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CONSENSUS PERSPECTIVE
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1. INTRODUCTION

Chronic Lung Allograft Dysfunction (CLAD) is the major barrier to long-term survival post-lung transplantation and
is defined primarily by spirometric assessment. However, because substantial and potentially irreversible
pathology may develop before the diagnostic criteria for CLAD are met, it is critical to identify lung transplant
recipients at high risk for lung function decline that might benefit from early therapeutic interventions to reverse
ongoing injury. Equally, CLAD progression may result from similar acute insults after the diagnosis of CLAD is
established. To this end, to evaluate these acute events, the syndrome of Acute Lung Allograft Dysfunction
(ALAD) was proposed.

ALAD has increasingly become a recognized but inconsistently defined clinical entity within the field of lung
transplantation. The recently published ISHLT Consensus Statement on ALAD aims to address the clinical and
research implications of this condition by providing a structured framework for its definition, diagnostic approach,
treatment considerations, and research priorities." This Perspective Piece draws attention to the critical summary
points of this peer-reviewed Delphi Consensus process.” The Consensus was formed through a comprehensive
process involving international multidisciplinary experts, including transplant physicians, immunologists,
pathologists, pharmacists, and scientists. The group were challenged to create a novel definition of ALAD with
very limited pre-existing literature or prior concordance. Clinicians and researchers are encouraged to consult the
full consensus document for a comprehensive overview of ALAD, including the methodology employed and areas
of both consensus and uncertainty.'

2. TOP ALAD FEATURES AND MESSAGES

1. ALAD is now proposed as a distinct clinical syndrome separate from primary graft dysfunction (PGD) and CLAD.**

2. The document outlines a tiered definition of ALAD based on spirometric decline and clinical symptoms, recognizing
the limitations of spirometry alone. While a > 10% decline in FEV4 remains the primary spirometric criterion, the
statement acknowledges situations where spirometry may be impractical or simply unavailable, advocating for the
use of supplemental oxygen needs, symptoms, and imaging findings to support the diagnosis.

3. ALAD can have many potential causes.” The etiologies of ALAD are classified into alloimmune, non-alloim-
mune, and idiopathic categories, with practical recognition of the possibility of overlapping or multiple con-
current mechanisms.

4. A flexible diagnostic approach is suggested, focusing on history, spirometry, blood work, imaging and
bronchoscopy where appropriate, but not uniformly mandating exhaustive testing for all cases.

5. Management strategies are stratified by ALAD severity, emphasizing expedited diagnostics and therapy in
select cases. Rapidly progressive ALAD is notably associated with increased mortality and warrants urgent,
often empiric antibiotics or immunosuppressive therapies.

6. One of the most critical implications of ALAD is its potential to initiate, or at least signal, the early stages of
CLAD. Potentially, even reversible ALAD episodes warrant close follow-up and may justify preemptive ther-
apeutic therapy to prevent long-term damage.

7. Research gaps are acknowledged, particularly regarding validation of the proposed ALAD definition and its
utility as a clinical trial endpoint. Spirometric cutoffs, the relevance of the ALAD timeline, and clinical trajectory
after ALAD diagnosis, are all appropriate clinically relevant variables to explore further. Further discussion is
required regarding the validity of including each contributing etiology in the definition.

8. The consensus highlights the importance of defining phenotypes and pathophysiological underpinnings to
guide future biomarker and therapeutic approaches.

9. A callis made for international collaboration and prospective cohort studies to refine the diagnostic, phenotypic and
management strategies for ALAD. Prognostic studies and trials of novel therapies now have a starting point.

3. CONCLUSION

The ISHLT Consensus Statement on ALAD represents an important step in standardizing our understanding of
acute graft dysfunction in lung transplant recipients. By proposing a clear, yet adaptable framework, this
document sets the stage for benchmarking, road testing and coordinated research efforts across the lung
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transplant community. The consensus document underscores the importance of recognizing ALAD early and
creating management strategies to mitigate long-term graft damage, potentially in the form of CLAD. As with any
novel clinical definition, ongoing validation and refinement of the recommendations will be necessary. We
encourage clinicians and investigators to engage with the full document and consider how its principles can be
integrated into both routine practice and future study design.
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