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1. BACKGROUND

Two National Institute for Health and Care Excellence (NICE) appraisal committee meetings
(ACMs) were held to discuss NICE single technology appraisal (TA) ID1441, tebentafusp for
advanced uveal melanoma.' The draft final appraisal decision was that tebentafusp was not
deemed to be cost-effective and would not be recommended for the Cancer Drugs Fund.'

An appeal hearing was held on 20 October 2023, which was upheld on several points. The
upheld points related to the appeal panel’s expectation that, faced with significant uncertainty,
the input of experts should be particularly important in informing the committee’s judgements.
The upheld appeal points related specifically to “the most appropriate choice, and
interpretation of survival curve models to interrogate the available data, and the most
appropriate means of allocating supportive care costs in the model.!

2. APPROACHES USED TO ADDRESS UPHELD APPEAL
POINTS

To address the two upheld appeal points, the NICE Decision Support Unit (DSU) was
instructed by NICE to

1. Use a structured approach to elicit expert estimates of the expected survival of people
with uveal melanoma treated with pembrolizumab and those treated with tebentafusp
and the uncertainty around these estimates.

2. Consult expert opinion on the resources used in the provision of best supportive care
(BSC) for people with uveal melanoma over the course of their disease after
progression.

A structured expert elicitation approach was used for point 1, for which two workshops were
conducted, one online and one face-to-face. An online survey was used to obtain expert
opinion for point 2.

The DSU team was provided with all company and External Assessment Group (EAG)
submissions and documents relating to the submission with full access to academic and
clinical confidentiality data.

This report provides a brief commentary on the expert elicitation workshops and surveys
conducted, in conjunction with the online and face-to-face expert elicitation workshop reports.?
3 In addition to this report, a one-page summary of the approaches employed is included for
reference.*

Section 3 presents a description of the expert selection process for the elicitation workshops
and online surveys. Section 4 describes the approach and methodologies for the workshops
relating to overall survival. This includes construction of the Evidence Dossier, and an
overview of the workshop format. For more detailed information on the workshop, please see
the supporting workshop reports. 3 Section 5 describes the consultation with experts
regarding BSC resource use via an online survey. Section 6 presents the expert elicitation
workshop results on the elicited overall survival at 8 years post-randomisation, along with a
summary of expert opinions relating to BSC resource use. Section 7 concludes with a
discussion of the elicitation workshop results and the online survey for BSC resource use.



3. EXPERT SELECTION

The identification of relevant experts, including clinical and medical oncologists, was first
conducted by the DSU team, focussing on experts affiliated with specialist centres
recommended by NICE. Input from the company, EAG, NICE and patient groups (Melanoma
Focus and OcuMel) was subsequently sourced to ensure full coverage of the expert pool. The
DSU team then complied a full list of potential experts based on all stakeholders’ input (n=81").
Duplicate recommendations were removed and experts with prior involvement with TA ID1441
were excluded from participating, this could include attendance at either appraisal committee
meeting (ACM) or advisory board meetings for this topic.

The remaining experts (n=52) were invited via email to participate in the elicitation workshop
and online survey. Contact emails were either provided directly from the nominating party or
identified from online sources. In the event that a contact email was not available, the
nominating party was contacted for the experts’ details. Out of the 52 experts invited to
participate, 21 expressed an interest in participating in the workshops and/or survey. Out of
the remaining 31 experts, three experts self-identified that their expertise would not be relevant
to this appraisal, 18 experts did not respond, and 10 invitation emails were not deliverable due
to expired or incorrect email addresses.

Following this, eligible expert availability responses were collated (n=21). Due to the high
interest in participation, it was possible to schedule an online and a face-to-face workshop with
two distinct cohorts of experts (n=6 and n=5, respectively). The workshops were subsequently
scheduled according to expert availability and experts were contacted to submit confidentiality
and consent declarations.

Experts (n=5) who were not able to take part in either the online or face-to-face workshop but
expressed interest to complete the survey on BSC resource use, were also asked to submit
confidentiality and consent declarations. Three of these experts completed the BSC survey.
Experts participating in either the online or face-to-face workshop were also invited to
complete the BSC survey. Nine of these experts completed the survey.

An expert selection flow diagram can be found in Appendix 1: Flow diagram of expert
selection. A list of experts involved in the online, face-to-face and survey-based exercises is
included in Appendix 2: Experts’ expertise area and declaration of conflicts of interest, along
with declared conflicts of interest and expertise.

4. ELICITATION OF LONG-TERM OVERALL SURVIVAL

4.1 Evidence Dossier compilation

The Evidence Dossier for the elicitation of long-term OS was developed by the DSU team.
Data from the pivotal trial, IMCgp100-202, was sourced from the company directly. This
included the pre-choice pembrolizumab (PCP) subgroup OS (data cut-off [DCO] June 2023),
intention to treat (ITT) population progression-free survival (PFS, DCO August 2021) and PCP
subgroup time to treatment discontinuation (TTD, DCO April 2022).

The company, EAG and relevant patient groups were consulted for additional supporting
literature relevant to the elicitation workshops. The recommended literature included reviews
of the method of action of tebentafusp, existing publications relating to the pivotal trial

* Number of experts includes duplicated recommendations.



(IMCgp100-202), as well as publications relating to potential comparator therapies and meta-
analyses of existing therapies.

In addition to the twelve publications®'® recommended by the company, EAG and patient
groups, an internal scoping search was conducted according to the criteria outlined in
Appendix 3: Scoping search for Evidence Dossier. Publications were sifted according to the
title and abstract and the remaining publications were reviewed using the full-text. This
resulted in an additional two relevant studies relating to tebentafusp being identified.'”: 18
Finally, a forward citation search was conducted using the Rantala et al. 2019 paper as a
seed paper in order to find any further studies relevant for the efficacy of the comparator for
TA ID1441. Five additional relevant publications were identified from the citation search and
included within the Evidence Dossier.'%-23

The Evidence Dossier was sent for review by the company and experts prior to the
commencement of the online and face-to-face workshops. The same Evidence Dossier®* was
used as reference for both the online and face-to-face workshops.

4.2 Workshop format

The elicitation of experts’ judgements was conducted according to the Sheffield Elicitation
Framework (SHELF) v4 protocol.?® Training materials were designed as a combination of
specific resources relevant to time-to-event outcomes as well as existing training materials
provided as part of the SHELF protocol.

The format of the two workshops, online and face-to-face, was the same and is outlined below.

1. Training of experts in making probability judgements, extrapolating survival
probabilities. One practice exercise on eliciting long-term survival data for lung cancer
patients who quit smoking was also conducted.

2. Independentindividual expert judgements on plausible limits, median, and upper/lower

quartiles.

Presentation of individual judgements and scenario testing.

Group discussion — hazard trends, survival estimates, individual reflection.

5. Definition and discussion of rational impartial observer (RIO) judgements via
behavioural aggregation*.

> w

To clarify, as per the SHELF protocol, following the presentation of individual judgements and
group discussion, the experts were asked to consider the perspective of a “Rational Impartial
Observer”’, referred to as “RIO”. RIO is assumed to have reviewed the Evidence Dossier and
observed the individual judgements and subsequent group discussion. The experts were
asked to agree on a set of probability judgements that such an observer would make, and it is
the “RIO distribution” that is presented as the conclusion from the workshop.

5. CONSULTATION OF BSC RESOURCE USE

An online survey was sent to the experts who agreed to take part (n=15). A total of 12 experts
responded to the online survey, 9 of these participated in either the online or face-to-face

* Note that mathematical aggregation was used for the initial proposal of a RIO distribution when
experts’ individual judgements were highly consistent.



elicitation workshops. The experts’ conflicts of interest and expertise are included in Appendix
2: Experts’ expertise area and declaration of conflicts of interest.

The survey covered the background on how BSC resource use was modelled by the company
and EAG, see Appendix 4: BSC survey background provided to experts for the survey
background provided to experts. The survey asked the following three questions:

1. Would patients start receiving BSC when they have progressed, irrespective of the
level of deterioration in their quality of life?

2. Would the sub-population of longer-term survivors be receiving BSC after
progression?

3. Would the rest of the population (i.e. non-long-term survivors) receive BSC after
progression?

Additionally, an optional question was included to allow the experts to provide any additional
information or comments relating to BSC in advanced uveal melanoma patients that they felt
was relevant to TA ID1441.

6. RESULTS

6.1 Overall survival
The Quantities of Interests (Qols) elicited in the online and face-to-face workshops were:

Qol 1: for the pre-choice pembrolizumab (PCP) subgroup population from the
IMCgp100-202 trial in the tebentafusp arm, the proportion of patients, expressed as
a number per 1000, who would still be alive at year 8 after randomisation.

Qol 2: for the pre-choice pembrolizumab (PCP) subgroup population from the
IMCgp100-202 trial in the pembrolizumab arm (excluding the effect of
tebentafusp as a subsequent treatment), the proportion of patients, expressed as
a number per 1000, who are still alive at year 8 after randomisation.

When expressing judgements for Qol1, the experts provided estimates assuming people
would continue to receive tebentafusp via commercial product or the expanded access
programme (EAP) after receiving tebentafusp via the pivotal trial. When expressing
judgements for Qol 2, the experts accounted for subsequent treatments being received
following pembrolizumab but excluded the potential effect of tebentafusp being received as a
subsequent treatment.

The experts concluded that potential factors that could contribute to hazards of death that
decrease over time include:

e A subgroup of longer-term survivors whose biology generally results in longer survival
(irrespective of treatment received).

o Patients who progress radiologically and were treated with tebentafusp can appear to
be doing well clinically.

e Patients who do respond to pembrolizumab may experience good disease control.
Experts expressed that it is difficult to predict responders and therefore the clinical
benefits for patients when treated with pembrolizumab.



Experts concluded that potential factors that could contribute to hazards of death that increase
over time include:

e Aging.

e Medical comorbidities.

o Less effective subsequent therapies.

e Volume of disease.

e Long-term toxicity effects (experts stated this to be unlikely for single-agent
immunotherapies)

Tebentafusp was believed by all experts to be more effective than pembrolizumab with a
difference in OS at 8 years. All experts were hesitant to suggest a cure potential due to the
limited data.

Figure 1 presents the Kaplan-Meier curves for the PCP subgroup population from the
IMCgp100-202 trial (DCO June 2023) for both treatment arms using reconstructed individual
patient-level data and the elicited 95% credible intervals at 8 years. The percentiles from the
fitted RIO distribution from both workshops are presented in Table 1.

The online group’s RIO median and 95% credible interval for OS probability is 0.10 (0.04,
0.19) for the tebentafusp arm and 0.07 (0.02, 0.17) for the pembrolizumab arm. The face-to-
face group’s RIO median and 95% credible interval is 0.13 (0.05, 0.19) for the tebentafusp
arm and 0.09 (0.04, 0.17) for the pembrolizumab arm.

Figure 1: Reconstructed OS data (DCO June 2023) with the plotted RIO 95% credible
interval for the a) online workshop and b) face-to-face workshop
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Abbreviations: RIO, Rational Impartial Observer; OS, overall survival; DCO, data cut-off; Crl, credible interval; PCP,
pre-choice pembrolizumab.

Table 1: Percentiles of overall survival probability at 8 years post-randomisation from
the fitted RIO distribution from both workshop groups

Percentile 1% 2.5% 10% [25% [50% |75% |90% |97.5% |99%
Online 0.04 | 0.04 006 |[0.08 010 |[0.12 |[0.15 |O0.18 0.20
(Tebentafusp)
Face-to-face 0.03 | 0.05 0.08 |0.10 |0.13 |0.15 |[0.17 |0.19 0.20
(Tebentafusp)




Percentile 1% [25% [10% [25% |50% |75% |90% |97.5% | 99%

Online 0.02 | 0.02 0.04 |0.05 |(0.07 |0.10 |0.13 |0.17 0.19
(Pembrolizumab)
Face-to-face 0.03 | 0.04 0.05 |0.07 |0.09 |0.11 0.14 | 0.17 0.19

(Pembrolizumab)
Abbreviations: RIO, Rational Impartial Observer.

6.2 BSC resource use

Different approaches were used to apply BSC associated costs within the economic model by
the company and EAG. The company based their approach on the study by McKendrick et al.
2016,% where BSC is shown to be provided for an average of 4 months for patients with
metastatic melanoma. Based on this, the entire cohort of patients within the trial is assumed
to receive BSC for an average of 4 months. Within the model, the costs associated with BSC
are applied as a one-off cost at the point of progression of patients. This approach applies the
one-off 4-month BSC cost to all progressed patients, irrespective of how long they then spend
within the progressed state. The company also include end-of-life costs to reflect the additional
management of patients within the final year of life.

The EAG believed that costs associated with BSC would be dependent on the time between
progression and death and therefore opted to apply BSC costs monthly to reflect this. In
response to company concerns of double-counting of end-of-life costs through the
implementation of monthly BSC costs, the EAG removed end-of-life costs from the model.

The experts were asked to fill in an online survey with questions relating to the
administration/referral of BSC to patients with advanced UM after progression. The experts’
responses to the online survey were collated and are summarised below. The full anonymised
expert responses to the BSC survey are included in



Appendix 5: Healthcare resources use survey response for reference.

The experts were asked whether patients would receive BSC after radiological progression
irrespective of their fitness status. Multiple experts reported that patients would be referred to
community palliative care centres irrespective of their deteriorative status in order to start
building relationships with the palliative care team and start developing individualised care
plans. The experts also noted that patients who are relatively well at the time of progression
may be referred to the palliative care unit but may not engage with the unit until “the point of
clinical need”. The experts expressed that all patients would continue to receive regular
reviews/scans, irrespective of their level of deterioration in order to monitor their disease and
best adapt their care regimen. The expert responses largely referred to the symptomatic status
and how this would correlate with BSC resource usage. If patients display symptoms at the
time of progression, then BSC would be provided. For patients who appear well, with minimal
symptoms, alternative therapies or trial enrolment would be considered ahead of BSC. The
experts ultimately expressed that the referral of patients for BSC and their level of interaction
(and therefore associated resource use) is variable and that BSC is considered on an
individual basis according to the symptomatic status of the patient.

In the elicitation workshops for the OS quantities of interest, it was evident that within the
population of advanced UM patients, there is a subgroup of longer-term survivors. The experts
were asked specifically about the allocation of BSC resources for this subgroup of patients.
As for the first question, the experts expressed that BSC referral is on an individualised basis,
but ultimately expressed that patients would be referred for BSC if they were symptomatic.
Here some conflicting opinions regarding this subgroup of patients arose. One expert
expressed that patients within this subgroup are unlikely to be symptomatic whereas another
expert stated that it is unlikely for these patients to be symptom free and thus they would be
receiving BSC. Overall, it appeared that these diverging opinions result from the highly
variable presentation of the disease in this small subgroup of advanced UM patients, and that
ultimately BSC would be recommended for symptomatic patients.

