Draft Drugs Group Minutes 26th January 2017: 2017.01
Date: Thursday, 26" January 2017, 8.30am

Venue: 4" Floor Annex, PCRS, Exit 5, M50, Finglas, Dublin 11

A: Minutes of previous meetings
The Minutes of the meetings of 13/10/2016, 17/11/2016 and 15/12/2016 were agreed. SF

updated the members in relation to the notification to Bristol Myers Squibb (BMS) of the
recommendation on Nivolumab in melanoma. The proposal was not accepted by BMS.
CPU/NCCP would re-engage with BMS to see if alternative proposals were forthcoming from
BMS. The Group agreed it would consider a teleconference if revised proposals were received.

B: Full Reviews — New Medicines

1. Brivaracetam for Partial Onset Seizures:
The group recommended in favour of reimbursement on the basis of the revised commercial
proposals. The group agreed that it would be important to flag to HSE Leadership that the
forecasted budget impacts were likely worst case scenarios.

2. Daclizumab for Multiple Sclerosis:
The group recommended in favour of reimbursement on the basis of the revised commercial

proposals. The group agreed that it would be important to flag to HSE Leadership that
significant cost offsets would arise as this medicine would replace other expensive medicines

3. Ruxolitinib for Polycythaemia Vera (license extension):
The group reviewed the information in relation to Ruxolitinib. The group noted the
improvements in quality of life which were important for patients and members flagged that the
endpoints in the trials (reduction in spleen size / haematoctit control) were reasonable. The
NCCP reported that haematologists would be eager for reimbursement to be supported. The
group accepted the medicine had clinical merit but noted that even though it had concerns that
bias in the economic modelling favoured the medicine it had still not demonstrated cost
effectiveness. The group asked CPU to seek a substantial additional improvement in price from

the applicant company.

4. Human alphal-proteinase inhibitor (A1PI) for Alpha-1Proteinase Inhibitor deficiency:
The group agreed that a diagnosis of alpha-1 proteinase inhibitor deficiency related emphysema
resulted in very significant health implications. The group noted that 2 of the primary endpoints
in the Phase 3 RAPID study were not met (change in CT scan lung density at Total Lung
Capacity (TLC)/ Functional Residual Capacity (FRC) combined and at FRC alone). Annual loss
of CT scan lung density at TLC alone was lower for active treatment than placebo. A recent
extension study (RAPID-OLE) showed that the rate of CT scan lung density loss (TLC alone)
for patients on active treatment was consistent with RAPID trial out to month 48. The group
noted that considerable uncertainty remained around the magnitude of clinical efficacy i.e. the
extent to which reducing the rate of CT scan lung density loss with augmentation therapy will
lead to an overall survival benefit for patients. It also noted that an expert panel convened by the
European Medicines Agency had unanimously agreed that there would be a benefit to
conducting further clinical studies to investigate higher doses of the medicine.

The Alpha One Foundation Ireland had presented a submission including patient level anecdotal

evidence in support of the reimbursement application. The Foundation argued that patient
experience indicated a reduction in pulmonary exacerbations requiring hospitalisation and/or
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treatment with IV antibiotics. The group noted this was not shown in the RAPID study where
there was no significant difference reported between patients treated with A1PI or placebo for
number of exacerbations, exacerbation duration and severity as well as no observed differences
in health related quality of life (HRQol.) scores after two years on treatment.

The group was required to consider the magnitude of the clinical effects and its impact on cost
effectiveness. Respreeza® is an expensive medicine detived from human plasma, administered as
an IV infusion once a week for a chronic condition. The resulting costs per quality adjusted life
year (QALY) gained exceed €0.5 million. The HSE had engaged with the pharmaceutical
company with the aim of achieving a significantly improved commercial offering. The company
argued that blood products are associated with considerable manufacturing costs which limited
their capacity to reduce the price significantly. Following negotiations, the company stated it had
now reduced the price to its lowest possible level. The group noted this explanation and the data
provided to support the company position on price.

The group was unable to recommend reimbursement as the evidence that patients with severe
A1PI deficiency derive a substantial clinical benefit (reduction in pulmonary exacetbations,
improvement in quality of life or survival) from augmentation treatment is not sufficiently robust
to support a multi-million euro investment. Reimbursement was not likely to represent a cost
efficient use of resources.

Note: The group asked CPU to review the group terms of reference around engagements with
advocacy groups.

5. Vortioxetine for Major Depressive Disorder:
The group discussed the application. It agreed that it could support pricing and reimbursement
of the medicine subject to the following conditions:
a) Reimbursement would only be supported for a restricted patient cohort (i.e. 3" line use
only) due to the large number of inexpensive alternatives available for 1% and 2nd line use
b) h applied to all Community Drug Schemes and not just the Medical Card
¢) Guidelines or prescribing tips would be agreed between the Medicines Management
Programme and Public Health and these would be published

6. Ivacaftor license extensions (Age: 2-5 and Cohort: R117H):
The group consideted these 2 indications and Lumacaftor /Ivacaftor individually. It
acknowledged the significant unmet needs patients with Cystic Fibrosis face (and will in the main
continue to face whether these medicines are reimbursed or not). The group understood that
patients want access to these medicines. It agreed that at the list prices submitted it would be
unable to recommend reimbursement for any of the indications. The group noted that the 2013
decision to reimburse Ivacaftor had been made at a ministerial level. It noted that the evidence to
support reimbursement of Ivacaftor for the original G551D cohort had been substantially more
robust than that presented for these indications.

