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 While it is generally accepted that neonates and
adults differ in drug metabolizing enzyme

Drug Metabolism Enzyme Pathways Evaluated
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* In our laboratory, hepatocytes were isolated and MEAN SD  MEAN SD  MEAN SD MEAN SD MEAN SD RATIO ( A)
cryopreserved from three neonates with
CYP1A2 0.0 0.0 0.0 0.0 0.000 0.000
encephalopathy who had full-term in 0.00 0.00 S 0.00
utero development, borne alive, and survived for CYP2A6  0.184 0.099 0.283 0.107 0.132  0.053 0.20 0.08 102.21 7.55 0.20
mln.utes to .hours after birth due to the lack of I N 0302 0107 T 0.23 0.13 29.42 2 43 0.78
brain functions
* We report here drug metabolizing enzyme CYP2€8 0.368 0.244 0.523 0.207 0.013  0.005 0.30 0.26 141.13 23.31 0.21
activities of hepatocytes isolated and CYP2C9 6.951 0.844 2278 0.105 3.458  0.155 4.23 243 97.63 6.34 4.33
cryopreserved from three neonatal donors
CYP2C19 0.000 0.112 0.000 0.082 0.000 0.000 0.00 0.00 19.74 2.08 0.00
CYP2D6  2.694 0.311 0.204 0.051 0.285 0.010 1.06 1.42 17.26 1.70 6.15
CYP2E1  0.844 0.737 0.422 0.301 17.226 1.749 6.16 9.58 47.22 1.02 13.05
Neonatal livers were obtained from IIAM (Edison, NJ)
Hepatocytes were isolated via collagenase digestion, CYP3A4-1 2.273 0.054 3535 0.116 1.632 0.229 2.48 0.97 15.68 0.39 15.81
cryopreserved, and stored in liquid nitrogen
The cryopreserved neonatal hepatocytes were thawed, CYP3A4-2 17956 2.501 27.311 2.983 16.919 0.614 20.73 5.72 204.04 34.29 10.16
recovered in UCRM (IVAL, Columbia, MD) and resuspended in
Hepatocyte Incubation Medium (IVAL) for incubation with ECOD I B | 4:295 - (0102 Ry 0.342 3.00 1.61 72.66 9.43 4.13
:::i?,‘il’?e\; selected substrates for the determination of DME UGT 83802 1772 2773 0328 10828 0.741 747 419 537.00 19.53 1.39
. SULT 3.917 0914 4.142 0.164 2270 0.424 3.44 1.02 19.97 1.42 17.24
Demographics of Neonatal Liver Donors
GST 6.169 0.744 6.473 0.760 2.854  1.893 5.17 2.01 25.36 2.15 20.37
FMO 8.527 1.267 4.216 0.684 13.029 0.441 8.59 4.41 761.33 44.85 1.13
HH1066 39 weeks Female Not Reported MAO  42.867 5.553 46.622 3.222 47.665 7.377 45.72 2.52 1892.67 94.52 2.42
HH1129 41 weeks Female Caucasian AO 0.287 0.094 0.233 0.036 0.085  0.005 0.20 0.10 0.93 0.06 21.64
HH1130 39 weeks Male Asian NAT1 7.156 0.473 9.889 1.059 2.627 0.112 6.56 3.67 9.20 7.68 71.24
NAT2 0.338 0.390 0.744 0.080 0.000 0.039 0.36 0.37 41.51 3.36 0.87