With reference to the non-longer term surviving patients, who make up the majority of the
patient group, the experts stated that the disease in these patients is likely to be more
aggressive (hence reduced survival times), and thus BSC is required sooner after radiological
progression. Again, this was dependent on the symptomatic status of the patients. A range of
durations of BSC were provided by the experts, spanning a few weeks to twelve months. This
large range of times was reflected by additional comments from experts which discussed the
broad range of support encompassed by BSC, including low-level advice up to major 24-hour
care. The experts believed that the intensity of BSC resource use would increase in the final
months of life, and that for some patients BSC immediately after radiological progression, BSC
use will be minimal due to the lack of symptoms.

The experts were also given the opportunity to add any other relevant information in an
optional question, to which some experts expressed the difficulty of defining “BSC” as it covers
a broad range of patient support, some of which is considered standard and would be
conducted in conjunction to systematic anti-cancer treatments prior to progression.

To summarise, the experts expressed that patient referral for BSC is an individualised decision
based on patient symptoms. Even fit and well patients who have not yet deteriorated, may be
referred to palliative care units to start planning later support. All patients will continue to have
regular reviews in order to monitor their disease progression irrespective of their level of
deterioration.



7. DISCUSSION

7.1 Overall survival

At ACM2, the company’s base case was based on a comparison of tebentafusp with
pembrolizumab in the PCP subgroup using survival data from the April 2022 data cut-off from
the IMCgp100-202 trial. The company preferred to use a piecewise modelling approach to
extrapolate survival for the tebentafusp arm, where the Kaplan-Meier estimate was used for
the first phase (up to 28 months) followed by a lognormal distribution to model the second
phase (from 28 months onwards). For the pembrolizumab arm, a standard parametric model
was used, the company preferred to use a Weibull distribution (non-piecewise approach). The
EAG presented two base case scenarios, both of which used standard parametric models and
did not adopt the piecewise approach. The EAG preferred to use the same parametric model
in both arms. In base case 1, the EAG used the generalised gamma distribution to model both
arms, and in base case 2 the EAG used the log-logistic model for both arms. The company
and EAG predicted OS probabilities at 8 years post-randomisation are shown in Table 2. The
most recent OS data (April 2024) for the ITT population can be found in Appendix 6: Overall
survival (April 2024 data cut) for intention to treat population

Question 1

1. Would patients start receiving BSC when they have progressed, irrespective of the level of
deterioration in their quality of life? For example: would a still well and fit patient with progressed
disease receive BSC? Please provide your answer along with relevant justification.

Expert Response

would aim to offer active treatment or clinical trial enrolment to fit and well
patients rather than best supportive care unless they were not suitable for
1 treatment

2 No, a fit patient would not be receiving resource as BSC

No - not if asymptomatic. Would be monitored fir deterioration and
3 signposted

No, if a patient had progressed but was asymptomatic | would not involve
the specialist palliative care team. | would signpost them that this may be
4 required in the future and practically what that may involve.

No - a fit and well patient would be for consideration of subsequent

therapy lines and this would mean either with the ongoing support from

their CNS/team or trials team rather than a BSC pathway. They may also

choose not to have treatment at this point and would also not be using

BSC resources if fit and well - they would continue to be able to access
5 psychological support from their CNS.

Best supportive care is a phrase to include any support that is not directly
about treating the cancer. All patients should be offered best supportive
care even if fit and well - however their care needs could be very little at
this stage. | would usually refer to the Palliative Care Team highlighting
the absence of physical symptoms but also the great uncertainty and the
poor prognosis. They are very likely to be offered formal or informal
psychological support, plus practical help with eg finances, advanced
care planning etc. It is essential the patient does not feel 'abandoned' just
because there is no specific anti-cancer treatment for them. It is also
important that it is clear who has overall responsibility for their care. This
may continue to rest with Oncology (most likely, particularly if they are
well, as they are likely to find ongoing monitoring helpful to give insight
into the pace of the disease) or be officially taken over by the Palliative
Care Team, or revert to the GP with facilitated rapid access back to either
6 team in the event of deterioration.



Question 2

10

11

12

This is not a binary yes/no question: all patients should receive BSC
either alone or in addition to SACT. It is not clear to me what your
underlying question actually is.

No, patients would receive BSC at the point of clinical need, indicated by
symptomatic deterioration in quality of life. This may not be the case at
the point of disease progression, a parameter identified radiologically.

Yes- an offer of BSC forms background support for all patients but the
degree of support required may be minimal in the earlier stages of
progression

When patients' radiologically progressed and if there is no further active
treatment available, ,these patients are started on BSC, which involves
informing community services (district nurses, McMillan nurses, GP,etc)
and introducing their service to these patient.This also means their in-
hospital treatment will be tailored to their needs.(Palliative team
review,psychological services ,etc)

However,If the patient is fit-enough, they usually do not use these
services until they feel the need for help. Whole point of starting the
patient on BSC when they progressed, is to make sure these services are
in-place for them, as and when the necessity arises.

Yes, we aim to refer patients at the point of progression to community
palliative care to start building BSC support - even if the pt is fit, its
important to start building relationships and the duration of time the pt
may remain fit is v unpredictable but generally short. The term 'BSC'
covers a very wide range of support, from low level advice, sign posting
and safety netting, to major 24 hour end of life care, which | suspect is
part of the problem when trying to allocate costs. The intensity of costs
will be particularly high in the last 1-3 months of life.

Yes, they will receive regular review and any intervention needed. It's

unclear what is meant by BSC but this will include regular review and

probably regular scans. when patients become symptomatic, they will
have further symptomatic treatment e.g. steroids and analgesia. The cost
of this will not be the same for every patient and will change with time
within a patient group.

2. Would the sub-population of longer-term survivors be receiving BSC after progression? If yes,
how long after progression would they begin receiving BSC and on average, how long for? Please
provide your answer along with relevant justification.

Expert

5

Response

best supportive care is aimed at controlling symptoms and optimising
quality of life, the duration of BSC would need to be individualised
depending on presence/ absence of symptoms. It is likely that those with
progression would need ongoing BSC until death from disease or the
development of a suitable treatment for them

Thye would recieve BSC when they had symptoms needing palliation,
however this can be for a number of months, depending on rate of
progression

No, for reasons as above, not until symptoms

No, not unless they had complex symptoms requiring additional support.
Most of the patients achieving long term survival after progression have
been asymptomatic and well.

This is an answer which is almost impossible to give with any accuracy
due to the very variable disease course in patients who have longer term
survival, particularly those who have response to any subsequent therapy.



Patients may go on being well for months/years post an initial progression
of disease and not require any access to BSC type resources. Often
patients do not wish to access BSC resources until they have specific
issues requiring input and this is a very individual factor. Average time on
BSC for this group can also be very variable and | do not think its possible
to give an accurate frame for this - but probably around 3-6 months.

Radiological progression does not necessarily correlate with survival for
patients treated with Tebentafasup. Therefore formally moving onto BSC
(and involvement of the Palliative Care Team) requires case-by-case
assessment and is unlikely to be suitable for everyone. If a patient is
clinically well, tolerating treatment and has no significant cancer-related
symptoms then even with progression on scan, they are more likely to
continue under the care of the Oncology Team and remain on
Tebentafusp. If a patient is progressing clinically or symptomatically, then
they would move onto BSC and this is likely to be needed for 3-6 months
6 usually.

This and the previous question makes be wonder whether you mean
7 something other than literal Best Supportive Care.

Yes, at least a proportion of this sub-population would receive BSC after

progression. From experience the sub-population of longer-term survivors

would however receive BSC at a later time point following disease

progression, as it is more likely for them to remain asymptomatic, or

minimally symptomatic, with preserved quality of life, for a longer period of

time. A small proportion may not require BSC. | do not feel able to put an
8 average time on this, given the small patient numbers.

Yes- an offer of BSC forms background support for all patients including

long term survivors but the degree of support required may be minimal

until the more advanced symptomatic stage which may be a short number
9 of years after progression

The answer is Yes, and all patients start on BSC after the progression. In
my experience these patients access these services when they are
clinically deteriorating . On average they receive BSC for the final 3-4

10 months of their lives.

These are rare patients. The fact that they have progressed brings with it

much angst and few patients are symptom-free, to they will likely be

referred for BSC alongside also maintaining their secondary care team
11 links

The answer is as for 1 above. Patients with progressive disease will have
ongoing review. Some will be asymptomatic for a period of time, others
12 will have symptoms, but they will have regular review.

Question 3

3. Would the rest of the population (i.e. non-long-term survivors) receive BSC after progression? If
yes, how long after progression would they begin receiving BSC and on average, how long for?
Please provide your answer along with relevant justification.

Expert Response
1 yes probably 6-12 months
2 Yes, see answer above

3 Yes around 6 months

BSC in the face of symptomatic progression is generally required for a
4 short period time perhaps weeks to short months prior to death.



This population tend to have more rapidly progressive disease - start
BSC at the point of progression often and are using the resources for
5 around 3 months on average.

Patients with confirmed progression with no options for treatment of their
ocular melanoma would move onto BSC. | would usually arrange this at
the point at which progression is confirmed, if | had not arranged it in
advance. On average they are likely to receive this for 3-6 months but

6 there is significant variability.

7 Sorry, makes no sense.

Yes, the non-long term survivors would receive BSC after progression. By
definition, if survival is shorter, the disease is likely to behave more
aggressively and therefore result in clinical symptoms and an associated
deterioration in quality of life much sooner. It is difficult to be precise
regarding when BSC would be required, but it is likely to be within days to
weeks of disease progression and continue for a short number of months
8 (2-4).
Yes. BSC initiated at the point of progression and duration would be for
9 the anticipated life expectancy (median 9-12 months)

Yes they will, and these patients will be started on BSC on noticing
radiological progression.
At this point, some of these patients already show clinical signs of
disease progression and more likely to receive BSC almost immediately.
Rest of the cases start to deteriorate in few weeks, after the radiological
progression is noticed and to start using the services.

10 These patients usually receive BSC for around 2-3 months.

11 Yes - immediately and might be 3-4 months on average.

12 Yes, as for above.



Appendix 6: Overall survival (April 2024 data cut) for intention to treat population for reference.

Table 2: Company and EAG predicted 8-year OS probabilities using the April 2022 DCO,
PCP subgroup data

Precited 8-year OS probability
Tebentafusp-PCP Pembrolizumab
Company 0.199 0.006
EAG (generalised gamma) 0.043 0.044
EAG (log-logistic) 0.076 0.062

Abbreviations: EAG, External Assessment Group; OS, overall survival; DCO, data cut-off, PCP, pre-choice
pembrolizumab.

The experts from both workshops expressed the same opinions around factors that may
contribute to decreasing or increasing hazards of death for the modelled patient groups. No
contradicting opinions were observed. The plausible ranges for survival proportions at 8 years
elicited from the two workshops are consistent with each other. For instance, both groups
believed it not to be plausible that the 8-year OS probability would be less than 0.03/0.04 for
the tebentafusp-PCP arm and 0.02/0.03 for the pembrolizumab arm. Similarly, it was not
considered plausible that the 8-year OS probability would exceed 0.2 for the tebentafusp-PCP
arm and 0.19 for the pembrolizumab arm.

The face-to-face group was generally more optimistic than the online group for both treatment
arms, despite the overall plausible ranges elicited being similar to those from the online group.
This was reflected by the medians of the RIO distributions. The RIO medians for the
tebentafusp-PCP arm for the face-to-face and online workshops were 0.13 and 0.10,
respectively and the RIO medians for the pembrolizumab arm were 0.09 and 0.07,
respectively.

7.2 BSC resource use

The company and EAG used different approaches to apply BSC associated costs within the
economic model used in TA ID1441. The company based their approach on the study by
McKendrick et al. 2016,%8 and implemented BSC costs as a one-off cost equating to the costs
associated with 4-months BSC resource use. This approach applies BSC costs in a way that
is independent of the amount of time spent within the progressed disease state. In contrast,
the EAG applied BSC costs as a monthly cost, such that they are dependent on the amount
of time spent in the progressed disease state. The company included end-of-life costs within
the model, but the EAG, in response to company concerns around double counting, removed
these costs from their model.

Generally, there were mixed views from experts on the allocation of BSC use at the time of
radiological progression. The experts highlighted that the difference in BSC resource use
would be according to patient symptomatic status. Patients who exhibit symptoms associated
with progression would require palliative care and further monitoring, whereas those who are
asymptomatic would be monitored for deterioration and the development of progression-
associated symptoms but otherwise may not receive other aspects of BSC. Some experts did
highlight that all patients (irrespective of their symptomatic status) would be referred to
community palliative care units to start building relationships and planning long-term care
regimes.

With reference to long-term surviving patients, the experts also highlighted that BSC resource
use is largely based on the presented symptoms of patients. The remaining patients (non-
long-term survivors) were generally expected to receive BSC after progression, however this



would still be dependent on their symptomatic status. The experts expressed that the duration
that BSC would be provided for would be correlated with the severity/complexity of symptoms
presented at progression.
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APPENDIX 2:

EXPERTS’

EXPERTISE AREA AND

DECLARATION OF CONFLICTS OF INTEREST

Online elicitation workshop for overall survival

Expert name

Expertise Area

Conflicts of interest

Dr Jenny Nobes

Consultant Oncologist since
2010.

(Norfolk and Norwich University
Hospital)

Received honorarium May 2023
from Immunocore for talk at
Melanoma Focus meeting.

Dr Bode Oladipo

Consultant Medical Oncologist
treating melanoma including
uveal. 12.5 years experience.
(Belfast Health and Social Care
trust)

Received honorarium for
participation in advisory board
and educational meetings from
both Merck Sharp & Dohme and
Bristol-Myers Squibb. Involved
in the national tebentafusp
expanded access programme.

Undertake surveillance for a
larger cohort of uveal melanoma
patients. (Royal Devon University
Hospitals NHS Trust)

Dr Lalit Pallan Consultant Medical Oncologist, Received speaker fees from
specialising in Melanoma. In post | Bristol-Myers Squibb.
since 2020. See patients with Pl on Immunocore clinical trial in
high risk of primary uveal cutaneous melanoma — ongoing
melanoma to co-ordinate follow (MEL-203).
up and screening investigations
for metastatic disease.
(University Hospitals Birmingham
NHS FT)

Dr Kate Scatchard | 13 years of experience. None

Dr Patricio Serra

Consultant Medical Oncologist,
experience in the field of
melanoma for over 8 years.
Experience with patients with
melanoma, cutaneous, mucosal
and uveal in the early stages and
advanced stages of cancer.
Specialist Skin Multi-disciplinary
team (SSMDT) chair where the
management of melanoma cases
are discussed.

(The Christie NHS Foundation
Trust)

Fees received as Speaker for
Bristol-Myers Squibb.

