11% versus 2.3%), dyspnoea (10% versus
3.1%), arthralgia (9.4% versus 11%) and urinary tract infection (7.0% versus 12%).*

Long term safety data is limited and further data is required to assess the potential risks of acute
myeloid leukaemia (AML) and myelodysplastic syndrome (MDS), new primary malignancies and
pneumonitis, this will be monitored in the post-marketing setting.?

Summary of clinical effectiveness issues

Metastatic CRPC is a heterogeneous disease with poor outcomes. Up to 30% of mCRPCs have
deleterious mutations in genes involved in homologous recombination repair (HRR) of DNA
damage response, the most common of these alterations are BRCA1, BRCA2 and ATM. Loss-of-
function alterations in these and other genes are associated with more aggressive prostate
cancers. The optimal sequence of treatment options for mCRPC is not defined and treatment
choice depends on disease characteristics, co-morbidities, previous treatment and patient
preferences. New hormonal agents, abiraterone or enzalutamide, are available for patients who
are chemotherapy-naive or post chemotherapy, however, after treatment failure with one new
hormonal agent, the use of a second is not recommended. Docetaxel can be used in patients fit for
chemotherapy and, for patients previously treated with docetaxel, cabazitaxel may be considered.
Radium-223 is a treatment option for mCRPC patients with symptomatic bone metastases and no



https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf

known visceral metastases.® 7 Patients unsuitable for these treatment options receive best
supportive care. Clinical experts consulted by SMC considered that olaparib fills an unmet need in
this therapeutic area as the first treatment targeted at BRCA mutations.

In cohort A (patients with a BRCA1, BRCA2 or ATM mutation) of the PROfound study, olaparib was
associated with a statistically significant increase in radiological PFS compared with investigators
choice of new hormonal agent (abiraterone or enzalutamide). This was supported by key
secondary outcomes including confirmed radiological ORR, time to pain progression and overall
survival, which also significantly favoured the olaparib group.

Evidence to support efficacy in the licensed indication comes from a pre-specified subgroup of
patients with a BRCA1 and/or BRCA2 mutation. Subgroup analysis in patients with a BRCA1 and/or
BRCA2 mutation indicated beneficial effects of olaparib over abiraterone/ enzalutamide, which the
European Medicines Agency (EMA) considered clinically relevant. There was no between group
difference in efficacy for the ATM mutation subgroup, therefore this subgroup has not been
included in the licensed indication.>*

There were some limitations with the study design. Patients in the abiraterone and enzalutamide
group were permitted to cross-over to the olaparib group after confirmed disease progression.
This may have a confounding impact on overall survival and safety profile; a cross-over analysis for
overall survival demonstrated the favourable results of olaparib were consistent with the primary
analysis. PROfound had an open label study design, which may have biased assessment of
subjective efficacy outcomes and reporting of safety and patient reported outcomes. For the
primary and key secondary outcomes, this risk was mitigated as radiological imaging was read by
blinded independent central reviewers.3 The study included patients with an ECOG performance
status of 0 to 2, only a small proportion of patients in each group had a score of 2, which may
affect the application of results to less fit patients. The study also excluded patients with disease
spread limited to regional pelvic lymph nodes or local recurrence and brain metastases, which may
affect the generalisability of results to these patient groups.

When PROfound was initiated, abiraterone and enzalutamide were the only approved new
hormonal agents. However, other new hormonal agents have since been approved for prostate
cancer (apalutamide and darolutamide in earlier prostate cancer settings). Given the common
mechanism of action, the EMA considered it reasonable to extrapolate results obtained with prior
use of enzalutamide to other medicines in the same class.3

In PROfound, olaparib was compared with investigators choice of abiraterone or enzalutamide.
However, clinical expert advice is that taxane chemotherapy (with docetaxel or cabazitaxel) is
likely to be the most relevant comparator in NHSScotland.

A number of limitations affected the validity of the ITC comparing olaparib with cabazitaxel. The
population of the CARD study was biomarker unselected and, therefore, broader than the licensed
indication. There was methodological and clinical heterogeneity that was not adjusted for. No



safety or HRQoL outcomes were reported which may be clinically relevant when considering the
risk/benefit of treatments. Due to these limitations, the company’s conclusion are uncertain.

Clinical experts consulted by SMC considered that olaparib is a therapeutic advancement due to
the favourable effects demonstrated in PROfound and because this is the first targeted therapy for
prostate cancer patients with a BRCA1/2 mutation. They indicated it would be used in patients
with mCRPC with a BRCA mutation who have received previous treatment with a new hormonal
agent. Olaparib has an oral route of administration, which may be preferable for some patients
compared with injectable alternatives. Patients would require assessment in oncology clinics;
however, clinical resource use may compare favourably to chemotherapy. The introduction of
olaparib will require a companion diagnostic: testing for BRCA mutation status. Contact local
laboratory for information.

