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Aim: Lorlatinib demonstrated superior efficacy over alectinib as a first-line treatment for ALK-positive
(ALK+) advanced/metastatic non-small cell lung cancer in a matching-adjusted indirect comparison
(MAIC) using 3-year follow-up data from CROWN (lorlatinib). This study aimed to update these findings
using the latest extended 5-year follow-up data from CROWN. Materials & methods: We conducted
an anchored MAIC using data from CROWN and ALEX (alectinib). Patients were matched based on
prespecified effect modifiers. We compared progression-free survival (PFS) using hazard ratios (HRs),
restricted mean survival time and PFS probabilities and adverse events (AEs) using rate ratios and rate
differences. PFS was analyzed in subgroups with and without baseline brain/CNS metastases. Results:
Lorlatinib demonstrated superior PFS over alectinib, reducing the risk of progression or death by 45%
(HR: 0.55, 95% Cl: 0.34, 0.88). Lorlatinib extended restricted mean survival time by 8.5 months up to
4 years and 11.2 months up to 5.5 years, with generally higher annual PFS probabilities across years 1-
5. While lorlatinib was associated with a higher incidence of grade >3 AEs, the rates of AEs leading to
treatment discontinuation, dose interruption and dose reduction were similar between the treatments. In
patients with baseline brain/CNS metastases, lorlatinib showed a numerical PFS benefit, with significant
improvement at year 1. In patients without brain/CNS metastases, lorlatinib significantly improved PFS,
with significant increases at years 2-4. Conclusion: This extended analysis reaffirms lorlatinib’s superior
efficacy over alectinib in prolonging PFS. Despite the higher grade >3 AE incidence, similar rates of dose
reduction, interruption, or discontinuation suggest these AEs are manageable. Lorlatinib remains a first-
line treatment option for ALK+ metastatic non-small cell lung cancer, offering meaningful benefits to
appropriate patients.

Plain language summary: Long-term efficacy & safety of lorlatinib versus alectinib in anaplastic lymphoma
kinase-positive advanced/metastatic non-small cell lung cancer: matching-adjusted indirect comparison
What is already known about this subject? Lorlatinib and alectinib are both recommended first-line
treatment options for anaplastic lymphoma kinase (ALK+) metastatic non-small cell lung cancer. In the
absence of a head-to-head randomized clinical trial directly comparing the efficacy and safety of these
two treatments, indirect treatment comparisons, such as matching-adjusted indirect comparisons (MAIC),
can help inform healthcare decision-making.

In a previous MAIC using 3-year follow-up data from the CROWN trial, lorlatinib outperformed alectinib
in progression-free survival (PFS) for ALK+ metastatic non-small cell lung cancer.
What are the new findings? Our updated MAIC based on extended follow-up data from the CROWN trial
confirms lorlatinib’s PFS superiority over alectinib, showing a 45% reduction in the risk of progression or
death.

Lorlatinib extended the restricted mean survival time by up to 11.2 months and maintained higher 4
annual PFS probabilities over 5 years. % °Becaw!:.l.§
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Lorlatinib significantly improved PFS in patients without baseline brain/CNS metastases and showed
a numerical PFS benefit in those with baseline brain/CNS metastases, with significant improvement at
year 1.

While lorlatinib had a higher incidence of grade >3 adverse events (AEs), rates of AEs leading to dose
reduction, interruption or discontinuation were similar to alectinib.
How might it impact clinical practice in the foreseeable future? The updated findings support lorlatinib
as an effective first-line treatment option for ALK+ advanced/metastatic NSCLC, offering significant
improvements in PFS and manageable AEs compared with alectinib.

