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BACKGROUND & OBJECTIVES REAL-WORLD ENDPOINTS* STUDY DESIGN

The CROWN trialt? demonstrated that the third-

AlO-Studien-gGmbH

generation anaplastic lymphoma kinase (ALK)
tyrosine kinase inhibitor lorlatinib significantly
Improved  progression-free  survival  (PFS)
compared with crizotinib In patients with previously
untreated ALK+ advanced or metastatic non-small
cell lung cancer (aNSCLC), with a notable durable
disease control, Including a protective effect
against brain metastases and a manageable
safety profile. Based on these results and current
German guideline recommendations, lorlatinib is a
preferred first-line treatment option for patients
with ALK+ aNSCLC#>. However, prospective real-
world data on treatment outcomes, tolerability, and
guality of life associated with first-line lorlatinib

remain  |limited. LORALK Is a German
observational, non-interventional, prospective,
multicenter study designed to generate
prospective real-world evidence on first-line

lorlatinib treatment In routine clinical care.

STUDY SITES

« EU Post Authorization Study register number:
EUPAS1000000583

* Target enrollment: ~70 patients from ~25 German
oncology centers (22 sites identified; Fig. 1)
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STATUS

Study activation ongoing; additional sites may
be added.

Patient recruitment and data collection are
planned to start in August 2026.

Period of data collection: ~41 months
Interim analysis: planned after 18 months

@fb Real-World (rw) Effectiveness

Primary endpoint

* Progression-free survival at 18 months
(rw-PES)

* Time to next treatment (TTNT)

Tumor control

* Objective response rate (rw-ORR)
* Disease control rate (rw-DCR)
 Duration of response (rw-DOR)

CNS Outcomes
* Intracranial response rate (IC-RR)
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Treatment outcomes

Baseline Visit

within 60 days of lorlatinib
treatment initiation

Visit 4
at month 19
final study visit

* |ntracranial time to progression (IC-TTP)
« Cumulative incidence of brain
metastases
* Duration of treatment (rw-DOT)
Qverall survival (rw-0S) /
@ 4 Safety h
* Treatment-related AEs, including
metabolic events, peripheral neuropathy
and CNS effects based on CTCAE v6

\-Dose modifications & interruptions

/
/ Quality of life (QolL)

Online collection of:

« EORTC QLQ-C30 - to assess quality of
life in cancer patients

« EORTC QLQ-LC13 - complementary
used to assess gquality of life in lung
cancer patients

« WPAI:GH - to assess impairments in
waid and unpaid work

/

*|ist is not exhaustive
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~70 patients
with ALK+
aNSCLC
enrolled
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Visit 3
at month 13
it

across
oncology
centers in

Study assessments

* Demographics, medical history, and prior anti-cancer treatments

 Clinical assessments, laboratory parameters, comorbidities, and concomitant medications

» Disease characteristics, including TNM classification, metastatic sites, and biomarkers

* Lorlatinib treatment patterns, effectiveness outcomes, and subsequent anti-cancer therapies
* Treatment-related AEs and SAEs

Germany

%

First-line
lorlatinib In
routine
clinical
practice

3 Quality of Life (QoL) questionnaires

« EORTC QLQ-C30 — global health status, functioning, and symptoms
« EORTC QLQ-LC13 - lung cancer—specific symptoms

 WPAI.GH — work productivity and activity impairment

SInformed consent form

#Follow-up:

 after completion of scheduled visits
and/or after EOT (permanent
discontinuation of lorlatinib)

« every six months to collect survival
status and subsequent treatment
Information

STATISTICAL CONSIDERATIONS

* Descriptive, non-interventional study without formal hypothesis testing

« Sample size is based on the expected feasibility of recruiting patients with ALK+ aNSCLC in routine
clinical practice in Germany

* Time-to-event endpoints analyzed using Kaplan—Meier methods with 95% confidence intervals
* Binary endpoints summarized as proportions with exact 95% confidence intervals
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