






















Clinical Review
Carolyn L. Yancey, MD
BLA 125319 Llaris (canakinumab) in Cryopyr-Associated Periodic Syndromes (CAPS)
Sponsor: Novaris

Investigator's Brochures and other required documents received by the Institutional Review
Boards and Independent Ethics Committees were approved prior to implementation of these
trials.

3.3 Financial Disclosures

Financial disclosure was reviewed and deemed to be complete. No financial interest was reported
that would be expected to infuence the integrty of these overall study results or infuence in any
way, the final outcomes.

4 Significant Efficacy/Safety Issues Related to Other Review
Disciplines

4.1 Chemistry Manufacturing and Controls

During the canaknumab clinical development program, c.anaknumab drg substance manu-
factuing changes included two different products. . .

. were contained in the cell cultue media used to produce product tye A and B. The

drug substance process . _ .. _
.. product type C. Study A2102 employedthe' - /Product tye A,

Study D2034 employed the' lProduct ty B, and Study D2306 employed .
- Product tYpe C. Study D2034 employed a lyophilisate.

b(4)

Two bridging studies in marosets showed lack of signficant PK differences between these two
drug products. The bioavailabilty and binding afnity of canaknumab to IL-1 ß of the -
line material were simlar to that of the . - line material (refer to the Chemistry,

Manufactung and Controls review by Ruth Rodriquez, PhD).
bt4)

4.2 Clinical Microbiology

Under this BLA for canakinumab in CAPS, there were no clinical microbiology related issues at
the time of this clinical review. However, the manufactung inspection site visits are pending at
the time of this clinical review (refer to the CMC review by Ruth Rodrquez, PhD).

4.3 Preclinical PharmacologylToxicology

Pharacology Toxicology did not identify any problems with the Pharacology Toxicology
results that would preclude approval. See the Pharmacology Toxicology review by Kathleen
Young, PhD
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