Dr Heather Shaw

Consultant medical oncologist
treating melanoma and skin
cancers with a specific interest in
UM. Consultant for 7 years.
Currently the National
Coordinating Investigator for two
clinical trials with a specific focus
on UM. A contributing oncologist
to national UM guidelines.
Treated many patients with

Provided speaker services,
advisory board input and has
run/ is running clinical trials for
Bristol-Myers Squibb,
Immunocore, Merck Sharp &
Dohme. No involvement in any
advisory meetings on the
current appraisal to date
(ID1441).




tebentafusp (and with its cousin
molecule in development) and
have significant experience of the
clinical pathway these patients
follow.

(University College London
Hospitals and Mount Vernon
Cancer Centre)

Registered practitioner on
previously available tebentafusp
EAP in UK (now closed).
National Coordinating
Investigator for F106C Phase |
study (multiple tumour types)
and Principal Investigator on
PRISM-301 (cutaneous
melanoma), steering committee
member for TebeAM (cutaneous
melanoma).

Face-to-face elicitation workshop for overall survival

Expert name

Expertise Area

Conflicts of interest

Dr Clare Barlow

Medical Oncology consultant.
Immunotherapy Service Lead
for SFT. Provides liver
surveillance for high risk
ocular melanoma patients
and treatment for metastatic
disease for almost 15 years
(since July 2009).

(Somerset Foundation Trust)

Sponsorship for educational
meetings/Advisory Board
honoraria/speaker fees
Merck Sharpe Dohme and
Bristol Myers Squibb.

Dr Steve Nicholson

Consultant oncologist with
responsibility for
management of melanoma
(cutaneous & non-cutaneous)
and rare urological
malignancy (testis, penis,
renal). 22 years experience
managing melanoma at
consultant level.

(Mid & South Essex NHS
Foundation Trust)

None

Dr Miranda Payne

Consultant Medical
Oncologist specialising in
melanoma for the last 10
years.

(Oxford University Hospitals
NHS Foundation Trust)

Speaker fees and funding to
attend conferences from Bristol-
Myers Squibb and Merck Sharp
& Dohme.

Dr Rachel Plant Consultant Medical None
Oncologist with interest in
melanoma for 5 years.
(University Hospital Dorset)

Dr Dulani Ranatunge | Consultant Medical Oncologist. | None

Manages skin cancers,
specialising in melanoma
including uveal melanoma for
6 years.

(Queens Center for
Oncology, Hull University
teaching Hospital)




Healthcare resource use online survey

Expert name

Expertise Area

Conflicts of interest

Dr Clare Barlow

Medical Oncology consultant.
Immunotherapy Service Lead
for SFT. Provides liver
surveillance for high risk
ocular melanoma patients
and treatment for metastatic
disease for almost 15 years
(since July 2009).

(Somerset Foundation Trust)

Sponsorship for educational
meetings/Advisory Board
honoraria/speaker fees
Merck Sharpe Dohme and
Bristol Myers Squibb.

Dr Pippa Corrie

Consultant medical oncologist,
>25 years experience.
(Cambridge University Hospitals
NHS Foundation Trust)

Previously conducted the phase
| and Il trials evaluating
tebentafusp.

Professor Paul
Lorigan

Consultant oncologist
specialising in melanoma > 20
years.

(University of Manchester and
Christie NHS Foundation Trust)

Paid speaker for Bristol-Myers
Squibb and Merck Sharp &
Dohme.

Dr Steve Nicholson

Consultant oncologist with
responsibility for
management of melanoma
(cutaneous & non-cutaneous)
and rare urological
malignancy (testis, penis,
renal). 22 years experience
managing melanoma at
consultant level.

(Mid & South Essex NHS
Foundation Trust)

None

Dr Jenny Nobes

Consultant Oncologist since
2010.

(Norfolk and Norwich University
Hospital)

Received honorarium May 2023
from Immunocore for talk at
Melanoma Focus meeting.

Dr Bode Oladipo

Consultant Medical Oncologist
treating melanoma including
uveal. 12.5 years experience.
(Belfast Health and Social Care
trust)

Received honorarium for
participation in advisory board
and educational meetings from
both Merck Sharp & Dohme and
Bristol-Myers Squibb. Involved
in the national tebentafusp
expanded access programme.

Dr Miranda Payne

Consultant Medical
Oncologist specialising in
melanoma for the last 10
years.

(Oxford University Hospitals
NHS Foundation Trust)

Speaker fees and funding to
attend conferences from Bristol-
Myers Squibb and Merck Sharp
& Dohme.

Dr Rachel Plant

Consultant Medical
Oncologist with interest in
melanoma for 5 years.
(University Hospital Dorset)

None

Professor Ruth
Plummer

Experience in systemic
therapies for all types of

Participation in educational
meetings for Bristol-Myers




melanoma and has led the
practice for ~20 years.
(Newcastle University and
Newcastle Hospitals NHS
Foundation Trust)

Squibb and Merck Sharp &
Dohme and conference travel
funding from both of the above.

Dr Dulani
Ranatunge

Consultant Medical Oncologist.
Manages skin cancers,
specialising in melanoma
including uveal melanoma for 6
years.

(Queens Center for

Oncology, Hull University
teaching Hospital)

None

Dr Kate Scatchard

13 years of experience.
Undertake surveillance for a
larger cohort of uveal melanoma
patients. (Royal Devon
University Hospitals NHS Trust)

None

Dr Heather Shaw

Consultant medical oncologist
treating melanoma and skin
cancers with a specific interest
in UM. Consultant for 7 years.
Currently the National
Coordinating Investigator for two
clinical trials with a specific
focus on UM. A contributing
oncologist to national UM
guidelines. Treated many
patients with tebentafusp (and
with its cousin molecule in
development) and have
significant experience of the
clinical pathway these patients
follow.

(University College London
Hospitals and Mount Vernon
Cancer Centre)

Provided speaker services,
advisory board input and has
run/ is running clinical trials for
Bristol-Myers Squibb,
Immunocore, Merck Sharp &
Dohme. No involvement in any
advisory meetings on the
current appraisal to date
(ID1441).

Registered practitioner on
previously available tebentafusp
EAP in UK (now closed).
National Coordinating
Investigator for F106C Phase |
study (multiple tumour types)
and Principal Investigator on
PRISM-301 (cutaneous
melanoma), steering committee
member for TebeAM (cutaneous
melanoma).




APPENDIX 3: SCOPING SEARCH FOR EVIDENCE DOSSIER

Search 1: TEBENTAFUSP
Embase 1974 to 2024 Week 04

# Searches Results
1 | (tebentafusp or kimmtrak or IMCgp100).mp. 290
2 | (long-term or "long term").tw. 1398117
3 | ((extrapolat® or probabilit*) adj3 survival).tw. 20420
412o0r3 1415111
5]11and 4 19
6 |1and?2 19

Search 2: PEMBROLIZUMAB

Embase 1974 to 2024 Week 04
# Searches Results
1 | (pembrolizumab or lambrolizumab or Keytruda or MK-3475 or MK3475 or | 41666

MK 3475 or LO1XC18).mp.
2 | (advance® or metasta* or recurr* or unresect*).mp. 3477419
3 | exp eye tumor/ or exp melanoma/ or exp uvea tumor/ or exp choroid 239923
tumor/

4 | melanoma.mp. 255058
5 | exp eye/ or exp uvea/ or exp iris/ or exp choroid/ 468053
6 | (uvea or ocular or iris or choroid or eye).tw. 525785
7 | (3or4)and(5or6) 26551
8 |1and2and7 211
9 [ (long-term or "long term").tw. 1398117
10 | ((extrapolat® or probabilit*) adj3 survival).tw. 20420
11 {9 or 10 1415111
12 | 8 and 11 15



http://melanoma.mp/

APPENDIX 4: BSC SURVEY BACKGROUND PROVIDED TO
EXPERTS

The text below is that which was provided to experts completing the BSC online survey.

Expert consultation for NICE TA for tebentafusp for uveal melanoma (ID1441) - best
supportive care (BSC) resource use

We are aiming to obtain your opinions on the health care resources consumed by people with
advanced uveal melanoma (UM) after disease progression.

The company that sponsored the tebentafusp evidence submission to NICE consulted with
two UK clinicians to identify the mainstay activities for the management of advanced UM
patients. Resources associated with brain/bone metastases and radiotherapy were deemed
irrelevant within best supportive care (BSC). Resources related to management of liver
metastases and consultations with ophthalmic surgeons were deemed relevant. In the
company submission BSC resources were broadly described to include:

o medical consultations (medical oncologist consultation, oncology nurse visit, GP
consultation, psychology specialist consultation, surgeon consultation),

¢ hospital visits (inpatient stay [oncology/general ward], emergency department visit, day
hospital visit, ophthalmic surgeon consultation),

e procedures (surgical intervention).

During the NICE appraisal for tebentafusp, different approaches were used to apply BSC
associated costs within the economic model. The assumptions preferred by the manufacturer
of tebentafusp and those preferred by the External Assessment Group (EAG) are outlined
below:

Company: based their approach on the study by McKendrick et al. 20162, where BSC is
shown to be provided for an average of 4 months for patients with metastatic melanoma.
Based on this, the entire cohort of patients within the trial is assumed to receive BSC for an
average of 4 months. Within the model, the costs associated with BSC are applied as a one-
off cost at the point of progression of patients. This approach applies the one-off 4-month BSC
cost to all progressed patients, irrespective of how long they then spend within the progressed
state. The company also include end-of-life costs to reflect the additional management of
patients within the final year of life.

EAG: believe that costs associated with BSC would be dependent on the time between
progression and death and therefore opted to apply BSC costs monthly to reflect this. In
response to company concerns of double-counting of end-of-life costs through the
implementation of monthly BSC costs, the EAG removed end-of-life costs from the model.

Note: at the second NICE committee meeting, the EAG were no longer able to implement their
preferred application of BSC costs due to changes to the model. The impact of the EAG
preferred application of BSC costs on the incremental cost effectiveness ratio (ICER) is
therefore uncertain.

We would like you to answer the following three questions, using your own experience in
treating patients with advanced UM as a reference. If you would like to provide any further
comments please add these to the optional last question. For any queries regarding this
survey please contact the project lead Kate Ren (s.ren@sheffield.ac.uk).



We are striving to make our work transparent and so would like to highlight that we aim to
include all participants’ names, affiliations, high-level descriptions of expertise and conflicts of
interest within any subsequent reports/publications, as outlined in the consent form.

Thank you for your participation.



APPENDIX 5: HEALTHCARE RESOURCES USE SURVEY

RESPONSE

Question 1

1. Would patients start receiving BSC when they have progressed, irrespective of the level of
deterioration in their quality of life? For example: would a still well and fit patient with progressed
disease receive BSC? Please provide your answer along with relevant justification.

Expert

Response

would aim to offer active treatment or clinical trial enrolment to fit and well
patients rather than best supportive care unless they were not suitable for
treatment

No, a fit patient would not be receiving resource as BSC

No - not if asymptomatic. Would be monitored fir deterioration and
signposted

No, if a patient had progressed but was asymptomatic | would not involve
the specialist palliative care team. | would signpost them that this may be
required in the future and practically what that may involve.

No - a fit and well patient would be for consideration of subsequent
therapy lines and this would mean either with the ongoing support from
their CNS/team or trials team rather than a BSC pathway. They may also
choose not to have treatment at this point and would also not be using
BSC resources if fit and well - they would continue to be able to access
psychological support from their CNS.

Best supportive care is a phrase to include any support that is not directly
about treating the cancer. All patients should be offered best supportive
care even if fit and well - however their care needs could be very little at
this stage. | would usually refer to the Palliative Care Team highlighting
the absence of physical symptoms but also the great uncertainty and the
poor prognosis. They are very likely to be offered formal or informal
psychological support, plus practical help with eg finances, advanced
care planning etc. It is essential the patient does not feel 'abandoned' just
because there is no specific anti-cancer treatment for them. It is also
important that it is clear who has overall responsibility for their care. This
may continue to rest with Oncology (most likely, particularly if they are
well, as they are likely to find ongoing monitoring helpful to give insight
into the pace of the disease) or be officially taken over by the Palliative
Care Team, or revert to the GP with facilitated rapid access back to either

6 team in the event of deterioration.

This is not a binary yes/no question: all patients should receive BSC
either alone or in addition to SACT. It is not clear to me what your

7 underlying question actually is.

No, patients would receive BSC at the point of clinical need, indicated by
symptomatic deterioration in quality of life. This may not be the case at

8 the point of disease progression, a parameter identified radiologically.

Yes- an offer of BSC forms background support for all patients but the
degree of support required may be minimal in the earlier stages of

9 progression

When patients' radiologically progressed and if there is no further active
treatment available, ,these patients are started on BSC, which involves
informing community services (district nurses, McMillan nurses, GP,etc)
and introducing their service to these patient.This also means their in-
hospital treatment will be tailored to their needs.(Palliative team
review,psychological services ,etc)

10 However,If the patient is fit-enough, they usually do not use these



Question 2

11

services until they feel the need for help. Whole point of starting the
patient on BSC when they progressed, is to make sure these services are
in-place for them, as and when the necessity arises.

Yes, we aim to refer patients at the point of progression to community
palliative care to start building BSC support - even if the pt is fit, its
important to start building relationships and the duration of time the pt
may remain fit is v unpredictable but generally short. The term 'BSC'
covers a very wide range of support, from low level advice, sign posting
and safety netting, to major 24 hour end of life care, which | suspect is
part of the problem when trying to allocate costs. The intensity of costs
will be particularly high in the last 1-3 months of life.

Yes, they will receive regular review and any intervention needed. It's
unclear what is meant by BSC but this will include regular review and
probably regular scans. when patients become symptomatic, they will
have further symptomatic treatment e.g. steroids and analgesia. The cost
of this will not be the same for every patient and will change with time

12 within a patient group.

2. Would the sub-population of longer-term survivors be receiving BSC after progression? If yes,
how long after progression would they begin receiving BSC and on average, how long for? Please
provide your answer along with relevant justification.

Expert

6

Response

best supportive care is aimed at controlling symptoms and optimising
quality of life, the duration of BSC would need to be individualised
depending on presence/ absence of symptoms. It is likely that those with
progression would need ongoing BSC until death from disease or the
development of a suitable treatment for them

Thye would recieve BSC when they had symptoms needing palliation,
however this can be for a number of months, depending on rate of
progression

No, for reasons as above, not until symptoms

No, not unless they had complex symptoms requiring additional support.
Most of the patients achieving long term survival after progression have
been asymptomatic and well.

This is an answer which is almost impossible to give with any accuracy
due to the very variable disease course in patients who have longer term
survival, particularly those who have response to any subsequent therapy.
Patients may go on being well for months/years post an initial progression
of disease and not require any access to BSC type resources. Often
patients do not wish to access BSC resources until they have specific
issues requiring input and this is a very individual factor. Average time on
BSC for this group can also be very variable and | do not think its possible
to give an accurate frame for this - but probably around 3-6 months.

