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B*tter Health, Sright*r Future

fl'Tff.3;rre for conducting Experr
Evaluation of Materials Pertinent to
Medicinal Products, wliich are
Submitted for State Registration (Re-
Registration) and Expert Evaluation of
Materials about Introduction of Changes
to the Registration Documents during the
Validity Period of Registration
Certificate (clause 4, section IV)

Non-Clinical Trial Reports

1 . Name of the medicinal product
(nurnber of registration certificate, if
available):

FEIBA 100 UAll powder and solvent for solution for inftrsion

1) type of the rnedicinal product, by
which registration was conducted or
olanned

2) Trials conducted f X yes I no If not, substantiate

A nonclinical program for FEIBA (also known as FEIBA NF [nanofiltration] or FEIBA NF/VH
[nanofiltration/vapor heated]) was conducted in 2005 to demonstrate comparability regarding efficacy and
safety to the vapor heated predecessor product FEIBA VH.
Ihe FEIBA STAR program (FEIBA 100 UAnl) (also known as BAX604) investigated the tolerability and
safety of FEIBA reconstitute d in a 50%o reduced volume of sterile water for injection, and the safety of
higher infusion rates (up to 10 U/kg/min) in patients with hemophilia A or B with inhibitors.
Io support FEIBA STAR, a nonclinical prograrn to evaluate different infusion rates and low volume
reconstitution of FEIBA was completed between 2009 and2014.

. Pharmacology:

I ) primary phannacodynamics

Two primary pliarmacodynamics studies were performed with
FEIBA and FEIBA STAR:

In non-GLP-cornpliant Study RD_VB_060503, the hernostatic
efficacy of three lots of FEIBA was cornpared to the predecessor
product FEIBA VH in FVIII-inhibited rabbits. New Zealand White
(NZW) rabbits were anesthetized and irifused with anti-FVIII-
inlribitor plasma to induce a state of FVIII deficiency characterized
by steady bleeding after cutting the cuticle. After measuring the bleed
rate, the test or reference substances (FEIBA or FEIBA VH at a dose
of 100 U/kg bodyweight or buffer) were infused intravenously (IV) at
an infusion rate of 3.3 U/kg/min. The cuticle bleed rate was measured
simultaneously to substance application. Thirty minutes after
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