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Orphan designations and marketing authorisations of

medicinal products for rare cancers
Update 1 October 2009

1023 applications for Orphan Designation

693 positive COMP opinions for c:a 330 orphan conditions
>280 orphan designations for >50 rare cancers

56 (1 withdrawn) Marketing Authorisations for 17 rare cancers

10 most frequently designated rare cancers  Corresponding MAs
Acute myeloid leukaemia 29 3
Chronic myeloid leukaemia 11 3
Acute lymphoblastic leukaemia 16 4
Chronic lymphoblastic leukaemia 12 0
Glioma 28 1
Renal cell carcinoma 22 4 (1 withdrawn)
0
2
1
0

Pancreatic carcinoma 19
Multiple myeloma 18
Hepatocellular cancer 12

Ovarian cancer 10

(1 pos. opinion)
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Commonalities and differences with rare diseases

Cancer is NOT ONE DISEASE — neither are "inflammatory diseases”, “autoimmune
diseases”

Rare conditions (diseases, syndromes etc) can develop into rare cancers (e.g. Fanconi
syndrome, Bloom syndrome, Xeroderma pigmentosum, Retinoblastoma, Tuberous
sclerosis, Li Fraumeni syndrome, Neurofibromatosis type | (v. Recklinghausen’s disease)

Cancers can be RARE due to:

A. Low (very) incidence (often genetic); Share problems with other rare diseases (also
often genetic) but can benefit from knowledge gained from common cancers — and vice
versa

B. High (relatively) incidence but low survival ; Share same problems as A but (slightly)
less problematic clinical drug development (larger studies, better knowledge)

CONCLUSION
NO principal differences between rare cancers and other rare diseases/conditions
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Commonalities and differences
between common cancers and rare cancers

Review of 51 new treatments for cancer approved by the FDA 1990-
2005:

Most striking effects in rare cancers, e.g. hairy cell leukemia, chronic
myelogeneous leukemia, gastrointestinal stromal tumors

In contrast - new treatments for common cancers, e.g. lung, breast,
prostate, colon — slow and incremental development of treatments

A cancer derived only via a single aberrant molecular genetic aberration
— should be both rare and easily targeted by a molecular cancer
therapeutic approach

A cancer derived from many distinct pathways — should occur more
commonly and be significantly more difficult to treat

Prediction that new therapies will continue to show their most salutary
effects in rare cancers

Only by stratifying the common tumors, into the molecular subsets of
diseases that compose them are we likely to achieve a substantial effect
In these disorders

(Adapted from: Braiteh F, Kurzrock R Mol Cancer Ther 2007;6:1175-1179)
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A, a review of all the new agents approved for the  first time by the Food and Drug

Administration between 1990 and 2005 and their init lal indication
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Using the same 51 identified Food and Drug Administ  ration—approved agents over the period
1990 to 2005, we calculated the average individual  response rates for each cancer, the mean
of response rates of all new agents approved for th  at particular malignancy.

Braiteh F, Kurzrock R Mol Cancer Ther 2007;6:1175-1 179
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CONCLUSIONS

Learn from the rare! (Willlam Harvey, 1578-1657)



Back-up slides
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B antiinfectious B metabolism O musculoskeletal and nervous system
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How to address...

e Awareness raising on unmet medical needs:

 “Research friendly climate”:

e Bench — to Bedside - to Bench - to Bedside:



