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Why IndlreCt Comparlsons ] Evidence Networks

Recall the third criterion: [...] if such a @

method already exists, the medicine must be
of significant additional benefit]...].

Potential approaches: Side-by-side, Matched Adjusted
Indirect Comparisons (MAIC), Network Meta-Analysis
(NMA), ...

In general, we feel that we see an increasing use of quantitative approaches

But...

‘Intransparent’ and ‘heterogeneous’ reporting (see next slides)
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Guidance development: Q&A on indirect comparisons

« Collaboration across MWP, COMP and CHMP (referenced
in MWP workplan Methodology Working Party Workplan L

2026-2028 - Adopted)

* No regulatory documents exist; HTAs have guidance
(HTA CG link 1, link 2; NICE DSU TSD18)

ara bar cnnsitation

8 The proposed guidefne will replace "< guidedine/ i ttles" (BMa7 710

« Focus on improving the reporting, not on evidentiary " [ |
standards or permissive contexts T — |
« Main use case is significant benefit and the COMP, but o

can also be of relevance in other assessments (e.g.
conditional marketing approval by CHMP)



https://www.ema.europa.eu/en/documents/other/consolidated-3-year-rolling-work-plan-methodology-working-party-2026-2028_en.pdf
https://www.ema.europa.eu/en/documents/other/consolidated-3-year-rolling-work-plan-methodology-working-party-2026-2028_en.pdf
https://www.ema.europa.eu/en/documents/other/consolidated-3-year-rolling-work-plan-methodology-working-party-2026-2028_en.pdf
https://www.ema.europa.eu/en/documents/other/consolidated-3-year-rolling-work-plan-methodology-working-party-2026-2028_en.pdf
https://www.ema.europa.eu/en/documents/other/consolidated-3-year-rolling-work-plan-methodology-working-party-2026-2028_en.pdf
https://www.ema.europa.eu/en/documents/other/consolidated-3-year-rolling-work-plan-methodology-working-party-2026-2028_en.pdf
https://health.ec.europa.eu/document/download/4ec8288e-6d15-49c5-a490-d8ad7748578f_en?filename=hta_methodological-guideline_direct-indirect-comparisons_en.pdf
https://health.ec.europa.eu/document/download/1f6b8a70-5ce0-404e-9066-120dc9a8df75_en?filename=hta_practical-guideline_direct-and-indirect-comparisons_en.pdf
https://sheffield.ac.uk/nice-dsu/tsds/population-adjusted

Evaluating ITC use in orphan maintenance procedures

We evaluated all orphan maintenance procedures initiated between 2023 to 2025 to
analyse ITC use and reporting.

From initial submissions we extracted:

« Type of ITC method used

« Presence of ITC-specific reporting elements
« Issuance of List of Questions (LoQ)

 Procedural outcome

The goal was to review current practices and reporting by sponsors and to identify potential
areas of improvement.
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Flowchart (1)

Year: 2023 Year: 2024 Year: 2025
(n=41) (n = 34) (n=37)

Total cases identified
(n=112)

Closed cases Excluded: still open
(n =103, 92%) (n=9, 8%)

Other sat. methods exist Mo other sat. methods
(SB required) (5B not required)
(n =59, 57%) (n=44 43%)
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Flowchart (2)

No other sat. methods
(SB not required)
(n=44,43%)

LoQ: Yes LoQ: No

(n =2, 5%) (n = 42, 95%)

Neg. / Withdrawn Positive Neg. / Withdrawn Positive
(n=0, 0%) (n=2,100%) (n =10, 24%) (n=32, 76%)
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Flowchart (3)

Other sat. methods exist
(SB required)
(n =59, 57%)

LoQ: Yes LoQ: No
(n =30, 51%) (n =29, 49%)

Neg. / Withdrawn Positive Neg. / Withdrawn Positive
(n=20,67%) (n =10, 33%) (n=2,7%) (n=27,93%)
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Reporting elements

Baseline

Prespecification

Assumption justification

Sensitivity analyses

Missing data addressed

ICE compared

Matching listed

Matching justification

ESS provided

Weights provided

Network structure

Prior given

Prior justified

8 Heterogeneity assessed

Naive SBS MAIC
(n = 16)

(n = 30)

63%

completeness

IC Method

NMA
(n=7)

69%

38%

Bucher
(n=2)

% reported
100%

75%

50%

25%

0%

43%

50%*

o White cell = Element not applicable for this IC method

per ITC method
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Reporting elements completeness per ITC method

Baseline

Prespecification

Assumption justification

Sensitivity analyses

Missing data addressed

ICE compared

Matching listed

Matching justification

ESS provided

Weights provided

Network structure

Prior given

Prior justified

S Heterogeneity assessed

IC Method
Naive SBS MAIC NMA Bucher
(n = 30) (n=16) (n=7) (n=2)
0% (1373 (137 (137

o White cell = Element not applicable for this IC method

% reported
- 100%

75%
50%

25%

EMA



Reporting elements completeness per ITC method

Baseline

Prespecification

Assumption justification

Sensitivity analyses

Missing data addressed

ICE compared

Matching listed

Matching justification

ESS provided

Weights provided

Network structure

Prior given

Prior justified

1 Heterogeneity assessed

IC Method

Naive SBS MAIC
(n = 30) (n = 16)

NMA
(n=7)
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(n=2)
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- 100%
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Reporting elements completeness per ITC method
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Assumption justification

Sensitivity analyses

Missing data addressed

ICE compared

Matching listed
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Network structure

Prior given

Prior justified

1 Heterogeneity assessed

IC Method
Naive SBS MAIC NMA Bucher
(n = 30) (n=16) (n=7) (n=2)
63%
0%
27%

o White cell = Element not applicable for this IC method

% reported

- 100%

75%
50%

25%
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Reporting elements
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Assumption justification
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Weights provided

Network structure

Prior given

Prior justified

1 Heterogeneity assessed

Naive SBS
(n=30)

IC Method

MAIC
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(n=7)
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75%
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Reporting elements completeness

Baseline

Prespecification

Assumption justification
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Missing data addressed

ICE compared

Matching listed

Matching justification

ESS provided
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1 Heterogeneity assessed

IC Method
Naive SBS MAIC NMA Bucher
(n = 30) (n=16) (n=7) (n=2)
43%

()

43%

43%
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Conclusions

« The reporting standards are heterogenous. Reports range from a single
paragraph with a point estimate (and CI) to 100+ page ITC reports done by
contractors.

« Procedures requiring evidence of significant benefit are commonly associated with
issuance of LoQ, mostly driven by lack of transparency and incomplete reporting.

« The Q&A on indirect comparisons and the upcoming publication on ITC use in
orphan maintenance procedures will strive to improve the current practices.

14 EMA




-

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Thank you

anouk.neven@ema.europa.eu

artur.lewandowski@trainee.ema.europa.eu

Follow us


https://www.linkedin.com/company/european-medicines-agency/
https://www.youtube.com/user/emainfo
https://www.instagram.com/onehealth_eu/
https://bsky.app/profile/ema.europa.eu

Back-up slide (ESS and MAICs)
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