The group agreed that if Ivacaftor had numerically matched conventional cost effectiveness
thresholds in the age 2-5 cohort (even at a threshold of €45,000 per quality adjusted life year
(QALY)) there probably was sufficient pharmacokinetic and surrogate marker data to support it
making a recommendation for reimbursement. This threshold was at the higher end of
thresholds indicated as relevant by policy level departments. The group considered that the
clinical data for this younger cohort was less robust than that for the original cohort. The group
recognised there are challenges in measuring percentage of predicted forced expiratory volume in
1 second (ppFEV1) in young children. It noted that the additional years of sutvival now being
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claimed in the company model even for the original patient cohort were substantially lower than
those put forward by the company in 2012/2013. This demonstrated the significant levels of
uncertainty around the exact magnitude of long term benefits.

The group considered that the clinical data for the R117H indication in adults aged 18 and over
would be insufficiently robust to support reimbursement in the ordinary course of events. Even
if the HTA report had included scenarios where numerically Ivacaftor satisfied a cost

effectiveness threshold of €45,000 per QALY the group would have had doubts about
supporting reimbursement. Note: it was clear that the incremental cost effectiveness ratios for

the R117H indication were multiples of €45,000 per QALY.

The group agreed that it should flag to the HSE Leadership that negotiations with Vertex were
concluded. An offer had been made which was a significant improvement on the 2016 position.
and encompassed more medicines / patients. The group considered
that whilst the offer was complex it presented fiscal certainty to the State for the
treatment of the cohorts included. The group did not believe the offer would be bettered. The
group agreed that it was not within its authority to make recommendations on the complex

commercial offering. The group agreed that it would develop a paper setting out the key issues
which decision makers would have to consider.

7. Elosulfase for MPS IVA (Lysosomal Disorder): insufficient time available to discuss

8. Carfilzomib for multiple myeloma: insufficient time available to discuss

C: Medicines Returning to Drugs Group
1. Olaparib for Ovarian Cancer: insufficient time available to discuss

2. Lumacaftor / Ivacaftor for Cystic Fibrosis: The group noted the key findings from the

two pivotal Phase III clinical trials TRAFFIC and TRANSPORT for the licensed
treatment group (NEJM 2015; 373(3): 220-231) and the longer term extension study
(PROGRESS). The group had previously summarised the clinical and economic evidence
(Nov 20106). (Editor’s note: commercial offering discussed under Ivacaftor above)

D: Next meetings
The group agreed it would hold an additional 2017 meeting in February to consider the 3

medicines set aside from the January agenda (and Nivolumab if additional proposals emerged).
The group noted the 2017 meeting schedule.
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HSE Drugs Group Meeting: 16" February 2017
Venue: PCRS

Draft Minutes of the meeting of 26" Jan 2017 were provided. It was agreed that any changes
would be accepted by email and would be incorporated into the final draft for approval.

Full Reviews — New Medicines

1.

Elosulfase alfa for MPS IVA: The HSE Drugs Group did not support reimbursement as
the clinical outcome data provided was insufficient to justify the high cost of this medicine.
In the Phase 3 study (MOR-004, n=176) Elosulfase alfa 2mg/ kg once weekly showed a
mean improvement in distance walked over 6 minutes (6MWT) of 22.5m compared to
placebo. Distance walked increased from a mean baseline of 203.9m to a mean of 240.4m at
week 24 (+36.5m) in the weekly elosulfase alfa cohort (placebo group improved from
211.9m to 225.4m (+13.5m)). The weekly dose showed a numerical trend in improvements
on secondary endpoints (e.g. increase in stairs climbed per minute in the 3-minute stair climb
test from Baseline to Weck 24, decrease in normalised keratan sulfate levels (urine) from
Baseline to Week 24) but these were not statistically significant. An open-label single arm
extension study (MOR-005) found a relatively sustained effect of Elosulfase Alfa 2mg/kg
weekly at weeks 48, 72 and 120. 6MWT distance (primary outcome) for these time-points
was comparable to that of week 24 in MOR-004 and patients treated with elosulfase alfa
continued to show improvement in GMWT distance until 72 weeks of treatment; after this
time point, the 6GMWT seemed to be declining back to values approaching those at baseline
of MOR-005. Data from the MOR-004/MOR-005 extension had been compared in
publications to an untreated (with Elosulfase alfa) national history cohort (MOR-001 also
known as MorCAP study) over 2 yeats. The economic model was largely based on sets of
assumptions regarding the clinical benefit of treatment with elosulfase alfa rather than firm
clinical data to support the outcomes modelled. The model developed was unlikely to be free
of bias. The model indicated that the cost per quality adjusted life year gained was of the
order _ and per life year gained would be of the order . The probabilities
of Elosulfase Alfa being cost-effective at willingness to pay values of €500,000, €750,000,
€1,000,000 & €2,000,000 per QALY were 0%, 6%, 86% & 100% respectively. The budget
impact was estimated at €11m over 5 years.

Catrfilzomib for multiple myeloma: The group considered the results from the Phase 3
ASPIRE study in which patients treated with Carfilzomib+Lenalidomide+ Dexamethasone
(CRd) had a significant improvement in progression free survival (26.3 months Vs 17.6
months; p=0.0001) in comparison to those treated with Lenalidomide + Dexamethasone
(Rd). The group was inclined to accept the Amgen assumptions that the use of CRd might
predominantly displace the use of Bortezomib + Lenalidomide + Dexamethasone (VRd) in
clinical practice. This led into a discussion around how to estimate or quantify the clinical
differences between the two regimens and the Drugs Group was inclined to the view that
they had insufficient information to enable them to do so. Therefore the Drugs Group
requested an additional review of any relevant comparator clinical data that is available for
BORTEZOMIB vs. CARFILZOMIB. The Drugs Group deferred making any
recommendation for Carfilzomib (in combination with Lenalidomide and Dexamethasone)

pending same.