Patient and clinician engagement (PACE)

A patient and clinician engagement (PACE) meeting with patient group representatives and clinical
specialists was held to consider the added value of olaparib, as an orphan-equivalent/end of life
medicine, in the context of treatments currently available in NHSScotland.

The key points expressed by the group were:

e Metastatic castrate resistant prostate cancer is a life limiting condition. Patients will
typically have impactful symptoms (particularly pain) that will affect their quality of life and
that of their family. Patients with BRCA positive disease are often younger and tend to
have aggressive disease.

e There are few treatment options available after progression on a new hormonal agent.
There is an unmet need for targeted, safe, and effective treatments.

e Olaparib would be the first targeted treatment available for these patients. This offers
patients and their families hope for the future. PFS benefits seen in the study are expected
to translate to benefits in quality of life, and the potential benefits in survival are also
equally valued.

e Asan oral treatment it would allow patients to receive treatment in a home setting rather
than infusions in hospital required for chemotherapy treatment. This is likely to be of
benefit patients and their families.

e Olaparib would offer this small number of patients an active therapy that may prolong
their survival, is orally administered and has a more tolerable side effect profile than
chemotherapy.

e At the moment genetic profiling of patients and their tumours is not routinely done. To
maximise the benefit of this treatment, BRCA testing would need to be done in a timely
manner which would likely have some service implications.




Additional Patient and Carer Involvement

We received patient group submissions from Prostate Cancer UK, Prostate Scotland and Tackle
Prostate Cancer. All three organisations are registered charities. Prostate Cancer UK has received
less than 1% pharmaceutical company funding in the past two years, with none from the
submitting company. Prostate Scotland has not received any pharmaceutical company funding in
the past two years. Tackle Prostate Cancer has received 32% pharmaceutical company funding in
the past two years, including from the submitting company. Representatives from all three
organisations participated in the PACE meeting. The key points of their submissions have been
included in the full PACE statement considered by SMC.

Summary of comparative health economic evidence

The submitting company presented a partitioned survival analysis evaluating the use of olaparib
within its full licensed indication. The analysis compared olaparib with cabazitaxel and docetaxel
using an ITC. Due to lack of data for docetaxel, equal efficacy was assumed for both comparator
arms. The New Drugs Committee (NDC) considered that in the Scottish setting, docetaxel is
considered to be the most relevant comparator.

The model used three health states; stable disease (progression-free), progressed disease and
death. All patients entered the model in the stable disease state. The model cycle length was 1
month with half-cycle correction applied over a 15 year time horizon. The radiological PFS data
from PROfound* were used to model the number of patients progressing in the olaparib arm of
the model. The data from CARD> were used to model the comparator arms. Overall survival data
were taken from the same studies. Treatment duration was assumed to be equivalent to
radiological PFS due to the lack of data on this outcome for the comparators. At the data cut-off,
there was a statistically significant improvement in rPFS in cohort A compared with the control
group. For OS, as noted above, the results are associated with some uncertainty.

At the final data cut-off, 69% of patients in the control group had switched to olaparib treatment.
Due to the high number of patients switching treatment, a cross-over adjusted analysis was
conducted for overall survival to assess the impact of subsequent olaparib treatment in eligible
patients randomised to a new hormonal agent. The company selected the rank preserving
structural failure time model (RPSFTM) approach.

The company calculated the best statistically fitting curve using goodness of fit. For rPFS, this was
the Gompertz distribution. This was applied in the model. The best statistical fit for OS was the
Gompertz distribution, however, the company argued that the exponential distribution best
reflects the clinically plausible outcome and this was applied in the model. With the Gompertz
survival distribution, all patients in the olaparib arm would be dead by 7 years. With the
exponential distribution, around 10% of patients in the olaparib arm remained alive. Alternative
curve fits were provided in sensitivity analyses.



EQ-5D-5L data were collected within the PROfound* study and were mapped onto the EQ-5D-3L
using the “crosswalk” approach. Utilities were applied based on treatment progression;
progressed disease state and progression-free state. The same utilities were applied across all
treatment arms in the model, however, a utility decrement was applied to the comparator arms
when on treatment to reflect the IV nature of these treatments compared to oral olaparib. Utility
decrements were also applied to Grade 3 and above adverse events and symptomatic skeletal-
related events.