First draft submitted: 17 July 2025; Accepted for publication: 3 December 2025; Published online:
15 December 2025

Keywords: alectinib e indirect treatment comparison e lorlatinib e next-generation ALK TKI e non-small cell lung
cancer e progression-free survival

Over the past decade, anaplastic lymphoma kinase tyrosine kinase inhibitors (ALK TKIs) have become the rec-
ognized standard of care for the first-line treatment of ALK-positive (ALK+) advanced or metastatic non-small
cell lung cancer (mnNSCLC) [1]. Crizotinib, a first-generation ALK TKI, was the first ALK TKI approved for this
indication [2]. While crizotinib demonstrated efficacy in targeting ALK+ tumors compared with chemotherapy,
it was eventually surpassed by next-generation treatments, including second-generation (e.g., alectinib [3-¢] and
brigatinib (7,8]) and third-generation (e.g., lorlatinib [9,10]) ALK TKIs. These next-generation ALK TKIs, which
have demonstrated superiority over crizotinib as a first-line treatment for patients with ALK+ mNSCLC, are
recommended as preferred first-line treatment options [1,3-8].

In the phase III CROWN trial, lorlatinib demonstrated superiority over crizotinib, with longer progression-free
survival (PES) and higher response rates. However, lorlatinib was associated with more grade >3 adverse events
(AEs) [9,101. Similarly, in the phase IIT ALEX trial, alectinib was superior to crizotinib in prolonging PES, with
fewer grade >3 AEs (3. However, to date, no clinical trials have directly compared lorlatinib to alectinib as first-line
treatments for ALK+ mNSCLC. Existing indirect treatment comparisons (ITCs) are outdated, based on earlier
clinical trial data cuts, or do not adjust for differences in baseline characteristics [11-18]. These previous studies
using unadjusted ITCs [11] or network meta-analyses [12,13,15] have shown that lorlatinib offers superior PFS and
CNS progression benefits compared with other ALK inhibitors, but with higher toxicity, while alectinib provides
a favorable safety profile. However, these studies lack direct comparison and adjustment for baseline differences,
limiting their applicability. Therefore, robust comparative effectiveness studies are needed to generate relative
efficacy and safety data on these next-generation medications to aid in physician prescribing, patient preference and
payer reimbursement decisions. A previous matching-adjusted indirect comparison (MAIC) derived comparative
estimates for lorlatinib versus alectinib in ALK+ mNSCLC using 3-year follow-up data from the CROWN trial
(data cuts: 20 March 2020 and 20 September 2021) and ALEX (data cuts: 30 November 2018 and 29 November
2019) trial. The analysis demonstrated superior efficacy outcomes for lorlatinib compared with alectinib, which
showed a significant benefit in PFS and numerically improved time to progression in the central nervous system
(TTP-CNS) over alectinib, although lorlatinib was associated with a higher rate of grade >3 AEs [18]. However,
given the recent availability of 5-year follow-up data from the CROWN trial, there is a need to reassess the
comparative efficacy and safety of lorlatinib and alectinib using these extended follow-up data. These updated
results with approximately 2 years of additional follow-up provide more reliable estimates of the long-term efficacy
and safety of lorlatinib versus alectinib.

This study aimed to address this gap by updating the findings of the previous MAIC analysis using 5-year
follow-up data from the latest CROWN data cut (released 31 October 2023). Specifically, this study aimed to
compare lorlatinib to alectinib in terms of PFS over the extended follow-up period and assess differences in safety
profiles between lorlatinib and alectinib in both the global population and subpopulations of patients with and
without baseline brain/CNS metastases.

Materials & methods

This MAIC compared the efficacy and safety of lorlatinib versus alectinib following the methodology outlined in
Garcia ez al. [18]. A summary of the data sources used, populations/subpopulations considered, and outcomes assessed
is presented in Table 1. Additional details regarding the methodology are presented in the Supplementary Material.
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Table 1. Summary of data sources and anchored indirect comparisons.

