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Payers’ critique on SmPC 
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Clarity of Indications 
Post-Exposure Prophylaxis of HIV 
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Clarity of Indications 

ISENTRESS is indicated in combination with other anti-retroviral medicinal 
products for the treatment of human immunodeficiency virus (HIV-1) infection in 
adults, adolescents, children, toddlers and infants from the age of 4 weeks (see 
sections 4.2, 4.4, 5.1 and 5.2). 

Post-Exposure Prophylaxis of HIV 
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Kaletra is indicated in combination with other antiretroviral medicinal products 
for the treatment of human immunodeficiency virus (HIV-1) infected adults, 
adolescents and children above the age of 2 years. 
The choice of Kaletra to treat protease inhibitor experienced HIV-1 infected 
patients should be based on individual viral resistance testing and treatment 
history of patients (see sections 4.4 and 5.1). 

PEP := Off-Label Use or On-Label use?   What about PrEP?  



Clarity of Indications 

Bleomycin (‘Article 29’ referral, March 2009): 

 Bleomycin is intended for the treatment of:  
[…] 
Non-Hodgkin’s lymphoma of intermediate and high malignancy in adults.  

 

Consideration of diagnostic advancement 
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All non-low grade Non-Hodgkin’s lymphoma? 
(regardless of available data) 

What about e.g. marginal zone lymphoma?  
(not defined as separate entity at the time of approval) 



Clarity of Indications 

MabThera® is indicated in adults for the following indications: 

 Non-Hodgkin’s lymphoma (NHL): 
– MabThera is indicated for the treatment of previously untreated patients with stage III-IV 

follicular lymphoma in combination with chemotherapy. 

– MabThera maintenance therapy is indicated for the treatment of follicular lymphoma patients 
responding to induction therapy. 

– MabThera monotherapy is indicated for treatment of patients with stage III-IV follicular 
lymphoma who are chemoresistant or are in their second or subsequent relapse after 
chemotherapy. 

– MabThera is indicated for the treatment of patients with CD20 positive diffuse large B cell non-
Hodgkin’s lymphoma in combination with CHOP (cyclophosphamide, doxorubicin, vincristine, 
prednisolone) chemotherapy. 

Meaning of Headings? 
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Ambiguous indications 

Inovelon is indicated as adjunctive therapy in the treatment of seizures 
associated with Lennox-Gastaut syndrome in patients 4 years of age and older. 

e.g. Rufinamide (Inovelon®) 
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Source: SPC of Inovelon 
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Paediatric population 
The efficacy of rufinamide in children aged 4 years and less has not yet been 
established. Currently available data are described in section 4.8 and 5.1 but 
no recommendation on a posology can be made. 

Should this population be treated outside of clinical trials? 



Broadness of indication 
e.g. Regorafenib (Stivarga®) 
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Source: EPAR of Stivarga 
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Broadness of indications 
e.g. Regorafenib (Stivarga®) 
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Sources: SPC / EPAR / German HTA dossier of Stivarga 
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• metastatic colorectal cancer (CRC) who have been previously treated with, or are not 
considered candidates for, available therapies. These include fluoropyrimidine-based 
chemotherapy, an anti-VEGF therapy and an anti-EGFR therapy (see section 5.1). 

Stivarga is indicated for the treatment of adult patients with 

• According to the inclusion criteria, patients were required to have an ECOG 
Performance Status score of 0-1, age ≥ 18 years, measurable or not measurable 
disease but evaluable by RECIST (version 1.1) and adequate bone marrow, renal and 
hepatic functions. 

Main study: Study 14387 (CORRECT) 

• approx.: 19.3 % ECOG-PS ≥ 2 

Non-interventional RECORA – study  



Do Cross-References to e.g. 
4.4 (Special warnings and precautions for use) 

and especially  
5.1 (Pharmacodynamic properties) 

limit the scope of indications?  

just inform about the evidence base? 

 

Granularity of indications 
Meaning of Cross-References 
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Granularity of indications 
e.g. Saxagliptin (Onglyza®) 
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• as monotherapy when metformin is inappropriate due to intolerance or 
contraindications 

• in combination with other medicinal products for the treatment of 
diabetes, including insulin, when these do not provide adequate 
glycaemic control (see sections 4.4, 4.5 and 5.1 for available data on 
different combinations). 

Onglyza is indicated in adult patients with type 2 diabetes mellitus as an 
adjunct to diet and exercise to improve glycaemic control: 



Granularity of indications 
Combination Therapies 
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Source: EMA/CHMP/158268/2017:  
(Guideline on clinical development of fixed combination medicinal products) 
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Granularity of indications 
e.g. Daclatasvir (Daklinza®) 
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• in combination with other medicinal products for the treatment of chronic hepatitis C 
virus (HCV) infection in adults (see sections 4.2, 4.4 and 5.1).  

•For HCV genotype specific activity, see sections 4.4 and 5.1.  

Daklinza 

•Concerning recommended regimens with different HCV genotypes, see section 4.2. 
•Concerning genotype-specific virological and clinical activity, see section 5.1.  
•Data to support the treatment of genotype 2 infection with Daklinza and sofosbuvir 

are limited. 

4.4 […] Genotype-specific activity 

Source: SPC of Daklinza 



Thank you for the attention! 

Dr Michael Ermisch 
 
Pharmaceuticals Department 
National Association of   
Statutory Health Insurance Funds 
 
GKV-Spitzenverband 
Reinhardtstr. 28 
D – 10117 Berlin 
 
arzneimittel@gkv-spitzenverband.de 
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