Section C: Medicines Returning to Drugs Group

iz

Olaparib for Ovarian Cancer: Following a detailed discussion, the Drugs Group could not
come to a consensus position at the meeting. A formal vote ensued and in that vote the
Drugs Group split exactly 50%: 50%. The Drugs Group subsequently decided that Olaparib
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would be considered again at its March 2017 meeting. CPU was asked to request of
AstraZeneca whether there are any additional information or changes, which the Drugs
Group should be made aware of, that AstraZeneca has not previously provided and which
might impact on any of the relevant reimbursement criteria which the HSE must consider.

2. Nivolumab for various indications (melanoma, non-small cell lung cancer (NSCLC)): The
Drugs Group recommended against reimbursement of Nivolumab (Opdivo®) for the
treatment of NSCLC.

In CheckMate017 (n=272) patients with squamous NSCLC who received Nivolumab
demonsttated an overall survival advantage compared to those treated with Docetaxel
(current standard of care). Median overall survival was 9.2 months versus 6.0 months
(HR=0.59; 95% CI 0.44-0.79; p<0.001). The Drugs Group were aware that patients >75
years at time of diagnosis accounts for ~37% cases of NSCLC in Ireland. It was unclear if
the survival benefit demonstrated in CheckMate017 was generalizable to the Irish
population.

In CheckMate057 (n=582) patients with non-squamous NSCLC on Nivolumab
demonstrated an overall survival advantage compared to those treated with Docetaxel.
Median overall survival was 12.2 months versus 9.4 months (HR=0.73; 95% CI 0.59-0.89;
p=0.002). Survival was similar to Docetaxel in patients with low or no tumour PD-L1
expression. Survival benefit was not shown for patients who were never-smokers or whose
tumours harboured EGFR activating mutations albeit no definitive conclusion can be drawn
for this cohort due to sample size. A higher propottion of patients experienced death with
Nivolumab treatment within the first 3 months (20.2% versus 15.2%) but after that time
point the clinical benefit in favour of Nivolumab was shown.

The group noted that the HSE was required to consider the magnitude of the clinical effects
and their impact on cost effectiveness. After a Drugs Group recommendation not to
reimburse at the previous commercial offering (December 2016 meeting), the compan
subsequently entered into a third round of negotiations ﬂ
Il vith the HSE. Following negotiations, the company stated it had now reduced the
price to its lowest possible level. The Drugs Group recognised that the revised rebate offered
resulted in ICERs that remained above the WIP of €45,000/QALY but were in a region

previously accepted by the group (in particular for cancer treatments). However there was a
substantial budget impact.

Following a vote, the group recommended by majority against reimbursement on the basis
that reimbursement was not likely to represent a cost efficient use of resources.

Some members asked that decision makers be made aware that the group was increasingly
being faced by medicines where despite significant discounts or rebates, the medicines were
not satisfying conventional understandings of affordability or cost effectiveness. For
Nivolumab in NSCLC discounts of the order of 75% to 83% would be needed to satisfy a
cost effectiveness threshold of €45,000 per QALY and of the order of 95% to satisfy a cost
effectiveness threshold of €20,000 per QALY. The group was satisfied that it was robustly
and appropriately challenging inappropriate pricing. Some members wished to flag that it was
improbable that the HSE could achieve levels of discount required to garner approval
particularly given that some other countries appear to be reimbursing at current pricing
levels. This meant that is was likely to be impossible to ensure access to a range of new
medicines based on current decision thresholds.
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Drugs Group Draft Minutes: Meeting of 30" March 2017 8.30am,

Venue:

Section
1.

Section
1.

Section
5.
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HSE PCRS

A: Minutes for review and Issues arising
Draft Minutes of the Meeting of 16™ Feb 2017 were agreed.

B: Full Reviews — New Medicines

Isavuconazole ) in adults for the treatment of

* invasive aspergillosis

* mucormycosis in patients for whom amphotericin B is inappropriate

The Drugs Group supported hospital pricing approval for Isavuconazole 200mg vials
and pricing and High Tech reimbursement for Isavuconazole 100mg caps. The Drugs
Group recommended the development of (and compliance with) official guidelines on

the appropriate use of antifungal agents.

Evolocumab for Primary Hypercholesterolemia/Mixed Dyslipidaemia

The NCPE had advised the HSE that publication of the FOURIER Outcomes Ttrial
subsequent to the HTA process had implications for the assumptions made in the
modelling approach of the HTA which would now not be optimal to guide decision
making. Given the budget impact of Evolocumab, the possible complexity surrounding
identifying subgroups in which Evolocumab may be cost effective and the reporting of
the FOURIER Outcomes Trial a subsequent HT'A should be conducted focused on the
very high risk patients that Evolocumab has potential to demonstrate cost effectiveness
in. The Drugs Group considered that given the substantial investment involved that this
was the appropriate action and it requested that CPU notify this position to Amgen.

Cobimetinib (&Vemurafenib) for Melanoma

The Group decided that it would be inappropriate to make a recommendation on
Combimetinib given the likelihood that an alternative agent would be due for
consideration within the near future. Consideration of Cobimetinib without considering
comparator(s) from the same class would be imprudent and likely not compatible with
the best use of HSE resources. The Group deferred consideration of MEK inhibitors

until its meeting of the 18" May 2017.

Obinutuzumbab for Follicular lymphoma (license extension)

The Group recommended reimbursement of Obinutuzumab (Gazyvaro®) for treatment
of follicular lymphoma that did not respond or progressed during or up to 6 months
after treatment with Rituximab or a Rituximab-containing regimen. The Group made this
recommendation conditional on the extension of the final commercial offer for FL being

extended to the existing Chronic Lymphocytic Leukaemia indication.

C: Medicines Returning to Drugs Group

Olaparib for Ovarian Cancer

The Group had reviewed Olaparib on 3 previous occasions (March 2016, September
2016 and January 2017). Following the receipt of additional clinical and commercial
information in 2017, The Drugs Group was now in a position to recommend in favour
of the reimbursement of Olaparib (Lynparza) for ovarian cancer under the High Tech

arrangements .

Vedolizumab for Ulcerative colitis (recommended in principal Nov 2016) and Crohns

Disease
The HSE Drugs Group recommended in favour of pricing of Vedolizumab for use as a

hospital medicine for the treatment of adult patients with moderately to severely active



ulcerative colitis who have had an inadequate response with, lost response to, or were
intolerant to either conventional therapy ot a tumour necrosis factor-alpha (TNFa)
antagonist.

The HSE Drugs Group recommended in favour of pricing of Vedolizumab for
RESTRICTED use as a hospital medicine for the treatment of adult patients with
moderately to severely active Crohn’s disease who have had an inadequate response with,
lost response to, or were intolerant to either conventional therapy or a tumour necrosis
factor-alpha (I'NFa) antagonist.

Funding in Crohns Disease should be restricted to:
e patients who are intolerant or are contra-indicated to a TNF-« antagonist.
e patients that have failed on a TNF-« antagonist.

Reimbursement approval should be on condition that the HSE would not have to fund
any additional costs above those associated with treatment at 0, 2, 6 and 8 weeks
thereafter. Any additional costs should the drug be prescribed at 4 weekly intervals ( as
opposed to 8 weekly intervals) would have to be borne by the manufacturer

Apremilast for Psoriasis and Psoriatic Arthrithis
Deferred due to sufficient time — an additional meeting would be held in advance of the
scheduled May 2017 meeting.

Ruxolitinib for Polycythaemia Vera (license extension)
Defetred due to sufficient time — an additional meeting would be held in advance of the
scheduled May 2017 meeting.

Carfilzomib for multiple myeloma

The HSE Drugs Group was unable to arrive at a recommendation following its review of
Carfilzomib. The HSE Drugs Group agreed to review the medicine again at an additional
extra Drugs Group meeting in early May

Section D: Next Meetings — Scheduled meeting

Drugs Group Meeting Schedule 2017

Meeting Agenda closed Paperwork to Group Meeting Date
2017.2 16/03/2017 21/03/2017 30/03/2017
2017.3 05/05/2017 08/05/2017 18/05/2017
2017.4 16/06/2017 19/06/2017 29/06/2017
2017.5 01/09/2017 04/09/2017 14/09/2017
2017.6 03/11/2017 06/11/2017 16/11/2017

It was agreed that CPU would investigate whether it was possible to arrange for future scheduled

meetings to be held in Dr Steevens hospital.

Section E: Terms of Reference Discussion (Chair)

1. Terms of Reference 2014
The Chairperson updated members in relation to engagements with HSE Leadership. It
was agreed that a formal invite would be sent to the National Director Primary Care and
the Director General HSE to attend a future meeting.
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HSE Drugs Group Meeting: 3" May 2017

Venue: PCRS
The group noted the meeting was scheduled to deal with items from the March Agenda.

Section A: Review of Minutes
The minutes for the meeting of 30" March 2017 would be considered at the next meeting.

Section B: Medicines Returning to Drugs Group

1. Apremilast for Psoriasis and Psoriatic Arthritis

The HSE Drugs Group recommended in favour of reimbursement under the High Tech

arrangements subject to the following conditions:

®* Prescribing be restricted to Consultant Dermatologists and Consultant Rheumatologists

* Dermatology CAG to bring forward prescription guidelines setting out the role and
restrictions which should apply

® Guidelines should include a treatment pathway outlining how all the medicines within the
treatment paradigm for Psoriasis and Psoriatic arthritis would be sequenced

®  Guidelines/sequences should include a Leadership position from the Dermatology CAG
setting out that where less expensive generic or biosimilar options are available they be used
preferentially

* Dermatology CAG and the clinical community should assist the HSE in funding the
medicines which have been approved for Psoriasis / Psoriatic arthritis over the last 18
months by committing to a position whereby biosimilar Etanercept was the TNF antagonist
of choice except where individual patient circumstances arise which contra-indicate same.
The Drugs Group was of the view that increases in the uptake of biosimilar Etanercept were
necessaty to provide the HSE with economic headroom necessary to fund new medicines.

= Net price should not exceed the of the EU14 IPHA basket

countries
= Ex-factory list price to be realigned downwards only from original price to < EU14 average.

2. Ruxolitinib for Polycythaemia Vera (license extension)
The Drugs Group was unable to support reimbursement for this indication. Reimbursement was

unlikely to represent a cost efficient use of resources, even when taking into consideration the
Commercial-in-confidence (CIC) -, the impact of which was also considered for the
existing approved MF indication. The group noted that the incremental cost effectiveness ratio
for this indication was vastly different to the currently reimbursed indication. The group noted
that this recommendation would require a process to assure that reimbursement was only
extended to the existing reimbursed indication.

3. Carfilzomib for multiple myeloma
On review of the evidence around unmet need, clinical effectiveness, cost effectiveness and

budget impact the group was unable to reach a view recommendation despite extensive
discussions. The group was unable to make a robust judgement around the magnitude of benefit
associated with Carfilzomib based regimens when compared to Bortozemib based regimens and
the impact of that benefit on the cost effectiveness at the proposed budget impact. The group
decided that the absence of direct comparative evidence vetsus Bortozemib triple regimens and
the absence of mature Overall Survival data from the ASPIRE trial were significant information
challenges for reimbursement agencies seeking to formulate recommendations which ultimately
involve multi-million euro investments. The group decided that it should defer its considerations
and it should review Carfilzomib again when mature overall survival evidence is available.
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Drugs Group Minutes 18" May 2017
Venue: PCRS, Finglas

Draft Minutes and Matters Arising:
1. The minutes of the meeting of 30" March 2017 were approved
2. The minutes of 3 May 2017 would be reviewed at the next meeting

Section B: Medicines for Review

1. Cobimetinib (in combination with Vemurafenib) for Advanced BRAF+ Melanoma

2. Trametinib (in combination with Dabrafenib) for Advanced BRAF+ Melanoma

The group considered these 2 combinations of a BRAF inhibitor + a MEK inhibitor. The group agreed
that it was probable that the Trametinib-Dabrafenib combination was superior. If both agents were
approved it would most likely become the market leader. However a role would remain for the other
combination as the combinations had different tolerability profiles. The group noted that whilst the
overall survival benefit was significant the incremental cost effectiveness ratios (ICERs) were high and
potentially over ﬂ A significant budget impact would result if reimbursed. The group
noted the efforts to get the best commercial offerings possible. CPU was advised to re-engage with
Novartis and if the NCPE/CPU were assured that a revised commercial offering resulted in ICERs less

than , positive recommendations could be progressed for both medicines.

