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primary studies - published RCT

Immunogenicity of a new purified fusion protein vaccine to
respiratory syncytial virus: a multi-center trial in children with
cystic fibrosis.

Code: PM12744878 Year: 2003 Date: 2006 Author: Piedra PA

Study design (if review, criteria of inclusion for studies)

single-centre, open, randomized, controlled, non-blinded study

Participants

33 adult CF patients (20 females, 19-37 years)

Interventions

intravenous tobramycin (10 mg/kg/day) for 14 days given either as single dose once a day (Q24; 17 patients) or divided into three equal
doses every 8 h (Q8; 16 patients).

Outcome measures

Tobramycin serum concentrations and MICs for Pseudomonas aeruginosa were determined on days 1 and 14. The clinical outcome
parameter, correlated to PK/PD indices, was the percentage predicted forced expiratory volume in 1 s (FEV(1)% pred.).

Main results

FEV(1)% pred. improved significantly for both treatments. There was a log-linear relationship between C(max)/MIC and FEV(1)% pred.
and AUC/MIC and FEV(1)% pred. for both treatments. For equal values of AUC24/MIC, however, Q24 treatment provided better
improvement in lung function than Q8 dosing, whereas C(max)/MIC did not show any dosing interval dependence. A statistically
significant increase was observed for MIC (day 1) versus MIC (day 14) for Q24 treatment, however, no such difference was observed
for Q8 treatment.

Authors' conclusions

The most important PK/PD parameter for clinical outcome in CF patients was C(max)/MIC. Outcome prediction of AUC(24)/MIC was
dependent on the regimen. The increase of P. aeruginosa resistance after once-daily administration is linked to a long dosing interval.
More and larger studies are needed to optimize the dosing regimen for maximum clinical outcome with minimum resistance
development.

http://dx.doi.org/10.1016/S0264-410X(03)00098-7

See also
Vaccine. 2003 Jun 2;21(19-20):2448-60.
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