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Objectives

« Adopting lorlatinib as the standard first-line treatment in ALK+ advanced/metastatic NSCLC can potentially improve population-level clinical outcomes.
* The objective of this study was to estimate the clinical impact of lorlatinib treatment vs alectinib treatment on the US population level.

Backg round « For PFS, OS and incidence of BM, we used data from CROWN to fit Base Case RGSUltS

survival curves to project long-term outcomes.

» Health state utilities were informed by recent submissions to National
Institute for Health and Care Excellence (NICE)."® We used a multiplier
based on the ratio of utilities in Roughley et al. 2014"" all inputs are
presented in Table 1.

 Current guidelines recommend that patients with
untreated anaplastic lymphoma kinase-positive
(ALK+) advanced/metastatic non-small cell lunger
cancer (NSCLC) receive a next generation ALK

» We estimated 3,096 patients were eligible for treatment and assumed
1,168 would receive lorlatinib vs 1,928 with alectinib.

* On a per-patient basis, lorlatinib treatment resulted in 10.14 LYs, 8.12
QALYs, and 0.14 incident BMs, respectively; alectinib treatment

tyrosine kinase inhibitor (TKI) §uc1:h as alectinib, resulted in 8.47 LYs, 6.55 QALYs, and 0.21 incident BMs, respectively.
brlgat!n!b, |0r|:|tlnlb or e-nsart|n|b. Figure 1. Model Structure » Compared with a scenario where only alectinib is available, we

» Lorlatinib, a 3" generation ALK TKI, was approved observe a gain of 1,949 and 1,836 LYs and QALYs, respectively, and
to treat first-line (1L) ALK+ advanced/metastatic US Adults 81 fewer BMs (Figure 3).
NSCLC? based on the CROWN phase |l trial. In Y Y - Separately, the NNT for avoiding a BM for lorlatinib vs alectinib on a
the §-year trial update, median progress(l)on-free Lung cancer incidence ’ ‘ per-patient level was 14.4; when applying the lorlatinib treatment effect
survwal_(PFS) was_not reached (NR [95% CI, 64.3 | , of developing a BM in post-progression as well as in progression-free
to NR]) in the lorlatinb arm, vs 9.1 months (95% ClI, % NSCLC health state. the NNT was 4.6.

7.4 to 10.9) in the crizotinib arm (hazard ratio [HR] , :
0,19 95% G, 0.13 fo 0.271).4 Median fim o )
intracranial progression was NR with lorlatinib

(95% CI, NR to NR)*

29.000 28,166
26,217

% ALK tested

* Adopting lorlatinib as the standard 1L treatment in 24,000 22 118
ALK+ advanced/metastatic NSCLC can potentially ’ ‘ 20,262
improve population-level outcomes substantially. 19,000

The objective of this study was to estimate the
clinical impact of lorlatinib treatment vs alectinib 14,000
treatment on the US population level in the 1L o Coriainib Oulcomes Lorlatinib Outcomes

setting. _ | - 9,000
ALK+, anaplastic lymphoma kinase positive; NSCLC, non-small cell lung cancer.
Methods

