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{b5tER(Study No. 94615)IC 351 MR hEEHIRE
mEER2F-ara-ATREE

T S: Individual concentrations of 2F-ara-A in plasma (nmol/mL} in 6 patients after the start of the Sth
infusion in the treatment of once-daily repeated 30-minute intravenous infusion of fludarabine
phosphate 25 mg/m? over 5 days (Study No. 94615).

Patient Time after the start of the Sth infusion [h]
No. 0 0.5 1 1.5 2.5 6.5 24
25-1 0.12 2.52 1.80 1.14 (.84 0.42 0.15
25-2 0.17 2.36 1.72 1.34 0.95 0.63 0.19
25-3 0.26 1.76 1.40 133 0.98 0.93 0.17
25-4 0.24 4.16 2.78 2.38 1.55 0.99 0.38
25-5 0.27 0.86 0.66 0.43 0.43 0.30 028
25-6 0.16 1.92 1.06 0.68 0.57 0.33 n.s.
Mean 0.20 2.26 1.57 1.22 0.89 0.60 0.23
SD 0.06 1.10 0.73 0.68 0.39 0.30 0.10
CcvV 30.3% 48.5% 46.4% 55.7% 44.1% 50.4% 40.8%
N 6 6 6 6 6 6 5

SD: standard deviation

CV: coefficient of variation
N: number of patients used for the calculation of the mean

LOQ: the lower limit of quantitation (0.06 nmol/mL)

n.s.: no sample
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EMEIRE/INTA— &
T 6: Individual pharmacokinetic parameters of 2F-ara-A in plasma in 6 patients after the start of the 5th
infusion in the treatment of once-daily repeated 30-minute intravenous infusion of flrdarabine phosphate

25 mg;’m2 over 5 days (Study No. 94615).

Patient No. Creak tin tin from  tipto AUC(0-24h) AUC CL,,
[nmol/mL]  [h} 1h] [h] [nmol*h/mL] [nmol*h/mL) [mL/min/m?]
25-1 2.52 n.d. N/A N/A 11.0 nd. 104
25-2 2.36 9.50 25 24 13.9 16.5 82.1
25-3 1.76 7.87 L.5 24 16.6 18.5 68.8
25-4 4.16 11.1 25 24 23.2 29.3 49.3
25-5 0.86 n.d. N/A N/A 7.90 nd. 144
25-6 1.92 4.87 1.5 6.5 n.d. 6.44 n.d.
N 6 4 N/A N/A 5 4 5

Geometric mean 2.04 7.98 N/A N/A 13.6 15.5 84.0

Geometric SD 1.68 1.43 N/A N/A 1.50 1.89 1.50

Geometric CV 55.6 37.1 N/A N/A 425 70.5 42.5

Lower confidence limit 1.18 -4.51 N/A N/A 8.19 5.64 50.6

of 95% CI of GM

Upper confidence limit 3.51 14,1 N/A N/A 22.5 42.6 139

of 95% CI of GM

Arithmetic mean 2.26 8.35 N/A N/A 14.5 17.7 89.7

Arithmetic SD 1.10 2.68 N/A N/A 5.82 9.36 36.5

Arthmetic CV 48.5 321 N/A N/A 40.2 52.9 40.7

Median 2.14 8.69 N/A N/A 13.9 17.5 82.1

Min 0.86 4.87 N/A . NA 7.90 6.44 49.3

Max 4.16 1.1 N/A N/A 23.2 29.3 144

Creak: maximum concentration of drug in plasma after the start of drug infusion

tia: terminal half-life
AUC(0-24h): area under the concentration versus time curve from the start time of infusion up to 24 hours
AUC: area under the concentration versus time curve from the start time of infusion extrapolated to
infinity

CL: total clearance at steady state

CIL: confidence interval

GM: geometric mean

SD: standard deviation

CV: coefficient of variation

N/A: not applicable

n.d.: not determined
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The half-life value was not reported, because the perceivable linear part of the curve consisted of less

than three time points.
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The half-life value was not reported, because the perceivable linear part of the curve consisted of less

than three time points.
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