Data cuts Population /subgroup Outcomes (relative effect measures)

Efficacy outcomes

CROWN: 31 October ITT: Efficacy: PFS-INV
2023 CROWN: lorlatinib [n = 139]; crizotinib [n = 137] (HR; RR/RD of PFS probabilities at years 1-5; ratio/difference
ALEX: 30 November ALEX: alectinib [n = 152]; crizotinib [n = 151] of RMST PFS time up to year 4; ratio/difference of RMST PFS
2018 time up to maximum follow-up of CROWN)
Brain metastases subgroup: Efficacy: PFS-INV
CROWN: lorlatinib [n = 35]; crizotinib [n = 37] (HR; RR/RD in PFS probabilities at years 1-4)

ALEX: alectinib [n = 64]; crizotinib [n = 58]

No brain metastases subgroup:
CROWN: lorlatinib [n = 104]; crizotinib [n = 100]
ALEX: alectinib [n = 88]; crizotinib [n = 93]

Safety outcomes

CROWN: 31 October ITT: Safety: Grade >3 AEs, AEs leading to discontinuation/dose
20237 CROWN: lorlatinib [n = 139]; crizotinib [n = 132] reduction/dose interruption (RR/RD)

ALEX: 29 November ALEX: ITT alectinib [n = 152]; crizotinib [n = 151]

20198

TThe data cut-off date for the CROWN trial was 31 October 2023, with a median follow-up period for PFS of 60.2 months for patients treated with lorlatinib
and 55.1 months for those treated with crizotinib.

The data cut-off date for the ALEX trial was 30 November 2018, with a median follow-up period for PFS of 37.8 months for patients treated with alectinib and
23.0 months for those treated with crizotinib.

8The data cut-off date for the ALEX trial was 29 November 2019, with a median follow-up period for OS of 48.2 months for patients treated with alectinib and
23.3 months for those treated with crizotinib.

AE: Adverse event; HR: Hazard ratio; ITT: Intention to treat; OS: Overall survival; PFS-INV: Progression-free survival assessed by investigator; PFS: Progression-free
survival; RD: Rate difference; RMST: Restricted mean survival time; RR: Rate ratio.

Analysis population & subgroups

The ALEX trial (6] was selected to provide long-term efficacy and safety data for alectinib, while individual patient
level data (IPD) for lorlatinib were sourced from the CROWN trial (9,101. The analyses considered both the
intention-to-treat (ITT) population and subpopulations with and without baseline brain/CNS metastases. The
subgroup analysis of patients with baseline brain/CNS metastases was planned and conducted as an exploratory
analysis due to the relatively small sample size in the CROWN trial. Data from CROWN patients enrolled at
Chinese sites (n = 20, 6.8%) were excluded from the MAIC due to country-specific privacy restrictions.

Variable matching

IPD from the CROWN trial were re-weighted such that the summary statistics of the baseline characteristics of
patients in the lorlatinib arm matched those in the alectinib arm of the ALEX trial and the baseline characteristics of
patients in the crizotinib arm in the CROWN trial matched those in the crizotinib arm in the ALEX trial. A single
matching set was used based on the primary matching set from Garcia ez a/. (18], which included the most clinically
important effect modifiers (EMs), as determined by a targeted literature review, assessment of quantitative evidence
and consultation with clinical experts. These EMs included Eastern Cooperative Oncology Group Performance
Score of 0 versus 14, presence of brain/CNS metastases at baseline per independent review committee, and race
(Asian vs non-Asian). In the CROWN trial, ethnicity was used as a proxy for missing race data. Only Asian versus
non-Asian categories were considered.

Statistical analysis

We updated the MAIC with the aim to generate robust long-term comparative data and explore new effect measures
with clinically meaningful interpretations. In addition to quantifying the effect of treatment in terms of the hazard
ratio (HR) for PES assessed by investigator (INV), the differences and ratios in restricted mean survival time
(RMST) up to a prespecified timepoint and annual probabilities were considered to relax the proportional hazards
assumption and provide additional comparative evidence that is more easily understood than the HR. AEs were
compared based on rate ratios (RRs) and rate differences (RDs).

