Study No. PBC714-003

Table 2-2 Pharmacokinetic parameters of defibrotide after constant infusion of defibrotide at 6.25 mg/kg for 120 minutes to healthy Japanese subjects

Subject No. Conax Tinax AUCq, Kel Tin AUC., CLiota Vdss
(ug/mL) () (ngh/mL) (1/hr) (h) (ng'h/mL) L/h) @)
202 20.02 2.00 37.30 1.38 0.50 42.16 8.542 7.12
204 18.67 2.00 36.06 1.27 0.55 41.46 8.415 7.21
206 22.49 2.00 40.27 1.57 0.44 44.34 8.841 6.98
208 30.03 2.00 54.57 1.96 0.35 57.60 7.638 5.14
209 19.08 2.00 31.79 1.48 0.47 39.11 11.28 9.06
211 17.78 2.00 29.96 2.08 0.33 33.75 10.41 6.70
212 19.01 2.00 31.89 1.59 0.44 38.29 9.743 7.32
213 17.65 2.00 34.85 1.08 0.64 41.87 9.286 8.91
Mean 20.59 2.00 37.09 1.55 0.47 4232 9.269 7.31
SD 4.11 0.00 7.82 0.33 0.10 6.95 1.175 1.25
Min 17.65 NC 29.96 1.08 0.33 33.75 7.638 5.14
Median 19.05 NC 35.46 1.53 0.46 41.67 9.064 7.17
Max 30.03 NC 54.57 2.08 0.64 57.60 11.28 9.06
Geometric mean 20.29 NC 36.47 1.52 0.46 41.87 9.205 7.21
Geometric CV 17.72 NC 19.09 21.81 22.19 15.41 12.58 17.80
Q1 18.23 NC 31.84 1.33 0.40 38.70 8.479 6.84
Q3 21.26 NC 38.79 1.78 0.53 43.25 10.08 8.12
n 8 8 8 8 8 8 8 8

NC: Not calculated
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Table 3 Assay results of calibration samples for determining defibrotide in human plasma

Defibrotide concentration (pg/mL)

Date of 10 25 50 100 150 750 300 Correlation

measurement — o T %%)  Value RE (%) Value RE (%) Value RE (%) Value RE (%) Value RE (%) Vale RE (%) Ccocfficient
2013/05/27 1162 162 2393 43 4639 72 9395 6.1 1442 39 2542 17 3107 3.6 0.9987
2013/05/29 1103 103 25.02 0.1 46.66 -67 9416 -58 1470 2.0 2559 2.4 3052 1.7 0.9992
2013/05/30 1109 109 2453 -19 4744 51 95.66 -43 1446 3.6 2531 12 3086 2.9 0.9993
2013/06/03 1144 14.4 2413 3.5 4602 -80 9538 -46 1459 2.7 2544 1.8 3078 2.6 0.9991
2013/06/04 1169 160 2411 3.6 4606 7.9 9274 73 1433 45 2584 34 3088 2.0 0.9984
2013/06/06 _11.80 _18.0 _ 23.74 50 4527 95  97.00 29  142.6 49 2424 30 3221 7.4 0.9975
2013/06/07 1090 9.0 2434 2.6 . - 9577 42 1413 5.8 2407 37 3220 13 0.9978
2013/06/10 1157 157 2332 67 _ 4588 82 9601 40 1505 03 2542 17 3035 12 0.9992

RE (%): Relative error = (measured concentration — nominal concentration) / nominal concentration x 100
-: Excluded because the values did not fulfill the acceptance criterion (=15%).
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Table 4 Assay results of QC samples for determining defibrotide in human plasma.

Defibrotide concentration (ng/mL)

me];)sﬁree?rfent 30 140 225

Value RE (%) Value‘ RE (%) Value RE (%)
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RE (%): Relative error = (measured concentration — nominal concentration) / nominal concentration x 100
*: The values did not fulfill the acceptance criterion (£15%).
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aGVHD acute graft-versus-host diseases SMEEEAXTE IR
ALP alkaline phosphatase TNVHYERRAT 7 Z2—F
ALT alanine aminotransferase T73=2VTI/) NI UARAT 2T —F
APTT activated partial thromboplastin time EHEEERS b AR AF U
S XU RT S S S —
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PK pharmacokinetics FEhRe
POC proof of concept WS FERE
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