BACKGROUND

-

Nadofaragene firadenovec is a novel N
intravesical gene therapy (FDA approved

in Dec 2022) for treatment of Bacillus

Calmette—Guérin (BCG)-unresponsive,

high-risk non-muscle invasive bladder

4 Pembrolizumab is an intravenous
humanized antibody (approved in January
2020) for treatment of BCG-unresponsive
NMIBC patients with carcinoma in-situ
(CIS)?
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RESULTS

Base-case results: Total costs in 2021 US dollars, total quality-adjusted life years (QALYs)
and incremental cost-effectiveness ratio (ICER) for each treatment and comparator arm

ICER
(S per QALY gained)

Total QALYs

Treatment Total costs

\_ cancer (NMIBC)! J ) _ : CIS population
N Ovel Treat ments fo_r B CG U nres p onsive Nadofaragene firadenovec $346,101 5.15 263,233

[Drug price for nadofaragene firadenovec \ [ Given the paucity of treatment N NO Nn- M USC I e I nvasive B I ad d er Can cer Pembrolizumab $286,042 5.02 167,677

is not yet known. There is limited alternatives and small sample sizes in Mrinmayee Joshi?, Daniel R. Touchettel Comparator $240,297 4.75

evidence on cost-effectiveness of interventional and observational studies, Department of Pharmacy Systems, Outcomes and Policy, University of Illinois Chicago College of Pharmacy Non-CIS population

treatments for high-risk NMIBC patients there is considerable uncertainty around :

for whom prior immunotherapy or published estimates of NMIBC recurrence OBJECTIVES Nadofaragene firadenovec $340,221 >.51 145,394
\_ chemotherapy was ineffective J U and progression ) A_LA AN/ Comparator $239,416 4.81
METHODS P Ll g o T Tl R g T T (=T TRl 13 O AVA (R T3 o TG Lol Ty g [N Tl (T T S 1 [OR (T8 |1, PSA results: Proportion of iterations in which the treatment was cost-effective, for a

A cohort simulation Markov model was developed with health states for initial treatment,

nadofaragene firadenovec and pembrolizumab, compared to hypothetical
treatment comparators based on approved and investigational therapies

range of WTP thresholds

Willingness to pay threshold (S per QALY gained)

recurrent/persistent NMIBC, MIBC, metastatic disease, post-cystectomy and death. Mode| [RARLR Iy EIERG RN [TEIRET [N oTofo VI E o]y WS (e T=la 1o RTEVI-Ro) @ o T g (Ta AT (T ELele]y Treatment
inputs were obtained from clinical trial data and systematic literatures reviews. (EVPI) and expected value of partial perfect information (EVPPI) for nadofaragene 100,000 150,000 200,000 250,000 300,000
firadenovec and pembrolizumab CIS population
Populations: BCG—un.responsive NMIBC patients with carcinoma in-situ (CIS) J Nadofaragene firadenovec 3.04% 17.44% 34.38% 48.06% 57.71%
Ta/T1 disease, and those with Ta/T1 only {non-CI5) CONCLUSIONS Pembrolizumab 30.23%  48.82%  5879%  64.87%  68.58%
- Non-CIS population
Interventions: Nadofaragene firadenovec and pembrolizumab J N —— Nadofaragene firadenovec  32.64% 55 599 67.38% 74.60% 78.64%
depend upon its price. A 5.4% reduction in the current .. :
only (non-CIS) J the CIS population. 80,000
70,000
| j Outcomes: Total costs, total QALYs, incremental cost-effectiveness ratio | 60,000
(ICER), individual and population EVPI and EVPPI ) —r—— : : & 50.000
The value of eliminating uncertainty around estimates = 40’000
_— Model specifications: Lifetime horizon, 3-month cycle length, 3% annual | for '_\IMIBC progr.essmn V\{as close t‘? the value of % 30'000
,Fh, 1 discount rate for costs and QALYs ) obtaining perfect mformatlor}, suggesting that further g7
research on disease progression would be valuable to & 20,000
) decision makers. " 10,000
) Perspective: United States health system (only direct medical costs included 0 e - .
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Willingness to pay threshold (WTP): $150,000 per QALY gained

)

A placeholder annual price for nadofaragene firadenovec, 10% greater than that of
pembrolizumab, was used

In probabilistic sensitivity analysis (PSA), model inputs were varied simultaneously for
10,000 iterations using beta distributions for probability and utility inputs, and gamma
distributions for cost inputs

Value of information analysis was conducted using a single-loop Monte-Carlo scheme?
EVPPI was obtained by varying only the deterministically most influential model input
(probability of disease progression from NMIBC to MIBC)

Based on the estimated incidence of bladder cancer in 20224, and assuming that 70% cases
were of NMIBC>, of which 40% were unresponsive to BCG therapy®, a constant annual
incidence rate of 22,730 new BCG-unresponsive NMIBC cases was used for obtaining
population EVPI

BCG-unresponsive NMIBC has a substantial impact on
quality of life and direct medical costs. The value of
obtaining cost-effectiveness model inputs with
greater certainty is considerable, especially for
treatments with an ICER close to the WTP threshold.

Scan to access the full
paper on this cost-
effectiveness analysis.
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Willingness-to-pay threshold (S per QALY gained)

B EVPI: Nadofaragene firadenovec (CIS)
B EVPI: Pembrolizumab (CIS)
EVPPI: Nadofaragene firadenovec (non-CIS)

EVPI: Nadofaragene firadenovec (non-CIS)
==EVPPI: Nadofaragene firadenovec (CIS)
=0=-EVPPI: Pembrolizumab (CIS)

IV. Population EVPI in 2021 US dollars at a $150,000 WTP threshold

Population EVPI (S, millions)
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