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TF 1: Mean and individual plasma concentrations of 2ZF-ara-A in plasma in 6 patients after the start of the 4th

infusion in the treatment of once-daily repeated 30-minute intravenous infusion of fludarabine phosphate
30 mg/m? over 6 days (arithmetic mean £ $D).

100 -

Plasma 2F-ara-A concentration [nmol/mL]

o 4 8 12 16 20 24
Time after the start of infusion [h]

TT 4: Mean pharmacokinetic parameters of 2F-ara-A in plasma in 6 patients after the start of the 4th infusion in
the treatment of once-daily repeated 30-minute intravenous infusion of fludarabine phosphate 30 mg/m?
over 6 days,

Creak tis AUC(0-24h) AUC CL,
[nmol/mL] [h] [nmo¥*h/mL)  nmol*h/mL]  [mL/min/m?]
N 6 6 6 6 6

Arithmetic mean 3.12 8.59 17.7 205 78.9

Arithmetic SD 1.08 1.67 2.82 3.87 13.1

Arithmetic CV 34.5% 19.4% 15.9% 18.8% 16.6%

Geometric mean 3.00 8.46 17.6 20.2 78.0

Geometric CV 30.4% 19.4% 16.4% 20.2% 16.4%

Median 2.79 8.60 18.0 22.0 75.9

Min 222 6.75 13.8 15.0 63.7

Max 522 11,2 21.5 24.1 99.1

AR 4651 T 158

MR T IV T 7 L iapE

BEEBIITANT 7~ dmglkg/day 7 2 HIJICh 7o b 4 PHIRKEROZE L L 20 6 BB 5H
DFEHRVPEGEEOMER T AN T 7 VIBEHRBLTF 212, FHEMEENT A -5 %

TTSIZRT . RERTLOEYFRE/ST A —-F 2T, MIEHTANT 7 ViEE % AppendixII @O T
212, MAFRTAN T 7 VREHETE % Appendix I @ 22 HIZIRT,
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TF 2: ‘ Mean and individual plasma concentrations of busulfan in plasma in 6 patients after the 6th administration

in the treatment of every 6-hour repeated oral administration of busulfan 4émg/kg/day over 2 days
(arithmetic mean x SD),
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TT 5: Mean pharmacokinetic parameters of busulfan in plasma in 6 patients after the 6th administration in the
treatment of every 6-hour repeated oral administration of busulfan 4mg/kg/day over 2 days.
Craax tmax ti1z AUC(0-6h) AUC CL/f
[ug/mL] [k] [h] [pg*h/mL] [ug*h/mL] [mL/min/kg]
N 6 6 6 6 6 6
Arithmetic mean 1.37 0.83 2.88 4.85 6.53 3.60
Arithmetic SD 0.34 0.41 0.65 1.07 1.66 0.88
Arithmetic CV 24.8% 49.0% 22.7% 22.1% 25.5% 24.3%
Geometric mean 1.33 0.76 2.82 4.74 6.34 3.52
Geometric CV 28.4% 50.6% 21.9% 23.6% 27.0% 23.6%
Median 1.48 0.75 270 4.88 . 6.67 342
Min 0.82 0.5 2,23 3.29 4.29 2.70
Max 1.70 1.5 3.97 6.17 8.79 5.07

il 4.6.H T2 B8
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TE 3: Mean plasma concentrations of 2F-ara-A in plasma in 6 patients (dose-normalized to 30mg/m’) after the
start of the 4th infusion in the treatment of once-daily repeated 30-minute intravenous infusion of
fludarabine phosphate 30mg}'m2 over 6 days (HE0101} and after the start of the 5th infusion in the
treatment of once-daily repeated 30-minute intravenous infusion of fludarabine phosphate 25mg/m® over 5
days (94615) .-
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T1: Individual pharmacokinetic parameters of 2F-ara-A in plasma in 6 patients after the start of the 4th

infusion in the treatment of once-daily repeated 30-minute intravenous infusion of fludarabine phosphate
30 mg/m’ over 6 days.
Patient No. Crenx tin tiz from tzto AUC(0-24h) AUC CL,
[nmol/mL}  {h} [h] [h] [nmol*h/mL} [nmol*h/mL] [mL/min/m?]
R-002C 2.78 11.2 2.5 24 18.4 23.2 74.5
R-004M 2.80 9.06 25 24 17.7 20.7 77.4
R-005C 5.22 3.14 25 24 21.5 24.1 63.7
R-006M 2.22 9.43 2.5 24 19.8 23.6 69.3
R-008M 3.18 6.99 25 24 13.8 15.0 99.1
R-009C 2.52 6.75 2.5 24 15.3 16.6 89.2
N 6 6 N/A N/A 6 6 6

Geometric mean 3.00 8.46 N/A N/A 17.6 20.2 78.0

Geometric SD 1.35 1.21 N/A N/A 1.18 1.22 1.18

Geometric CV 30.4 19.4 N/A N/A 16.4 202 16.4

Lower confidence limit 2.19 6.92 N/A N/A 14.8 16.4 65.7

of 95% CI of GM

Upper confidence limit 4.09 10.3 N/A N/A 20.8 249 92.5

of 95% Cl of GM

Arithmetic mean 312 8.59 N/A N/A 17.7 205 78.9

Arithmetic SD 1.08 1.67 N/A N/A 2.82 387 13,1

Arithmetic CV 345 19.4 N/A N/A 15.9 18.8 16.6

Median 279 8.60 N/A N/A 18.0 220 75.9

Min 222 6.75 N/A N/A 13.8 15.0 63.7

Max 5.22 11.2 N/A N/A 21.5 24.1 99.1

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

ti 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

CL confidence interval

GM: geometric mean

SD: standard deviation

CV: coefficient of variation

N/A: not applicable
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T2 Individual pharmacokinetic parameters of busulfan in plasma in 6 patients after the 6th administration in
the treatment of every 6-hour repeated oral administration of busulfan 4mg/kg/day over 2 days.

