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Phenobarbital is a common drug used to manage epilepsy in goats. However, the recommended dose and dosing frequency are based on studies in dogs and horses. Studies describing the pharmacokinetics of phenobarbital when administered orally and assessing changes in behavior with concurrent electroencephalogram (EEG) readings are warranted in goats. The objectives of this study were to determine the bioavailability of orally administered phenobarbital and determine the effect of phenobarbital on brain activity using EEG in healthy goats. A cross-over design with 8 non-pregnant goats was performed. The goats were administered phenobarbital intravenously at 10 mg/kg, followed by a 2 week wash out period, and then administered phenobarbital, orally, at 10 mg/kg. Plasma sample determination of phenobarbital concentrations were collected at 13 time points. Continuous EEG readings with simultaneous video recording for 12 h was performed to determine the state of vigilance using a behavior scoring system prior to and after phenobarbital administration. Bioavailability of phenobarbital was 24.9%. Mean ± SD for half-life was similar between the oral (3.80 ± 0.826 h) and intravenous (4.0 ± 0.619 h) routes. Time to observed maximum concentration (Tmax), and maximum plasma concentration (Cmax) for the oral administration were 1.75 ± 0.46 h and 4,478.7 ± 962.4 ng/mL, respectively. Clearance was 152.5 ± 102.7 ml/h/kg. Area under the curve from zero to infinity (AUC0→∞) was 155,813 ± 218,448 and 38,763 ± 9,832 h*ng/mL for the intravenous and oral administration routes, respectively. Behavior score at 3 h after phenobarbital administration was different (P = 0.0002) from the score prior to administration for the oral administration route. In contrast, behavior scores before administration of phenobarbital and each time point after administration were not different (P >0.05) for the intravenous administration route or other oral administration route time points. Bioavailability of phenobarbital was poor, and the half-life was very short due to a high clearance. Doses >10 mg/kg should be considered when phenobarbital is administered orally in goats.
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INTRODUCTION

Phenobarbital is a common anti-epileptic drug administered in veterinary species for its primary potentiation of the action of GABA on the GABAA receptor resulting in neuronal hyperpolarization (1). Although the pharmacokinetics of phenobarbital administered orally have been investigated in dogs (2), horses (3), and some species of birds (4), no peer reviewed studies are available in ruminants. In clinical practice, phenobarbital is administered orally to manage epilepsy in goats (5). Veterinarians administer phenobarbital orally in goats to manage epilepsy at various doses and dosing frequency intervals based on recommendations for monogastric species such as horses and dogs, or response to treatment. The rumen microbes in ruminants may degrade the orally administered phenobarbital; therefore, dose and dosing frequencies recommended for monogastric species cannot be easily extrapolated to ruminants. Thus, doses recommended in monogastric species might be insufficient or unsafe for ruminants. Oral administration of phenobarbital is practical and financially feasible for veterinarians and clients managing goats with epilepsy. Therefore, studies on bioavailability of orally administered phenobarbital are warranted.

Electroencephalogram (EEG) is a well-established diagnostic tool to assess cerebral cortical function. In goats, EEG has been used to monitor change in behavior following administration of barbiturates (6), assess rumination (7), and monitor anesthetic depth (8). Administration of phenobarbital can affect brain activity and behavior in goats. However, there is a dearth of information focusing on monitoring brain activity using EEG following phenobarbital administration. Studies describing the pharmacokinetics of phenobarbital in healthy goats are required to establish baseline information on dose, dosing frequency, and monitoring of brain activity to guide further studies in the management of goats with epilepsy. We hypothesized the following: (1) oral administration of phenobarbital in goats reaches similar total exposure (area under the curve) comparable to those achieved by the intravenous route and; (2) administration of phenobarbital orally or intravenously causes a change in brain electrical activity as determined by EEG. The objectives of this study were to determine the bioavailability of orally administered phenobarbital and determine the effect of phenobarbital on the EEG.



