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2.5- and 4.8-fold, respectively. In contrast, the Fpulm of BUD remained almost

constant with inhaled dose; decreasing by only 10% when the dose was increased

from 3 to 100nmol.

Conclusion: In our model, the pulmonary absorbed fraction of MF was markedly

attenuated with increasing inhaled dose. In the clinical setting, this may translate

into a relatively flat dose-response relationship for MF. In contrast, the pulmonary

absorbed fraction of BUD was only marginally affected over a wide dose range.

The BUD profile seems well adapted for flexible dosing, such as in maintenance

and reliever therapy with Symbicort (SMART).
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Background: Inhaled extra-fine beclomethasone/formoterol (I-EF-BDP/F) formu-

lation provides deep peripheral and uniform lung deposition. The aim of the study

was to assess if conversion of asthmatics on other maintenance treatments to

I-EF-BDP/F reflects on symptoms, lung function, asthma related quality of life

(QoL) and airway inflammation.

Methods: This was a 4-month real life clinical observation of 168 asthmatics

recruited by 13 specialists in 9 centers in Bulgaria. At study entry patients were

controlled/partly controlled on inhaled steroid (IS) ± long acting beta-agonist

(LABA) and made informed choice to switch to I-EF-BDP/F (Foster). Asthma

symptoms on visual analogue scale (VAS), QoL by Asthma Quality of Life Ques-

tionnaire (AQLQ), spirometry and exhaled breath temperature (EBT) to assess

airway inflammation, (X-halo, Delmedica, Singapore) were performed during 3

visits at 2-month intervals.

Results: 116 patients completed the study. Before switch they were on fluticas-

one/salmeterol DPI (39%), budesonide/formoterol DPI (34%), fluticasone pMDI

(21%) or budesonide (6%). Significant (P<0.005) improvement was found in all

asthma measures (mean ± s.e.m.) between visit 1 and 3: 48±2 vs. 72±2, for

VAS [mm], 138±3 vs. 173±3 for AQLQ, 71.2±2.0 vs. 81.4±1.6 for FEV1 [%

pred.], and 34.30±0.10 vs. 34.02±0.10 for EBT [°C]. Significant correlations were

documented between the change over time [1] of VAS and AQLQ, R=0.62, and

between 1EBT and 1AQLQ, R= -0.32.

Conclusion: Transition to treatment with I-EF-BDP/F provides improvement of

symptoms, QoL, FEV1 and airway inflammation in asthmatics on regular mainte-

nance treatment.
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Aim: The purpose of this prospective study was to compare the drug adherence ob-

served among patients treated with the pharmacokinetically enhanced formulation

(EF) of amoxicillin/clavulanic acid taken twice daily with that of the conventional

formulation (CF) taken thrice-daily.

Methods: Patients with suspected bacterial respiratory tract infections, not allergic

to β-lactams or clavulanate, were included. Patient adherence was assessed by

electronic monitoring. The adherence outcomes considered were taking adherence,

correct dosing and good timing adherence during at least 80% of the antibiotic

course, when the container was opened every 8±4 h with the CF or 12±6 h with

EF.

Results: A total of 240 patients were enrolled (CF: 167, EF: 73). The percentage of

doses taken was greater with EF (84.5±22.8%) compared with CF (72.7±20.1%;

p<0.001). Seventy-nine patients in CF group took at least 80% of the doses

(47.3%), being significantly less than those receiving EF (53 patients; 72.6%;

p<0.001). The good timing adherence during at least 80% of the antibiotic course

was better with EF (54.8% vs. 19.6%; p<0.001). The percentage of patients who

opened the MEMS container the satisfactory number of times a day was lower

among the CF antibiotic. Moreover, the thrice-daily group more frequently forgot

the afternoon dose, accounting for 47.1% of the forgotten doses.

Conclusions: The rate of adherence was very low with amoxicillin/clavulanic acid

even though the EF of this antibiotic taken twice-daily was associated with greater

adherence outcomes.
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Background: There is evidence that for inhaled corticosteroids such as FP that

efficacy is derived from topical drug delivery in the lung and that systemic drug

levels per se are not responsible for efficacy. Therefore, a direct relationship

between systemic drug concentrations and efficacy may not be apparent.

Objective: To test this hypothesis further the relationship between FP systemic

exposure at steady-state and efficacy (improvement in lung function) in mild to

moderate asthmatics was investigated.

Methods: Data from 146 asthmatics from 5 studies were used in the analysis

(FLD-230, FLTA2001, FAP30007, SFCB3019 and FLTA3001) (1). Study dura-

tions were 6 to 104 weeks and included: Diskus, Diskhaler and MDI. Change from

baseline FEV1 was plotted against FP AUC. To enable data from all the studies to

be plotted directly, correction factors were applied for (i) differences in absolute

bioavailability for each type of inhaler and (ii) correction of older radioimmunoas-

say values for comparability with current LC-MS-MS data. Linear regression was

performed and correlation coefficients were obtained with confidence intervals

based on bootstrapping.

Results and Conclusions:

No correlation was found between FP systemic exposure and change from baseline

FEV1 (r2 =0.0087). These observations suggest that systemic drug concentrations

at steady-state are not in equilibrium with the site of topical efficacy in the lung.
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Background: MEDI-563 is an afucosylated humanized monoclonal antibody that

binds to the IL-5Rα chain selectively expressed on eosinophils and basophils. A

previous study demonstrated linear pharmacokinetics of MEDI-563 after single

intravenous administration in humans and prolonged blood eosinophil depletion

(at least 84 days) at doses ≥0.3 mg/kg.

Aims and objectives: To evaluate pharmacokinetic and immunogenic potential of

MEDI-563 after multiple SC doses in adult asthmatics.

Methods: Subjects received 3 monthly SC injections of MEDI-563 (25 [n=7], 100

[n=6], or 200 mg [n=6]) or placebo (n=6) on days 0, 28, and 56. Pharmacokinetic

data were analyzed by both noncompartmental and compartmental methods.

Results: MEDI-563 concentration-time profiles showed linear pharmacoki-

netics at the dose levels tested. Both total AUC (mean ± SD; 25 mg:

0.12±0.071mg×day/mL; 100mg: 0.42±0.20 mg×day/mL; and 200mg: 1.2±0.11
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