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Payers’ critique on SmPC

Can this view 
be 

corroborated 
by examples?

Indication 
wording not 

clear

Indications 
too broad

Indications 
too 

ambiguous  

Indications of 
insufficient 
granularity  

Draft for collaborative actions EMA-Payers, MEDEV, June 2017

Dr Michael Ermisch - Reflections on SmPC and EPAR May 7 2019  Seite 2



Payers’ critique on SmPC

Can this view 
be 

corroborated 
by examples?

Indication 
wording not 

clear

Indications 
too broad

Indications 
too 

ambiguous  

Indications of 
insufficient 
granularity  

Draft for collaborative actions EMA-Payers, MEDEV, June 2017

Dr Michael Ermisch - Reflections on SmPC and EPAR May 7 2019  Seite 3



Why is this important

 Marketing authorisation is a legal act – the SmPC is therefore a legal document

 Ambiguities cause legal disputes that may end in court

 The indication delineates on- and off-label use. 
Off-label use may be justified and necessary, but:

– Doctors and patients need to be aware of off-label uses

– Off-Label Use limits manufacturers’ product liability

– Different Health systems apply different measures on off label use

 Vagueness is of no worth for doctors and does not increase their freedom of action

 Treatment decisions require the possibility to understand why a drug has been 
authorised – be it based on data or due to extrapolations. This includes statements 
on the relevance of endpoints contributing to CHMP decisions.
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Clarity on the definition of indication
e.g. Cabozantinib (Cabometyx®) vs Lenvatinib (Lenvima®)
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Clarity on the definition of indication
e.g. Cabozantinib (Cabometyx®) vs Lenvatinib (Lenvima®)

Are these indications different regarding disease status?

12.11.2018

20.08.2018
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Clarity on target populations and subgroups
e.g. Cabozantinib (Cabometyx®)
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Should the indication itself 
not be limited to certain 
Child Pugh Scores?



Clarity on target populations and subgroups
e.g. Cabozantinib (Cabometyx®)
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Should the indication itself 
not be limited to certain 
Child Pugh Scores? Shouldn’t there be a 

statement on the reasons 
for extrapolation in the 
EPAR?



Clarity on place in therapy
e.g. Cabozantinib (Cabometyx®)
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Is it wise to define the place in 
therapy  in dependence of 
Nexavar?
Sorafenib’s place in therapy 
could change in future… Will 
Cabozantinib be a valid third or 
forth line of therapy? 
What if other TKI substitute for 
Sorafenib?



Use in monotherapy or in combination
e.g. Cabozantinib (Cabometyx®) vs Nivolumab (Opdivo®)
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Use in monotherapy or in combination
e.g. Cabozantinib (Cabometyx®) vs Nivolumab (Opdivo®)
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04.04.2016

21.07.2016 (EMA/664123/2016)

22.03.2018 (EMA/235286/2018)



Cross-Referencing

 Where  results  from  subsequent  studies  provide  further  definition  or  
information  on  an  authorised indication, such information, provided it does not 
itself constitute a new indication, may be considered for inclusion in section 5.1. 
(A guideline on summary of product characteristics, September 2009)

 It is important to note that any supplementary data provided in section 5.1 is to be 
considered as additional information aiming to provide further details on the 
scientific basis of the indication, as presented in section 4.1; it cannot constitute a 
new indication nor can it be interpreted as a restriction to the indication (e.g. in 
terms of population characteristics included in clinical trials or possible use in 
combination therapy. 
(Updated reflection paper on the wording of therapeutic indication in the centralised
procedure.)
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Conceived contradiction: How can further defining a indication not result in an 
restriction (or widening)?

Section 5.1 is a statutory part of the SmPC (Art. 11, 2001/83/EC), 
so it’s mere existence is not worth mentioning.



Transparency and stringency of decisions
e.g. Fulvestrant (Faslodex®)
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Transparency and stringency of decisions
e.g. Fulvestrant (Faslodex®)

Dr Michael Ermisch - Reflections on SmPC and EPAR May 7 2019  Seite 17

Confused? So am I….

Additionally, it would be interesting to know, 
what data was presented in 2017…



By the way…

 Verzenios is indicated for the treatment of women with hormone receptor (HR) 
positive, human epidermal growth factor receptor 2 (HER2) negative locally 
advanced or metastatic breast cancer in combination with an aromatase inhibitor or 
fulvestrant as initial endocrine-based therapy, or in women who have received prior 
endocrine therapy.

…sometimes the complexity of syntax is mind-twisting
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Thanks for your attention –
- I look forward to a lively discussion

Dr. Michael Ermisch
Referat Arzneimittel
Abt. Arznei- und Heilmittel

Reinhardtstr. 28
10117 Berlin

arzneimittel@gkv-spitzenverband.de
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