In the MAICs comparing PFS, observed Kaplan—Meier (KM) data were used where possible. PFS-INV with
alectinib in ALEX was extrapolated to facilitate an MAIC using 5-year PFS data. The last observed PES probability
at year 4 (and its associated standard error [SE]) with alectinib was conservatively assumed to be constant until
year 5 given the observed plateau in the KM curve. Parametric survival models were required to extrapolate PFS
from years 2—4 for crizotinib (CROWN) in the brain metastases subgroup, as the observed KM curve reached
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0% at approximately 22 months. Seven parametric distributions commonly recommended by health technology
assessment bodies, including the National Institute for Health and Care Excellence (NICE) (19] and the Canadian
Agency for Drugs and Technologies in Health (CADTH) [20] (i.e., exponential, Weibull, Gompertz, log-normal,
log-logistic, gamma and generalized gamma) were tested as candidate models. The parametric model that predicted
year 2—4 PFS probabilities closest to zero (without truly reaching zero) was selected for the primary analysis.

Results
The adjusted results of the MAIC are presented in the following sections, and unadjusted results are presented
alongside the adjusted results in Figures 1-3.

Population matching

Population matching was successful, and additional results, including the baseline characteristics and sample sizes
before and after matching, are presented by Garcia e al. The effective sample sizes (ESS) after matching on EMs
across studies were 108.62 (of n = 139 [78%]) and 125.46 (of n = 137 [92%]) for lorlatinib and crizotinib,

respectively.

Efficacy

Lorlatinib demonstrated superior PFS-INV compared with alectinib (HR: 0.55, 95% CI: 0.34, 0.88), with a
reduction in the risk of progression or death of 45%. Additionally, the mean PFS time (RMST up to 4 and
5.5 years [66 months]) in the lorlatinib arm was statistically superior to that in the alectinib arm. The difference
in the RMST ranged from 8.5 months (RMST up to 4 years) to 11.2 months (RMST up to 5.5 years), resulting
in an RMST approximately 1.5-1.6-times higher with lorlatinib compared with alectinib. Specifically, lorlatinib
extended the mean PFS time by 8.5 months up to year 4 (RMST difference: 8.53, 95% CI: 2.76, 14.30; RMST
ratio: 1.52, 95% CI: 1.15, 2.00) and by an even greater margin by year 5 (RMST difference: 11.18, 95% CI:
3.02, 19.34; RMST ratio: 1.57, 95% CI: 1.14, 2.17) compared with alectinib (Figure 1A). Furthermore, the PFS
probabilities at years 1-5 were also significantly improved in terms of RDs with lorlatinib versus alectinib, ranging
from 0.15 to 0.26 increases in annual PFS probabilities. The greatest difference in the annual PES probability was
observed at year 1 (0.26 [0.10, 0.43]), and by years 45, the estimated annual difference in PFS was 0.15 (>0.00,
0.30) (Figure 1B). The KM curves for PFS-INV before and after adjustment are presented in Figure 2A & B.
The PFS-INV curve for lorlatinib was higher (i.e., more favorable) than that of alectinib both before and after the
population adjustment, although KM curve for lorlatinib was higher before the adjustment compared with after
the adjustment.

Safety

Lorlatinib had a higher rate of grade >3 AEs (RD: 0.31, 95% CI: 0.15, 0.47; RR: 1.58, 95% CI: 1.20, 2.06)
compared with alectinib. However, the rates of AEs leading to treatment discontinuation (RD: 0.02, 95% CI:
-0.09, 0.13; RR: 1.18, 95% CI: 0.48, 2.94), dose interruption (RD: 0.10, 95% CI: -0.07, 0.26; RR: 1.21, 95%
CI: 0.77, 1.89), and dose reduction (RD: 0.11, 95% CI: -0.03, 0.24; RR: 1.73, 95% CI: 0.86, 3.49) were similar
between the two treatments (Figure 1C).

Brain/CNS metastases subgroup analysis

Among patients with baseline brain/CNS metastases (ESS = 64.41 of n = 72), lorlatinib demonstrated a benefit
in PES-INV compared with alectinib (HR: 0.47, 95% CI: 0.19, 1.20), although this result was not statistically
significant given the small sample size in this cohort. Among patients without baseline brain/CNS metastases
(ESS =195.19 of n = 204), lorlatinib demonstrated superior PFS-INV compared with alectinib (HR: 0.51, 95%
CI: 0.27, 0.94) (Figure 3A).