Radiological progression does not necessarily correlate with survival for
patients treated with Tebentafasup. Therefore formally moving onto BSC
(and involvement of the Palliative Care Team) requires case-by-case
assessment and is unlikely to be suitable for everyone. If a patient is
clinically well, tolerating treatment and has no significant cancer-related
symptoms then even with progression on scan, they are more likely to
continue under the care of the Oncology Team and remain on
Tebentafusp. If a patient is progressing clinically or symptomatically, then
they would move onto BSC and this is likely to be needed for 3-6 months
usually.



This and the previous question makes be wonder whether you mean
7 something other than literal Best Supportive Care.

Yes, at least a proportion of this sub-population would receive BSC after

progression. From experience the sub-population of longer-term survivors

would however receive BSC at a later time point following disease

progression, as it is more likely for them to remain asymptomatic, or

minimally symptomatic, with preserved quality of life, for a longer period of

time. A small proportion may not require BSC. | do not feel able to put an
8 average time on this, given the small patient numbers.

Yes- an offer of BSC forms background support for all patients including

long term survivors but the degree of support required may be minimal

until the more advanced symptomatic stage which may be a short number
9 of years after progression

The answer is Yes, and all patients start on BSC after the progression. In
my experience these patients access these services when they are
clinically deteriorating . On average they receive BSC for the final 3-4

10 months of their lives.

These are rare patients. The fact that they have progressed brings with it

much angst and few patients are symptom-free, to they will likely be

referred for BSC alongside also maintaining their secondary care team
11 links

The answer is as for 1 above. Patients with progressive disease will have
ongoing review. Some will be asymptomatic for a period of time, others
12 will have symptoms, but they will have regular review.

Question 3

3. Would the rest of the population (i.e. non-long-term survivors) receive BSC after progression? If
yes, how long after progression would they begin receiving BSC and on average, how long for?
Please provide your answer along with relevant justification.

Expert Response
1 yes probably 6-12 months
2 Yes, see answer above

3 Yes around 6 months

BSC in the face of symptomatic progression is generally required for a
4 short period time perhaps weeks to short months prior to death.

This population tend to have more rapidly progressive disease - start
BSC at the point of progression often and are using the resources for
5 around 3 months on average.

Patients with confirmed progression with no options for treatment of their
ocular melanoma would move onto BSC. | would usually arrange this at
the point at which progression is confirmed, if | had not arranged it in
advance. On average they are likely to receive this for 3-6 months but

6 there is significant variability.

7 Sorry, makes no sense.

Yes, the non-long term survivors would receive BSC after progression. By

definition, if survival is shorter, the disease is likely to behave more

aggressively and therefore result in clinical symptoms and an associated

deterioration in quality of life much sooner. It is difficult to be precise

regarding when BSC would be required, but it is likely to be within days to

weeks of disease progression and continue for a short number of months
8 (2-4).



Yes. BSC initiated at the point of progression and duration would be for
9 the anticipated life expectancy (median 9-12 months)

Yes they will, and these patients will be started on BSC on noticing
radiological progression.
At this point, some of these patients already show clinical signs of
disease progression and more likely to receive BSC almost immediately.
Rest of the cases start to deteriorate in few weeks, after the radiological
progression is noticed and to start using the services.

10 These patients usually receive BSC for around 2-3 months.

11 Yes - immediately and might be 3-4 months on average.

12 Yes, as for above.
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Abbreviations

ACM
DCO
ITT
HLA
PCP
PFS
0S
UM
TTD

Appraisal committee meeting

Data cut-off

Intention to treat

Human leukocyte antigen

Pre-choice pembrolizumab subgroup
Progression-free survival

Overall survival

Uveal melanoma

Time to treatment discontinuation

1 Technology appraisal (ID1441) overview

1.1

Prevalence of uveal melanoma in the UK
The proposed intervention, tebentafusp, is indicated for the treatment of patients with
advanced (unresectable or metastatic) UM who are HLA-A*02:01 positive.
The HLA-A*02:01 positive mutation is present in approximately 47% of the population
and it is estimated that approximately 100 patients per year will be eligible for the use
of tebentafusp.

1.2 Target population

1.3

1.4

The subgroup of patients who were pre-selected to receive pembrolizumab. This
subgroup is termed as the pre-choice pembrolizumab subgroup (PCP subgroup).

o AtACM1, it was concluded that pembrolizumab should be the key comparator
in this appraisal.

o The subgroup of patients who were pre-selected to receive pembrolizumab
was the population of interest. The two arms within this subgroup are referred
to as tebentafusp-PCP and pembrolizumab. This subgroup composed ~80%
of the original population.

o Note: randomisation was preserved as patients who were allocated
pembrolizumab (in a scenario where tebentafusp was not available) were
subsequently randomised for treatment with tebentafusp or pembrolizumab.

o For further details on the target population relevant to 1D1441 see the
supporting information in Section 5.1, eligibility criteria in Section 6.1 and the
publicly available project documents on the NICE project page.

o Assessments of demographic and baseline characteristics are presented in
Section 6.2.

Proposed intervention — tebentafusp
Tebentafusp is a novel immunotherapy and described as an Immune Mobilising
Monoclonal T cell receptor Against Cancer (ImmTAC®) drug.
The drug is a systemic treatment designed specifically for patients who are HLA-
A*02:01-positive. Tebentafusp directly targets uveal melanoma cells that express
gp100 protein presented by HLA-A*02:01 and recruits T-cells (and other immune-
associated cells) to destroy the UM cells.
For further details of tebentafusp and the mechanism of action, please refer to the
articles included in the appendix.

Pivotal trial
The pivotal trial was the open-label, phase 3 randomised controlled trial, IMCgp100-
202. More information on the pivotal trial and supporting trials can be found in Section
51.


https://www.nice.org.uk/guidance/indevelopment/gid-ta10428/documents
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o Treatment with tebentafusp was allowed beyond initial radiological
progression (according to specific criteria) and cross-over was later permitted
from the comparator arm to tebentafusp following a protocol amendment.
After the protocol amendment, 16 patients (14 from the PCP subgroup)
received tebentafusp post-progression from the comparator arm according to
the ‘cross-over’ criteria. An additional 8 patients from the PCP subgroup
received tebentafusp post-progression that did not fulfil the ‘cross-over’
criteria. Hence, 22 (21%) of the 103 patients from the PCP subgroup received
tebentafusp post-progression after the primary analysis and would likely have
a significant confounding effect on the OS estimates for subsequent data cuts
after the primary analysis.

o Treatment administration for tebentafusp and pembrolizumab is included in Section
6.3. For further details of the phase 3 and phase 1/2 trials using tebentafusp in
advanced UM, please see the included publications in Section 5.1.

1.5 Technology appraisal ID1441 background

o Two NICE appraisal committee meetings (ACMs) were held to discuss ID1441. The
draft final appraisal decision was that tebentafusp was not deemed to be cost-
effective and would not be recommended for the Cancer Drugs Fund.

o This decision was appealed by the Company (Immunocore) and the two relevant
patient groups. The upheld appeal points relevant to this elicitation workshop relate
to the un-addressed high level of uncertainty in the choice of overall survival (OS)
model extrapolation.

2 Quantities of interest

During this elicitation workshop, the primary aim is to elicit the long-term overall survival when
treating advanced/metastatic UM with tebentafusp and pembrolizumab, with associated
uncertainty at key timepoints for the PCP subgroup population of the IMCgp100-202 trial.

3 Evidence summary
To make the judgements on long-term survival, data from the pivotal trial (IMCgp100-202)
using the most recent data cut-off (DCO) (June 2023) are presented, Section 4.

Supporting documents including earlier data from IMCgp100-202 and earlier phase trials for
tebentafusp and external evidence on the survival when treating with other interventions are
included in Section 5.

Given that tebentafusp is a comparatively new treatment, we have also included more
detailed background of the trial eligibility criteria, population baseline characteristics,
treatment administration and additional progression-free survival (PFS) and time to treatment
discontinuation (TTD) data in Appendix A. Further general information regarding the
mechanism of action of tebentafusp is included in Appendix B.

4 Survival data: IMCgp100-202 trial PCP subgroup

The Kaplan-Meier curve, using the June DCO, for overall survival in the PCP subgroup is
shown in Figure 1. Supporting PFS and TTD Kaplan-Meier curves are presented in Section
6.4 and 6.5 respectively. Note that for PFS, the data are presented for the ITT group using
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the August 2021 DCO, and for TTD the data are presented for the PCP subgroup using the
April 2022 DCO.

Figure 1: Kaplan-Meier estimate of overall survival for study IMCgp100-202 using the June
2023 data cut-off. There is relatively high censoring toward the end of the Kaplan-Meier. Also
note that there is some cross-over from the pembrolizumab arm to the tebentafusp arm, as
outlined in Section 1.3.

5 Supporting information
5.1 Trial evidence

IMCgp100-202 ITT (latest data cut-off June 2023)

e Most-recent publication of the IMCgp100-202
trial, includes 3-year OS for ITT population.

e Population is systemic treatment-naive.

o Safety results/assessment presented.

e Supports long-term efficacy of tebentafusp.

Resource Description Link to document
Hassel et Three-Year Overall Survival with Tebentafusp in
al. 20232 Metastatic Uveal Melanoma

A Overall Survival
100+
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Stratified hazard ratio for death,
0.68 (95% Cl, 0.54-0.87)

IMCgp100-202 ITT (earlier data cut-off) and earlier trials

e Primary phase 3 clinical trial results displaying
OS benefit for the ITT group.

e Population is systemic treatment-naive.

e Survival at 1 year reached, 73% in tebentafusp
and 59% in control group.

Resource Description Link to document
Nathan et Overall Survival Benefit with Tebentafusp in Metastatic
al. 20213 Uveal Melanoma
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A Overall Survival
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Carvajal et | Clinical and molecular response to tebentafusp in
al. 20224 previously treated patients with metastatic uveal

melanoma: a phase 2 trial

Multi-center, phase 1/2 single arm study of
tebentafusp.

Primary endpoint was objective response rate
based on RECIST criteria.

Discussion of adverse effects and toxicity, low
overall response rate, and improvement in OS.
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5.2 External evidence

Meta-analysis

Resource Description Link to document
Rantala et | Overall survival after treatment for metastatic uveal
al. 2019° melanoma: a systematic review and meta-analysis

e Meta-analysis to advance interpretation of OS as
an outcome.
Systematic review and meta-analysis using

patient level data.
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e Multiple modalities of treatment and compared to
reference modality — chemotherapy.

Modalities included — chemotherapy,
chemoimmunotherapy, hepatic intra-arterial
chemotherapy, transarterial chemoembolization, isolated
hepatic perfusion, check-point inhibitors, protein kinase
inhibitors, selective internal radiation therapy,
immunoembolization, immunosuppressant, liver-directed
thermotherapy, vaccine, surgery.

Khoja et
al. 2019°

Meta-analysis in metastatic uveal melanoma to
determine progression free and overall survival
benchmarks: an international rare cancers initiative
(IRCI) ocular melanoma study

e Meta-analysis using patient level data to help
determine benchmarks of PFS and OS.

e Study of covariates associated with shorter PFS.
Multiple types of treatments included - anti-
angiogenic, chemotherapy, immunotherapy,
kinases, liver directed.

Data for tebentafusp and other interventions

uveal melanoma? A comparative efficacy analysis with
population adjustment
e Indirect comparisons of tebentafusp OS and PFS
with combined immune checkpoint blockade
therapies.
e Shows benefit in OS when treating with
tebentafusp

Resource Description Link to document
Petzold et Is tebentafusp superior to combined immune checkpoint
al. 2023’ blockade and other systemic treatments in metastatic
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Piulats et
al. 20248

Overall survival from tebentafusp versus nivolumab plus
ipilimumab in first-line metastatic uveal melanoma: a
propensity score-weighted analysis

Uses propensity scoring methods to compare

tebentafusp or pembrolizumab with nivolumab

plus ipilimumab.

Shows benefit in OS when treating with
tebentafusp.
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Orloff et al. | Effect of subsequent therapies including checkpoint
2023° inhibitors on overall survival in a phase Ill randomized
trial of tebentafusp in first-line metastatic uveal
melanoma: Long-term follow-up
e Conference abstract outlining the statistical
assessment of subsequent therapies.
¢ OS benefit of tebentafusp was shown to be due to
tebentafusp not due to subsequent therapies.

Data for other interventions

Resource Description Link to document

Wolchok et | Long-Term Outcomes With Nivolumab Plus Ipilimumab or
al. 20221° Nivolumab Alone Versus Ipilimumab in Patients With
Advanced Melanoma
e 6.5-year efficacy report of nivolumab + ipilimumab
and nivolumab alone versus ipilimumab.
e Data from the phase 3 CheckMate 067 trial.
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Piulats et Nivolumab Plus Ipilimumab for Treatment-Naive

al. 2021 Metastatic Uveal Melanoma: An Open-Label, Multicenter,
Phase Il Trial by the Spanish Multidisciplinary Melanoma
Group (GEM-1402)

e Presents the efficacy of nivolumab + ipilimumab
as a first line therapy with respect to the 12-month
OS.

o Target population includes patients who are not
eligible for liver resection.

e Modest improvement in OS shown over historical

Rantala et | Metastatic uveal melanoma managed with best
al. 20202 supportive care

o Retrospective cohort study assessing population-
based OS.

o Eligible patients had previously validated
prognostic stages of advanced UM patients who
had not been treated for advanced UM prior to
receiving BSC.

e Provides historical data for comparisons to
actively treated patients.

Bol et al. Real-World Impact of Immune Checkpoint Inhibitors in
2019 Metastatic Uveal Melanoma

e Analysis of survival before and after the first
approval of immune checkpoint inhibitors for the
treatment of metastatic UM.

e Partial response to first-line treatment was
observed, plus an improvement in median OS.

Heppt et al. | Combined immune checkpoint blockade for metastatic
2019" uveal melanoma: a retrospective, multi-center study

e Assessment of combined checkpoint blockade
therapy with respect to PFS and OS and
response rates.

Rossi et al. | Pembrolizumab as first-line treatment for metastatic
2019 uveal melanoma

e Prospective observational cohort single arm
study.

¢ Investigation of efficacy and safety of
pembrolizumab as first-line therapy.

e Median OS not reached.

e Pembrolizumab is not significantly different
compared to other treatments.

e Forresponding patients, pembrolizumab does
provide good disease control.
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Schadendor
f et al.
2015

Pooled Analysis of Long-Term Survival Data From Phase
Il and Phase Il Trials of Ipilimumab in Unresectable or
Metastatic Melanoma

Pooled analysis of OS from 10 prospective and 2
retrospective studies of ipilimumab for advanced
melanoma.

At the time, this was the largest analysis of OS for
ipilimumab treated advanced melanoma patients.
Showed potential plateau in survival curve at
approximately 3 years.

