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has activity against pathogens expressing the two most common
mechanisms of tetracycline resistance.

« Pharmacokinetics was linear over the entire dose range (25 mg -
600 mg) as assessed by AUC, indicating dose proportionality
(Figure 2).

Table 4. PTK/796 exposure by Sex for Young Subjects after IV administration of
100 mg PTK796 (Geometric mean, n=6)

ABSTRACT RESULTS

— Active efflux pumps which transport the drug out of the cell Geometric Least Squares Mean (GLSM)

Background: PTK796 is a novel semi-synthetic compound related Pharmacokinetics

to the tetracyclines and specifically derived from minocycline. It
has activity against MRSA and pathogens expressing tetracycline

— Ribosomal protection proteins which block drug attachment to the . P
ribosome and thereby allow protein synthesis to continue

Ratio of GLSM 909, C.I. of
Male/Female Ratio of GLSM

Parameter Male Female P-value*

‘K796 exhibited rapid distribution from the central compartment,
followed by a second distribution phase after approximately 6 h

Figure 2. Linear regression for dose proportionality for mean AUC,, . following a

single dose of PTK/96 — all dose groups

resistance. P(Tl\rj)796dis beli?soc)levdeloped for CliniTchaI use with both | « PTK796 has activity against gram positive organisms (including MRSA), following the start of IV infusion. 10000 - C__ (ng/mL) 1130.35 1203.78 0.94 (0.72,1.22)  0.670
Intravenous and ora administration. The current propose atypical organisms, and some gram negative organisms. , o , _
therapeutic dose is 100 mg IV or 300 mg PO administered once daily. DTKT96 is beine developed for clinical f A V) and e The terminal elimination half-life was ~18 h (Figure 1) [Study 1]. reo0 - R2=0.9969 \Y AUC,, (h.ng/mL)  5593.27  7104.88 0.79 (0.71,0.88)  0.003
Methods: The pharmacokinetics of PTK796 were evaluated in the ° 's being developed for clinical use for both intravenous (IV) an . Total apparent clearance remained relatively constant across the dose AUC, (h.ng/ml) 847842 1095251 0.77 (0.67,0.89)  0.008
@S- “he P oral (PO) adminsitration. range studied and volume of distribution (Vd) was large (333-640 L) 30000 - *From ANOVA model with sex as main effect
following studies: . . o
suggesting considerable extravascular distribution (Table 2). T 5e000 -
e Study 1: Single ascending dose of IV PTK796 in healthy males, M ETHODS = Safet
25-600 mg (n=5-6 in each dose group, total n=41) Figure 1. Mean PTK/96 plasma concentrations versus time by dose (logarithmic £ 20000 - y
| , - | plot) = » Across studies, no serious adverse events were reported and none of the
o Study 2: Crossover. study, single dose of IV (100 mg) and oral e The pharmgcok|net|§s and safety of PTK/96 were evaluated in three 0000 Se5¢5¢ 25 mg (N=6) stk 50 mg (N=6) o = = 100 mg (N=5) § 15000 - ) subjects discontinued due to adverse events (AEs).
(300 mg) PTK/796 in 16 healthy males or females Phase | clinical studies (Table 1). ee- 200 mg (A) (N=6) 200 mg (8) (N=5) 300 mg (N=5) - Al AE i intensit q ved by th 1 of the stud
= ooo400mg(N=6) s+ 600 mg(N=2) 10000 - o s were mild in intensity and resolve e end of the study.
» Study 3: Single dose of [V PTK796 in 6 healthy males and . Determination of PTK796 was by LC-MS/MS method (lower limit of 10000 Tk g g Sy 1 Y Y y
o females, 100 mg. quantification=20.0 ng/mL). 3 S 5000 - - uhy t | tod AE ated t ural
> — = The most commonly reporte s were related to procedura
Plasma PTK796 concentrations were quantified by a validated « All the studies were conducted in accordance with ICH-GCP S 1000- e — e — 0 . . . . . . . complications priméril)?reports of cannula site rean:tion' 229 (n=9)
i - - i i C AT o T e T 0 100 200 300 400 500 600 700 | ’ | '
LC-MS/MS method with a lower limit of quantitation of 20.0 ng/mL. guidelines. S N e pase Grou in PTK796 group and 7% (n=1) in the placebo group.
Results: Intravenous administration of PTK/796 exhibited three- Table 1. Study des; . | = Five subjects had one or more elevated ALT values assessed by the
compartment pharmacokinetics, with a rapid initial distribution phase anie L. otudy design = 0. o A comparison of |V and orally administered PTK/796 pharmacokinetic iInvestigator as clinically significant and considered drug-related.
and a large volume of distribution of 300-430 L. The terminal half Study Number of Doses parameters are given in Table 3 [Study 2, Part B]. Peak ALT levels ranged from 1.9 to 3.8xUpper Limit of Normal.
life of PTK796 was about 18 h and clearance was 11.4 L/h. PTK796 Number subjects dosed administered (mg) - . After oral administration, PTK796 was rapidly absorbed as indicated by All 5 subjects were in the 3 highest dose groups (i.e., 300 (n=1),