3. Nivolumab for advanced Renal Cell Carcinoma (RCC):
The group agreed that the Commercial-In-Confidence (CIC) offering resulted in ICERSs that fell in the

region of, or below — depending on comparator (Axitinib or Everolimus). These ICERs
were considered acceptable by the group. The magnitude of overall survival benefit demonstrated in the

context of a disease where other treatments currently available have failed to demonstrate a survival
benefit (in 2™ /subsequent line setting) supported a positive recommendation in favour of reimbursing

Nivolumab for previously treated advanced RCC.

4. Nivolumab for Advanced Melanoma:
The group had previously recommended in favour of reimbursement subject to certain commercial

conditions which BMS was unwilling to meet. However the group agreed that the commercial
arrangements now available were acceptable for both the monotherapy and combination therapy

indications. The positive recommendations could now be actioned.

5. Nivolumab for Hodgkin Lymphoma:

The group agreed there was considerable unmet need in this heavily pre-treated small population of
patients. The group were minded to support reimbursement given that patients treated with Nivolumab
post ASCT failure showed an overall response rate with a high order of magnitude which in itself is
considered clinically meaningful in this difficult to treat disease state. In making this recommendation
the group recognised the lack of additional value that a HTA could add to the decision making process

for this indication and the value of the CIC - on offer for this indication.
6. Mepolizumab for Asthma: Deferred due to insufficient time

7. Daratumumab for Multiple Myeloma: Complicated additional information received had been
considered by NCPE but there was insufficient time available to the Group to consider same.

Section C: Representations received in relation to HSE Notices of Proposal not to approve
(process under the Health (Pricing and Supply of Medical Goods) Act 2013)
8. Ataluren for Duchenne Muscular Dystrophy: Deferred due to insufficient time

9. Alpha-1 antitrypsin for Severe Emphysema: Deferred due to insufficient time
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Drugs Group Minutes: Meeting of 29" June 2017
Venue: Indigo Room, Dr Steevens Hospital

Discussion with Director General & National Director Primary Care:

TO’B and JH were welcomed by the Chair.

CPU was asked to provide a brief overview of expected future applications. SF flagged that there
appeared to be an increase in the number of medicines gaining market authorisation. The HSE
(under the current financing policy) could be faced with insurmountable financial challenges. SF
described the evolution and impact of reimbursement assessment processes around new
medicines. The Irish State has moved from being one of the 1% countries to reimburse medicines
(at high prices) to a position whereby substantial (but non transparent to those outside HSE)
discounts are being negotiated due to the appropriate challenging of pricing policies. HSE is less
likely now to be paying a premium over peer countries. However challenging company pricing
does delay access and notwithstanding the successes in challenging prices, demands were
outstripping currently provided resources. The workload of the Drugs Group has grown

exponentially over the last number of years.

MB flagged that a robust assessment process was the only defence against high price demands.
In 2012, NCPE was carrying our 20 assessments per annum. It now is cartying out 70 — 80
reviews or assessments per annum. Models being developed by industry are increasing in
complexity. There is often significant variance between the value claimed for an individual
medicine by Industry and the value that can robustly be underpinned by evidence. The HSE is
consequently achieving up to 50% discounts in negotiations compared to the prices Industry
puts forward initially. This enables the HSE to stretch budgets to provide for more medicines /
services from available resources. A review process carried out by external consultants had found
that the NCPE would need an additional 9 staff to meet existing demands. This capacity deficit
had to be addressed. A single mistake in the NCPE could put the entire process in jeopardy.

RB flagged that it was important to have clinicians as members of the group to ensure an
appropriate balance between the consideration of budget impacts, economic value, clinical value
and the addressing of unmet needs. KK flagged that the members received huge volumes of
information (more than for any other committee that he had been a member of) and it was
generally excellently presented. It was important that a high quality secretatiat continued to be

available to the Group.

TOB stated that the process was of strategic national importance and that Ministers were aware
of same. It would always get significant attention from multiple parties due to the nature of the
matters considered. It was important to be aware that there would be vested interests which
might prefer that the processes were not in place. It was therefore important that the processes
could withstand scrutiny and challenge. Directorate would be interested in seeing specific
proposals to address or ensure key priorities are met such as increased transparency and
prevention of any unnecessary delays. He noted that Orphan Medicines tended to be particularly
challenging for the health system. SOR flagged the new Rare Diseases / Orphan Medicines
Therapeutic Review Process which should enable greater communication and engagement with
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clinicians and patients. SF flagged that whilst the new process would be of assistance in terms of
ensuring engagement ultimately the same challenge would be faced, matching resoutces to
demands. SF noted that the Health (Pricing and Supply of Medical Goods) Act 2013 did not
specify additional criteria which the HSE could consider for Orphan Medicines over and above
other medicines. SOR flagged that the Group tries to carefully balance the criteria so as not to
disadvantage any patient group.

JH discussed the multi-year impact of new medicines and considered that it was unlikely that the
system could avoid having to make choices around what could be funded. SOR confirmed that
the Group carefully considered the 5 year budget impacts which were underpinned by incidence
and prevalence data.

