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The _pr_odrug TR-701 is a nqvel TRI00AUC, TR700 Dose-normalized AUC,, TR-701 Single-Dose Plasma Concentrations #TR-701 is rapidly converted to TR-700
oxazolidinone antibiotic that is rapidly _
converted in vivo by phosphatases, to the o . ; . ‘TE'mothp'ﬁ"\;S”Tga g(;ncerlltritlofns MVI;(?Sr ;
active molecule TR-700. TR-700 is 4- to 8- ) } }« ~ _ above the MICy, (0.5 pg/mL) for
fold more potent in vitro and in vivo than : t : } E and VRE for an average of 15.3 hrs at
linezolid against Gram-positive ;o g 200 mg, and for greater than 24 hrs at
pathogens, including methicillin-resistant g doses of 400 mg and above
Staphylococcus aureus (MRSA) and R e e - £ 101 ¢ For TR-700, mean t,, values ranged from
vancomycin-resistant enterococci (VRE), o 00 oot oo = 10.4-11.4 hrs and median T, Values
as well as Gram-negative bacteria 100 S 00 e S ranged from 2.5-4 hrs
. - . . E
mcludmg Mycobacterlum tuberculosis g —®— 200-mg D eMean C,. and AUC, for TR-700
and Legionella pneumophila. R R a & 400mg : . . .
R S Lo X soome e increased in a linear and approximately
y i 3 }\({ D — = 1200-mg SD dose-proportional manner from 200-
g g = MICgy, = 0.5 pg/mL for MRSA 1200
A randomized, double-blind, placebo- : i 100 e : : : , md
controlled, ascending single-dose study | ] 0 5 10 15 20 25 #TR-701 was only detected above the 5
was performed to assess the safety, KR N P e Hours ng/mL limit of quantitation in a single
tolerability and pharmacokinetics (PK) of TR-700 Parameter TR-701 TR-701 TR-701 TR-701 TR-701 subject in the 1200-mg cohort from 0.25-
TR-701 and TR-700 in healthy adult Means (SD) 200 mg QD 400 mg QD 600 mg QD 800 mg QD 1200 mg QD 3 hrs (range 5.9-16.9 ng/mL)
subjects. Cohorts qf 8 su_bjects (6 active C.... (ugimL) (2),2 i_g g; ig ?,g eless than 1% of the TR-701 dose was
a?gozopljggbg())(;eggged Sigg:)e Oral_l_dRoigi 04 .0 @7 (2 (1.9) excreted in urine as either TR-701 or TR-
ther :31 10,-hr %ast. | lglrasma r;]r?d u-rine Trmax (median hours) (RANGE) (1?4) (gfl) éfl) (21-18) (21-14) 700
concentrations of TR-701 and TR-700, 11.2 10.8 11.4 10.6 10.4 #Single-doses of TR-701 were well-
were  determined by  Covance ty (hours) (3.6) 0.8) (2.6) (13) (1.4) tolerated  up to 1200 mg with no
Bioanalytical Laboratory Services, Inc. 25 4 56.1 79.3 91.8 123.1 significant  clinical  or  laboratory
: i ' AUC.finity (Mg-hr/mL) ' ' ' ' ' abnormalities
using a validated analytical Y (4.6) (13.2) (31.3) (12.9) (31.2)
procedure (LC-MS/_MS). Written mfor_med CL/F! (mUmin) 8.1 7.4 8.8 8.9 10.4 o
consent was obtained from all subjects (1.5) (1.6) (4.0 (1.3) (3.0) ¢These PK data support a once-daily
prior to any study-specific procedures .. 128 116 134 135 154 dosing regimen for TR-701
were carried out. (iters) (31) (24) (31) (19) (39)

1Based upon TR-701 dose