Only 3/12 studies were exclusively treatment
naive patients, and uveal melanoma patients
were only included in the expanded access
programme which was not included in the main
analysis.
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6 Appendix A: IMCgp100-202 trial information
6.1 Eligibility criteria
6.1.1 Inclusion criteria

1. Male or female patients aged =18 years of age at the time of informed consent
2. Ability to provide and understand written informed consent prior to any study
procedures
3. Histologically or cytologically confirmed metastatic UM
4. Had to meet the following criteria related to prior treatment:
. No prior systemic therapy in the metastatic or advanced setting including
chemotherapy, immunotherapy, or targeted therapy
. No prior regional liver-directed therapy, including chemotherapy, radiotherapy,
or embolisation
. Prior surgical resection of oligometastatic disease was allowed
. Prior neoadjuvant or adjuvant therapy was allowed provided administered in

the curative setting in patients with localised disease. Patients must not have
been retreated with an investigator’s choice therapy that was administered as
adjuvant or neoadjuvant treatment. Additionally, patients who received
nivolumab as prior adjuvant/neoadjuvant treatment should not have received
pembrolizumab as investigator’s choice therapy

HLA-A*02:01 positive by central assay

Life expectancy of > 3 months as estimated by the investigator

ECOG performance status score of O or 1 at screening

Patients had measurable or non-measurable disease according to RECIST v1.1

All other relevant medical conditions had to be well-managed and stable, in the

opinion of the investigator, for at least 28 days prior to first administration of study

drug

© N O

6.1.2 Exclusion criteria
Patient with any out-of-range laboratory values defined as:

1. Serum creatinine >1.5 x ULN and/or creatinine clearance <50 mL/minute

Total bilirubin >1.5 x ULN, except for patients with Gilbert's syndrome, who were
excluded if total bilirubin >3.0 x ULN or direct bilirubin >1.5 x ULN

Alanine aminotransferase >3 x ULN

Aspartate aminotransferase >3 x ULN

Absolute neutrophil count <1.0 x 109/L

Absolute lymphocyte count <0.5 x 109/L

Platelet count <75 x 109/L

Hemoglobin <8 g/dL

History of severe hypersensitivity reactions (e.g., anaphylaxis) to other biologic
drugs or monoclonal antibodies

10. Clinically significant cardiac disease or impaired cardiac function

A

©ooNO AW

6.2 Population baseline characteristics

6.2.1 Intention to treat (ITT)

Baseline characteristics according to tebentafusp and investigator’s choice were reported in
Nathan et al..3> Among all the patients who had undergone randomization, 36% had an LDH
level above the ULN, 5% had extrahepatic disease only, and the median time since the
primary diagnosis was 2.8 years, with no substantial difference between the groups in any of
these variables.?
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Table 1: Demographic and disease characteristics at baseline (ITT population) reproduced
from Nathan et al. 2021.

Tebentafusp Group Control Group

Characteristic (N=252) (N=126)
Median age (range) —yr 64 (23-92) 66 (25-88)
Male sex — no. (%) 128 (51) 62 (49)
Median time since primary diagnosis (range) — yr 3.0 (0.1-25) 2.4 (0.1-36)
ECOG performance-status score — no. (%)

0 192 (76) 85 (67)

1 49 (19) 31 (25)

2 0 1(1)

Data missing 11 (4) 9 (7)
Lactate dehydrogenase >ULN — no. (%) 90 (36) 46 (37)
Largest metastatic lesion — no. (%)%

=3.0 cm, stage M1a 139 (55) 70 (56)

3.1to 8.0 cm, stage M1b 92 (37) 46 (37)

=8.1 cm, stage M1c 21 (8) 10 (8)
Location of metastasis — no. (%)

Hepatic only 131 (52) 59 (47)

Extrahepatic only 9 (4) 10 (8)

Hepatic and extrahepatic 111 (44) 55 (44)

Data missing 1(<1) 2 (2)
Previous surgical therapy for metastatic disease — no. (%) 24 (10) 9(7)

* ULN denotes the upper limit of the normal range. Percentages may not sum to 100 because of rounding.
1 The Eastern Cooperative Oncology Group (ECOG) performance-status scale ranges from 0 to 5, with higher
scores indicating greater disability; a score of 0 indicates no symptoms, 1 mild symptoms, and 2 moderate
symptoms.

I Lesions were assessed with the use of the seventh edition of the Cancer Staging Manual of the American Joint
Committee on Cancer.

6.2.2 Stratified by pre-choice of therapy in the ITT population

In study IMCgp100-202, a higher proportion of patients pre-selected to receive dacarbazine
(both arms combined) had LDH level above the ULN, than patients preselected for
pembrolizumab, which is an important prognostic factor for metastatic uveal melanoma. The
inverse was evident for patients preselected for ipilimumab. A similar pattern was also evident
for tumour size. In summary, the prognostic variables for patients preselected for dacarbazine
or ipilimumab was different to patients pre-selected for pembrolizumab prior to
randomization.’

Table 2: Summary of baseline disease characteristics by investigator pre-choice of therapy
in the ITT population 04 April 20220 data cut-off.

Dacarbazine Ipilimumab Pembrolizumab
(N=20) (N=56) (N=302)

Baseline LDH

LDH =< ULN 250 U/L (n, %) |l [ ] |
LDH > ULN 250 U/L (n, %) ||l [ ] [ ]
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Dacarbazine
(N=20)

Ipilimumab
(N=56)

Pembrolizumab
(N=302)

n

Mean (SD)

Median

Min, Max

Baseline Largest Metastatic Lesion

<=3cm

3.1-8.0 cm

>=8.1 cm

n

Mean (SD)

Median

Min, Max

Baseline Largest Liver Lesion

<3cm

>=3cm

No liver lesion

n

Mean (SD)

Median

Min, Max

6.3 Treatment administration

6.3.1 Tebentafusp

April-2024

Tebentafusp was administered by IV transfusion following the intra-patient escalation
regimen. Patients received 20 uyg on C1D1, 30 ug on C1D8, and an escalated dose of 68 ug
on C1D15 and weekly thereafter. Due to the anticipated cytokine release-associated toxicity
with tebentafusp following the first three doses, patients were monitored for at least 16 hours
after dosing as an inpatient following the weekly doses on C1D1, C1D8, and C1D15. Use of
prophylactic steroids was not mandated.

6.3.2 Pembrolizumab

Pembrolizumab at the dosing regimen of 2 mg/kg up to a maximum of 200 mg or 200 mg
administered IV were approved locally given on Day 1 of each 21-day cycle. No extended
monitoring after dosing was required.

6.4 Progression-free survival (PFS)
Figure 2: Kaplan-Meier curve for PFES ITT group using DCO August 2021.
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6.5 Time to treatment discontinuation (TTD)
Figure 3: Kaplan-Meier estimate of TTD for study IMCgp100-202 PCP analysis using DCO
04 April 2022.

7 Appendix B: General background of tebentafusp and mechanism of action

Resource Description Link to document

Howlett et | Tebentafusp: a first-in-class treatment for metastatic

al. 2023"7 uveal melanoma

o Review article which focusses on the clinical
development of tebentafusp, the mechanism of
action and the resultant evolution of the
management of advanced UM.

Damato et | Tebentafusp: T Cell Redirection for the Treatment of

al. 20198 Metastatic Uveal Melanoma

¢ Overview of UM biology, the metastatic disease,
overview of immunotherapy and the general
mechanisms of action.

¢ Review of tebentafusp in clinical studies with OS
curves from earlier phase clinical studies.

Wang et al. | Tebentafusp: a novel drug for the treatment

2023 of metastatic uveal melanoma

¢ Review that summarises the pharmacodynamic
and pharmacokinetic profile, and the clinical
trials that have already been conducted to
assess tebentafusp efficacy.

Jager et al. | Nature Primer: Uveal melanoma

2020%° e Detailed description and review of uveal

melanoma including primary disease and

advanced/metastatic disease.
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1. BACKGOUND

Two NICE appraisal committee meetings (ACMs) were held to discuss NICE single technology
appraisal (TA) ID1441, tebentafusp for advanced uveal melanoma.” The draft final appraisal
decision was that tebentafusp was not deemed to be cost-effective and would not be
recommended for the Cancer Drugs Fund."

An appeal hearing was held on 20 October 2023, which was upheld on several points. All of
the upheld points related to the appeal panel's expectation that, faced with significant
uncertainty, the input of experts should be particularly important in informing the committee’s

judgements.

The aim of the elicitation workshop is to address one of the upheld appeal points relating to
the long-term overall survival (OS).

2. WORKSHOP INFORMATION

participants”

Date 23 April 2024
Format Face-to-face (10:00-15:15 including 1.5 hours training)
Expert Dr Clare Barlow (Somerset Foundation Trust)

Dr Steve Nicholson (Mid & South Essex NHS Foundation Trust)

Dr Miranda Payne (Oxford University Hospitals NHS Foundation
Trust)

Dr Rachel Plant (University Hospital Dorset)

Dr Dulani Ranatunge (Queens Center for Oncology, Hull University
Teaching Hospital)

Interest (Qol)

Chair Dr Kate (Shijie) Ren (University of Sheffield)
Facilitator Professor Jeremy Oakley (University of Sheffield)
Recorder Dr Jessica Forsyth (University of Sheffield)
Quantity of Qol 1

For the pre-choice pembrolizumab (PCP) subgroup population from
the IMCgp100-202 trial in the tebentafusp arm, the proportion of
patients, expressed as a number per 1000, who are still alive at year
8 after randomisation.

Qol 2

For the pre-choice pembrolizumab (PCP) subgroup population from
the IMCgp100-202 trial in the pembrolizumab arm (excluding
effect of tebentafusp as a subsequent treatment), the proportion
of patients, expressed as a number per 1000, who are still alive at
year 8 after randomisation.

Elicitation
protocol

The Sheffield Elicitation Framework (SHELF)?

* Note: expertise and declaration of conflicts of interest are presented in Appendix 1.
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3. MOTIVATION AND TRAINING

Experts were given a presentation on the background of the project and the motivation for
using probability distributions to represent uncertainty. Experts received training on general
probability elicitation, biases in probability judgements, and survival extrapolation including
survivor and hazard functions and their qualitative interpretation. A practice exercise on
eliciting long-term survival data for lung cancer patients who quit smoking was carried out.

4. EVIDENCE

An Evidence Dossier was compiled,® which included the following data from the IMCgp100-
202 trial for both the tebentafusp and pembrolizumab arm:

e Baseline characteristics

e OS for the PCP subgroup (June 2023)

o Time to treatment discontinuation (TTD) for the PCP subgroup (April 2022)

e Progression-free survival (PFS) for the intention to treat (ITT) group (August 2021)

The Evidence Dossier also included the following supporting documents:
¢ IMCgp100-202 trial evidence
o Hassel et al. 2023*
o Nathan et al. 2021°
e [MCgp100-102 trial evidence
o Carvajal et al. 20225
e External evidence
o Meta-analysis: Rantala et al. 20197, Khoja et al. 20198
o Data for tebentafusp: Petzold et al. 2023°, Piulats et al. 2023'°, Orloff et al.
2023""
o Data for other interventions: Wolchok et al. 2022'?, Piulats et al. 20213,
Rantala et al. 20204, Bol et al. 2019'°, Heppt et al. 20196, Rossi et al. 2019"7,
Schadendorf et al. 20158

Following clarification recommendations from the online workshop,'® information regarding
patient transfer onto the expanded access program (EAP)/commercial product was presented
to the experts. The company’s response to the clarification question can be found in Appendix
2: Company response to EAP/commercial product queries and is summarised below.

e Patients were censored for analysis of treatment discontinuation when the study was
closed, i.e. censored when they were switched to either commercial product or the
EAP.

e Patients continued to be followed up for OS. OS data for patients in Germany were
lost to follow up due to ‘sponsor ended study’ and were censored for the analysis of
OS at the time the study closed. The time points for censoring of OS for the 12 patients
from the tebentafusp arm were between 27.5 and 49 months.

The experts sought clarification on the subsequent treatments received by patients after
discontinuation of tebentafusp or pembrolizumab and stated that this was not presented in the
Evidence Dossier and should be highlighted in subsequent reports.



The elicitation team advised that patients were able to receive subsequent treatments
following tebentafusp or pembrolizumab and re-iterated that the effect of subsequent
treatments (excluding subsequent treatment with tebentafusp in the pembrolizumab arm)
should be considered when making judgements. The Facilitator and Chair stated that this
would be clarified with the company for inclusion within the workshop report. The experts
agreed to base their judgements based on this principle. After the workshop, the elicitation
team clarified with the company the details of the subsequent treatment received in the trial,
the company response is included in Appendix 3: Company response to subsequent
treatments queries.

Additionally, the experts sought clarification on the data included within the meta-analysis
published by Rantala et al.” which was agreed at NICE ACM1 to be the lower benchmark of
OS for potential comparator therapies. The experts discussed that the data used by Rantala
et al. included multiple therapy options and included data from older studies as well as more
recent sources. To further clarify the data presented from the Rantala et al. meta-analysis, the
elicitation team also confirmed that the Rantala et al. data corresponded to data for first-line
therapies only.

5. QUANTITY OF INTEREST 1

The first quantity of interest (Qol 1) was defined as: for the PCP subgroup population from the
IMCgp100-202 trial in the tebentafusp arm, the proportion of patients, expressed as a
number per 1000, who would still be alive at year 8 after randomisation.

5.1 Individual judgements

The Facilitator asked the experts to provide their judgments for the lower plausible limit, upper
plausible limit, median, lower quartile (Q1), and upper quartile (Q3). The experts were asked
to make their judgements independently, without conferring.

Table 1 shows the experts’ individual judgements for Qol 1.

Table 1: Experts’ individual judgements for Qol 1

Expert Lower plausible Lower Median Upper Upper plausible
limit quartile quartile limit

G 10 50 70 110 200

H 20 40 60 85 120

| 30 130 160 180 220

J 100 125 150 175 250

K 20 65 95 120 180

Abbreviations: Qol, quantity of interest.

5.2 Scenario testing

After the experts’ individual judgements had been recorded, the experts were then presented
with an extrapolation based on a particular scenario. It was explained to the experts that the
aim of presenting the scenario was to give a point of reference for reflection on their individual



judgements: no claims were made by the elicitation team regarding the probability of the
scenario being true.

The scenario was that the hazard remained unchanged from year 3 onwards. An exponential
model was fitted to the 3-4 years survival data and extrapolated to 8 years. Based on this, an
approximate 95% credible interval was reported for the survival at 8 years, to indicate what
range of values would be statistically consistent with the assumption of no change in the
hazard. The experts were invited to reflect on whether their plausible ranges exceeded either
interval limit, and this provided a starting point for the group discussion. The experts’
judgements and the 95% credible interval corresponding to the constant hazard scenario are
shown in

Figure 1.

Figure 1: Individual quartile judgements for Qol 1

(For each expert, each coloured section represents a range judged to contain the true Qol
with probability 25%. Values outside the range indicated by the four coloured sections were
not judged to be plausible. The solid line is the upper Kaplan-Meier 97.5% confidence limit for
survival at 4 years. The dashed lines show an approximate 95% credible interval for survival
at 8 years that is statistically consistent with a scenario of no change in hazard from year 3
onwards.)
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Abbreviations: Qol, quantity of interest.

5.3 Group discussion
A facilitated group discussion between the experts followed.

The Facilitator invited the experts to discuss the potential factors that could contribute to
increasing and decreasing hazards.



Regarding the potential for decreasing hazards, the experts thought that the risk of death
would be highest in the first two years of the study, with a decrease in hazard after that. Both
arms are heterogeneous, and experts believed there would be a cohort of longer-term
survivors whose biology of disease predisposes them to increased survival times regardless
of treatment received. Clinical visit frequency would be reduced for longer-term survivors, with
reduced frequency of radiological assessments due to associated lower risk.

The experts commented that they have observed patients treated with tebentafusp who had
progressed radiologically, but clinically were doing very well. The experts also commented
that PFS based on RECIST v1.1. criteria for this disease appears to be a poor predictor of
OS, further supporting that often patients have good performance levels even at progression.
The experts then discussed that they currently do not understand why this is happening, but
this could potentially be evidence that the disease biology is being altered by the treatment.

One expert suggested that the effect of trial enrolment and increased monitoring due to the
trial design could result in a decreasing hazard. Other experts expected this effect to be
relevant at trial initiation, but less so later in the trial.

The Facilitator invited the experts to discuss cure plausibility. The experts were unanimously
hesitant to state that a cure is possible in the tebentafusp arm, noting the difficulty in assessing
potential cure due to the novel action of tebentafusp and lack of data. They did believe,
however, that there is likely to be a longer-term surviving subgroup of patients who experience
good disease control even at later time points.

The experts did not think there was a good case to be made for increasing hazards, beyond
the usual effects of aging and medical comorbidities.

5.4 Reflection after discussion
The experts were each asked to reflect on the discussion that had taken place thus far, and
comment on whether they had changed their position from their initial judgements.

G: stated that they would increase their estimates to reflect the points raised in the group
discussion. This amendment largely related to the presence of longer-term survivors and
uncertainty due to the novel method of action of tebentafusp.

H: believed that they would increase their upper plausible limit due to the presence of longer-
term survivors but stated that they would not increase their estimate as high as expert J due
to consideration of aging and patient comorbidities.

I: discussed potential uncertainty in their lower plausible limit and stated that they would
potentially amend their initial judgement by increasing their estimate due to the presence of
longer-term survivors. Like expert H, the expert believed that age and patient comorbidities
would influence survival at 8 years and did not wish to amend their estimates to values as high
as those predicted by expert J.

J: expressed overall confidence in their estimates, judging it implausible that survival would
be below 10% at 8 years, and was therefore reluctant to change any of their individual
judgements.

K: discussed their uncertainty in the judgements due to the novel method of action and limited
data available. Discussed the potential to slightly increase estimates to reflect the presence of
longer-term survivors.



5.5 RIO judgements and distribution

The experts were then asked to consider a single set of probability judgements that would
appropriately represent the views and evidence presented. Specifically, they were asked to
propose a set of probabilities from the perspective of a “Rational Impartial Observer” (RIO):
an individual who has listened to all the discussion and seen all the evidence and would
impartially consider their own uncertainty based on this. It was explained that “RIO’s
distribution” would be presented as the conclusion from the workshop, but that any dissenting
views of individual experts would be noted.

The Facilitator asked the experts what RIO would believe to be the chance of survival being
less than 100 per 1000 at 8 years post-randomisation. The experts discussed the potential for
longer-term survivors and suggested probabilities in the range 15% to 20%.

The Facilitator asked the experts what RIO would believe to be the chance of survival being
greater than 200 per 1000 at 8 years post-randomisation. The experts discussed the credible
intervals of the overall survival at 4 years post-randomisation, that survival rates this high at 8
years could imply that very few patients die between 4 and 8 years and whether this is
representative of what is occurring within this patient group. Probabilities in the range 5% to
10% were suggested.

The Facilitator asked the experts what RIO would believe to be the chance of survival being
greater than 150 per 1000 at 8 years post-randomisation. The experts suggested a probability
of 50%.

The Facilitator fitted a Beta distribution to the following RIO probabilities using the SHELF R
package?®

e 15% probability that survival is below 100 per 1000
e 50% probability that survival is greater than 150 per 1000
¢ 10% probability that survival is greater than 200 per 1000

This resulted in a Beta(9.7, 54.8) distribution for the Qol, which was presented to the experts.
This distribution implied a 99% probability the survival would be above 64 per 1000. The
Facilitator questioned whether RIO could be this certain of the survival exceeding this value
noting the initial judgements of some experts.

One expert believed that based on the group discussion 64 was too high for a 15 percentile
and also suggested that the median should be reduced. Regarding the first RIO judgement,
there was consensus around a stronger case for a decreasing hazard to be reflected in the
RIO distribution, but uncertainty about when a ‘flattening’ of the survival curve might occur,
and how it might compare with baseline mortality if tebentafusp was not curative.

Revised RIO judgements were considered,

o 5% probability that survival is below 60 per 1000,
o 50% probability that survival is greater than 130 per 1000,
e 1% probability that survival is greater than 200 per 1000,

and a skew normal distribution was fitted and shown to the experts (See
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Figure 2: The final chosen RIO distribution for Qol 1
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). The percentiles from the fitted RIO distribution are presented in

Figure 2: The final chosen RIO distribution for Qol 1

11



Skew normal
(location = 166, scale = 53.9, slant = -2.16)

0.009 -

0.006 -

fx(x)

0.003 -

0.000 -
0 250 500 750 1000
Patients per 1000 surviving at 8 years, tebentafusp arm (PCP subgroup)

Abbreviations: RIO, Rational Impartial Observer; Qol, quantity of interest.

Table 2. This was accepted as a more appropriate representation of uncertainty from the RIO

perspective.

Figure 2: The final chosen RIO distribution for Qol 1
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Table 2: Percentiles from the fitted RIO distribution for Qol 1

Percentile | 1% 2.5% | 10% 25% 50% 75% 90% 97.5% | 99%
Value (out | 27 45 77 104 130 153 171 190 200
of 1000)

Abbreviations: RIO, Rational Impartial Observer; Qol, quantity of interest.

6. QUANTITY OF INTEREST 2

The second quantity of interest (Qol 2) was defined as: for the PCP subgroup population from
the IMCgp100-202 trial in the pembrolizumab arm (excluding effect of tebentafusp as a
subsequent treatment), the proportion of patients, expressed as a number per 1000, who
are still alive at year 8 after randomisation.

6.1 Individual judgements
The Facilitator asked the experts to provide their judgments for the lower plausible limit, upper
plausible limit, median, lower quartile (Q1), and upper quartile (Q3). Table 3 shows the experts’
individual judgements for Qol 2.

Table 3: Experts’ individual judgements for Qol 2

Expert Lower plausible Lower Median Upper Upper plausible
limit quartile quartile limit

G 50 90 100 110 150

H 20 45 60 75 140

| 10 80 120 140 180

J 50 75 100 135 200

13



Expert Lower plausible Lower Median Upper Upper plausible
limit quartile quartile limit
K 20 40 65 100 160

Abbreviations: Qol, quantity of interest.

6.2 Scenario testing

After the experts’ individual judgements had been recorded, the experts were presented with
an extrapolation based on a particular scenario, this was a repeat of the exercise discussed
in Section 5.2. It was explained to the experts that the aim of presenting the scenario was to
give a point of reference for reflection on their individual judgements: no claims were made by
the elicitation team regarding the probability of the scenario being true.

The scenario was that the hazard remained unchanged from year 3 onwards. Based on this,
an approximate 95% credible interval was reported for the survival at 8 years to indicate what
range of values would be statistically consistent with the assumption of no change in the
hazard. Experts were invited to reflect on whether their plausible ranges exceeded either
interval limit, and this provided a starting point for the group discussion. The experts’
judgements and the 95% credible interval corresponding to the constant hazard scenario are
shown in Figure 3.

Figure 3: Individual quartile judgements for Qol 2

(For each expert, each coloured section represents a range judged to contain the true Qol
with probability 25%. Values outside the range indicated by the four coloured sections were
not judged to be plausible. The solid line is the upper Kaplan-Meier 97.5% confidence limit for
survival at 4 years. The dashed lines show an approximate 95% interval for survival at 8 years
that is statistically consistent with a scenario of no change in hazard from year 3 onwards.)

400-

300-

200-

- ]
100~ - . B

patients surviving per 1000 at 8 years

Abbreviations: Qol, quantity of interest.
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6.3 Group discussion

At the onset of the group discussion, some experts expressed that they now understood the
group members’ methodology and felt this could alter their initial individual judgements. The
Facilitator stressed that individual judgements should be made according to the experts’
individual opinion not in anticipation of the group discussion and/or RIO judgement.

The Facilitator invited the experts to discuss their view on the relative effect between
tebentafusp and pembrolizumab. All experts believed that tebentafusp has a greater effect
compared to pembrolizumab and is a more favourable treatment due to minimal side effects
associated with tebentafusp and the stability of patients even post-progression.

It was noted by experts that patient response to immunotherapies is not as predictable in UM
as opposed to cutaneous melanoma (CM) and that this is due to CM and UM being biologically
distinct cancers. The experts also commented that there are currently no known predictors for
which UM patients would be likely to respond to pembrolizumab. The experts further clarified
this by citing the mutational burden of UM being relatively low compared to CM.
Pembrolizumab is more effective in tumours with high mutational burden such as CM. As there
are fewer tumour mutations in UM, it was not surprising to the experts that pembrolizumab is
less effective for many UM patients. The experts expressed their opinion that the novel method
of action of tebentafusp, as opposed to immunotherapies such as pembrolizumab, would
potentially make response more durable in UM patients, even after radiological progression.

The Facilitator invited the experts to discuss the potential factors that could contribute to
decreasing and increasing hazards. The experts discussed the notion that most patients who
are going to die will do so within the first 2 years and the remaining patients form a sub-
population of longer-term survivors. This longer-term survival was attributed to disease and
patient biology and thus applies to both arms and supports the notion of decreasing hazards.
The experts expressed that a proportion of patients who respond to pembrolizumab may
experience good disease control.

The experts highlighted that despite the presence of longer-term survivors in the
pembrolizumab arm, it would be expected that these form a lower proportion compared to
those observed in the tebentafusp arm.

Regarding the potential for increasing hazards, the experts discussed the potential for long-
term toxicity effects which would result in an increased risk for patients but stated this to be
relatively rare for single-agent immunotherapies. Age and patient comorbidities were also
noted as potential contributors towards an increasing hazard.

The Facilitator checked with the experts if there are additional comments regarding cross-
over. The experts confirmed no further comments.

6.4 Reflection after discussion
The experts were each asked to reflect on the discussion that had taken place thus far, and
comment on whether they had changed their position from their initial judgements.

G: no change to initial judgements This expert also noted that the more aligned judgements
could be attributed to the learning of the methodology within the workshop as well as a greater
knowledge base for this intervention.

H: no change to initial judgements.

I: expressed that they would increase their lower plausible limit by a small amount.
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J: reflected that their judgements are “optimistic but uncertain” and proposed no change to
their initial judgements.

K: no change to initial judgements.

6.5 RIO judgements and distribution

The experts were asked to consider probability judgements that would be made by a RIO, as
for the previous Qol. In this case, as there was little disagreement between the experts, the
Facilitator proposed assuming the initial RIO judgements to be the median and quartiles
computed as averages of the experts’ initial judgements. A beta distribution was fitted to these
judgements and shown to the experts (see Figure 4). The percentiles from the fitted RIO
distribution for Qol 2 are presented in Table 4.

Figure 4: The final RIO distribution for Qol 2
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Abbreviations: RIO, Rational Impartial Observer; Qol, quantity of interest.

Table 4: Percentiles from the fitted RIO distribution for Qol 2

Percentile | 1% 2.5% | 10% 25% 50% 75% 90% 97.5% | 99%
Value (out | 29 36 51 67 88 113 139 171 189
of 1000)

Abbreviations: RIO, Rational Impartial Observer; Qol, quantity of interest.

The RIO distribution and percentiles were shown to the experts, and it was agreed by all
experts that the RIO distribution was an appropriate representation of uncertainty.
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7. SUMMARY OF ELICITED QOI 1 AND QOI 2

Figure 5 presents the Kaplan-Meier curve for the PCP subgroup population from the
IMCgp100-202 trial (DCO June 2023) for both treatment arms using reconstructed individual
patient-level data and the elicited 95% credible intervals at 8 years post-randomisation.

Figure 5: Kaplan-Meier plots and elicited 95% credible intervals for the survival at 8
years (offset slightly from 8 years for visibility) for the PCP subgroup
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Abbreviations: PCP, pre-choice pembrolizumab.

8. COMMENT ON THE CHOSEN TIME POINT FOR QOIS

The Chair invited the experts to provide their view on the chosen time point for the elicitation
exercises (8 years) as this deviated from the commonly used landmark timepoints in survival
analysis (e.g. 5 and 10 years). The experts reported no challenge in using a time point that
differs from the standard landmark review and stated that the landmark timepoints are often
used out of tradition and that trials are more commonly reporting data periodically which
therefore does not conform to the traditional landmark time points.
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APPENDIX 1:

EXPERTS’

EXPERTISE AREA AND

DECLARATION OF CONFLICTS OF INTEREST

Expert name

Expertise Area

Conflicts of interest

Dr Clare Barlow

Medical Oncology consultant.
Immunotherapy Service Lead
for SFT. Provides liver
surveillance for high risk
ocular melanoma patients
and treatment for metastatic
disease for almost 15 years
(since July 2009).

(Somerset Foundation Trust)

Sponsorship for educational
meetings/Advisory Board
honoraria/speaker fees
Merck Sharpe Dohme and
Bristol Myers Squibb.

Dr Steve Nicholson

Consultant oncologist with
responsibility for
management of melanoma
(cutaneous & non-cutaneous)
and rare urological
malignancy (testis, penis,
renal). 22 years experience
managing melanoma at
consultant level.

(Mid & South Essex NHS
Foundation Trust)

None

Dr Miranda Payne

Consultant Medical
Oncologist specialising in
melanoma for the last 10
years.

(Oxford University Hospitals
NHS Foundation Trust)

Speaker fees and funding to
attend conferences from Bristol-
Myers Squibb and Merck Sharp
& Dohme.

Manages skin cancers,
specialising in melanoma
including uveal melanoma for
6 years.

