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Population pharmacokinetic/pharmacodynamic modeling activities assessed the influence of
various continuous covariates (age, weight, height, body mass index [BMI], creatinine clearance,
and liver chemistries) and categorical covariates (race, gender, differences between patients and
healthy subjects) on the parameters of the models, and provided individual exposure variables for
subsequent exposure-safety and response analyses.
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Population pharmacokinetic modeling was also performed to determine pharmacokinetic
differences between Asian and Western subjects. Monte Carlo simulations were performed to
determine the probability of target attainment (PTA) over a range of MIC values, with each of the
pharmacodynamic target values determined by the Clinical and Laboratory Standards Institute
(CLSI) and the European Committee on Antimicrobial Susceptibility Testing (EUCAST).
Exposure-response analyses were conducted using pharmacokinetic data from 232
isavuconazole-treated patients in study 9766-CL-0104 to assess whether there was a relationship
between any exposure parameter and safety/response, and to support possible breakpoint criteria.

SEAh, IEHREAT RS 0 A, DA E MU 32X A 7 5 3 22 TR ) 25 X3
T FE S PATSRF RPN, DiE — 251 MIC R HIRREME (PTA), 8124507
H bRME 136 [ Im PR AT S5 S bR bh<x (CLSI) MR ZGBuAieZz il 2 (EUCAST) #ig. 1
MWTFT 9766-CL-0104 i 232 5% 32 3 ¥b HEMEVR ¥ 1 B 3 1 25 4K3h 7 2 B AT e ik -
RLor AT, CAVPASAT A B 2 M5 2 R N 2 [ R AFAER &R, I SCHF ] BERI AT Rt

Further details on the pharmacokinetic studies and key results are provided in the Module
2.7.2.4 Appendix Tables.
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The Integra® Ti6® Internal Fixation System is comprised of five types of screws used for
bone fixation of the hand and foot following trauma or osteotomy. Available screws and
instrumentation are packaged as a single system and organized around the five types of screws
described below:
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The TS-Series (Titanium Solid) is a non-cannulated, threaded bone screw which is offered
in 2.0, 2.5, 3.0& 4.0mm diameters with lengths of 6 to 50mm.
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The TC-Series (Titanium Cannulated) is a cannulated, threaded bone screw which is offered
in 2.0, 2.5, 3.0 & 4.0mm diameters with lengths of 2.0 (6-22mm), 2.5 (8-30mm), 3.0 (10-40mm),
& 4.0(12-50mm).
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The TH-Series (Titanium Headless) is a cannulated, dual threaded, headless bone screw
which is offered in 2.5mm diameter in lengths of 10 to 22mm and 3.0mm diameter in lengths of
14 to 34mm.
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The TQ-Series (Titanium QuickSnap) is a snap-off solid core screw which is offered in
2.0mm diameter in lengths of 8 to 16mm and 2.7mm diameter in lengths of 12 to 22mm.
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The DS-Series (Digital Screw) is a cannulated, threaded bone screw which is offered in a
2.0mm diameter with lengths of 24 to 50mm.
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The system includes instruments (drill bits, drill guides, guide wires, depth gauges,
countersinks, bone clamps, forceps, and screwdrivers) to facilitate the placement of the screws.
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