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The enlightened decision

Objectives

Figure 1. Visualization of Markov trace in replicated model Figure 2. Treatment effect reduction

Table 3. Analysis of different assumptions concerning reduction of treatment effect in the NICE model

Markov trace BSC (replicated model) Lifetime waning period 10-year waning period

Markov trace BSC (submitted model)

Two different cost-effectiveness models for voretigene
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Care Excellence (NICE). The models differed in structure, L . v £659,622 82 £613,791 48 127,136
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IMpPact Or Key INPUtS ana assumpuons on the moael results. | VN £659,514 8.4 £613,684 5.0 £122,938
' 20-year treatment effect, lifetime waning period from 100% (Linear function)

Met h 0 d S " . ReS u |tS VN £659,408 8.6 £613,578 5.2 £118,759

We I‘ep|lcated both mOde|S W|th the use Of MS Excel 2016 > [ l d d | d d l I h d 20-year treatment effect, lifetime waning period from 100% (Exponential function)
i i i i | Replicated models provided similar results to those reported in VN ERoUD 8.1 £0L0. 500 a7 CLSRLos

The repllcated mOdels were Va“dated by Compa”ng thelr ' p p p 20-year treatment effect, lifetime waning period from 100% (Weibull function, shape parameter=0.5)

the literature. Differences concern mostly the cost estimates in
the ICER model and result from lack of sufficient details in the

results with published information focusing on the health ‘
economic outcomes: costs, QALYs and incremental cost-

VN £659,834 7.9 £614,003 4.5 £136,303

20-year treatment effect, Lifetime waning period from 100% (Weibull function, shape parameter=5)
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10-year treatment effect, 10-year treatment waning period from 100% to 25% (Linear function)
VN £660,542 6.5 £614,712 3.0 £201,923

and input data were made. Also, in order to better
understand the long-term multistate survival approach
considered in NICE submission, Markov trace were
visualized and adjusted to the original (Figure 1).

As a next step, the ICER model was adapted to the UK and
the model assessed by NICE was run from the US
perspective. Because of some discrepancies in model - One-time event cost (VN
structure and country specific data, not all parameters were treatment and surgery)

published; however, a difference is visible in the NICE model
adapted to ICER settings.

There are significant differences in incremental QALYs - | _
. . .. 10-year treatment effect, 10-year treatment waning period from 100% to 25% (Weibull function, shape parameter=0.5)
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. . . . . . 10-year treatment effect, 10-year treatment waning period from 100% to 25% (Weibull function, shape parameter=5)
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(]_O vs 40 years)_ VN £660,450 6.6 £614,620 3.2 £192,961

10-year treatment effect, lifetime waning period from 100% (Linear function)

10-year treatment effect, 10-year treatment waning period from 100% to 25% (Exponential function)

Table 1. Summary of parameters adapted to country settings VN £660 603 6.4 £614.773 3.0 £208. 294

ICER NICE

3% discount rate for costs 3.5% discount rate for costs

e and outcomes (QALYSs) and outcomes (QALYs)

* One-time events costs
(acquisition,
administration, eligibility
testing, monitoring,

) ] + Direct medical costs
adapted. A summary of adapted input data are presented in
the Table 1. Since levels of visual impairment were divided

based on visual acuity
(only health care system

adverse events)
* Long-term resource

Interestingly, similar incremental cost-effectiveness ratios have VN £660,248 6.9 £614,454 35 £176,467

been obtained in both models after their adaptation to

10-year treatment effect, lifetime waning period from 100% (Exponential function)

into several categories in model assessed by NICE and the Costs perspectve) gﬁgzﬁggﬂhbgtzgee o alternative settings: it proves that the ICER model tends to be Z‘:‘y ”eatme“te”ectv'”E“miﬁiz o 10?’;’2 (Weib“”f”““::vl 5“03;’0 pafameterzo-;ﬁ o
cost-effectiveness analysis conducted by ICER track only Comment: For NICE more conservative in comparison to the NICE model. 1yea restment ftct, Lietime wnin peiod rom 1000 (etbal anciion <hase parametercs) o
visual impairment and blindness, differences in cost adaptation costs were Comment: For ICER Results of the ICER model are also less sensitive on the g | cosoaos 68 Ea 34 £180,146
application based on visual acuity were recognized and psedtofe ey waporcosswere | yisual outcome testing

transferred into the most appropriate form of visual range. and converted to LogMAR and five VA ranges. On the other hand, analysis of different assumptions - - C S > S

scale. CONCLUSIONS

The way of modelling can differ between countries and significantly impact the
economic evaluation.

concerning reduction of treatment effect in the NICE model
showed their significant impact on the model results. (Table 3)

No clear evidence on chosen duration of treatment effect,
duration of waning period and rate of residual treatment
effect was presented in the model documentation. Hence,
several assumptions were varied in replicated models to

Disabilities for 3 AEs
(cataract, eye inflammation,
increased intraocular
pressure) associated with
VN use (one-time QALY

Three AEs associated with
VN use (eye irritation, eye
pruritius, mascular hole.

Adverse events This is of particular importance for gene therapies which are characterized with

high and often curable benefits which need to be extrapolated to the long term

Table 2. Models’ comparison

test their impact on the model results. 255) based on clinical studies with short follow-up durations.
" - - - Duration of CEITEE0 ne ne. The key areas of uncertainty are related to duration of treatment effect, waning
Additionally, different survival quels reflecting the loss of A 10 — year treatment effect PR o costs ($) QALYs costs (£) QALYs e o it o T T s
the treatment effect were tested in the model evaluated by effect sults $825,621 1.3 $643,813 £612,013 7.1 £86,635
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