MATERIALS AND METHODS


Animals and Experimental Design

Sample size calculation was performed using a commercial statistical software (JMP Pro v14, SAS Institute, Cary, NC, USA). Sample size calculation was based on testing differences among means of phenobarbital concentrations at different time points after oral administration. Using the mean and standard deviations at different time points after oral dosing of phenobarbital reported in horses (3, 9), a type 1 error of 0.05, and a power of 80%, it was determined that a minimum of 8 goats was required. Eight, non-pregnant, 1-year-old female goats (6 Saanens and 2 Alpines) from the University of California Davis (UCD) Dairy Goat Barn herd were randomly selected for a cross-over study design, with a 2-week wash-out period. The goats were transported to the University of California Davis Livestock Medicine and Surgery service of the teaching hospital and housed in a single goat pen. Four goats were enrolled at a time. The goats were allowed to acclimatize to the hospital environment for 2 days. The goats were deemed clinically and neurologically healthy based on clinical examination. The goats were weighed, and blood was collected for serum biochemical analysis to assess liver function prior to procedures. The study was performed from June to August 2019.



Intravenous Administration of Phenobarbital

Prior to procedures, a 16-gauge × 3.25-inch intravenous (IV) catheter (Mila catheter extended use, Mila International Inc., Florence, KY, USA) was placed in the left or right external jugular vein, after sterile preparation of the catheter site. The IV catheter was secured by a non-absorbable suture material (Supramid size 0, S. Jackson Inc., Alexandria, VA, USA) and a bandage wrap. Phenobarbital sodium (Phenobarbital sodium injection 130 mg/mL, West-Ward Pharmaceutical, Eatontown, NJ, USA) was administered at 10 mg/kg, once, through the IV catheter. The catheter was then flushed with 4–6 ml of heparinized saline to ensure complete drug infusion. The dose of 10 mg/kg was chosen based on anecdotal recommendations for goats (10). Blood samples (6 mL) in tubes containing lithium heparin as an anticoagulant (Becton-Dickinson lithium-heparin tubes, Franklin Lakes, NJ, USA) were collected from the intravenous catheter at 0 (prior to administration of phenobarbital sodium), 0.25, 0.5, 0.75, 1.0, 2, 4, 6, 8, 12, 16, 20, and 24 h. To prevent contamination of the blood samples at each collection time point, 6 mL of blood was scavenged prior to collection of samples intended for analysis. Heparinized saline (4–6 mL) was used to flush the IV catheters when necessary to maintain patency. Daily clinical examination procedures including rectal temperature assessment, heart rate, respiratory rate, appetite, and demeanor were performed. The IV catheter was removed after the sample collection at the 24 h time point. Blood samples were then stored at 4°C and plasma was harvested after centrifugation at 2,800 × g within 12 h after collection. Plasma samples were then stored at −20°C until phenobarbital concentration determination. The goats were transported back and housed at the UCD Dairy Goat Barn during the 2-week washout period.



Oral Administration of Phenobarbital

Following the 2-week washout period, the goats were transported back to the UCD Livestock Medicine and Surgery service. Procedures prior to the oral (PO) administration of phenobarbital were similar to the IV administration route procedures. Phenobarbital tablets at 10 mg/kg (Phenobarbital tablets 60 mg, West-Ward Pharmaceutical, Eatontown, NJ, USA) were administered orally. The tablets were crushed and mixed thoroughly with 60 mL of water, and then administered with a dosing syringe to ensure complete administration of the drug. Procedures after oral administration of phenobarbital were similar to the IV route procedures.



Electrophysiologic Study

After placement of the IV catheter for intravenous or oral phenobarbital administration procedures, the hair around the pole of the head was clipped, and 25-gauge subdermal wire electrodes (Ives EEG Solutions, Newburyport, MA, USA) were placed subcutaneously in the scalp with the goat standing, without sedation, for EEG recording. A transverse and rostral to caudal bipolar montage was used with the following channels; F3-Fz, Fz-F4, C3-Cz, Cz-C4, P3-Pz, Pz-P4, F3-C3, C3-P3, Fz-Cz, Cz-Pz, F4-C4, C4-P4, and Z; where F = frontal, C = central, P = parietal, and Z = ground electrode (Figure 1). The needle electrodes were secured using tape and adherent povidone-iodine dressing. A vest with a pouch was placed around the goats' thorax, and the EEG machine was placed in the vest pouch and secured around the goats' thorax with bandaging material. A Cadwell digital ambulatory wireless EEG system (Cadwell ArcEEG, Kennewick, WA, USA) with integrated video was used to obtain all standard EEG recordings. A baseline EEG recording was performed prior to the administration of phenobarbital. To maintain visual social interaction between the goat under study and the other three goats, a non-solid panel fencing was used to separate the animals.