Medicines costs included the acquisition cost of olaparib and comparators, administration costs,
premedication costs, subsequent treatment costs as well as a one-off cost of adverse events
applied at model entry. Genetic mutation testing costs were also included. The submitting
company assumed a mean relative dose intensity based on data from the PROfound* study in the
base case.

A Patient Access Scheme (PAS) was submitted by the company and assessed by the Patient Access
Scheme Assessment Group (PASAG) as acceptable for implementation in NHSScotland. Under the
PAS, a simple discount was offered on the list price. A PAS discount is also in place for cabazitaxel
and this was included in the results used for decision-making by using estimates of the comparator
PAS price. The results presented do not take account of the PAS for cabazitaxel or the PAS for
olaparib but these were considered in the results used for decision-making. SMC is unable to
present the results provided by the company which used an estimate of the PAS price for
cabazitaxel due to commercial confidentiality and competition law issues. For the comparison
versus docetaxel, the submitting company also requested that results be presented without the
olaparib PAS and as such list price results are shown for both comparisons in Table 2.

Table 2: Base case comparison with cabazitaxel and docetaxel at list prices

Company results ICER olaparib
Costs (list prices) | QALYs versus
comparator (all
list price)
Olaparib £63,666 1.61
Cabazitaxel £60,773 0.73 £3,296
Docetaxel £14,552 0.73 £55,957

QALY= quality adjusted life year, ICER= incremental cost-effectiveness ratio

A number of key scenarios are reproduced from the company submission below in Table 3. The
key sensitivities included the approach to extrapolation of overall survival and radiological PFS and
RDI.



Table 3. Scenario analyses — Summary results

ICER (£ per QALY) (list prices)
Olaparib versus Olaparib versus
Scenario cabazitaxel docetaxel
Base case £3,296 £55,957
1 Overall survival (Weibull) £2,632 £72,052
distribution for olaparib
2 Radiological PFS (Weibull) £8,125 £59,913
distribution for olaparib
3 Apply 10-cycle maximum treatment £17,854 £57,655
duration for cabazitaxel / docetaxel
4 Exclude modality-specific disutility £3,339 £56,701
due to IV administration
5 Assume 100% RDI for £6,919 £61,399
olaparib, cabazitaxel and docetaxel
6 Subsequent treatment costs £4,734 £57,395
including new hormonal agent
7 Assume subsequent treatment after £3,296 £57,763
docetaxel
is the same as after olaparib

Additional scenarios requested from the submitting company are presented in Table 4. To reflect
current clinical practice in Scotland, all scenarios in table 4 have a cap of 10 treatment cycles
applied to cabazitaxel and docetaxel. Reflecting costs in clinical practice, an RDI of 100% is
preferred. NDC therefore considered that scenario 4 in Table 4 was a highly plausible alternative
base case scenario. Subsequent to the NDC meeting, the submitting company therefore provided
any additional analyses structured around the assumptions used in scenario 4, as referred to in the
discussion of key weaknesses below.

Table 4. Requested scenario analyses at list prices

. ICER olaparib ICER olaparib versus

Scenario | Parameter/assumption versus cabazitaxel | docetaxel
1 Time horizon of 5 years £21,763 £72,201
2 Time horizon of 10 years £18,220 £59,020
3 Time on treatment is used to model the | £18,829 £58,630

treatment duration and costs for

olaparib
4 Combined scenario with RDI 100% and | £22,411 £64,620

scenario 2

Key weaknesses:
e An overall survival benefit for olaparib applied in the model, however, there is uncertainty
in relation to this outcome as noted in the clinical effectiveness section above. The
submitting company did provide some additional analysis following the NDC meeting



exploring the impact of varying the OS benefit by up to 10%, and applied this to the other
assumptions used in the results outlined in scenario 4 of table 4 above. This resulted in
increased ICERs of £23,771 versus cabazitaxel and £70,044 versus docetaxel at list prices.

There is also some uncertainty associated with the choice of distribution used to
extrapolate OS in the model. The submitting company provided a scenario exploring
alternative OS distributions, again around the set of assumptions used in table 4 scenario 4.
Using the Weibull distrubution increased the list price ICERs to £27,264 versus cabazitaxel
and £70,044 versus docetaxel at list prices. Results using the Gompertz distribution, which
the company asserted was implausible, gave ICERs of £35,080 and £106,698 respectively.
The choice of crossover adjustment methods may affect the results, however, alternative
approaches were not explored to produce alternative cost-effectiveness estimates. The
submitting company did however provide further data showing the hazard ratios that were
produced from alternative methods of adjusting for crossover, which was reassuring.