Among patients with baseline brain/ CNS metastases, at year 1, lorlatinib significantly improved PES (RD: 0.30,
95% CI: 0.03, 0.57). A numerical benefit in the annual PFS probability was observed in the remaining time periods,
although these results were not statistically significant, presumably due to the small sample sizes and event counts.
Meanwhile, among patients without baseline brain/CNS metastases, at year 1, lorlatinib was associated with a
higher PES compared with alectinib (RD: 0.19, 95% CI: -0.003, 0.39), although this result was not statistically
significant. Over time, lorlatinib continued to show a consistent improvement in PFS, maintaining its advantage
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Figure 2. Kaplan-Meier curves for progression-free survival assessed by investigator before (naive) and after
adjustment. (A) Active arm (alectinib and lorlatinib). (B) Crizotinib.

over alectinib and demonstrating a significant increase in PES probabilities at years 2—4 (year 4 difference: 0.26,

95% CI: 0.06, 0.45) (Figure 3B).

Discussion

This study sought to determine whether lorlatinib demonstrates superior PES compared with alectinib over an
extended follow-up period and to assess differences in the safety profiles between lorlatinib and alectinib in both
the global population and subpopulations of patients with and without baseline brain/CNS metastases. The
findings show that lorlatinib demonstrated superior PFS compared with alectinib, as evidenced by the significant
reduction in the hazard of progression or death (measured by the PFS-INV HR) and further supported by the
significant results in favor of lorlatinib across the RMST and annual PFS probability estimates. In the overall
population, lorlatinib demonstrated superior PFS compared with alectinib, with an advantage observed at each
time point examined. In patients with baseline brain/CNS metastases, lorlatinib showed a benefit in PFS, which
was significant at year 1 only, despite these comparisons likely being underpowered due to the small sample sizes.
In patients without baseline brain/CNS metastases, lorlatinib demonstrated improvement in PFS, with significant
improvements observed at years 2—4, compared with alectinib.

In the phase III CROWN trial, despite the higher incidence of grade >3 AEs with lorlatinib, patients experi-
enced significant improvements in quality of life and functioning scores compared with baseline. Most AEs were
manageable through dose modifications and medications, allowing the clinical benefits of lorlatinib to outweigh
the negative impact of these AEs. Furthermore, these improvements were sustained throughout the study period,
indicating durable benefits despite grade >3 AEs [21].

In our analysis, while lorlatinib was associated with a higher incidence of grade >3 AEs compared with alectinib,
no statistically significant differences were observed in other safety end points, such as AEs leading to treatment
discontinuation, dose reduction, and dose interruption. The lack of increased discontinuations or dose reductions
suggests that, despite the higher rate of grade >3 AEs, these AEs are manageable. According to guidelines, lorlatinib-
associated AEs can be effectively controlled through dose modifications or the use of additional therapies [22,23].
Specifically, lipid-lowering therapy can be used to manage hyperlipidemia (the most common AE associated with
lorlatinib), dose modifications can be applied to manage CNS effects, and standard of care or dose modifications
can be used for the management of other AEs, which tend to be mild to moderate [22-24].
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Opverall, the findings of this long-term MAIC were consistent with the results reported by Garcia et al. [18].
This updated MAIC analysis, using the latest CROWN data cut, further bolsters the totality of evidence on the
comparative efficacy and safety of lorlatinib as a first-line treatment for ALK+ mNSCLC versus alectinib. The
consistent findings across different measures in the ITT and subgroups reinforce the robustness of lorlatinib’s
clinical benefits in the entire population of patients with ALK+ mNSCLC regardless of the presence of brain/CNS
metastases at baseline. Particularly for PFS, the HRs, RMST and annual PFS probabilities consistently favored
lorlatinib over alectinib, indicating lorlatinib’s superiority across multiple, complementary metrics. Interpreting
different estimates for PFS, such as HRs and RMST, provides a more holistic understanding of treatment efficacy
as HRs offer insight into the relative risk of progression or death, while RMSTs provide absolute measures of time
patients remain progression-free, enhancing the clinical relevance of the findings.