Patient No. Crnax tnax tin  tpfrom tpto AUC(@-6h) AUC CL/A,,
[pg/mL] [h] [h] [h] [hl _ [ug*h/mL] (pg*h/mL] [mL/min/kg]
R-002C 1.35 0.5 3.97 2 6 4.80 7.37 348
R-004M 1.60 1 3.31 1 6 6.17 8.79 2.70
R-005C 1.70 0.5 2.23 0.5 6 497 5.97 3.36
R-006M 1.61 0.5 2.70 1 6 5.80 7.51 2.87
R-008M 0.82 1 2.69 2 6 3.29 4.29 5.07
R-009C 1.14 1.5 2.35 2 0 4.06 5.21 4.11
N 6 6 6 N/A N/A 6 6 6

Geometric mean 1.33 0.7¢ 2.82 N/A N/A 4.74 6.34 3.52

Geometric SD 1.32 1.61 1.24 N/A N/A 126 1.30 1.26

Geometric CV 28.4 50.6 219 N/A N/A 23.6 27.0 23.6

Lower confidence limit | 0.99 .46 2.25 N/A N/A 371 4.80 275

of 95% CI of GM

Upper confidence limit 1.78 - 1.25 3.54 N/A N/A 6.05 8.38 4.49

of 95% CI of GM

Arithmetic mean 1.37 0.83 2.88 N/A N/A 4.85 6.53 3.60

Arithmetic SD 0.34 041 0.65 N/A N/A 1.07 1.66 0.88

Arithmetic CV 248 49.0 227 N/A N/A 22.1 25.5 243

Median 1.48 0.75 2.70 N/A N/A 4.88 6.67 342

Min 0.82 0.5 2.23 N/A N/A 3.29 4.29 2.70

Max 1.70 1.5 3.97 N/A N/A 6.17 8.79 5.07

Cruax' maximum concentration of drug in plasma after drug administration

tinax: time to reach maximum concentration following drug administration

tiz: terminal half-life

AUC(Q-24h): area under the concentration versus time curve from dosing time up to 24 hours

AUC: area under the concentration versus time curve from dosing time extrapolated to infinity

CL/f: apparent total clearance at steady state

CL confidence interval

GM: geometric mean

SD: standard deviation

Ccv: coefficient of variation

N/A: not applicable
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Appendix I: Bioanalysis (determination of 2F-ara-A and busulfan in plasma)

Appendix II: Individual data
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FREICH I S MEPRDREE

2F-ara-A
T3: Individual concentrations of 2F-ara-A in plasma (nmol/mL} in 6 patients after the start of the 4th infusion
in the treatment of once-daily repeated 30-minute intravenous infusion of fludarabine phosphate 30 mg/m2
over 6 days.
Patient Time after the start of the 4th infusion {h]

No. -0.5 0 0.5 1 1.5 2.5 5.5 24
R-002C 0.20 0.19 2.78 2.55 2.25 1.25 0.81 0.30
R-004M 0.22 0.22 2.80 1.89 1.48 1.24 0.89 0.23
R-005C 0.25 0.22 522 2.40 1.70 1.36 1.08 0.22
R-006M 0.30 0.28 2.22 1.96 1.60 1.42 1.02 0.28
R-008M 0.12 0.10 3.18 1.83 1.29 1.11 0.65 0.12
R-009C 0.13 0.11 2.52 1.77 1.62 1.29 0.76 0.13

Mean 0.20 0.19 3.12 2.07 1.66 1.28 0.87 0.21
SD 0.07 0.07 1.08 0.33 0.32 0.11 0.16 0.07
CV 34.2% 37.4% 34.5% 15.8% 19.5% 8.4% 18.6% 35.0%

N 6 6 6 6 6 6 6 6

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)

Busulfan
T 4: Individual concentrations of busulfan in plasma (pg/mL) in 6 patients after the 6th administration in the
treatment of every 6-hour repeated oral administration of busulfan 4mg/kg/day over 2 days.
Patient Time after 6th administration [h]

No. 0 0.5 1 1.5 2 3 6 24.5
R-002C 0.56 1.35 1.03 1.28 0.92 0.73 0.45 0.13
R-004M 0.53 1.32 1.60 1.40 1.24 1.06 0.55 0.16
R-005C 0.33 1.70 1.38 1.37 0.98 0.73 0.31 <LOQ
R-006M 0.52 1.61 1.58 1.38 1.23 0.90 0.44 0.09
R-008M 0.27 0.61 0.82 0.76 0.71 0.60 0.26 <LOQ
R-009C 0.34 0.30 0.61 1.14 1.12 0.80 0.34 0.06

Mean 043 1.15 1.17 1.22 1.03 0.80 0.39 0.07
SD 0.13 0.57 041 0.25 0.20 0.16 0.11 0.07
(8% 29.5% 49.2% 35.3% 20.1% 19.8% 16.9% 27.4% 90.3%
N 6 6 6 6 6 -6 6 6

SD: standard deviation
CV: coefficient of variation

N: number of patients used for the calculation of the mean

<LOQ: below the lower limit of quantitation (0.05 pg/mL), set to zero for the calculation of mean, SD and CV
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