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Indication: Calm, Sleeping Pills, package end of ’70     
Ingredients: Extr. Valerian., Humulus lup., Viscum alb., Adonis vern.,

Aminophenazon, Calc.glucon., 
Sodium diethybarbituricum , Acidum phenylethybarbituricum, Potassium bromatum 

Diethylbarbituric acid (with sleeping abutting effect) was synthesized in 1903. 
Since 1992 they are no longer permitted in Germany and Switzerland as such.
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The frequent argument against combinations of drugs are risks that may occur. 
It is to assume that the multiple interaction options are not examined 

(particularly for multi-medications) with up to 20 or more individual drugs.

PRICUS Study 2010:
in single cases up to 20 



Former General Principles:

Drugs with multiple active ingredients (combination products) offer, as 
compared to those with one drug (monotherapy components), rarely 
benefits. Drug therapy requires but usually the individual dosage of 
individual drugs. For the evaluation of such fixed combinations, therefore 
it must be determined first whether the mixture of the individual 
components is appropriate. If this judgment is not positive, a proof of 
efficacy is unnecessary, because the particular combination principle may 
not be recognized as a useful drug, no matter what scope. 
BUT: The Crout‘s criteria do not intend to prevent any use of the 
fixed combination preparations. 
For example, if older people in the course of a day must take more 
active substances, it may be helpful to administer them in 
combination, in order to facilitate the intake of necessary medicines.



Crout‘s Criteria

1. Each component must make a contribution to the claimed effect.
2. The dosage of each component (amount, frequency, duration) must be
such that the combination is safe and
effective for a significant patient population  and requiring such 
concurrent therapy as defined in the labeling for the drug.
3. Special cases of these general rules apply where a component is added 
either  (1) to enhance the safety or effectiveness of the principal active 
ingredient, 
or (2) to minimize the potential for abuse of the principal active 
ingredient.
Clearly, an essential feature of any rational combination product is that 
each ingredient contributes to the overall effect.

CROUT, J. R „Fixed Combination Prescription Drugs: FDA Policy”, Symposium on Combination Drugs, Washington, USA, 29. Nov. 1973







General Requirements (1): (according to the Directive 
2001/83/EC*, Article 10, 1(b)):

“In the case of new medicinal products containing known 

constituents not hitherto used in combination for therapeutic 

purposes, the results of toxicological and pharmacological 

tests and of clinical trials relating to that combination must 

be provided, but it shall not be necessary to provide 

references relating to each individual constituent.”

* of the European Parliament and of the Council of 6 November 2001 on the 
Community code relating to medicinal products for human use 

Combination-Guideline  EU I 
Status quo



General Requirements (2): (according to the Commission 
Directive 2003/63/EC*):

“5. Fixed Combination Medicinal Products:

Applications based upon Article 10 (1) (b) shall relate to new 

medicinal products made of at least two active substances not 

previously authorised as a fixed combination medicinal 

product. 

For those applications a full dossier (Modules 1-5) shall be 

provided for the fixed combination medicinal product. ...” 
* of 25 June 2003 amending Directive 2001/83/EC of the European Parliament and of the Council 
on the Community code relating to medicinal products for human use (Annex I, Part II).

Combination-Guideline EU II 
Status quo



Specific Requirements (1): (according to the CPMP NfG*):

 Justify the particular combination of active substances 
 Should be based on valid therapeutic principles
 Assess the potential advantages

 improvement of the benefit/risk and/or
 simplification of therapy 

 against possible disadvantages
 addition of different ADRs specific to each substance

* Note for Guidance on Fixed Combination Medicinal Products CPMP/EWP/240/95

Combination-Guideline EU III
Status quo



Specific Requirements (2):
 Each substance of the fixed combination (FC) must

have documented contribution within the combination 
... to the claimed effect. 

 Dose and proportion of each substance should be 
appropriate for the intended use.

 State if the claimed indication is 
 first-line (for patients receiving previously neither of     the 

substances)
 second-line (when monotherapy has not demonstrated a 

satisfactory benefit/risk ratio 

 Clinical development  accordingly

Combination-Guideline EU IV
Status quo



Specific Requirements (3): Efficacy and Safety
 For essentially new FC the data needed are similar to a 

new chemical entity in the situation where the FC is to 
be proposed (first or sec.-line).  

 The proposed dose regimen must be justified.
 Confirmatory clinical trials are necessary to prove 

efficacy of the FC
 preferably by parallel group design vs. its individual 

substances (and placebo when feasible) 
 comparative clinical studies of FC vs. reference might be 

necessary

 FC for long term use  safety data on 300-600 patients 
for 6 months or longer will be required.

Combination-Guideline EU V
Status quo



Source: Management of hypertension with fixed-dose triple-combination treatments, Benjamin J. Epstein, Niren K. Shah and Nancy L. Borja-Hart,
Ther Adv Cardiovasc Dis 2013 7: 246 originally published online 14 August 2013

In addition, combination products have a perspective that is based on 
(outdated) pharmacological “expertise”: The structure of a clinical study 

to demonstrate the therapeutic efficacy of an agent with more than three 

ingredients  is so complicated that it is hardly ever performed. 

Tempora mutantur:











Herbal medicines are generally multi-component systems
and - as the oldest class of medicines - therefore formally 

the "prototype" of the combination drug. While pharmacologists 
previous year saw the Phytopharmakon only as "station" to the 
isolated active principle (= pure substance), continues today
the realization that even the complex matrix of the extract is possibly
"protected" and therefore comes into effect when the pure substance 

can be difficult or impossible to iso-profiled because he is unstable.



Our Vision I: Therapeutic Concepts

For several years, personalized medicine is on the rise. Patients benefit 
from successful treatment regimens based on their (genetic) needs. The 
increasing use of drug combinations for treatment shows the limits of the 
currently practiced single drug approval and offers new regulatory 
options: The approval of “therapeutic concepts”, a treatment regimen for a 
defined indication, which includes several medicines and diagnostics.
A therapeutic concept is the approval of a drug regime. This is not 
necessarily a fixed drug combination in a single pharmaceutical 
dosage form (fixed combination). The aim of the approval of 
therapeutic concepts should be, among other things, easy adjustable 
dosages of each medication to the patient.



• Approval of a treatment regimen consisting of two 
or more already on the market or not yet approved 
drugs for a specific indication and patient 
population, as well as, if necessary for the safe and 
effective use of the regime, the approval of a 
companion diagnostic. The drugs (and the 
companion diagnostic) should be developed and 
tested together for the purpose.

Our Vision II: Therapeutic Concepts
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