Members flagged a number of other issues and factors which they felt were important:

e The Group considers a large amount of complex scientific data so it was essential that a
significant proportion of the members had clinical experience.

e The Group is focussed on new medicine applications and isn’t involved in medicines
management processes per se. However advice on appropriate medicine management
and influencing optimal prescribing were important components of a holistic approach
to addressing the funding challenges

e The members find the work to be complex and it is challenging ethically. The members
are always aware and cognisant of the potential impact of any recommendation on the
patient groups for whom a medicine might be indicated and the other patient groups for
whom funding might not be available if approved.

e Medicines with relatively small budget impacts are now coming to Drugs Group due to
the constrained resources of the HSE. In the past some of these did not.

e Sufficient staff resources need to be in place within CPU / NCPE to ensure that the
assessment processes / Drugs Group were not seen to delay reimbursement as opposed

to the funding challenges faced by Society

e Succession planning and the importance of refreshing membership of the committee.

TOB flagged that the processes must be capable of sustaining legal challenge on process. There
was a need for the HSE to ensure that each step in the process was clear and distinct. The
members confirmed they were supportive of appropriate changes to improve the legal
robustness of the entire process from application to Directorate decision. It was essential that
the expertise of the Group be maintained whilst optimising legal robustness. Options in relation
to same were discussed. The importance of having pharmaco-economic expertise available to the
committee was emphasised throughout the discussion.

The Director General left the meeting.
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New Medicines Assessments

Review of Representations on Notices of Proposals Not to Reimburse

1. Nivolumab for Non-Small Cell lung Cancer
The full representations received from BMS including available additional clinical data

had been provided to the Drugs Group in advance of the meeting. CPU provided a
summary of the representations. CPU additionally flagged the potential impact of
reimbursement on the commercial offerings across a range of indications.

The group considered the representations. The group decided that the additional
information provided by Bristol Myers Squibb did not enable it to overturn the original
negative recommendation. There was no dissenting opinion.

2. Ataluren for Duchenne Muscular Dystrophy
The full representations received from PTC Therapeutics had been provided to the

Drugs Group in advance of the meeting. CPU provided a summary of the
representations. CPU flagged that the company stated the medicine was reimbursed

/funded in most EU states.

The Drugs Group acknowledged that Duchenne Muscular Dystrophy was a horrible
disease. The Drugs Group would wish to be in a position to recommend a medicine if
there was a reasonable likelihood of significant benefit. The Drugs Group considered the
representations. The group decided that the additional information provided by PTC
Therapeutics did not enable it to overturn the original negative recommendation. There

was no dissenting opinion.

3. Alpha-1 Proteinase Inhibitor (Emphysema with documented severe alphal-

proteinase inhibitor deficiency)
The full representations received from CSL Behring had been provided to the Drugs

Group in advance of the meeting. CPU provided a summary of the representations.

The Drugs Group considered the representations. The group decided that the additional
information provided by CSL Behring did not enable it to overturn the original negative
recommendation. There was no dissenting opinion.

New Medicines not previously considered

1. Migalastat for Fabry Disease
The Drugs Group recommended in favour of reimbursement of this medicine. The

commercial offer received meant that the medicine would at worst be expected to be
budget neutral for the HSE. For some patients it would offer the opportunity to switch
from an infusion to a non-clinically inferior oral therapy. There may be some
implementation issues around budget impact transfer within the HSE. There was no

dissenting opinion.
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2. Mepolizumab for Severe Asthma
The Drugs Group agreed that the evidence to support Mepolizumab was robust
including evidence that it may be steroid sparing for the severe asthmatic patients for
whom it would be indicated. The commercial offering resulted in it coming close to
satisfying conventional cost effectiveness thresholds. The group supported
reimbursement. There was no dissenting opinion.

Additional Medicines
There was insufficient time to discuss any further medicines.

The Group agreed it would try to agree a date in August to review any outstanding
medicines. However it might prove challenging to arrive at a quorum.
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Drugs Group Minutes: Meeting of 14" September 2017
Venue: PCRS, Finglas

Nomination of Meeting Chair
Due to the unavoidable absence of the Chair, Dr Valerie Walsh was proposed as the Chair for

the meeting. Dr Walsh confirmed that she was willing to accept the nomination for this meeting.

The members unanimously agreed same.

New Medicines Assessments
1. Daratumumab, for the treatment (as monotherapy) of adult patients with relapsed

and refractory multiple myeloma.
The Drugs Group noted that the HSE was required to consider the magnitude of the clinical
effects and their impact on cost effectiveness. The Group had significant concerns regarding the
quality of the available evidence that informed the economic model, noting in particular the lack
of direct comparative data that assessed the magnitude of effect of Daratumumab compared
with other available therapies, the relatively small sample size of patients treated and the lack of
any health related quality of life (HRQolL) data collected in either study to understand the heavily
pre-treated patient experience with Daratumumab monotherapy.

The Group considered the clinical effectiveness data available for Daratumumab monotherapy in
R/RMM was insufficiently robust to support decision making. Following commercial
negotiations the NCPE preferred scenario estimated ICER was not less than €45,000 per quality
adjusted life year (QALY). Due to the high level of uncertainty in the clinical data the group
considered the cost-effectiveness estimates were susceptible to a high degree of uncertainty. The
Group by majority were not in favour of supporting reimbursement of Daratamumab
monotherapy on the basis of the information available. One member voted in favour of

reimbursement.

The Group was clear that this recommendation ONLY applied to the monotherapy indication.
Daratumumab (Darzalex®) had also received marketing authorisation in combination with
Lenalidomide and Dexamethasone, or Bortezomib and Dexamethasone, for the treatment of
adult patients with multiple myeloma who have received at least one prior therapy (license
extension approved in May 2017). The Drugs Group would review the pricing and
reimbursement application for combination therapy in due course.

