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Why?

• ongoing discussions regarding indications in SPC

• increasing discussions at MEB and EMEA

• personal (non-pathological) occupation with “indication”
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Example:

SmPC rosuvastatin:  indication nr 3

10 doctors: none came up with this “indication” when asked

(recent, seriously flawed, study in Berlin, June 1, 2010)
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Definition of “indication”

• In medicine, an indication is a term describing a valid 
reason to use a certain test, medication, procedure, or 
surgery. ...
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A plea for real indications

• past 

• present

• future
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The past
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The first 3 drugs assessed in the Netherlands: 1963
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Indicatie emesafène

• clear indication: nausea and vomiting
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SmPC May 1973 
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Also in 1973: FML ophthalmic suspension
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Present
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SmPC Aclasta

• increased risk of fracture?
• example ?
• overlap indications ?
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SmPC Lantus

• subgroups of patients?

• when insulin is required?
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Example:

SmPC rosuvastatin:  indication nr 3

10 doctors: none came up with this “indication” when asked

(recent, seriously flawed, study in Berlin, June 1, 2010)
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Topics / discussions SmPC 4.1 

• cause included?

• outcome included ?

• second line treatment ?

• concomitant treatment ?

• overlap incidations ?

• complicated (non-pragmatic) target population ?

• patient subgroups ?
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Guidance from EMA

10-6-2010 17

College ter Beoordeling van Geneesmiddelen

4.1 actually seems very accurate !
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No study endpoints in 4.1 

10-6-2010 19

“Study endpoints should not normally be included
unless such mention is specified
as being appropriate for the indication
in CHMP Notes for Guidance or Point to Consider documents”

“Where results from subsequent studies provide further definition or 
information on a licensed indication, 
such information, provided it does not itself constitute a new 
indication, may be considered for inclusion in section 5.1.”

… and referral to 5.1
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5.1. Also seems quite appropriate



College ter Beoordeling van Geneesmiddelen

Also 5.1. Subgroup and post-hoc analyses ?

“In the exceptional cases when clinically relevant information from
subgroup or post-hoc analyses is presented, it should be identified
as such in a balanced manner reflecting the limited robustness of 
both positive and negative secondary observations”
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Patient number 1

• 18 months year old girl

• double-sided acute otitis media

• amoxicillin ?
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SPC amoxicillin

• a real indication: otitis media 

• cause included? as if one can smell virus or antibiotic resistance
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Patient number 2

• male, 67 years of age

• high cholesterol

• cv risk factors

• rosuvastatin?
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SPC rosuvastatin: first two indications

• a real indication: defined types of hypercholesterolaemia

• target population: concise

• “second-line” treatment 

• concomitant treatment
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SPC rosuvastatin: 3rd indication

• indication: is in fact the outcome, not an indication

• target population: not concise, very vague (see section 5.1?)

• concomitant “treatment”

• high risk?, first?, correction other risk factors? 
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Patient leaflet
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SmPC is not a clinical guideline
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Back to patient nr 1

Rovers et al. Lancet 2006;368:1429-
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But 5.1 goes on

• reduction in subclinical atherosclerosis (CIMT)

• no direct correlation between CMT reduction and CV events !

• see section 4.2.
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Surrogate endpoints?

• we do accept LDL in statins

• but we do not accept CIMT

• nor do we demand clinical outomces (CV disease)
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Gissi-HF investigators. Lancet 2008;372:1231-9

Surrogate endpoint? 
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SPC rosuvastatin: 3rd indication

• does this comply with JUPITER?

• where is the CRP level?
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First author not amused

“Although we believe this expanded
indication for statin therapy to be
a move in the right direction, it
should be noted that this regulatory
recommendation was not made on the
basis of the trial’s prespecified primary
endpoint, did not take into account
the enrolment criterion in JUPITER
that required all participants to have
an hsCRP of 2 mg/L or greater, which
augmented absolute risk, and does not
address most of the patients actually
Studied”

Ridker & Glynn. Lancet 2010; May 21
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Reasons for complicated (or non-) indications

• more complicated trial populations
– eg cardiovascular risk reduction
– eg second line indication

• a drug needs an indication: subgroup ?

• a new expensive trial: new indication?

• regulators do not pay enough attention to 4.1 
(and the SmPC guideline)
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- evidence should be leading in indication

- but clarity for prescribers should be equally leading

- trade-off ???
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Future ?
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Conclusion

• problems with indications in SPC
– large discrepancies between individual drugs
– 4.1 (and 5.1) are becoming more and more 

complicated

• SmPC guidance from EMA is adequate

• trade-off between “evidence” and clarity for prescribers ?

• more focus on simplifying 4.1 (EMA/MEB, ao)

• trial design: clinically relevant target population 
- pre-specified target indication?