exhibited dose-proportional increases in AUC over the dose range Study 1 A Placebo-Controlled, 55 (41 received 25, 50, 100, 200, 300, 0 12 24 36 48 60 72 T <20h 400 (n=2) and 600 mg (n=2)). In four of the five subjects, ALT values
25-0600 mg following IV administration. After oral administration, Randomized, Double-Blind, PTK796 and 14 400, 600 (V) me Postdose @ e | | | S declined to normal range by the end of the study. In one subject ALT
PTK796 was rapidly absorbed with a median T, of 1.8 h (range FSDhZ'Se ltS:u?y c Eeatltht);Mglef t ceened e Table 2. Summary of mean (SD) pharmacokinetic parameters after intravenous + based on the m.edlan AYG,, cormpartsor, the oral bioavailability of values declined steadily, after the subject abstained from alcohol.
1.0 to 3.0 h). The median AUC_,,, after 300 mg PTK796 PO was T;eg;iit;a:\f;i?niacski:eficy; dosin (;f PTK796y "’ "’ PTK796 was estimated to be approximately 33%. - Study 2
©-06 Lg*h/mL compared to 5.71 pg™h/mL after 100 mg IV. Based on of Ascending Single and PTK6 C AUC AUC t cL of oy o » Nausea was the most frequent AE (n=4; 25%) observed in Part B
the median AUC calculation, the oral bioavailability of PTK/796 was Multiple Intravenous Doses of Group (mg) (ng/mI:;L) (ng-h;h214L) (ng-h/0|-1“11fl.) (i]/; (L/h) Table 3. Summary statistics for principal pharmacokinetic parameters : . : ’
. +1.03 uo*h/ml and S _ _ following oral administration of PTK796, however no case was
33%. In Study 3, the AUCO_24h in females was 7.18%1.03 pyg*h/mL an Dose Administered Over 30 Minutes Parameter Dose of PTK796 Mean Geometric  Median Range reported following IV administration.
5.61%0.19 ug*h/mL in males. PTK/96 was well tolerated after single Study 2 A Phase | Study to Evaluate 42 (40 received *Part A: 300, 250 (PO) o5 280 915 1260 11.7 20.9 Sec (units) mean (Min-Max)
IV or PO doses. the Pharmacokinetics and PTK796 and 02 Part B: 100, 300 (N=6) (58.7) (183.4) (296.0) (3.4) (5.3) (38.7) 3 - StUdy 3
Conclusions: PTK796 has d tional oh cinetics aft Safety of Three Dose Levels of  received placebo); (IV-and PO) 50 789 2384 3484 20.5 15.8 380 - 300 mg PO (n=16) 063 029 026 J:2>-l.34 = |n the IV group, four subjects had a total of seven AEs, of which
niravenous administration. The 100 mg IV and 300 mg PO doses oetermine the Bosquinlence of PTK96 . 00mE V(-1 101 0% 102 042154 only one (dysphoria) was considered to be drug-related by the
oroduce comparable exposures. The long half life supports once-daily ’.the Proposed Therapgutic Dose (N=5) (346.0) (847.9) (812.5) (2.8) (2.9) (114.0) AUC 300 mg PO (n=16) 5.35 5.13 5.50 2.27-8.24 nvestigator.
dosing 1 Healffy Young Subjects (2|\(1) 06()A ) (7232(3)2) (177%%45) (2151;)22) (148i7) (1486% (155%68) (U8 ﬁo/tr)“ L) 100 mg IV (n=16) 6.44 6.23 5.97 4.07-9.65
: -~ . . . . . . ' mg n= . . . .07-9.
Study 3 A Placebo-Controlled, 32 (24 received 100 (IV) and 200 (B 2602 9073 13336 19.0 153 419 CO N C LU S I O N S
EindoTﬂSiie;I, DtOL,llbIe-Iilin(J:[I, g;K796_ ar;d - 200 PO (N=5() ) (364.1) (1269.9) (2031.7) (4.5) (2.3) (84.0) AUC,.., 300 mg PO (n=13) 7.76 /.53 804  0.22-12.28
BACKGROUND th:z;ety,u%efabrmteys;ize recelved placebo) Dose Administered Over 60 Minutes (Mg-h/mL) 100 mg IV (n=13) 8.95 355 308  571-16.27 » PTK796 showed dose-proportional pharmacokinetics after
Shanmaceiineles of & Sl (3|\(1305) (ggfz) (217218355) (3138;222) (13953; (136-17) (14;%79) intravenous administration. The 100 mg IV and 300 mg PO doses
. . L L . . = - - - - - - 300 mg PO (n=16 1.94 2.00 0.50-4.00 )
. Bacterial resistance to the existing array of antibiotics is a serious health '[;‘laevi?iiijg‘é ?nSIllneillihoral - o~ . ilE - 156 . s me o (n=io) produced comparable total exposures.
concern necessitating the need for novel antibacterial compounds. Young Male and Healthy Y{)ung (N=6) (711.3) (2160.5) (3814.8) (4.5) (2.9) (163.7) 100 mg IV (n=16) 0.75 0.55 0.55-3.07 e The terminal elimination half life supports once-daily dosing.
» PTK796 is a novel semi-synthetic compound prepared by chemical Female Subjects ?,822) (f%_é) éﬁf) (g’fgg) (107_'11) (116?'17) (2%_11) « PTK/796 administered intravenously and orally was well tolerated.

modification of minocycline; its physicochemical properties and
mechanism of action are similar to minocycline. However, PTK796

*Part A: Parallel-Group Randomized; Part B: Placebo Controlled, Randomized, Crossover
Only Part B of Study 2 and IV data from Study 3 are presented.

200 (A): received 0.5 mg/mL
200 (B): received 1 mg/mL

Presented at Interscience Conference on Antimicrobial Agents and Chemotherapy. September 12-15, 2010.

o After single IV administration, female subjects had ~209% higher AUC

compared to male subjects (Table 4) [Study 3].

These studies were supported by Paratek Pharmaceuticals Inc.




