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Indication Extrapolation1,2,3,4

Reference product has been approved for Indications A, B, C and D

Approval in 
Indication A

Extrapolation to other diseases orComparative Extrapolation to other diseases or 
patient populations? CMC/quality, 

safety and efficacy 
studies of a biosimilar in 
a single disease ora single disease or 
specific patient 
population (Indication A)

Indication B Indication C Indication D
Adapted from: 1.FDA Draft Guidances – Scientific Considerations in Demonstrating Biosimilarity to a Reference 
Protein Product (Feb 2012) – US Guidance 2. EMA: CHMP Guideline On Similar Biological Medicinal Products 
Containing Biotechnology-derived Proteins As Active Substance: Non-clinical And Clinical Issues (22 February 
2006) 3. WHO Guidelines on Similar Biotherapeutic Products. 
http://www.who.int/biologicals/areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.pdf 
4.EMA: CHMP Guideline on Similar Biological Medicinal Products Containing Monoclonal Antibodies – Non-Clinical 
and Clinical Issues (30 May 2012)



Key Factors for Indication Extrapolation
based on EMEA FDA and WHO Guidelinesbased on EMEA, FDA and WHO Guidelines

The Mechanism of Action and/or the receptor(s) of the innovator 
reference product is known and the same across all indications
intended for extrapolation1,2,3,4 or a strong scientific rationale 2 and 
relevant data2,3,4 have been provided 

Equivalence and clinical comparative studies have been performed 
in the most sensitive indication or, if pertinent, in a well-defined and 
understood population of the patients most sensitive to detect clinicalunderstood population of the patients most sensitive to detect clinical 
differences between the biosimilar and the reference medicine1,2,3,4

• The most sensitive indication/population should ideally be the one that 
shows clinically relevant differences in terms of key efficacy and safety, 
i l di i i i b d 1including immunogenicity, parameters between two products1
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Adapted from: 1.FDA Draft Guidances – Scientific Considerations in Demonstrating Biosimilarity to a Reference Protein Product 
(Feb 2012) – US Guidance 2. WHO Guidelines on Similar Biotherapeutic Products. 
http://www.who.int/biologicals/areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.pdf 3. EMA: CHMP 
Guideline On Similar Biological Medicinal Products Containing Biotechnology‐derived Proteins As Active Substance: Non‐clinical 
And Clinical Issues (22 February 2006) 4.EMA: CHMP Guideline on Similar Biological Medicinal Products Containing Monoclonal 
Antibodies – Non‐Clinical and Clinical Issues (30 May 2012)



Glossary



Q tiQuestions



Do you believe it is appropriate for a biosimilar to be approved for y pp p pp
several, or all, indications of the innovator product, if clinical trials 
are performed in only one or two of those indications?

1) Yes

2) No2) No

3) Unsure



Do you believe it is appropriate for a biologic with the same 
h i f ti t b d f l ll i di timechanism of action to be approved for several, or all, indications 

of the first biologic in that class, if clinical trials are performed in 
only one or two of those indications?

1) Yes

2) No2) No

3) Unsure



Are you aware that a biosimilar may be approved for several or all y y pp
indications of the innovator product on the basis of clinical trials 
in only one of those indications?

1) Yes

2) No2) No

3) Unsure



Sh ld bi i il b t t d i h i di ti f hi h lShould biosimilars be tested in each indication for which approval 
is sought?

1) Yes

2) No2) No

3) Unsure



F t l ti h ld bi i il b t t d i thFor extrapolation purposes should biosimilars be tested in the 
most sensitive population for which approval is sought? 

1) Yes

2) No2) No

3) Unsure



D t l ti f hild i di ti ith lDo you agree on extrapolating for children indications with only 
adult based trials? 

1) Yes

2) No2) No

3) Unsure



D t l ti f i di ti h li it dDo you agree on extrapolating for indications where very limited 
treatment options are available? 

1) Yes

2) No2) No

3) Unsure



D t l ti f i di ti ith lDo you agree on extrapolating from indications with low 
occurrence of ADA to indications with high incidence of ADA?

1) Yes

2) No2) No

3) Unsure



Do you agree on extrapolating from indications where the y g p g
biosimilar is used in young populations with low comorbidity to 
indications where it is used in more fragile populations?

1) Yes

2) No2) No

3) Unsure






