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ABSTRACT

The purpose of this study was to determine the concentration of tramadol and active
metabolite o-desmethyltramadol (M1) concentrations in plasma and in colostrum. Tramadol in a
dose of 4.4 mg/kg was given intravenously after removing the last puppy from the uterus in 10
bitches, admitted for cesarean section. Three milliliters of plasma and colostrum were collected at
0,0.5,1, 1.5, 2, 3,4, 5 and 6 hr after drug administration. All samples were analyzed by reversed
phase HPLC with fluorescence detection to measure the tramadol and o-desmethytramadol (M1)
concentrations. The results showed plasma tramadol concentrations were highest at 0 hr
(12,351.00 ng/ml (95%CI: 19,383-5,318)), and significantly decreased at 0.5 hr (p < 0.05). Plasma
tramadol levels continued decreasing from 1 to 6 hr without significantly different. Meanwhile, the
highest level of M1 in plasma was found at 0.5 hr (191.14 ng/ml (95%CI: 268.39-113.90)) and
decreasing from 1 to 3 hr. Plasma M1 concentration was less than detection limit (< 20 ng/ml) at
4 to 6 hr. The highest level of tramadol in colostrum was found at 0.5 hr (2,836.10 ng/ml (95%CI:

4,105.80-1,566.30)), and continuously decreased from 1 to 3 hr.



The concentrations of tramadol in colostrum were less than the limit of detection (< 30
ng/ml) at 4 to 6 hr. Meanwhile, the levels of M1 in colostrum were highest at 0 hr (137.92 ng/ml
(95%CI: 183.21-95.90)) and significantly increased (p < 0.05) at 0.5 hr, at 295.55 ng/ml (95%CI.:
442 22-148.90). The colostral M1 concentrations were found under the limit of detection (< 20
ng/ml) at 4 to 6 hr, respectively. In addition, the concentrations of M1 in colostrum were higher
than M1 in plasma all time points. There was significantly correlated between the concentrations
of tramadol in plasma and those in colostrum from hr 1.5 to 6 (r = 0.83, 0.62, 0.91, 0.85, 0.82 and
0.85, respectively). Likely, the concentrations of M1 in plasma and those in colostrum were
significantly correlated from hr 0 to 2 (r = 0.89, 0.73, 0.69, 0.86 and 0.78, respectively). From this
study, we recommended that breast feeding to puppy should be allowed at least 3 hrs after
tramadol administration for post operative analgesia. Furthermore, safety period and toxicology

of tramadol and its metabolites in puppy should be further investigated.



