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Guideline on clinical development of fixed combination medicinal 
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Introduction (background)

Combinations of medicinal products are administered in a number of
scenarios to improve clinical outcomes for patients.

Potential advantages for combinations of medicinal products compared to
treatment with monotherapy could be that:

- The combination improves response in those with inadequate
response to monotherapy, has a greater overall effect and/or is more
rapidly effective;

- The combination improves safety due to one active substance
counteracting the adverse drug reactions of another or by combining
doses that are sub-therapeutic when used in monotherapy.

Fixed combination medicinal products offer the possibility to simplify
administration where a combination of active substances is already
recognised with an existing therapeutic claim.

Alternatively, a fixed combination medicinal product may be developed
de novo to address a new therapeutic claim.

Clinical development should correspond to the intended claim (see
sections 4.1 to 4.5). Particular attention should be given to the doses of
each active substance in the fixed combination medicinal product, with
each dose combination being scientifically justified and clinically
relevant.

The proposed combination should always be based on valid therapeutic
principles. Also, the combined safety (and efficacy) profile of all active
substances in the fixed combination medicinal product should be
considered.
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