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. Liquid Chromatography-Tandem Mass Spectrometry Figure 4. Calibration curve of Oxymorphone in Liver homogenate. be attributed to interference or matrix effects at the OM concentration
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In both immediate-release (5 and 10 mg) and extended-release (5, 10, 20 and Table 2 contains the inlet method and linear gradient used. arameter esult compensate for the heteroscedasticity associated with a calibration range of
40 mg) tablets for the treatment of m_oderate to severe pain (1_,2). Although Accuracy Intra day > 90%; Interday > 91% this magnitude. The lower limits of quantification (5 pg/kg) and detection
only on the market_ as an oral for_mulatlon for_ a short time, OM is curre_ntly the Table 1. Instrument parameters Calibration Range |5 - 500 ug/kg (5 png/kg) were determined experimentally with acceptable accuracy and
m_OSt_ (_:ommon OpI_OIC! present in fatal aCC'der_]tal overdose deaths in West Mobile Phase A Water + 0.1% Formic acid Calibration Model Linear with 1/X weighting precision across all replicates. The upper limit of quantification was set
Virginia.  The majority of these deaths also Involve other central nervous Mobile Phase B e - 099 Barie ade Carryover < 196 of signal of lowest calibrator administratively (500 pg/kg). Accuracy and precision determinations are
system_ depressants, most often benzodiazepines, muscle relaxants, anti- Column Temp 40°C _ f _ shown in Table 5. Carryover was tested experimentally at 500 ug/kg, and
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postmortem s_amples as a minor, but active metabolite of oxycodone, an Desolvation Gas flow | 800 L/h [VIP— | T —— at 5 pg/kg (68%) and 100 pg/kg (62%) using the approach of Matuszewski,
O-demethylation reaction catalyzed by CYP3A4 and CYP2D6 (1,2,3,4). Oral Cone gas 11 L/h AR ETEES ON SUPPTESSION Hevb a5 P, bevo ot 2V M9 et. al. (6). Because the LLOQ and LOD met the current needs of the
bioavailability of OM has been determined to be low at about 10% (1). LIl e DEEelon 5 ueies laboratory, the matrix effects were not a hindrance to the analysis of OM in
However, in cases of fatal overdose, insufflation (snorting) of crushed tablets Table 2. Inlet method parameters '-OVVer_]';_'m'_t of _— liver homogenate.
Is often the route of administration. e = <uantitication L Thirty-three case samples were successfully analyzed using this
Oxymorphone Is not highly bound to serum proteins. The median oral min) | (mL/min) | A ZoE il Precision Intraday CV'< 7% Interday CV.< 10% validated method. In 11 deaths attributed solely to oxymorphone acute
clearance of OM Is 18 to 26 L/min, and it exhibits a volume of distribution of Initial 0.450 99 1 Initial intoxication, blood concentrations ranged from 22.4 to 155 ng/mL. Liver
approximately 3 L/kg. OM is metabolized in the liver to form two primary 0.50 0.450 99 1 5 - o concentrations in these deaths ranged from 48.4 to 1430 pg/kg. In all but
. : - : Table 5. Accuracy and Precision validation data. _ _ _
metabolites, oxymorphone-3-glucuronide and 6-hydroxy-oxymorphone (3,5). 5 00 0.450 20 30 5 4 one death (Case 7) liver concentration exceeded the blood concentration.
Less th_an 1% of the administered_ dose IS exc_:reted_ unchanged In urine. 300 0.450 0 100 a — Intraday (n=4) Interday (n=20) Plotting these data, no correlation was observed between oxymorphone
Approximately 35% of the dose Is excreted In urine as oxymorphone- 400 0.450 0 100 5 (glkgor | CV (%) | Bias(%) | CV (%) | Bias (%) blood and liver concentrations.
3-glucuronide, and 0.5% Is excreted as 6-hydroxy-oxymorphone (3,5). 410 0.450 99 1 5 ug/L)
Oxymorphone’s ability to generate feelings of euphoria and relaxation 5'00 O. 450 99 1 6 Liver 6 6.58 -9.97 9.41 -3.51
make it a target for abuse (2). The West Virginia Office of the Chief Medical ' | ég i;é ;gg 2;2 ;%
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analyzed alternate specimen when blood is not available and thus was chosen MRM transitions are shown in Table 3. = e 598 e 30 Waugh for helpful suggestions.
as the matrix for this validation. 300 2.92 -0.81 4.73 -3.68
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