[image: Figure 1]
FIGURE 1. Electroencephalogram. Bipolar montage (transverse, rostral to caudal) and electrode placement in goats: F4, right frontal; Fz, frontal vertex; F3, left frontal; C4, right central; Cz, central vertex; C3, left central; P4, right parietal; Pz, parietal vertex; P3, left parietal; Z, ground. Odd numbers designate the left side, even numbers designate the right side, and z designate the midline.


Continuous EEG with simultaneous video recording for 12 h were performed to determine state of vigilance at various time points. Each time point of evaluation included six, consecutive, 10 s epochs for a total of 60 s. Time points were defined as; BL = baseline (prior to phenobarbital administration), PB = phenobarbital administration, T15 = 15 min post administration, T30 = 30 min, T45 = 45 min, T1 = 1 h, T2 = 2 h, T3 = 3 h, T4 = 4 h, T5 = 5 h, T6 = 6 h, T7 = 7 h, T8 = 8 h, T9 = 9 h, T10 = 10 h, T11 = 11 h, and T12 = 12 h. States of vigilance were defined by visual examination of the raw EEG recording concurrently with observation of the goat's behavior. Frequency bands were defined as; gamma (γ, >30 Hz), beta (β, 13 to <30 Hz), alpha (α, 8 to <13 Hz), theta (θ, 4 to <8 Hz), and delta (δ, >0 to <4 Hz). For data analysis purposes, the states of vigilance were defined and scored as follows; Score 1 = Awake moving (EEG; high frequency, low amplitude, mixed with gamma frequency, or non-interpretable EEG due to movement or chewing), 2 = Quiet sternal (high frequency, low amplitude with no gamma frequency), 3 = Drowsy (quiet sternal with eyes semi-closed, high frequency, low amplitude with some slowing of the waves), 4 = Transients of sleep (defined as isolated waves distinguished from background activity, and predominant slowing of the waves), 5 = Slow wave sleep (SWS; slow waves, sleep spindles, delta frequency, recumbency), 6 = Rapid eye movement sleep (REM; high frequency, low amplitude with rhythmic rapid eye movements, recumbency with head supported on ground, fence or other pen structures, and lack of muscle tone).



Pharmacokinetic Analysis

The concentration of phenobarbital was measured in plasma by liquid chromatography tandem-mass spectrometry (LC-MS/MS) using negative electrospray ionization. Briefly, phenobarbital working solutions were prepared by dilution of the 1 mg/mL stock solution (d5 phenobarbital, Cerilliant, Round Rock, Texas, USA) with methanol to concentrations of 0.01, 0.1, 1, and 10 ng/μL. Plasma calibrators were prepared by dilution of the working standard solutions with drug free plasma to concentrations ranging from 0.2 to 30,000 ng/mL. Calibration curves and negative control samples were prepared fresh for each quantitative assay. In addition, quality control samples (plasma fortified with analyte at three concentrations within the standard curve) were included with each sample set as an additional check of accuracy. The response for phenobarbital was linear and produced correlation coefficients (R2) of ≥ 0.99. The precision and accuracy of the assay were determined by assaying quality control samples in replicates (n = 6) for phenobarbital. Accuracy was reported as percent nominal concentration and precision was reported as percent relative standard deviation. Accuracy for phenobarbital determination was 102% for 0.6 ng/mL, 98% for 40 ng/mL, and 95% for 400 ng/mL. Precision was 5% for 0.6 ng/mL, 2% for 40 ng/mL, and 4% for 400 ng/mL. The technique was optimized to provide a limit of quantitation of 0.2 ng/mL and a limit of detection of approximately 0.05 ng/mL for phenobarbital.



