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Press Release
The Working Group New Therapeutic Approaches, Monitoring and the Board of Directors of the German Network of Memory Clinics (DNG) take note of the G-BA's decision on donanemab (Kisunla) and the new Cochrane Review on anti-amyloid antibodies with great attention. Both publications address a central question of current Alzheimer's care: How are the benefits, risks and practical feasibility of potentially disease-modifying therapies in early Alzheimer's disease to be assessed in a clinical context?
From the DNG's point of view, it should be noted that the G-BA decision and the Cochrane Review answer different questions. As part of the early benefit assessment, the G-BA assesses the additional benefit of a drug compared to the existing practice of guideline-based comparator therapy in the German care system. Cochrane reviews are considered the gold standard for a well-founded evidence synthesis, characterized by strict, transparent criteria and the claim to enable clinically active physicians to make a rational therapy decision. In this analysis, randomized studies on multiple, biologically and clinically incomparable amyloid antibodies were combined. The G-BA decision and the Cochrane meta-analysis are important contributions to the classification of the evidence. However, in the opinion of the DNG, neither of these factors justifies the blanket conclusion that antibodies directed against amyloid as a whole have no significance in the treatment of early Alzheimer's disease.
1. The G-BA decision on donanemab (Kisunla)
On 16 April 2026, the G-BA decided that an added benefit for donanemab in early Alzheimer's disease compared to the appropriate comparator therapy determined in each case has not been proven. At the same time, the G-BA itself expressly clarifies that this early benefit assessment is to be distinguished from the marketing authorisation under pharmaceutical law and that the decision does not entail any further restriction of the prescribability of donanemab.
In the opinion of the G-BA, there was no suitable data available for the group of patients with mild cognitive impairment (MCI) due to Alzheimer's disease to be able to assess the additional benefit. For the group of patients with mild Alzheimer's dementia, there was no proven advantage over acetylcholinesterase inhibitors (AChEI) on the basis of the data used. This statement must be read precisely: It does not mean that donanemab is ineffective, but that in the specific German care context, an additional benefit compared to the comparator therapies defined by the G-BA could not be proven. 
For the understanding of the decision, it is crucial that the G-BA has divided the approved indication, according to the German care situation and the different guideline-based comparator therapies, into two clinically separately assessed populations: MCI on the one hand and mild Alzheimer's dementia on the other. For MCI, "Best Supportive Care" or observational waiting was used as a comparator therapy, for mild Alzheimer's dementia donepezil, galantamine or rivastigmine.
However, from the point of view of IQWiG and G-BA, the core methodological problem of the study used for donanemab was that the study itself did not provide for a prospectively documented assignment made by the investigator to MCI versus mild Alzheimer's dementia. The test form only had to confirm that Alzheimer's disease was present. 
In IQWiG's opinion, the subpopulations initially formed by the manufacturer solely on the basis of concomitant therapy with AChEI were not suitable for answering the questions of the benefit assessment. It was only in the comment process that additional differentiations were submitted, including on the basis of the Clinical Dementia Rating (CDR) and other criteria. For the MCI question, these evaluations still did not reflect the relevant untreated MCI population from IQWiG's point of view; for the question of mild Alzheimer's dementia, certain populations with AChEI therapy were considered to be a sufficiently safe approximation, but this did not result in a proven additional benefit.
Against this background, the G-BA decision is not a general judgment on the principle of action, but the result of only a limited fit between study design, subsequent population allocation and the requirements of the German early benefit assessment. Especially in an early, clinically heterogeneous phase of the disease, study design, endpoint selection, patient selection and the subsequent assignment of study participants to the populations assessed separately in Germany can significantly influence the result of a benefit assessment. From the DNG's point of view, it is important to emphasise that the G-BA decision must not be equated with a fundamental denial of clinically relevant effects of anti-amyloid antibodies.