Table 1: Input Parameters 4000 +1,949 +1,836 .
566
- We developec_i a decision model in M!crosoft Parameter Base Case Sensitivity Analysis 1000 - . _TEM —
Excel® to estimate the long-term clinical Pooulation size 341 554 933 N/A 12
OutcomeS in a Cohort e||g|b|e for 1|_ treatment Wlth - pu ’ ’ - " m Total without Lorlatinib m Total with Lorlatinib Population Impact of Lorlatinib
lorlatinib in the US over 20 years. We compared 70 Adults 78.0% N/A : : . : — :
. ) ) . L incidence o 14 BMs, brain metastases; LYs, life years; QALYs, quality-adjusted life years.
the clinical outcomes in scenarios where eligible ung cancer Incl 49.0/100,000 +/- 10%
patients had access or no access to lorlatinib 1L % NSCLC 85.0% +/- 10% 15 Sensitivity Analysis
treatment. 0 : - 16.17 . . .
The model contains a opulation model and a 70 Stage I-IlIA at diagnosis 32.7% +/- 10% ° - Across several scenario analyses, there was a population-level clinical
> 8 Pop . % Progression to Stage o o 18 benefit for lorlatinib.
treatment model (Figure 1). The main outcomes 19.9% +/- 10% .
£ : : HiB-1vV — The most notable differences from the base case results were
of interest were total life years (LY's), quality- % St B-IV at di : 5 . 16 ,
adjusted life years (QALYs), and incidence of o otage llIb-1V at diagnosis 67.3% +/- 10% observed when using the log-normal OS model (+3,407 LY, +2,893
. ) ] . . 19 - 1 (0] 1 1 +
brain metastases (BMs). We also estimated the Proportion with ALK test 70.0% +/- 10% ?flé\g;bilsl\/ls;?g% T\\/Issumlng 100% lorlatinib uptake (+5,167 LYs,
number needed to treat (NNT) to avoid an incident ALK+ 5.4% 3% - 7% 20 ! AALTS, - s). _
BM. Lorlatinib PFS model Gamma  —xPonential, Weibull J wer TOTt tl'm'ltlaJ (g]gal oo param to tthOSWHSRf\ . Clhatr']g'(ta) P %ALYS
? QAL &Il |21 WE Gl using a Log-logistic \éve';eeri)lroaloml ara(r:r:Jer}t/eersaarigzserr:c’Jst aram;/tsefser(;rllme’sane observe
e . : : — — | | : w \"
partitioned survival model (PSM) with progression- Lorlatinib OS model Log-logistic Gompertz, Log-normal 4 aE increaseg?/anALYs (Figure 4) P J
inputs for each treatment were informed by the developing BM 1970 (0.08%—0.29%) ) )
CROWN trial* and a recently published MAIC Lorlatinib PES HR Figure 4. OWSA Results on Change in QALYs
- - g oniatin ve 0.55 95% CI: 0.34—0.87 21
comparing lorlatinib and alectinib (Figure 2). alectinib - 0 Ll Moa—U
: C e : — -2000 -1,000 0 1,000 2,000 3,000 4,000 5,000
* In the scenario where lorlatinib is not available, we Lorlatinib BM HR vs 0.38 95% CI- 0.10—1.37 22
assumed that 100% of patients would receive alectinib ' 0l M I OS: Lorlatinib - Log-logistic: shape -1,493 | NN 3,613
alectinib. In the scenario with 1L lorlatinib, we 2L chemothera e . -
. S A _ Py 8.4% (SE: Normal distribution ’s Lorlatinib vs Alectinib PFS HR 533 T 3,837
estimated lorlatinib uptake of 37.7% based on exponential monthly 0.048 7 70,9 2 " -
sy | (e KT (YRR T mortality rate® : ) (7.7%—9.2%) OS: Lorlatinib - Log-logistic: scale 154 I 435
- Post-progression survival for alectinib was 2L lorlatinib exponential 1.6% (SE: Normal distribution . Proportion ALK+ 1,020 Bl 2330
informed by published second-line (2L) ALK+ monthly mortality rate™ 0.067) (1.4%—1.8%) TA536 (ALEX): Progression-free utility value 1,472 I 2200
NSCLC studies®’ given the limited use of 2L TKils Progression-free utility 0.81 +/- 10% 10 -
in the ALEX trial®, which was the pivotal trial " m -ung cancer incidence 652 M 2020
o : 5o R LI [P Progressed utility 0.73 +/- 10%
evaluating alectinib vs crizotinib in 1L ALK+ ” . - . r NSCLC among lung cancer 1,652 [l 2,020
BM utility multiplier 75% +/- 10% o
NSCLC. Proportion with ALK test 1,652 ] 2,020
_ ‘118 - - *2L treatment utilization and mortality rate were used to define post-progression survival for those -
i e ALE LR, & S.ma” PIEPRlE O patl_er)ts who progressed and were still alive after 1L alectinib. Chemotherapy (12%) and lorlatinib (88%) TAS36 (ALEX): Progressed utility value 1,656 [l 2,016
who progressed received SUbsequent lorlatinib or utilization informed by Bauman et al. 2024° Lorlatinib vs Alectinib IC-TTP HR 1765 |l 2108
: o : orlatinib vs Alectinib IC- . .
another TKI, likely biasing post-progression 2L, second-line; ALK+ anaplastic lymphoma kinase positive; BM, brain metastasis; HR, hazard ratio; | |
survival relative to CROWN in which access to MAIC, match-adjusted indirect comparison; NSCLC, non-small cell lung cancer; OS overall survival;
second-generation TKls was more common: to PFS, progression-free survival; SE, standard error; TKI, tyrosine kinase inhibitor. Lower bound QALYs mUpper bound QALYs
reduce confounding effects introduced by . . e N . .
i . Figure 2. Base Case Survival Curves ALK, anaplastic lymphoma kinase-positive; HR, hazard ratio; IC-TTP, intracranial
subs&qrfent TKI?’ %OSt prf)gfjreSSI(énboverﬁ:! hed 2L 9 time to progression; NSCLC, non-small cell lung cancer; OS, overall survival;
sl 1oy elizein ot Inrettiete] ehy pg7 9'3 € o0 OWSA, one-way sensitivity analysis; PFS, progression-free survival; QALY,
lorlatinib and chemotherapy outcomes.®" N quality-adjusted life-years; TA, technology assessment.
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