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Legal basis

• Directive 2001/83/EC
• Pharmacokinetic investigation of pharmacologically active 

substances is necessary

• Information on distribution and elimination shall be 
necessary in all cases where such data are indispensable 
to determine the dosage for humans 

• The toxicology and pharmacokinetics of an excipient used 
for the first time in the pharmaceutical field shall be 
investigated

• The summary of product characteristics (SPC) shall 
contain data on pharmacokinetics in so far as this 
information is useful for therapeutic purposes
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Legal basis

• Directive 2004/24/EC: 
Traditional herbal medicinal products (THMP)

• Documents for application 
– Identical to other applications
– Exception: no results of

– Physico-chemical, microbiological or biological 
tests

– Toxicological and pharmacological tests
– Clinical trials

• SPC
– No data on pharmacological properties
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Guideline

• Guideline on the clinical assessment of fixed 
combinations of herbal substances / herbal 
preparations

• Well-established herbal medicinal products
– When data on pharmacokinetic interactions between the 

active substances are available, they have to be submitted 
and discussed by the expert.

• Traditional herbal medicinal products
– Pharmacokinetic data would only be required, if such 

interactions, e.g. potentiation of the action of constituents, 
are claimed. In case of safety concerns, additional data 
might be required.

EMEA/HMPC/166326/2005
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Examples of SPCs

No data presented

Valeriana, dry extract
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Examples of SPCs

Combination of
extracts from
Thymi herba and 
Primulae radix

Information useful for

therapeutic purposes?
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Examples

Traditional use
Not required as per Article 16c(1)(a)(iii) 
of Directive 2001/83/EC as amended.

Well-established use
The β-Ο-linked glycosides (sennosides) 
are neither absorbed in the upper gut nor 
split by human digestive enzymes. They 
are converted by the bacteria of the large 
intestine into the active metabolite (rhein
anthrone). Aglyca are absorbed in the 
upper gut. Animal experiments with 
radio-labeled rhein anthrone administered 
directly into the caecum demonstrated 
absorption < 10%. In contact with 
oxygen, rhein anthrone is oxidised into 
rhein and sennidins, which can be found 
in the blood, mainly in the form of 
glucuronides and sulphates. After oral 
administration of sennosides, 3 - 6% of 
the metabolites are excreted in urine; 
some are excreted in bile.  
Most of the sennosides (ca. 90%) are 
excreted in faeces as polymers 
(polyquinones) together with 2 - 6% of 
unchanged sennosides, sennidins, rhein
anthrone and rhein. ........

Text of the
Sennae folium
monograph of the
MLWP at the
EMEA

http://www.emea.europa.eu/htms/human/hmpc/hmpcmonographsadopt.htm

5.2 Pharmacokinetic properties

Detailed

characterisation
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Extent of data depends on ...

• Type of application

• Type of active ingredient

• Duration of use, indication, dosage scheme

• Safety concerns



R. Länger: GA-Workshop Pharmacokinetics, Graz 2007-09-03

Pharmacokinetics:
Type of application

• Full application, new active ingredient
• A minimum of data expected
• Consideration of possible pharmacokinetic interactions

• Bibliographic application
• Typically no further data on pharmacokinetics are 

necessary

• Registration as THMP
• No data required
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Pharmacokinetics:
Type of active ingredient

• Standardised herbal substance or herbal 
preparation

• Data are reasonable
• For most substances sufficient information published

• Quantified herbal substances or herbal preparations
• Data on pharmacokinetics of an active marker in most cases 

of minor interest

• Other herbal substances or herbal preparations
• Data on pharmacokinetics of an analytical marker in most 

cases only of theoretical interest
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Pharmacokinetics:
Duration of use, indication

• Short term treatment
• Lower risk for pharmacokinetic interactions

• Treatment of chronic diseases
• Studies on the interaction of herbal compounds with 

concomitantly administered drugs may be necessary
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Pharmacokinetics:
Change of dosage scheme

• Change from a traditional dosage scheme 
(several doses per day) to a ‚modern‘ one 
(single daily dose)

• Substantiation by pharmacokinetic data
• Justification of marker compound?
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Pharmacokinetics:
Safety concerns

• Benefit – risk assessment
• Additional data may be necessary

– Evidence on possible pharmacokinetic interactions
– Toxicologically suspect metabolites
– Combinations
– ......
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Pharmacokinetics:
Conclusions

• No general need for data on pharmacokinetics in 
dossiers for application for marketing authorization for 
herbal medicinal products

• Required extent depends on several factors

• Decisions on a case-by-case basis

In case of questions: 

do not hesitate to contact us! 



R. Länger: GA-Workshop Pharmacokinetics, Graz 2007-09-03