2. The Cochrane Review of anti-amyloid antibodies
The Cochrane Review analyzes 17 randomized trials with a total of 20,342 participants and summarizes seven different antibodies directed against amyloid. The authors come to the conclusion that, overall, the effects of these antibodies on cognition and severity of dementia after 18 months are not significant on average and that the effect on functional abilities is small at best. At the same time, the review reports an increased risk of amyloid-associated imaging abnormalities (ARIA), including brain swelling and microhemorrhage. These safety aspects are clinically highly relevant and must be carefully evaluated for each indication. It is undisputed that antibodies directed against amyloid require structured surveillance with brain MRI controls, experience in recognizing and managing ARIA, and careful education. According to the European SmPC and Regulatory Information, donanemab is also only to be used under clearly defined conditions and with close imaging.
From the DNG's point of view, the main methodological weakness of the Cochrane Review lies in the improper equal treatment of all antibodies ever developed and the study designs used, as well as the resulting far-reaching class-wide conclusion. In the pooled analysis, older antibodies that address very different epitopes and aggregation levels of the amyloid peptide and that have very different effects on amyloid contamination are evaluated together with newer, regulatory-approved agents. This means that only two of the seven antibodies analysed are in principle available for drug therapy and must be evaluated by the clinically active physician with regard to a rational therapy decision.
This approach systematically underestimates the effectiveness of currently approved therapies, while overestimating the failures of previous generations. A meaningful synthesis requires a stratified analysis that takes into account the stage of development of the substances and important pharmacodynamic features (such as plaque clearance capacity) and fundamental aspects of the clinical trials (such as biomarker integration in subject selection).
A joint consideration of all antibodies developed so far against amyloid can be useful for an analysis of the efficacy parameters, but it should then be carried out primarily according to basic scientific criteria in order to adequately evaluate the differences between the substances. However, it is not suitable for assessing the clinical relevance of individual, currently approved active ingredients. This is precisely the point that external expert classifications have also pointed out: both the Alzheimer's Society and several experts cited by the UK Dementia Research Institute criticise the fact that the joint consideration of several experimental substances that have not been approved with a few substances approved as medicinal products (lecanemab, donanemab) disregards differences and that the repeated proof of efficacy is no longer comprehensible.
From the DNG's point of view, it does not follow from the Cochrane review that therapies directed against amyloid should be discredited overall. Rather, the review underlines that benefits and risks can only be adequately assessed on an active drug-specific, stage-related basis and within quality-assured care structures.
3. What follows from this from the DNG's point of view
The current evidence does not justify uncritical enthusiasm or a blanket rejection of amyloid therapies. What is needed is a differentiated, patient-centered and care-oriented assessment, which is largely secured by the approval process for the drugs and by guideline decisions. These include a confirmed diagnosis of Alzheimer's disease in the early stages, proof of amyloid pathology, consideration of genetic and radiological risk factors, standardized education, close clinical and MRI-based monitoring, and treatment in specialized, interdisciplinary structures. Whether the substances are then assessed as socially relevant and cost-efficient in the care process will have to be reviewed and evaluated in the course of the process.
Memory outpatient clinics are particularly suitable for the tasks of carrying out evidence-based Alzheimer's therapy. They have experience in early diagnosis, biomarker-based assessments, in the classification of comorbidities and in the support of complex treatment decisions. With the emergence of new potentially disease-modifying therapies, they are also playing a growing role in indication, safety monitoring, documentation of side effects and evaluation of care practice.
The DNG therefore advocates an objective debate that clearly distinguishes authorisation, benefit assessment, meta-analysis and clinical care practice. Neither the G-BA decision on donanemab nor the Cochrane Review should be reinterpreted as a general rejection of therapies directed against amyloid. At the same time, security issues, implementation requirements and the limits of the evidence available to date must be clearly identified.
Our goal is an evidence-based and responsible introduction of new therapies: strict in indication, consistent in safety monitoring, realistic in communication with patients and relatives, and open to ongoing reassessment based on further study and care data.
Our critique of the Cochrane publication is directed exclusively against the review's biased questions and the scope of its conclusions; it is to be understood independently of the regulatory or public functions of individual authors.
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