Statistical Analysis

Pharmacokinetic parameters were determined using a non-compartmental model using a commercial software (Phoenix WinNonlin v8.1, Certara, Princeton, New Jersey, USA). The phenobarbital concentrations were plotted against time for both routes of administration. The maximum (peak) concentration (Cmax) and time to reach maximum concentration (Tmax) for the PO administration route were based on visual inspection of the concentration-time data. The slope of the terminal portion of the curve (log transformed concentrations), lambda z (λz) was used to calculate half-life (HL λz) using the equation 0.693/λz for both routes of administration. The area under curve (AUC) from time 0 to infinity (AUC0 → ∞) for both routes of administration were determined using the log-linear trapezoidal rule. Clearance (Cl) and the apparent volume of distribution at steady state (Vss) were determined by the pharmacokinetic software using the following formulas:

[image: image]

Where MRT is the mean residence time.

Bioavailability (F) was calculated using the formula:
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Behavior of the goats based on video recording and concurrent EEG recordings at each time point were summarized as median (range) scores. For each route of phenobarbital administration, the outcome of interest was the association between the behavior scores prior to administration compared to behavior scores at each time point after phenobarbital administration. The association between the behavior scores before phenobarbital administration (BL) and each time point after phenobarbital administration was determined by a non-parametric one-way analysis of variance using the Friedman test and post-hoc analysis using the Dunn's test, with p-value adjustment for multiple comparisons. Commercial statistical softwares (GraphPad Prism v8, San Diego, CA, USA; JMP Pro v14, SAS Institute, Cary, NC, USA) were used to analyze the data. For all analyses P < 0.05 was considered significant.




RESULTS

Median (range) bodyweight for goats was 70.8 (56.5–85.0) kg. There were no side effects reported based on clinical examination parameters including appetite, and rectal temperature after the administration of phenobarbital. The goats tolerated the placement of the electrodes and maintenance of the EEG system machine. The individual goat phenobarbital concentrations at each time point for the IV and PO routes of administration are summarized in Tables 1, 2, respectively. The phenobarbital concentrations plotted against time for the oral and intravenous routes are depicted in Figure 2. The pharmacokinetic parameters are summarized in Table 3. Bioavailability of phenobarbital was 24.9%, and half-life was similar between the PO (3.8 h) and IV (4.0 h) routes. The Cmax and Tmax for the PO route were 4,478.7 ± 962.4 ng/mL and 1.75 ± 0.46 h, respectively. The AUC0 → ∞ for the IV and PO routes were 155,813 ± 218,448 and 38,763 ± 9,832 h*ng/mL, respectively.


Table 1. Individual and average plasma concentrations following intravenous administration of phenobarbital at 10 mg/kg in 8 goats.
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Table 2. Individual and average plasma concentrations following oral administration of phenobarbital at 10 mg/kg in 8 goats.
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FIGURE 2. Phenobarbital concentrations plotted against time for oral or intravenous route administration at 10 mg/kg in healthy goats (n = 8). Peak plasma phenobarbital concentration after intravenous administration = 34,094 ng/mL. Peak plasma phenobarbital concentration after oral administration = 4,478 ng/mL.



Table 3. Non-compartmental pharmacokinetic parameters, reported as mean ± standard deviation (SD) in healthy goats administered phenobarbital at 10 mg/kg intravenously or orally in a cross-over design (n = 8).

[image: Table 3]

The median (range) behavior scores observed concurrently with EEG recordings in goats before and after IV or PO administration are summarized in Table 4. Figures 3, 4 depict an EEG demonstrating slow wave sleep and rapid eye movement sleep, respectively. Behavior score at 3 h after the administration of phenobarbital was different (P = 0.0002) from the score prior to administration (median score = 4 at 3 h after administration vs. median score = 1 prior to administration) for the PO route. Behavior scores at all other time points after administration of phenobarbital were not different (P > 0.05 for all comparisons) from the scores prior to administration for the PO route. Behavior scores before administration of phenobarbital and each time point after administration were not different (P > 0.05 for all comparisons) for the IV route.


