v athogoras AN AN ANAN AN N

ECKER % ECKER

Beuermann J., Rmo M. | Ecker + Ecker GmbH | Hamburg | Germany

Indirect comparisons in 15 years of AMNOG

Background & Objectives

Under the German Act on the Reform of the Market for Medicinal Products (AMNOG), which came into force in 2011, new medicines must
undergo an early benefit assessment upon entering the market. The aim is to determine whether there is any evidence for an additional
benefit compared to existing standard therapies. Where possible, this comparison should be based on direct randomised controlled trials
(RCTs). If such data are unavailable, pharmaceutical companies may include indirect evidence instead. However, as evidence from indirect
treatment comparisons (ITC) is less robust than data from RCTs, gaining acceptance for it in the early benefit assessment by the Federal Joint
Committee (G-BA) is challenging. Here we ask, what trends regarding indirect comparisons can be identified from 15 years of AMNOG?

Methods

All ITCs are identified by screening the G-BA’s resolution justifications since 2011 (excluding orphan drug assessments) and are classified
according to recognition, methodology, and therapeutic area. The study examines whether a temporal trend can be identified in the
proportion of procedures involving ITCs, and within this, the proportion of recognised ITCs. Furthermore, we identify procedures that can be
regarded as important milestones for ITCs in early benefit assessment, e.g. first-time recognition or derivation of substantial additional

benefit.
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Fig. 1: Key milestones according ITC in assessing the additional benefit of pharmaceutical products in the
German market [1]

Results
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Fig. 2: Trend in the proportion of AMNOG procedures involving an
ITC and those with a recognized ITC from 2011 to 2026, shown as
a 3-year moving average (%), with underlying annual case
numbers listed below

During the 15-year period of the AMNOG, approximately 850 non-orphan assessments were conducted, 162 of which included indirect
evidence. Of these, the G-BA recognised additional benefit in only 15 assessments, and accepted indirect evidence in 44. Six key milestones

could be identified and are presented in Fig 1.

A negative trend over time was observed for the proportion of assessments including ITCs, while a slightly negative trend was found for the
proportion of assessments including recognized ITCs (Fig. 2). Together, these trends result in an approximately constant acceptance rate of

about 30%.

Conclusion

Although they are rarely leading to an additional benefit granted by G-BA and they are nowadays less often part of an AMNOG procedure,
ITCs are an important strategic tool for pharmaceutical manufacturers. It will be interesting to observe the influence that the EU HTA

launched in 2025 will have on ITCs within the AMNOG in the coming years.

Reference

[1] Gemeinsamer Bundesausschuss (G-BA), www.g-ba.de/bewertungsverfahren/nutzenbewertung
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	Absolute standardized Differences – an objective tool for checking similarity in indirect treatment comparisons?
	Background
	Indirect treatment comparisons (ITCs) are an important tool in HTA decision-making. A key assumption is exchangeability, requiring similarity, homogeneity, and consistency between studies. Similarity is commonly assessed by comparing baseline distributions of effect modifiers and prognostic factors, although this is often done visually rather than quantitatively. We discuss the use of absolute standardized differences and the derivation of an overall similarity threshold.
	Following approaches used to assess balance in propensity score methods, we propose the use of absolute standardized differences to evaluate similarity in baseline characteristics. While thresholds for balance assessment in propensity score analyses (e.g., 0.1–0.25) are suggested in the EU HTA guidance on evidence synthesis [1], no established thresholds currently exist for indirect comparisons based on randomized evidence in HTA.

	Methods
	To derive a possible threshold value, we evaluated all HTA procedures carried out by the German HTA body, the G-BA, from 2021 to 2025 [2]. For ITCs deemed methodologically sound and accepted by the G-BA, we extracted the reported baseline characteristics (continuous and categorical) from the studies employed for the indirect comparison and calculated the absolute standardized differences.

	Results
	We identified 11 approved ITCs comprising 97 evaluable baseline characteristics. All ITCs applied the Bucher method. Absolute standardized differences (ASDs) were aggregated, and four potential similarity thresholds with decreasing restrictiveness were derived from their distribution (10th percentile, median, mean, and 90th percentile; Fig. 1). A median ASD of 0.18 IQR [0.10, 0.43] was observed, ASDs for continuous baseline characteristics were slightly lower than those for categorical characteristics (Fig. 2). No substantial differences were observed between oncological and non-oncological indications (Fig. 2). Among baseline characteristics evaluable in at least five ITCs, region showed the highest average dissimilarity (Fig. 3).

	Limitations
	Limited ability to calculate comprehensive ASDs due to unreported baseline characteristics.
	Although all evaluable baseline characteristics were included, assessment of the similarity assumption primarily depends on the availability and comparability of effect modifiers and prognostic factors.

	Conclusion
	Assessing similarity remains context-dependent and complex; however, ASD calculations can provide an initial quantitative overview. Based on the observed ASD distribution, a threshold of 0.2 appears to be a pragmatic and moderately restrictive option. This corresponds to the rounded median ASD and lies within the commonly used propensity score balance range of 0.1–0.25. Given the right-skewed ASD distribution, the median was considered more robust than the mean for deriving a practical threshold.
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