2. Nivolumab for Head and Neck Squamous Cell Carcinoma
The Drugs Group noted that there was a significant unmet need in relation to this cancer. The
Group noted the relatively short additional benefit in terms of overall survival. The Group noted
the relatively modest budget impact in medicines terms -over 5 years) but flagged that for
other areas in the Health Service this would be a substantial amount of money so it could not
disregard opportunity costs. The Group was unable to arrive at a consensus position and
therefore as required proceeded to vote. The vote was deadlocked. It was agreed that the
Cotporate Pharmaceutical Unit would be asked to re-engage with the company.
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3. Dalbavancin for acute bacterial skin and skin structure infection
The Drugs Group unanimously recommended in favour of pricing of Dalbavancin and funding
as a hospital administered medicine (on the basis of a revised commercially confidential
offering). The medicine would be administered as an intravenous (IV) infusion for the treatment
of acute bacterial skin and skin structure infections (ABSSSI) in adults. The Group stressed the
importance of having new antibiotics available and the need for continued robust antimicrobial
stewardship to ensure appropriate use.

4. Alectinib for adult patients with ALK-positive advanced NSCLC previously
treated with Crizotinib
The Drugs Group unanimously recommended in favour of the reimbursement of Alectinib post

Crizotinib (second line). It could be introduced on a _ due to the revised
commercially confidential arrangements, similar to a previous decision _

First line use would have to be the subject of a separate review.

5. Ceftazidime-Avibactam for various infections
The Drugs Group unanimously recommended in favour of pricing of Ceftzidime-Avibactam and
funding as a hospital medicine (on the basis of the revised commercially confidential offering). It
would be administered as an IV infusion for the treatment of the following infections in adults:
Complicated intra-abdominal infection (cIAI)
Complicated urinary tract infection (cUTT), including pyelonephritis
Hospital-acquired pneumonia (HAP), including ventilator associated pneumonia (VAP)

Infections due to aerobic Gram-negative organisms in adult patients with limited
treatment options.
The Group stressed the importance of having new antibiotics available (including important to

manage CRE) and the need for continued robust antimicrobial stewardship to ensure
appropriate use of all antibiotics.

6. Tofacitinib for Rheumatoid Arthritis
The Drugs Group unanimously recommended in favour of the reimbursement of Tofacitinib.
Amongst the comparators to be considered was Biosimilar Etanercept. On the basis of the
revised commercially confidential terms offered Tofacitinib could be introduced on a -

7. Catfilzomib in combination with either Lenalidomide and Dexamethasone or
Dexamethasone alone for the treatment of adult patients with multiple myeloma
who have received at least one prior therapy.

The Drugs Group had considered this medicine on 2 previous occasions. Updated overall

survival data in relate to the ASPIRE study (comparison of Catfilzomib IV + Lenalidomide PO
+ Dexamthasone PO/IV versus Lenalidomide PO + Dexamethasone PO/IV) had now been
provided by Amgen. The Group discussed the evidence submitted. A consensus did not emerge.
Some members noted the opportunity costs which would most likely fall on other services if
reimbursement was approved.
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The Group agreed by majority (6-2) that it was unable to recommend in favour of
reimbursement of Carfilzomib. 2 of the majority voters flagged that they had great difficulty in
arriving at their vote. In additional discussions, following the vote, the group considered the
challenge that a proportion of the budget impact and cost which the HSE would face was related
to a companion medicine currently reimbursed and marketed by a third party.

The Drugs Group agreed by consensus that CPU should formally engage with that 3 party to
establish whether it could arrive at revised arrangements that would modify in some way the
impact of the companion medicine costs on the cost effectiveness estimates and budget impact
associated with the introduction of Carfilzomib. The Drugs Group asked that CPU revert to it
with the outcomes of the 3 party engagements at which point it would review the issue again.

Review of Representations on Notices of Proposals Not to Reimburse

8. Elosulfase alfa for the treatment of mucopolysaccharidosis, type IVA (Morquio A
Syndrome, MPS IVA) in patients of all ages.
The detailed representations received from Biomarin including additional clinical data had been
provided to the Drugs Group in advance of the meeting. In addition, revised commercial terms
were on offer and were provided in advance of the meeting. Representations from individual
clinicians and from the patient representative group (the Irish Society for Mucopolysaccharide
Diseases) were also provided in advance of the meeting.

During the meeting, CPU provided a summary of the representations received including the
information provided by Biomarin from the UK Managed Access Agreement. The group
discussed the representations received. The group was unable to artive at a consensus position.
The group (by majority vote 6-2) decided that the additional information provided was

insufficient to overturn the original negative recommendation.

Additional Medicines
There was insufficient time to discuss any further medicines. It was agreed that the following
medicines would be adjourned to future meetings.

® Venetoclax for Chronic Lymphocytic Leukaemia: Abbvie Interim Access Scheme

e Palbociclib for HR+/HER2- advanced breast cancer

® Crizotinib for 1" Line Non-Small Cell Lung Cancer (NSCLC) and ROS1 NSCLC
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Drugs Group Minutes: Meeting of 12 October 2017
Venue: PCRS, Finglas

The meeting followed on from the engagement with the Director General (DG) at the June
meeting. The aim was to identify and discuss any relevant issues which should form the basis of

a revised Terms of Reference. In addition, the issue of succession planning for the Group arisin
out of imiendini retirement of the Chair and ﬂ

In advance of the meeting, CPU had circulated some information in relation to processes in
other countries and had drafted potential terms of reference to provoke discussion.

