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Disclaimers

• The views presented are personal and may not be understood 

or quoted as being made on behalf of or reflecting the position 

of AEMPS, EMA or one of its committees or working parties



• 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. 

Guideline on clinical development of fixed combination medicinal products EMA/CHMP/158268/2017 

Why combinations?



Better efficacy / better safety

That’s all, or not?





“add-on indication” 

In this scenario, the usual approach is that patients insufficiently responding 

to A are randomised to receive B or placebo in addition to continued use of 

A, and vice-versa 

…a comparison of AB against A or B only may also suffice, but this will result

in an indication restricted to insufficient responders to A or B 

A

A+B

A+placebo



“substitution” 

The fixed combination medicinal product is intended to be used in patients 

who are already stabilised on optimal doses of the combination of the same, 

but separately administered, active substances, taken at the same dose 

interval and time.

A and B A+B



“Initial combination treatment” 
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1. Two (or more) active substances that each have established efficacy 

in the targeted indication. 
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Pivotal study B9991003 (JAVELIN Renal 101) 







1. Guideline on clinical development of fixed combination medicinal 

products EMA/CHMP/158268/2017 

• Two (or more) active substances that each have established efficacy 

in the targeted indication. 

- Avelumab has not shown (PFS/OS) benefit in RCC

2. OS benefit overcomes the need of knowledge of activity of 

monocomponents

• There is no superiority in OS







“Initial combination treatment” 

2. A PK enhancer with one (or more) active substance(s) with 

established efficacy in the targeted indication

… if appropriately justified based on in vitro, preclinical and/or PK and 

PD data, a comparator arm with the PK enhancing active substance 

alone is not required in the clinical studies  



Teysuno (S-1), a fixed dose combination (tegafur, prodrug of 5-FU; gimeracil, to prevent degradation 

of 5-FU by the body; and, oteracil, an inhibitor that decreases the activity of 5-FU in normal 

gastrointestinal mucosa.



“Initial combination treatment” 

3. One (or more) active substance has no individual efficacy in the 

targeted indication

… preclinical and human PD data may be sufficient to support a claim

of improved efficacy of the fixed combination medicinal product

instead of (stepwise) up-titration or addition of those active substances

in a clinical efficacy/safety study



Summary

• The contribution of each agent to the overall activity can be justified based 

on cross study comparison (same disease and setting) in terms of PD 

activity (ORR)

• Important increase in patients’ survival along with MoA and non-clinical 

data can justify a new combination

• SA is always recommendable