The Committee considered the benefits of olaparib in the context of the SMC decision modifiers

that can be applied when encountering high cost-effectiveness ratios and agreed that as olaparib

is an orphan equivalent medicine, SMC can accept greater uncertainty in the economic case.

After considering all the available evidence, output from the PACE process, the Committee

accepted olaparib for use in NHSScotland.

Other data were also assessed but remain confidential. *

Additional information: guidelines and protocols

The National Institute for Health and Care Excellence (NICE) published Prostate cancer: diagnosis

and management (NG131)% in 2019. The guidance makes the following recommendation for the

treatment of hormone-relapsed metastatic prostate cancer:

Docetaxel is recommended, within its licensed indications, as a treatment option for
people with hormone-refractory prostate cancer only if their Karnofsky performance-status
score is 60% or more. It is recommended that treatment with docetaxel should be stopped:
at the completion of planned treatment of up to 10 cycles or if severe adverse events occur
or in the presence of progression of disease as evidenced by clinical or laboratory criteria,
or by imaging studies. Repeat cycles of treatment with docetaxel are not recommended if
the disease recurs after completion of the planned course of chemotherapy. Offer a
corticosteroid such as dexamethasone (0.5mg daily) as third-line hormonal therapy after

androgen deprivation therapy and anti-androgen therapy to people with hormone-

relapsed prostate cancer.®

The European Society for Medical Oncology (ESMO) published Prostate cancer: ESMO Clinical

Practice Guidelines for diagnosis, treatment and follow-up’ in 2020. This guidance makes the

following relevant recommendations for mCRPC notes the optimal sequence or combination of all
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these treatment options is largely unknown. In daily practice, sequencing decisions will be made in
light of the distribution, extent and pace of disease, comorbidities, previous treatments
(chemotherapy or new hormonal agents), patient preferences and drug availability. The following
recommendations are made:
o Docetaxel is recommended for men with mCRPC.
. Abiraterone or enzalutamide are recommended for asymptomatic/mildly symptomatic
men with chemotherapy naive mCRPC. In patients with mCRPC in the post-docetaxel
setting, abiraterone, enzalutamide and cabazitaxel are recommended options.

o Docetaxel is recommended for men with mCRPC.

. In patients with mCRPC in the post-docetaxel setting, abiraterone, enzalutamide and
cabazitaxel are recommended options.

. Radium-223 is recommended for men with bone-predominant, symptomatic mCRPC
without visceral metastases.

. The use of a second AR inhibitor (abiraterone after enzalutamide or vice versa) is not
recommended.

. Olaparib can be considered after new hormonal agents for patients with mCRPC with

an alteration in BRCA1 or BRCA2.”

Additional information: comparators

Chemotherapy with docetaxel or cabazitaxel

Additional information: list price of medicine under review

Dose Regimen Cost per year (£)

Olaparib 300mg orally twice daily 60,255

Costs from BNF online [03 May 2021]. Costs do not take patient access schemes into consideration.

Additional information: budget impact

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A
budget impact template is provided in confidence to NHS health boards to enable them to
estimate the predicted budget with the PAS. This template does not incorporate any PAS discounts
associated with comparator medicines or PAS associated with medicines used in a combination
regimen.

Other data were also assessed but remain confidential. *
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This assessment is based on data submitted by the applicant company up to and including
18 June 2021.

*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

Medicine prices are those available at the time the papers were issued to SMC for consideration.
SMC is aware that for some hospital-only products national or local contracts may be in place for
comparator products that can significantly reduce the acquisition cost to Health Boards. These
contract prices are commercial in confidence and cannot be put in the public domain, including via
the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are
therefore asked to consider contract pricing when reviewing advice on medicines accepted by
SMC.

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical
company in order to improve the cost-effectiveness of a medicine and enable patients to receive
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group
(PASAG), established under the auspices of NHS National Services Scotland reviews and advises
NHSScotland on the feasibility of proposed schemes for implementation. The PASAG operates
separately from SMC in order to maintain the integrity and independence of the assessment
process of the SMC. When SMC accepts a medicine for use in NHSScotland on the basis of a
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patient access scheme that has been considered feasible by PASAG, a set of guidance notes on the
operation of the scheme will be circulated to Area Drug and Therapeutics Committees and NHS
Boards prior to publication of SMC advice.

Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at after
careful consideration and evaluation of the available evidence. It is provided to inform the
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in
determining medicines for local use or local formulary inclusion. This advice does not override the
individual responsibility of health professionals to make decisions in the exercise of their clinical
judgement in the circumstances of the individual patient, in consultation with the patient and/or

guardian or carer.
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