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ABSTRACT

NXL103 is a novel oral streptogramin, a
combination of linopristin and flopristin with activity
against S. pneumonize (including MDRSP),
H. influenzee, atypical pathogens and S. aureus
(including MRSA). We investigated the safety, PK
and plasma bactericidal activity of NXL103
(linopristin/flopristin in a 30/70 ratio) after 10 days
repeated oral dosing.

This was a randomized, double blind, placebo-
controlled parallel group study with 4 escalating
oral doses of NXL103 (500 mg twice daily [b.i.d.],
750 mg b.i.d., 1500 mg once daily [0.d.], 1000 mg
b.i.d.) or placebo with 8 NXL103 and 2 placebo
subjects per cohort. Linopristin, flopristin and a
metabolite of linopristin were quantified in plasma
by LC-MS/MS; non-compartmental analysis was
used.

43 healthy adult male volunteers (mean + SD age
31.9 £ 6.5 years) were randomized; 37 completed
the study. There were no clinically relevant
abnormalities in laboratory parameters, ECGs or
vital signs. There were no severe or serious
adverse events (AE). 4 subjects discontinued due
to nausea/vomiting (2 on 1500 mg o.d. and 2 on
1000 mg b.i.d.). The most common AEs were
gastrointestinal (loose stools, nausea, vomiting
and abdominal pain) and were dose-dependent.

In groups receiving 500, 750 and 1000 mg, the
plasma sample of, 6/8, 8/8 and 8/8 subjects,
respectively, achieved bactericidal activity against
S. pneumoniae (starting as early as 30 min and
lasting up to 4 h post-dose).

See table Pharmacokinetics.

NXL103 was generally well tolerated up to 750 mg
b.i.d. for 10 days. Exposure to NXL103 increased
in relation to the dose up to 1500 mg o.d.
inclusive, steady state was achieved on Day 2.
NXL103 gave good ex-vivo plasma activity against
S. pneumoniee.
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LINOPRISTIN (“PI")

FLOPRISTIN (“PII” )

750 mg b.i.d.: gastrointestinal adverse events occurred most com monly and appeared dose related.
. Isolated increases in ALAT and/or ASAT were seen  at D11 (most less than twice the ULN).

* NXL103 was generally well tolerated at doses up to
There were no significant changes in ECG parameters
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