AlO-Studie AlO-TF-0526/ass
ALKregistry - Study protocol version 1.0

ALKregistry
ALK-inhibitor treatment in non-NSCLC-malignancies

- A TEAM-D platform initiative -

Study protocol version 1.0 (Date: 21/01/2026)

1. STUDY DESCRIPTION AND STUDY TYPE

ALKregistry is a retrospective, multicenter registry designed to gain insights into the frequency of
targeted treatment with ALK-inhibitors in patients with non-NSCLC-malignancies with proven ALK-
alterations presented to German interdisciplinary Tumorboards.
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Dr. med. Sarah Habe

Medizinische Klinik und Poliklinik III
LMU Klinikum

Marchioninistr. 15

81377 Minchen
Sarah.Haebe@med.uni-muenchen.de

Theresa Weltermann

Medizinische Klinik und Poliklinik 111

LMU Klinikum

Marchioninistr. 15

81377 Miinchen
Theresa.Weltermann@med.uni-muenchen.de

3. PARTICIPATING CENTERS

Currently, a cohort of five cancer centers plans to collaborate. Data from additional centers are planned
to be included. For the inclusion of further centers, an amendment will be submitted to the responsible
ethics committee.
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4. BACKGROUND/RATIONALE

Molecular diagnostics has gained increasing importance across a wide range of tumor entities and has
become an essential component of modern precision oncology. Alterations of the anaplastic lymphoma
kinase (ALK) gene occur in various malignant diseases and comprise different molecular mechanisms,
most notably chromosomal rearrangements resulting in ALK fusion genes with diverse partner genes.
These alterations lead to constitutive activation of ALK signaling pathways and drive oncogenic
processes.

While ALK alterations are well characterized in non-small cell lung cancer (NSCLC), they have also been
described in a variety of other entities. The clinical relevance of ALK alterations outside established
indications remains incompletely understood. In particular, the therapeutic use of ALK inhibitors (ALKi)
beyond guideline-recommended treatment lines and outside approved indications is currently
supported mainly by case reports or small case series.

Given the limited level of evidence and the heterogeneity of ALK alterations across entities, a larger
systematic retrospective analysis is warranted. Such an evaluation may provide valuable insights into
the frequency and clinical impact of ALK alterations, as well as treatment patterns and outcomes
associated with ALK inhibitor therapy after exhaustion of standard treatment options.

5. STUDY OBJECTIVES
- Mapping the landscape of ALK-alterations in non-NSCLC-malignancies.
- Analysis of clinical data of patients with said alterations in tumor boards.
- Collection of therapeutic regimens proposed by tumor boards for these ALK-alterations
- Investigation of treatment outcomes in pre- and post-TB-therapies with emphasis on ALK-
inhibitors

6. DATA COLLECTION

Tumor Board representatives of participating centers look for patients with ALK-mutated non-NSCLC-
malignancies that were treated with ALK-inhibitors. All data obtained for this study will be taken from
routine patient care data and will be collected retrospectively. The centers are expected to start and
finish data collection in Q1 2026. Data analysis is planned to be finalized in Q3 2026. The time frame
within which the centers should collect the data is not limited. The centers are expected to indicate the
time period from which the patients were recruited. Data is collected using a questionnaire
(Questionare ALKregistry V1.0).
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7. DATA PROTECTION
Only anonymized data will be transmitted. Anonymization will be done at every center. There will be
no attempts to undo anonymization.

8. PATIENT MATRIX

Tumor board representatives of participating centers look for patients with ALK-mutated non-NSCLC-
malignancies that were treated with ALK-inhibitors among all patients discussed in interdisciplinary
tumor boards or included in local registries. While definitive numbers are contingent on real-time data
assimilation, preliminary estimates indicate a total number of 10 to 30 patients to be included.

The primary endpoint is the frequency of ALKi-treated patients with proven ALK-alterations in a patient
cohort treated in dedicated precision oncology programs. Secondary endpoints will be the analysis of
tumor type, therapeutic recommendations, treatment outcomes of prior and subsequent treatment
lines. A special emphasis will be put on outcome of treatment with ALK-inhibitors. A robust statistical
framework will be employed to interpret data, ensuring the inferences are scientifically valid and
clinically meaningful.

9. PUBLICATION AND DISSEMINATION

The results derived from the ALKregistry will be curated for publication in a peer-reviewed journal. The
publication strategy will accompany a data governance plan, ensuring data integrity, reproducibility,
and ethical considerations. The data governance plan will guide data access, sharing, and storage
protocols and establish data quality and security standards. Authorships will be granted to all centers
contributing patient data.

10. FUNDING, SPONSORSHIP, AND ETHICAL CONSIDERATIONS
The study is not funded by any third party. The study will only collect anonymized data that is collected
according to local registries. The trial does not include an intervention.
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