Given the high prevalence of brain metastases among ALK+ mNSCLC patients, these results are particu-
larly noteworthy. Patients with ALK+ mNSCLC frequently present with brain metastases, with nearly a third
of cases diagnosed at this advanced stage and face a significant risk of developing brain metastases [25]. Lorla-
tinib has proven effective in improving treatment responses in patients with brain metastases, including extending
the TTP-CNS [26]. The results of this updated analysis suggest a trend toward improved efficacy of lorlatinib
in this subpopulation, demonstrating supportive evidence of improvements in PFS-INV. Furthermore, lorla-
tinib had superior PFS-INV compared with alectinib in the subgroup of patients without baseline brain/CNS
metastases, and these improvements in PFS-INV were sustained over the entire follow-up period of 4 years.
This highlights the udility of lorlatinib as a first-line treatment in the overall population of patients with ALK+
mNSCLC.

Opverall, the results were largely expected given the known efficacy of lorlatinib in targeting ALK+ tumors and
the findings of the previous MAIC analysis by Garcia ez a/. (18]. The superiority of next-generation ALK TKIs over
crizotinib, as established in various clinical trials, supports these findings [1,3-8]. The efficacy results are further
supported by previous unadjusted ITCs [11] and network meta-analyses [12,13,15]. The significant benefit observed
in patients with baseline brain/CNS metastases at year 1 was particularly noteworthy, as this subgroup often
presents a more challenging treatment scenario [25,26]. The observation that lorlatinib’s benefit in this subgroup
was significant only at year 1 was an unexpected finding but is likely due to the small sample size of patients
with baseline brain/CNS metastases in the CROWN trial, which could have limited the statistical power to detect
significant differences beyond the first year. In terms of safety, our study confirms that lorlatinib is associated
with a higher incidence of grade >3 AEs compared with alectinib [11,12,15]. However, we found no statistically
significant differences in other safety end points, such as treatment discontinuation, dose reduction and dose
interruption, suggesting that these AEs are manageable. Our analysis supports previous findings and provides a
more comprehensive and updated evaluation using the latest CROWN data cut, reinforcing the robustness of
lorlatinib’s clinical benefits and highlighting its potential as a first-line treatment for ALK+ mNSCLC.

Future research

As the treatment landscape continues to evolve, future research exploring the biological mechanisms underlying
the efficacy of ALK+ mNSCLC treatments has the potential to provide a more comprehensive understanding of
how these mechanisms influence clinical outcomes and help refine treatment strategies. Further research with larger
sample sizes of patients with baseline brain/CNS metastases and longer follow-up periods is needed to confirm the
long-term benefits of lorlatinib in this specific subgroup and to better understand the dynamics of its efficacy over
time.Our study primarily focused on PFS and did not consider overall survival (OS) because at the time of the
analysis, the required number of OS events per the protocol-specified second interim analysis in the CROWN trial
had not been reached. OS follow-up research is ongoing, and additional OS analyses are planned. Future research
should continue to monitor OS to provide a more complete picture of the long-term benefits of ALK+ mNSCLC
treatments and to validate these findings. This ongoing OS analysis will be crucial for understanding the full impact
of these treatments on patient survival and guiding future treatment protocols.

Additionally, understanding economic implications is crucial for optimizing treatment decisions and ensuring
that advancements in clinical efficacy are accessible and sustainable for healthcare systems globally. The literature
on the cost-effectiveness of ALK+ mNSCLC treatments reveals significant variability in outcomes across different
countries due to differences in model assumptions, pricing and willingness-to-pay thresholds [27-29], emphasizing
the need for ongoing research to inform personalized and cost-effective treatment strategies [30,31].
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Strengths & limitations

The results of this analysis should be interpreted in the context of the study limitations. First, while MAICs provide
valuable insights, they cannot fully replace head-to-head RCTs, which offer a more robust direct comparison of
treatments under controlled conditions. The robustness of anchored MAICs relies on the successful adjustment
for differences in the distribution of all treatment EMs between trials. Our MAIC adjusted for imbalances in all
suspected EMs according to clinical experts and the literature, minimizing potential bias. However, although the
analysis attempted to adjust for all identified EMs, which were selected based on the literature and clinical expert
recommendations, other differences that are not reported in the trials may exist, potentially leading to residual
confounding. Second, the study relied on data from different trials (CROWN vs ALEX) with potentially hetero-
geneous patient populations, treatment protocols, and follow-up procedures. Despite matching, these differences
may have impacted the comparability of the PFS and AE rates. Third, Chinese patients from the CROWN trial
were not included in the MAIC analyses because of country-specific privacy restrictions. Given the small propor-
tion of excluded patients (n = 20, 6.8%), the exclusion of these patients is unlikely to significantly impact the
results’ generalizability. Fourth, the MAIC analyses of the subgroup of patients with baseline brain/CNS metastasis
are limited by the relatively small sample size in the CROWN trial (n = 72) and are likely underpowered. This
subgroup was investigated as an exploratory analysis and should be interpreted with caution. Fifth, although the
outcome definitions were generally similar between the trials, the AE severity grading was conducted according
to different versions of National Cancer Institute criteria. Since the comparisons were anchored, these differences
are not expected to introduce significant bias. Sixth, the MAIC analysis adjusted for only four baseline variables,
which were selected based on the literature and clinical expert recommendations. Other important prognostic
factors affecting survival may have been overlooked, potentially leading to residual confounding and unaddressed
differences between the study groups, affecting the comparability of the results. The crizotinib survival curves still
appear different across studies because not all prognostic factors may be captured; however, this should not impact
the findings from the anchored ITC, which only requires adjustment for EMs. Finally, the generalizability of these
results to other diseases using targeted therapies in first-line therapy is unclear. Lorlatinib is approved specifically
for ALK-positive NSCLC, and therefore, it is uncertain whether these findings can be applied more broadly, which
may limit their applicability beyond ALK-positive NSCLC.

Despite these limitations, the analysis also has several notable strengths. The use of long-term data offered a
more comprehensive understanding of lorlatinib’s relative efficacy and safety, which is crucial for making informed
treatment decisions over both short-term and extended periods. The robust adjustment for EMs ensured a balanced
and fair comparison between lorlatinib and alectinib, addressing potential population imbalances that could have
otherwise distorted the results. Furthermore, the use of an anchored approach enhances the reliability and validity
of the findings by leveraging indirect comparisons through a common comparator. These strengths collectively
provided a solid foundation for supporting lorlatinib as an effective first-line treatment option for patients with
ALK+ mNSCLC, offering both short-term and long-term benefits.

Conclusion

This analysis using long-term data demonstrates lorlatinib’s superior efficacy in extending PFS compared with
alectinib and its manageable AF profile. These results strongly support lorlatinib as an effective and viable first-line
treatment option for patients with ALK+ mNSCLC.

Supplementary data
To view the supplementary data that accompany this paper please visit the journal website at: https://becarispublishing.com/doi/
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Summary points

e In a previous matching-adjusted indirect comparison, lorlatinib had shown superior efficacy over alectinib for
ALK+ advanced/metastatic non-small cell lung cancer.

e This study updated those findings with extended follow-up data (median follow-up of 5 years) to estimate the
long-term efficacy and safety of lorlatinib versus alectinib.

e Indirect comparisons were conducted in the overall population and subgroups of patients with and without
brain/CNS metastases at baseline.

e In the overall population, the matching-adjusted indirect comparisons revealed superior progression-free survival
(PFS) for patients treated with lorlatinib, reducing the risk of progression or death by 45% versus alectinib.

e Lorlatinib extended the mean PFS time, with generally higher annual PFS probabilities across years 1-5.

e Subgroup analyses confirm a consistent PFS benefit for lorlatinib.

e Despite higher rates of grade >3 adverse events, lorlatinib consistently showed a benefit over alectinib,
regardless of the presence of brain/CNS metastases at baseline.

e These results reaffirm lorlatinib as a robust first-line treatment option for ALK+ metastatic non-small cell lung
cancer.
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