Issues and themes identified and discussed at the meeting included:
e The necessity for succession planning
® The necessity (and challenges) to identify appropriate clinicians (and others) to populate

the membership
® The necessity to avoid a major loss of experience and expertise over a short time period

® The necessity for the expertise of the NCPE to be directly available to the members

during its meetings

e ‘The concern at the potential loss to the Group membership of 5 Doctors
_)Chair) and the impact of same on the workings of the Group

e Discussion as to whether it was specifically the Leadership or Directorate which was the
decision making body of the HSE as same would _

® The differences, advantages and disadvantages between Public Interest representation
and Patient Group representation

The requisite knowledge, skills and competencies for a Chairperson and for Members
The potential reporting lines for the Drugs Group

The potential avenues or processes for identifying new members

The need for Terms of Reference, the Drugs Group processes and all members to
continue to ensure that issues in relation to conflicts of interest were avoided and/or

appropriately addressed

The Group agreed that the workload it faced was such as to necessitate a narrowing of the
original terms of reference to the consideration of new medicines or new indications for existing

medicines.

The Chair and CPU were asked to consider the themes and issues raised in the meeting and to
develop draft terms of reference to include same. The draft terms would then be reviewed by the
Members and subsequently provided to the DG for consideration by the Directorate.
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Drugs Group Minutes: Meeting of 16" November 2017
Venue: PCRS, Finglas

It was agreed that the draft Terms of Reference being worked up would be shared by email to

enable members to suggest any proposed changes.

New Medicines Assessments (First reviews - carried over from previous meeting)

1. Venetoclax (as monotherapy)
» for the treatment of CLL in the presence of 17p deletion or TP53 mutation

in adult patients who are unsuitable for or have failed a B-cell receptor
pathway inhibitor (BCRi)
» for the treatment of CLL in the absence of 17p deletion or 7P53 mutation in

adult patients who have failed both chemo-immunotherapy and a BCRi
The Drugs Group considered the interim access proposal received from Abbvie. The Group
agreed that whilst it could accept that an unmet need existed in relation to the proposed uses of
the medicine it had to be cautious in considering immature evidence in the absence of a full
review due to the opportunity costs on other services. The Group decided that it was unable to
make a recommendation on reimbursement in the absence of a full health technology

assessment.

2. Palbociclib for the treatment of HR+/HER2- locally advanced or metastatic
breast cancer in combination with either an aromatase inhibitor (Al) or
Fulvestrant.

The Drugs Group agreed that Palbociclib on the basis of Progression Free Survival data was a
medicine with significant merits. The Group noted that Overall Survival data readouts were
expected in June 2018 (2™ line) and 2020 (1" line). The Group however noted that on the basis
of the evidence provided to date that the medicine could not be deemed to be a cost effective
use of resources and in the absence of overall survival data there was significant uncertainty
around the estimated incremental cost effectiveness ratios. The 5 year budget impact was very
significant. The Drugs Group considered that it was not in a position to support reimbursement
on the basis of the current evidence and commercial offerings.

3. Pembrolizumab monotherapy as first line treatment for metastatic non-small cell
lung cancer (NSCLC) in adults whose tumours express PD-L1 with a >50% TPS
and no EGFR or ALK positive tumour mutations.

The Drugs Group agreed that it would wish to be in a position to support the reimbursement of
Pembrolizumab based on the overall survival and progression free survival benefits and the
medicines safety profile. The group noted that cost effectiveness was hugely sensitive to the
presence or absence of a 2 year stopping rule. The group noted the advice of the NCCP TRC.
The group noted the significant budget impact. The Group directed that CPU should re-engage
with the applicant company but in the interest of progressing the medicine in as timely a fashion
as possible to HSE Leadership. The Group set out specific conditions which would allow a
positive recommendation without further consideration (those conditions would not be listed in
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minutes as they would most likely require a commercially confidential solution with the applicant
company). Any other less favourable terms would require re-consideration by the Drugs Group.

New Medicines Assessments (First Review)

4. Brodalumab (Kyntheum®) for the treatment of moderate to severe plaque
psoriasis in adult patients who are candidates for systemic therapy

The Drugs Group unanimously recommended in favour of the reimbursement of this medicine
conditional on the revised commercial terms being implemented.
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Drugs Group Minutes: Meeting of 21* December 2017
Venue: PCRS, Finglas

Review and Approval of Minutes

The minutes of the following meetings were approved:
® Meeting of 14" September 2017
® Meeting of 12" October 2017
® Meeting of 16" November 2017

Medicines Assessments (Revised Commercial Terms)

1. Pembrolizumab monotherapy as first line treatment for metastatic non-small cell
lung cancer (NSCLC) in adults whose tumours express PD-L1 with a >50% TPS
and no EGFR or ALK positive tumour mutations.

The Drugs Group had previously agreed that it would wish to be in a position to support the
reimbursement of Pembrolizumab based on the overall survival and progression free survival
benefits and the medicines safety profile. The Group had asked CPU to re-engage with MSD in
relation to preferred outcomes from commercial discussions. CPU staff reported back on the
outcome of the discussions with MSD. The Group agreed that significant progress had been

made in commercial discussions.

The Drugs Group agreed unanimously that it should recommend reimbursement to the HSE

Leadership team.

2. Daratumumab, for the treatment (as monotherapy) of adult patients with relapsed
and refractory multiple myeloma.

The Drugs Group had previously recommended against reimbursement (September 2017) based
on a different commercial offering. In advance of Leadership considering the September Drugs
Group recommendation Janssen had approached the HSE with a revised commercial offering

seeking to address the concerns raised by the Drugs Group.

The Group agreed that it was reasonable to consider this revised offer and proceeded to review
the information in relation to the application in detail. The Group noted that the lack of direct
comparative data that assessed the magnitude of effect of Daratumumab compared with other

available therapies continued to offer challenges.

However the revised commercial offering did significantly reduce the estimated budget impact
and improved the estimates in relation to cost effectiveness. The cost per quality adjusted life
year now fell within a range that could be considered to be a cost effective use of resoutces
(albeit that some uncertainty would remain due to the lack of direct comparative data). The
group noted that in patients who responded to therapy there did appear to be a sustained
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