(Queens Center for
Oncology, Hull University
teaching Hospital)

Dr Rachel Plant Consultant Medical None
Oncologist with interest in
melanoma for 5 years.
(University Hospital Dorset)

Dr Dulani Ranatunge | Consultant Medical Oncologist. | None
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APPENDIX 2: COMPANY RESPONSE TO
EAP/COMMERCIAL PRODUCT QUERIES

Background: The clinical study IMCgp100-202 was closed in October 2022. Follow up data
were collected for survival and subsequent treatments using a separate electronic Clinical
Outcomes Assessment (eCOA) platform (YPrime Inc). With the exception of Germany, all
countries permitted continued follow up after closure of the clinical trial. Unfortunately, the
Germany Health Authority / Regulator did not allow follow up of patients outside the clinical
trial and the remaining German patients were lost to follow due to ‘sponsor ended study’. At
the time the trial was closed, in Germany 15 patients were alive and lost to follow up (12 in
tebentafusp arm and 3 control arm who received pembrolizumab as investigator’s choice).

1. Definition of time to treatment discontinuation (Figure 10 in the document
[ID1441_company_ACD_response_Addendum 2 updated B3 v0.2 190423 ACIC]).
Some people who received tebentafusp as part of the IMCgp100-202 trial as a 1st line
therapy continued to receive it as part of the EAP.

Company response: In the above document, the text that refers to Figure 10 states “In the
tebentafusp PCP subgroup, 172 (86%) events out of 192 patients were observed’. The data
were considered mature at the time of data cut-off on April-2022. Note, the title of the
document above is different to the one we have in our records.

At the time the study closed (October 2022), 232 (97%) of 245 patients who had received
tebentafusp had discontinued treatment and 181 (94%) of 192 patients from the tebentafusp
PCP subgroup had discontinued treatment. At the time the study closed (October 2022),
patients receiving tebentafusp were switched to either the EAP or commercial product,
dependent on the country. Patients were not followed up for a date of discontinuation with
tebentafusp because the data were considered very mature at the time the study was closed.

2. How were these people dealt with when calculating time to treatment discontinuation?
Were they censored at the time they moved to EAP?

Company response: patients were censored for analysis of treatment discontinuation when
the study was closed i.e. censored when they were switched to either commercial product or
the EAP.

3. How was the OS dealt with in this type of patient? Were they censored at the time they
moved to the EAP?

Company response: With the exception of patients in Germany, patients were followed up for
survival (OS) using the eCOA platform from October 2022 (see above). Follow up for OS was
independent of the EAP. After 3 years of follow up of the last patient recruited to the trial, data
for the 3-year analysis was published (Hassel et al. 2023). Patients continue to be followed up
for OS today. OS data for patients in Germany lost to follow up due to ‘sponsor ended study’
were censored for analysis of OS at the time the study closed. The time points for censoring
of OS for the 12 patients from the tebentafusp arm were between 27.5 and 49 months.

At the time of the 3-year analysis, 37 patients remained alive and in follow up in the
tebentafusp arm of which 29 patients were in the tebentafusp PCP subgroup. In the control
group, 11 patients remained alive, all received prior pembrolizumab as investigator’s choice
and 5 of the 11 received tebentafusp as a subsequent treatment.
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APPENDIX 3: COMPANY RESPONSE TO SUBSEQUENT TREATMENTS QUERIES

The table including subsequent treatments used for patients in the pembrolizumab arm is shown below. Note, some patients received multiple
(2) subsequent therapies. A total of 25 patients from the pembrolizumab sub-group of the Investigator's Choice arm received tebentafusp
(IMCGP100) as a subsequent treatment following pembrolizumab.

In addition, a large proportion of patients received a subsequent immunotherapy (CTLA4, PD1, PD1/other) other than tebentafusp. During the
second committee meeting, one of the committee members noted that the guidance for melanoma did not recommend for a second
immunotherapy if a patient has received a prior immunotherapy.

Table 5 Summary of subsequent therapies (ITT population, DCO April 2023)

Subsequent Tebentafusp Dacarbazine Ipilimumab Pembrolizumab Investigator's Overall
Systemic 151 (59.9) 3 (42.9) 9 (56.3) 64 (62.1) 76 (60.3) 227 (60.1)
Chemotherapy 45 (17.9) 2 (28.6) 2 (12.5) 14 (13.6) 18 (14.3) 63 (16.7)
Immunotherapy 133 (52.8) 3 (42.9) 6 (37.5) 52 (50.5) 61 (48.4) 194 (51.3)
CTLA4 87 (34.5) 0 3(18.8) 27 (26.2) 30 (23.8) 117 (31.0)
PD1 119 (47.2) 3 (42.9) 3 (18.8) 32 (31.1) 38 (30.2) 157 (41.5)
PD1/Other 1(0.4) 0 0 2(1.9) 2 (1.6) 3(0.8)
Other immunotherapies 19 (7.5) 0 2 (12.5) 26 (25.2) 28 (22.2) 47 (12.4)
IMCgp100 0 0 2 (12.5) 25 (24.3) 27 (21.4) 27 (7.1)
Other 19 (7.5) 0 0 4 (3.9) 4 (3.2) 23 (6.1)
Other systemic therapies 4 (1.6) 0 0 2(1.9) 2 (1.6) 6 (1.6)
Targeted 20 (7.9) 2 (28.6) 1(6.3) 11 (10.7) 14 (11.1) 34 (9.0)
Local therapy 27 (10.7) 0 7 (43.8) 15 (14.6) 22 (17.5) 49 (13.0)
Radiotherapy 35(13.9) 1(14.3) 4 (25.0) 19 (18.4) 24 (19.0) 59 (15.6)
Surgery 1(0.4) 0 0 1(1.0) 1(0.8) 2 (0.5)
Other therapies* 4 (1.6) 0 0 2(1.9) 2(1.6) 6 (1.6)

* Other therapies include: ALL OTHER THERAPEUTIC PRODUCTS, ANTINEOPLASTIC AND IMMUNOMODULATING AGENTS, CAR T-CELLS NOS, CDX 1140, IMCGP
100, INVESTIGATIONAL ANTINEOPLASTIC DRUGS, M 6223, NELITOLIMOD, Not Coded, RELATLIMAB, TALIMOGENE LAHERPAREPVEC, TIRAGOLUMAB
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1. BACKGROUND

Two NICE appraisal committee meetings (ACMs) were held to discuss NICE single technology
appraisal (TA) ID1441, tebentafusp for advanced uveal melanoma (UM)." The draft final
appraisal decision was that tebentafusp was not deemed to be cost-effective and would not
be recommended for the Cancer Drugs Fund.’

An appeal hearing was held on 20 October 2023, which was upheld on several points. All of
the upheld points related to the appeal panel's expectation that, faced with significant
uncertainty, the input of experts should be particularly important in informing the committee’s

judgements.

The aim of the elicitation workshop is to address one of the upheld appeal points relating to
the long-term overall survival (OS).

2. WORKSHOP INFORMATION

participants”

Date 17 April 2024
Format Online (10:00-15:15 including 1.5 hours training)
Expert Dr Jenny Nobes (Norfolk and Norwich University Hospital)

Dr Bode Oladipo (Belfast Health and Social Care trust)

Dr Lalit Pallan (University Hospitals Birmingham NHS FT)

Dr Kate Scatchard (Royal Devon University Hospitals NHS Trust)
Dr Patricio Serra (The Christie NHS Foundation Trust)

Dr Heather Shaw (University College London Hospitals and Mount
Vernon Cancer Centre)

Interest (Qol)

Chair Dr Kate (Shijie) Ren (University of Sheffield)
Facilitator Professor Jeremy Oakley (University of Sheffield)
Recorder Dr Jessica Forsyth (University of Sheffield)
Quantity of Qol 1

For the pre-choice pembrolizumab (PCP) subgroup population from
the IMCgp100-202 trial in the tebentafusp arm, the proportion of
patients, expressed as a number per 1000, who are still alive at year
8 after randomisation.

Qol 2

For the pre-choice pembrolizumab (PCP) subgroup population from
the IMCgp100-202 ftrial in the pembrolizumab arm (excluding
effect of tebentafusp as a subsequent treatment), the proportion
of patients, expressed as a number per 1000, who are still alive at
year 8 after randomisation.

Elicitation
protocol

The Sheffield Elicitation Framework (SHELF)?

* Note: expertise and declaration of conflicts of interest are presented in Appendix 1: Experts’
expertise area and declaration of conflicts of interest.




3. MOTIVATION AND TRAINING

Experts were given a presentation on the background of the project and the motivation for
using probability distributions to represent uncertainty. Experts received training on general
probability elicitation, biases in probability judgements, and survival extrapolation including
survivor and hazard functions and their qualitative interpretation. A practice exercise on
eliciting long-term survival data for lung cancer patients who quit smoking was carried out.

4. EVIDENCE

An Evidence Dossier was compiled,® which included the following data from the IMCgp100-
202 trial for both the tebentafusp and pembrolizumab arm

e Baseline characteristics

e OS for the PCP subgroup (June 2023)

o Time to treatment discontinuation (TTD) for the PCP subgroup (April 2022)

e Progression-free survival (PFS) for the intention to treat (ITT) group (August 2021)

The Evidence Dossier also included the following supporting documents
¢ IMCgp100-202 trial evidence
o Hassel et al. 2023*
o Nathan et al. 2021°
e [MCgp100-102 trial evidence
o Carvajal et al. 20225
e External evidence
o Meta-analyses: Rantala et al. 20197, Khoja et al. 20198
o Data for tebentafusp: Petzold et al. 2023°, Piulats et al. 2023'°, Orloff et al.
2023""
o Data for other interventions: Wolchok et al. 2022'?, Piulats et al. 20213,
Rantala et al. 20204, Bol et al. 2019'°, Heppt et al. 20196, Rossi et al. 2019"7,
Schadendorf et al. 20158

5. QUANTITY OF INTEREST 1

The first quantity of interest (Qol 1) was defined as: for the PCP subgroup population from the
IMCgp100-202 trial in the tebentafusp arm, the proportion of patients, expressed as a
number per 1000, who would still be alive at year 8 after randomisation.

5.1 Individual judgements

The Facilitator asked the experts to provide their judgments for the lower plausible limit, upper
plausible limit, median, lower quartile (Q1), and upper quartile (Q3). The experts were asked
to make their judgements independently, without conferring.

Table 1 shows the experts’ individual judgements for Qol 1.



Table 1: Experts’ individual judgements for Qol 1

Expert Lower plausible Lower Median Upper Upper plausible
limit quartile quartile limit

A 90 110 150 190 240

B 15 60 80 110 180

C 80 150 180 200 250

D 5 75 100 150 175

E 25 50 150 175 200

F 60 100 130 145 170

Abbreviations: Qol, quantity of interest.

5.2 Scenario testing

After the experts’ individual judgements had been recorded, the experts were presented with
an extrapolation based on a particular scenario. It was explained to the experts that the aim
of presenting the scenario was to give a point of reference for reflection on their individual
judgements: no claims were made by the elicitation team regarding the probability of the
scenario being true.

The scenario was that the hazard remained unchanged from year 3 onwards. An exponential
model was fitted to the 3-4 years survival data and extrapolated to 8 years. Based on this, an
approximate 95% credible interval was reported for the survival at 8 years, to indicate what
range of values would be statistically consistent with the assumption of no change in the
hazard. The experts were invited to reflect on whether their plausible ranges exceeded either
interval limit, and this provided a starting point for the group discussion. The experts’
judgements and the 95% credible interval corresponding to the constant hazard
scenario are shown in



Figure 1.

Figure 1: Individual quartile judgements for Qol 1

(For each expert, each coloured section represents a range judged to contain the true Qol
with probability 25%. Values outside the range indicated by the four coloured sections were
not judged to be plausible. The solid line is the upper Kaplan-Meier 97.5% confidence limit for
survival at 4 years. The dashed lines show an approximate 95% credible interval for survival
at 8 years that is statistically consistent with a scenario of no change in hazard from year 3
onwards.)
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Abbreviations: Qol, quantity of interest.

5.3 Group discussion
A facilitated group discussion between the experts followed.

The experts sought clarification of the TTD definition with respect to patients continuing
tebentafusp treatment via the expanded access programme (EAP). The experts queried
whether patients who initially received tebentafusp as part of the IMCgp100-202 trial but then
transferred to receive tebentafusp via an EAP would be identified as “discontinuing treatment”.
Experts highlighted that this was not clear in the Evidence Dossier and stressed that the team
should seek clarification from the company for the face-to-face workshop.

The Chair confirmed that this was not defined clearly in the Evidence Dossier and would clarify
with the company before the face-to-face workshop, the company’s response (received after
the workshop) is included in



Appendix 2: Company response to EAP/commercial product queries for reference. The
experts queried whether the Qol definition allowed for patients to continue treatment with
tebentafusp after year four, the Chair confirmed that the Qol definition allows this. All experts
confirmed that they considered patients continuing tebentafusp treatment after year four post-
randomisation when making individual judgements.

The Facilitator invited the experts to discuss the potential factors contribute to increasing and
decreasing hazards.

The experts agreed that decreasing hazards was plausible, on the basis that there is a
potential subgroup of longer-term survivors whose biology generally results in longer survival
times irrespective of treatment received. Although not discussed until the elicitation of Qol 2,
the experts commented on the observed higher response rate for treating with tebentafusp
compared to pembrolizumab. A first in class treatment with an improved response rate would
therefore have potential for a reduced hazard in the long-term and support the notion of a
decreasing hazard.

The Facilitator invited the experts to discuss cure plausibility. The experts thought both
tebentafusp and pembrolizumab are not curative treatments and that longer-term data would
be required before a cure would be considered.

Potential factors put forward by experts for increasing hazard included medical comorbidities,
aging and subsequent therapy administration becoming less effective over time.

5.4 Reflection after discussion
The experts were each asked to reflect on the discussion that had taken place thus far, and
comment on whether they had changed their position from their initial judgements.

A: believed that their initial judgements on the lower plausible limit may be too optimistic and
would reduce their estimates due to the consideration of the trial population, the presence of
long-term survivors, and that they no longer believe it was implausible to see 5% survival at 8
years.

B: was satisfied with their initial judgements and stated that their estimates are higher than
those that would be expected in an untreated population.

C: thought they had been too optimistic initially, and would adjust their judgements towards
those of expert B.

D: believed their estimates were slightly pessimistic and would increase their judgement of the
upper quartile. Otherwise, they remained confident the Qol would be within their plausible
range.

E: was satisfied with their plausible range, but would modify their judgements of the lower and
upper quartiles due to their relative position to the median (i.e., they would move the quartiles
closer to the median).

F: expressed that they would decrease their lower plausible limit.

5.5 RIO judgements and distribution

The experts were then asked to consider a single set of probability judgements that would
appropriately represent the views and evidence presented. Specifically, they were asked to
propose a set of probabilities from the perspective of a “Rational Impartial Observer” (RIO):



an individual who has listened to all the discussion and seen all the evidence and would
impartially consider their own uncertainty based on this. It was explained that “RIO’s
distribution” would be presented as the conclusion from the workshop, but that any dissenting
views of individual experts would be noted.

