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RESULTS

BACKGROUND

¢ Liver cancer is the 13th most common cause of cancer ¢ More recently, both tremelimumab plus durvalumab ¢ When evaluated at a willingness-to-pay threshold
in Canada,’ and the majority of liver cancers are (TREM+DURYV)” and atezolizumab plus bevacizumab considered acceptable to the Canadian healthcare Figure 1: Cost effectiveness plane Table 2: Base-case and scenario analysis results for LEN
hepatocellular carcinomas (HCCs). Liver cancer was (ATEZO+BEV)® have been approved in Canada for system, LEN was the most cost-effective option, and
estimated to cost the Canadian health system $421M first-line treatment of uUHCC LEN dominated (was cheaper and more effective than)
in 2024° | ¢ Since REFECT, LEN has also been compared against a both SOR and TREM+DURVY 9200000 .
¢« Lifestyle factors, along with increased prevalence of chronic combination of LEN plus pembrolizumab for the first-line $200.000 .
hepatitis B and C infection, are believed responsible for the treatment of UHCC in the LEAP-002 trial’ ¢ The QALY gain for LEN compared to SOR and | Base-case Dominant | Dominant SW: $642,499
increasing incidence and mortality of HCC® ( The trial failed to achieve its primary outcome of improved TREM+DURYV was 0.52 and 0.14, respectively; the cost . $150.000 W
¢ Lenvatinib (LEN), an orally administered, once a day, OS in patients treated with LEN plus pembrolizumab,” but saving for LEN compared to SOR and TREM+DURV 2 | | | |
second generation multiple receptor tyrosine kinase did show |0nger median OS for patients receivi.ng LEN. was $3 299 and $95 794 respectively 2 $100.000 #1 Societal perspective | $31,066/QALY Dominant $583,749/QALY (SW)
inhibitor, was approved for first-line treatment of monotherapy (18.9 months) when compared with previous ’ o ’ Jpre -
unresectable HCC (uHCC) in Canada in 2018* data from REFLECT® « ATEZO+BEV generated a QALY gain of 0.20 and an $50.000
¢ Approval of LEN was based on results from the REFLECT additional cost of $130,603 compared to LEN resulting gﬁ t;:g;t(;l/ rfi?ﬁisdt;f{ﬁd Dominant Dominant | $506,516/QALY (SW)
trial which demonstrated non-inferiority in overall survival Purpose in an ICUR of $642,499 per QALY $0
(LCéSN) cor1nzp?3red wti’;]h ?oreg%nliqt? é\SORé(K:)_ﬁ E%ntgsg gc?r « Leveraging data from LEAP-002, we evaluated the - | | | 00 05 10 15 20 25 30 35 40
VS 1£.9 MOMnS 1o , hazard ratio [HR] 0.92; cost-effectiveness of LEN with SOR, TREM+DURV ¢ The likelihood that LEN is cost-effective, as a function AQALYs #3 10-year time horizon | Dominant Dominant | $751,345/QALY (SW)
95% confidence interval [Cl] 0.79, 1.06) and improved and ATEZO+BEYV in a Canadian setting of joint uncertainty in input parameters was 100% if a Cost-effectiveness threshold  » LEN  « ATEZO+BEV
progression-free survival (PFS; 7.4 months for LEN vs _ _ o . o/ : .
. QR0 5 ¢ Health economic evaluations enable efficient QALY is valued at $100,000 and 88% if a QALY is e SOR  TREM+DURV B | | | -
3.7 months for SOR, HR 066, 95% ClI 057, 077) . Abbreviations: ATEZO+BEYV, atezolizumab plus bevacizumab; ICUR, incremental cost-utility ratio;
_ _ use of health care resources and are recognized valued at $200,000 e 1 AU I T R LEN, lenvatinib; SW, South-West quadrant (i.e. higher ICER implies LEN is more cost-effective):
¢ Previous analyses have found_LEN to be a cost-effective as important inputs in guiding treatment QALYs, quality-adjusted life years; SOR, sorafenib; TREM+DURY, tremelimumab plus durvalumab. TREM+DURYV, tremelimumab plus durvalumab.
use of resources versus SOR in Canada for the treatment

recommendations in Canada’™

of uUHCC®

METHODS

CONCLUSION

¢ The impact of structural elements of the model was
explored in scenario analysis

Scenario 1: Use of societal perspective

Scenario 2: Use of utility estimates based on proximity to death

Scenario 3: 10-year time horizon

¢ Patient outcomes were simulated using a partitioned
survival model with health states representing

progression-free disease, progressed disease and death . _
« The economic model demonci et Figure 2: Cost breakdown across comparators

LEN is the cost-effective treatment for
first-line uUHCC

¢ The analysis uses an NMA which incorporates
additional data from LEAP-002."> This NMA
found that LEN was associated with comparable
or significantly longer OS compared with key
comparators. However subsequent therapy
will vary across studies, with participants in
later studies having more treatment options

¢ The model was parameterized using data on PFS and OS
for LEN, and for each of the three comparators:
SOR, TREM+DURV and ATEZO+BEV

$10

Table 1: Selected model inputs

LEN is more effective than either SOR
or TREM+DURYV and results in overall
cost savings

Progression-Free

2 < -EN i available to them post-progression, and this is c'%
Progressed Dead SOR $4,320 . | limitati fth nalvsi ?
SURY o The modest additional health gains 3 limitation orthSIEEEEE £
. . | ' ith ATEZO+BEV . I :
Partitioned survival model ATEZO+BEV $10,576 assoc‘,later Wlt_ . O , compare.d S Findings were robust to parameter uncertainty
LEN are insufficient to justify the additional and to structural assumptions applied in $1
¢ Parametric modelling of PFS and OS for LEN from MRS (omS Ges ey 534,320 costs associated with ATEZO+BEV -

the modelling of event data for LEN or in 59
the estimation of comparative effectiveness $38

$12

LEAP-002 was undertaken to estimate health state
occupancy over a time horizon for patients treated

LEN results in lower primary drug costs than

with LEN Shvsici ot s S - - undertaken using NMA
e . ySIBian COmaEn any of the comparators, and this is sufficient SOR LEN ATEZ+BEV ~ TREM+DURV

¢ Health state occupancy over a lifetime time horizon Nurse contacts $39 $32 _ |

for patients treated with each of the comparators was to ensure overall costs are also lower than These findings support the selection of LEN as End of life costs = Post-progression drug costs & Adverse event costs

estimated by applying a HR to the appropriate curve for LEN Laboratory tests $30 $15 any of the comparators a cost-effective use of healthcare resources in Medical resource use costs - ® Primary drug costs
¢ HRs for each of the comparators were determined from Radiological tests $81 $17 the first line treatment of patients with uHCC Abbreviations: ATEZO+BEV, sezolizumab plus bevacizumal; LEN, lenvatinb; SOR, sorafeni

. . . TREM+DURY, tremelimumab plus durvalumab.
a network meta-analysis (NMA) which in the base-case Hospitalization $67 $206

pooled RELECT and LEAP-002 data, using inverse
probability of treatment weightings to adjust for imbalances
at baseline. A two-stage estimator was further used to
adjust for the use of subsequent immuno-oncotherapies

¢ Health outcomes were measured in quality-adjusted life
years (QALYs), after applying health state utility values
(0.774 in the progression-free state and 0.743 in the
progressed state) determined from EQ-5D data collected
in LEAP-002

¢ Resource use in the progression-free and progressed
states was taken from a previously reported resource use,
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