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No additional Benefit
• FRP
• Maximum Price is the Price of 

GBA Comperator (zVT)
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• Price negotiation with GKV-SV
• No algorithm is known
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certainity of benefit, Medical 
Need, European prices)+ε
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Key Questions
Is there an additional benefit against the GBA 

Comperator (zVT) proven?
Are there special patient groups with an additional 

benefit ?
How large is the benefit ?
How certain are the conclusions ?
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Example: Axitinib in Renal Cell Cancer
•Stratified  Randomization according 1st line 
treatment. 
•Study Comperator for both arms: Sorafinib
•GBA zVT Cytokine pretreated pts: Sorafnib
•GBA zVT: Sunitinib pretreated pts: Everolimus
•No H2H – No Indirect comparison is possible 
no additional benefit
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additional benefit 
vs GBA Comperator  
proven ?

GBA Comperator (zVT) 
• Possible to get advice from GBA
• will be determined by GBA according to the 

rules of Procedures
• authorized for the indication
• non-medicinal treatment: must be deliverable 

within the framework of the GKV
• patient-relevant benefit has already been 

determined by G-BA
• appropriate therapy in the therapeutic 

indication
• more economic therapy

• Stratify Indications according to SMPC
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Patient relevant Endpoints
• Mortality, QoL,Morbidity
• Validated Surrogates are required
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Example: Axitinib in Renal Cell Cancer

•PFS is not accepted as patient relevant
•PFS is not seen as validated surrogate
•Reanalysis of Adverse Event data with 
Cox PH Model lead to an additional 
benefit
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Example: Apixban: Only symptomatic  Deep Thrombosis are aceepted als 
patientreleavnt  
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Are there special patient 
groups with an 
additional benefit ?

Subgroup analysis to identify Effect 
Modifier is required.
Data may not be pooled.

The Indication is often stratified by GBA 
according to SMPC
•For every subindication different 
comperator possible

•For every Comperator benefit has to be 
proven (slicing)

Reanalysis is required.
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Are there special patient 
groups with an 
additional benefit?

Example : Xalkori for ALK positive 
patients in NSCLC

GBA  ECOG 0-2 ZVT is Chemotherapy
ECOG 2-4 ZvT is BSC

Study Data for  ECOG 0 to 2

Example : Xiapex for Dupytren
RCT vs Placebo Injection

GBA sliced according severity
For every sliced a comparator was chosen
Surgery
Needle facetomie
No treatment

Beside Power issues, no adjusted indirect 
Comparison was  possible
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Early Benefit Assement
How certain are the 
conclusions ? H2H Trial are prefered

Downgrading:
• Adjusted Indirect Comparison 

and MTC are a fall back option
• Extensive Study and Endpoint 

assessment concerning possible 
bias may lead to downgrading

Prove:
at least to significant, well conducted 
RCTs

Indication: 
one well conducted RCTs 

several studies with modest certainity

Hint:
one study with modest certainity, 
several studies with minor certainty-

adjusted indirect comparison
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How large is the Benefit- AMNOG
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How large is the Benefit: IQWiG Proposal

Upper limit of 95% Confidence Interval has to be 
lower than a certain margin

Devolped under the 
assumption of 2 RCT
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Classification of extent of addittional Benefit for every safety and 
efficacy endpoint in every indication and subpopulation

IQWiG  summarized all assessments to one assessment for the Subpopulation
This is a proposal for the GBA appraisal
GBA  may come to other extents

Frau Schmitter 
haben wir hier ein 
Beispiel ?

Example: Axitinib in Renal Cell Cancer (Cytokine pretreated pts)

IQWiG: hint for a considerable additional benefit
G-BA: indication for an slight  additional benefit
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Workshop bei der GMDS in Lübeck am 02.09.2013

„Methodische Aspekte bei der Nutzenbewertung von Arzneimitteln“

Organisation: 
Dieter Hauschke, Claudia Schmoor, Ralf Bender, Friedhelm Leverkus

Benefit assessment of medical interventions: an international perspective, 
Jost Kleinjen

Two example Dossier with Industry and IQWiG View
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Asssesment Results 
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Room for improvement

• Choice of zVT
– Orientation at the „best therapy“
– Best available evidence
– Closer Co-operation with regulatory bodies and industry

• Validation of Surrogate Endpoints is very strict
• Take into account situation with 1 Study
• Slicing and Subgroup Analysis reduces the Power
• No data – No evidence 

– Interpolation- Regulatory Decision- Grade 8 
indirectness 

• Weighting of different endpoints with e.g. DCE 
should discussed
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Welcome in the New World
• Economic Modelling plays no role
• Biometric expertise is essential in 

developing the dossiers
• The assessment methods differ 

from ICH
• Experts for IQWiG assessments are 

in the country
• Reanalysis of study according to 

IQWiG methods are neccessary
• Resources are required