The Facilitator asked the experts what probability RIO would give to the survival being less
than 100 patients per 1000 at 8 years post-randomisation. A 50% probability was first
proposed by experts and was considered in the first instance.

The Facilitator asked the experts what probability RIO would give to the survival being less
than 50 out of 1000 at 8 years post-randomisation. The experts thought this would be unlikely
due to the presence of longer-term survivors, the natural biology of the disease, and the trial
population being generally healthier compared to the general population. Probabilities in the
range 10%-20% were proposed.

The Facilitator asked the experts what chance RIO would give to the survival being greater
than 150 per 1000 at 8 years post-randomisation. Probabilities in the range 10% to 30% were
suggested.

The Facilitator first fitted a Beta distribution to the following RIO judgements using the SHELF
R package

e 10% probability that survival is below 50 per 1000
e 50% probability that survival is greater than 100 per 1000
e 10% probability that survival is greater than 150 per 1000

This resulted in a Beta(5.69, 49.80) distribution for the Qol, which was presented to the
experts. The 15t and 99" percentiles of this distribution were 31 per 1000 and 216 per 1000
respectively. The experts thought these percentiles were too extreme at each end. The experts
believed that given the trial evidence, the upper limit implied by this distribution was too
optimistic and that they would expect a greater reduction in the number of patients alive after
a further 4 years.

Revised RIO judgements were considered.

e 10% probability that survival is below 50 per 1000
e 50% probability that survival is greater than 100 per 1000
e 5% probability that survival is greater than 150 per 1000

and a Beta distribution was fitted and shown to the experts (See
). The percentiles from the fitted RIO distribution are presented in Table 2.

One expert felt that there was a case for more uncertainty than that implied by this distribution
and stressed that they know little regarding the long-term effects of tebentafusp. The other
experts thought this was a reasonable representation of the group’s uncertainty and was
reflective of the trial cohort fitness.

Figure 2: The final chosen RIO distribution for Qol 1
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Abbreviations: RIO, Rational Impartial Observer; Qol, quantity of interest.

Table 2: Percentiles from the fitted RIO distribution for Qol 1

Percentile 1% 2.5% | 10% 25% 50% 75% 90% 97.5% | 99%

Value 36 43 59 75 97 123 148 180 198
(out of 1000)

Abbreviations: RIO, Rational Impartial Observer; Qol, quantity of interest.

6. QUANTITY OF INTEREST 2

The second quantity of interest (Qol 2) was defined as: for the PCP subgroup population from
the IMCgp100-202 trial in the pembrolizumab arm (excluding effect of tebentafusp as a
subsequent treatment), the proportion of patients, expressed as a number per 1000, who
are still alive at year 8 after randomisation.

6.1 Individual judgements

The Facilitator asked the experts to provide their judgments for the lower plausible limit, upper
plausible limit, median, lower quartile (Q1), and upper quartile (Q3).

Table 3 shows the experts’ individual judgements for Qol 2.

Table 3: Experts’ individual judgements for Qol 2

Expert Lower plausible Lower Median Upper Upper plausible

limit quartile quartile limit
A 20 40 100 120 150
B 15 50 60 90 150
Cc 20 60 80 110 150
D 35 50 60 90 150
E 20 50 80 120 160
F 20 36 60 80 100




Abbreviations: Qol, quantity of interest.

6.2 Scenario testing

After the experts’ individual judgements had been recorded, the experts were then presented
with an extrapolation based on a particular scenario, this was a repeat of the exercise
discussed in Section 5.2. It was explained to the experts that the aim of presenting the scenario
was to give a point of reference for reflection on their individual judgements: no claims were
made by the elicitation team regarding the probability of the scenario being true.

The scenario was that the hazard remained unchanged from year 3 onwards. Based on this,
an approximate 95% credible interval was reported for the survival at 8 years to indicate what
range of values would be statistically consistent with the assumption of no change in the
hazard. Experts were invited to reflect on whether their plausible ranges exceeded either
interval limit, and this provided a starting point for the group discussion. The experts’
judgements and the 95% credible interval corresponding to the constant hazard scenario are
shown in

Figure 3.

Figure 3: Individual quartile judgements for Qol 2

(For each expert, each coloured section represents a range judged to contain the true Qol
with probability 25%. Values outside the range indicated by the four coloured sections were
not judged to be plausible. The solid line is the upper Kaplan-Meier 97.5% confidence limit for
survival at 4 years. The dashed lines show an approximate 95% credible interval for survival
at 8 years that is statistically consistent with a scenario of no change in hazard from year 3
onwards.)
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Abbreviations: Qol, quantity of interest.



6.3 Group discussion

The Facilitator invited the experts to discuss their view on the relative effect between
tebentafusp and pembrolizumab. From the data available, all the experts were confident that
tebentafusp is more effective than pembrolizumab for UM patients, referencing the number of
responders across the two arms. The experts believed that the relative efficacy of tebentafusp
would exist outside of the trial population, in the real-world setting. All experts believed that
there would still be a difference in OS between the tebentafusp-PCP and pembrolizumab arms
at 8 years post randomisation.

The experts highlighted that plateaus in OS are not typically present for advanced UM patients
even with treatment with checkpoint inhibitors, whereas there is often a plateau in survival
curves for cutaneous melanoma (CM) patients. The experts reiterated that this should be
considered when comparing the relative effect as UM and CM are different cancers.

The Facilitator invited the experts to discuss the potential factors contribute to increasing and
decreasing hazards.

The experts first discussed, with respect to a decreasing hazard, the subsequent treatment of
pembrolizumab patients with tebentafusp but acknowledged that this effect should not be
considered for Qol 2. Experts further discussed that in the pembrolizumab arm there would
be the same presence of long-term survivors (as discussed for the tebentafusp arm). This was
accredited to the fact that the patients in the pembrolizumab arm are from the same base
population and that the presence of these patients would therefore contribute to decreasing
hazards for both arms. It was noted that UM patients treated with pembrolizumab typically
have very low response rates, therefore survival at these extrapolated time points is likely to
be driven predominantly by the biology of the disease and not the treatment with
pembrolizumab, which could in theory result in a decreasing hazard.

Cure plausibility was commented on for the previous Qol: tebentafusp and pembrolizumab
were not considered to be curative treatments by experts.

Regarding the potential for increasing hazard, it was noted by experts that if the volume of the
disease increases, the general fitness of patients will likely decrease, therefore the burden on
the patient will increase and thus the hazard will ultimately increase.

The Facilitator asked if the experts might expect zero survivors at a time point earlier than 8
years, but this was not thought to be plausible.

The Facilitator checked with the experts if there are additional comments regarding cross-
over. The experts confirmed no further comments.

6.4 Reflection after discussion
The experts were each asked to reflect on the discussion that had taken place thus far, and
comment on whether they had changed their position from their initial judgements.

A: no revision to initial judgements and stated that patients’ disease is not static. This expert
also mentioned the competing risks of the disease and treatment and therefore does not
believe that the hazard will decrease and thus is confident with estimate.

B: no revision, confident in personal estimates.
C: no revision, confident in personal estimates.

D: no revision, confident in personal estimates.



E: no revision, confident in personal estimates.

F: expressed that they would increase the upper plausible limit slightly to 120 to be more in
line with other experts’ values.

6.5 RIO judgements and distribution

The experts were asked to consider probability judgements that would be made by a RIO as
for the previous Qol. In this case, as there was little disagreement between the experts, the
Facilitator proposed assuming initial RIO judgements to be the median and quartiles computed
as averages of the experts’ individual judgements. A beta distribution was fitted to these
judgements and shown to the experts (see Figure 4). The percentiles from the fitted RIO
distribution for Qol 2 are presented in Table 4.

There were no concerns of overconfidence; the experts thought this distribution was an
appropriate reflection of the disease biology and what is observed within clinic. The experts
noted that more data are available for treatment with pembrolizumab. The experts reiterated
that there is no evidence of a plateau effect in advanced UM patients when treated with
pembrolizumab, whereas this is less certain for tebentafusp and that the RIO distribution for
Qol 2 captures this.

Figure 4: The final RIO distribution for Qol 2
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Table 4: Percentiles from the fitted RIO distribution for Qol 2

Percentile 1% 2.5% [ 10% | 25% 50% [75% [90% |97.5% | 99%

Value 16 22 35 51 74 102|131 |[169 | 192
(out of 1000)

Abbreviations: RIO, Rational Impartial Observer; Qol, quantity of interest.



7. SUMMARY OF ELICITED QOI1 AND QOI2

Figure 5 presents the Kaplan-Meier curve for the PCP subgroup population from the
IMCgp100-202 trial (DCO June 2023) for both treatment arms using reconstructed individual
patient-level data and the elicited 95% credible intervals at 8 years post-randomisation.

Figure 5: Kaplan-Meier plots and elicited 95% credible intervals for the survival at 8
years (offset slightly from 8 years for visibility) for the PCP subgroup
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Abbreviations: PCP, pre-choice pembrolizumab.

8. COMMENT ON THE CHOSEN TIME POINT FOR QOIS

The Chair invited the experts to provide their view on the chosen time point for the elicitation
exercises (8 years) as this deviated from the commonly used landmark timepoints in survival
analysis (e.g. 5 and 10 years). The experts felt that there was no additional challenge in using
this time point.
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APPENDIX

1:

EXPERTS’

EXPERTISE AREA AND

DECLARATION OF CONFLICTS OF INTEREST

Expert name

Expertise Area

Conflicts of interest

Dr Jenny Nobes

Consultant Oncologist since
2010.

(Norfolk and Norwich University
Hospital)

Received honorarium May 2023
from Immunocore for talk at
Melanoma Focus meeting.

Dr Bode Oladipo

Consultant Medical Oncologist
treating melanoma including
uveal. 12.5 years experience.
(Belfast Health and Social Care
trust)

Received honorarium for
participation in advisory board
and educational meetings from
both Merck Sharp & Dohme and
Bristol-Myers Squibb. Involved
in the national tebentafusp
expanded access programme.

Undertake surveillance for a
larger cohort of uveal melanoma
patients. (Royal Devon University
Hospitals NHS Trust)

Dr Lalit Pallan Consultant Medical Oncologist, Received speaker fees from
specialising in Melanoma. In post | Bristol-Myers Squibb.
since 2020. See patients with Pl on Immunocore clinical trial in
high risk of primary uveal cutaneous melanoma — ongoing
melanoma to co-ordinate follow (MEL-203).
up and screening investigations
for metastatic disease.
(University Hospitals Birmingham
NHS FT)

Dr Kate Scatchard | 13 years of experience. None

Dr Patricio Serra

Consultant Medical Oncologist,
experience in the field of
melanoma for over 8 years.
Experience with patients with
melanoma, cutaneous, mucosal
and uveal in the early stages and
advanced stages of cancer.
Specialist Skin Multi-disciplinary
team (SSMDT) chair where the
management of melanoma cases
are discussed.

(The Christie NHS Foundation
Trust)

Fees received as Speaker for
Bristol-Myers Squibb.

Dr Heather Shaw

Consultant medical oncologist
treating melanoma and skin
cancers with a specific interest in
UM. Consultant for 7 years.
Currently the National
Coordinating Investigator for two
clinical trials with a specific focus
on UM. A contributing oncologist
to national UM guidelines.
Treated many patients with
tebentafusp (and with its cousin

Provided speaker services,
advisory board input and has
run/ is running clinical trials for
Bristol-Myers Squibb,
Immunocore, Merck Sharp &
Dohme. No involvement in any
advisory meetings on the
current appraisal to date
(ID1441).




molecule in development) and Registered practitioner on
have significant experience of the | previously available tebentafusp

clinical pathway these patients EAP in UK (now closed).
follow. National Coordinating
(University College London Investigator for F106C Phase |
Hospitals and Mount Vernon study (multiple tumour types)
Cancer Centre) and Principal Investigator on

PRISM-301 (cutaneous
melanoma), steering committee
member for TebeAM (cutaneous
melanoma).




APPENDIX 2: COMPANY RESPONSE TO
EAP/COMMERCIAL PRODUCT QUERIES

Background: The clinical study IMCgp100-202 was closed in October 2022. Follow up data
were collected for survival and subsequent treatments using a separate electronic Clinical
Outcomes Assessment (eCOA) platform (YPrime Inc). With the exception of Germany, all
countries permitted continued follow up after closure of the clinical trial. Unfortunately, the
Germany Health Authority / Regulator did not allow follow up of patients outside the clinical
trial and the remaining German patients were lost to follow due to ‘sponsor ended study’. At
the time the trial was closed, in Germany 15 patients were alive and lost to follow up (12 in
tebentafusp arm and 3 control arm who received pembrolizumab as investigator’s choice).

1. Definition of time to treatment discontinuation (Figure 10 in the document
[ID1441_company_ACD_response_Addendum 2 updated B3 v0.2 190423 ACIC]).
Some people who received tebentafusp as part of the IMCgp100-202 trial as a 1st line
therapy continued to receive it as part of the EAP.

Company response: In the above document, the text that refers to Figure 10 states “In the
tebentafusp PCP subgroup, 172 (86%) events out of 192 patients were observed’. The data
were considered mature at the time of data cut-off on April-2022. Note, the title of the
document above is different to the one we have in our records.

At the time the study closed (October 2022), 232 (97%) of 245 patients who had received
tebentafusp had discontinued treatment and 181 (94%) of 192 patients from the tebentafusp
PCP subgroup had discontinued treatment. At the time the study closed (October 2022),
patients receiving tebentafusp were switched to either the EAP or commercial product,
dependent on the country. Patients were not followed up for a date of discontinuation with
tebentafusp because the data were considered very mature at the time the study was closed.

2. How were these people dealt with when calculating time to treatment discontinuation?
Were they censored at the time they moved to EAP?

Company response: patients were censored for analysis of treatment discontinuation when

the study was closed i.e. censored when they were switched to either commercial product or

the EAP.

3. How was the OS dealt with in this type of patient? Were they censored at the time they
moved to the EAP?

Company response: With the exception of patients in Germany, patients were followed up for
survival (OS) using the eCOA platform from October 2022 (see above). Follow up for OS was
independent of the EAP. After 3 years of follow up of the last patient recruited to the trial, data
for the 3-year analysis was published (Hassel et al. 2023). Patients continue to be followed up
for OS today. OS data for patients in Germany lost to follow up due to ‘sponsor ended study’
were censored for analysis of OS at the time the study closed. The time points for censoring
of OS for the 12 patients from the tebentafusp arm were between 27.5 and 49 months.

At the time of the 3-year analysis, 37 patients remained alive and in follow up in the
tebentafusp arm of which 29 patients were in the tebentafusp PCP subgroup. In the control
group, 11 patients remained alive, all received prior pembrolizumab as investigator’s choice
and 5 of the 11 received tebentafusp as a subsequent treatment.
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