Table 4. Median (range) behavior scores observed concurrently with electroencephalogram (EEG) recordings at each time point in healthy goats before and after intravenous or oral administration of phenobarbital (n = 8).
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[image: Figure 3]
FIGURE 3. Electroencephalogram depicting slow wave sleep (SWS) in a goat after administration of phenobarbital. Note the slowing of the waves.



[image: Figure 4]
FIGURE 4. Electroencephalogram depicting rapid eye movement (REM) sleep in a goat after administration of phenobarbital. The first 4 s here: characteristic rapid eye movement and lack of muscle tone followed by awakening and movement (note change in waves frequency and amplitude, movement artifacts, and lack of REM). Channels closest to the eyes are picking up REM (F3-Fz, Fz-F4, F3-C3, F4-C4, and Fz-Cz). Each darker continuous vertical line represents 1 s. Figure on the right represents concurrent video recording demonstrating goat sleeping with head on the ground during REM sleep.




DISCUSSION

Our study findings indicate that the bioavailability of orally administered phenobarbital was very poor in goats, contrary to our hypothesis. The maximum plasma concentrations achieved with PO dosing of phenobarbital was significantly lower compared to the IV route. Bioavailability of a single, PO dose of phenobarbital in dogs ranged from 86 to 96% when administered at 10 mg/kg (2) and 76 −124% in horses when administered at 5.5 mg/kg (9). Our study results suggest that doses >10 mg/kg should be considered for oral administration in goats to induce higher drug concentrations exposure. Phenobarbital is a lipid soluble, weak acid (11), but the rumen pH is relatively alkaline, ranging from 6.2 to 7.2 (10). The alkaline pH in the rumen potentially enhanced the solubility of phenobarbital but decreased its absorption due to increased ionization (12). Thus, in our study the absorption of phenobarbital was most likely decreased by the alkaline pH in the rumen. Additionally, degradation of phenobarbital by rumen microbes may have occurred thereby reducing the available drug for absorption.

The half-life of phenobarbital in our study was short and consistent between the IV (4 h) and PO (3.8 h) routes. The half-life was substantially lower than 56 and 52 h reported for IV and PO, respectively, in dogs (2) or 11.4 and 19 h for IV and PO, respectively, in horses (3, 9). The short half-life of phenobarbital in our study is also consistent with the high magnitude of clearance. Clearance (152.5 ml/h/kg) of phenobarbital in our study was substantially higher than in humans (3.75–4.2 ml/h/kg) (13, 14), dogs (7–13 ml/h/kg) (15, 16) and horses (27.9 ml/h/kg) (9). The reason for high clearance of phenobarbital in goats compared to other species remains unknown based on our study results, but possible reasons include a higher intrinsic hepatic clearance or greater renal clearance. Drugs that are <80–95% protein bound can penetrate tissues better but are excreted faster (17). Protein binding in serum of phenobarbital in goats is 34–52% consistent with other veterinary species including sheep (24–30%), cattle (4–23%), pigs (10–25%), horses (31%) (18) and dogs (45%) (19). Therefore, the increased magnitude in clearance of phenobarbital in goats compared to horses and dogs cannot be explained by the low plasma protein binding alone. Consequently, intrinsic hepatic clearance might explain the increased clearance and short half-life of phenobarbital in goats. While once daily dosing of phenobarbital in horses at 11 mg/kg (9), and twice daily dosing at 2 mg/kg in dogs (20) has been recommended for managing epilepsy, our study results indicate that once, oral daily dose at 10 mg/kg in goats is likely insufficient for consideration to manage epilepsy due to the high clearance and short half-life. The wide standard deviation in the AUC for both IV and PO routes (Table 3) suggest a significant variability in drug concentrations or total exposure of phenobarbital in goats, which might subsequently affect monitoring response to therapy. The wide variability in phenobarbital disposition in our study is consistent with studies in dogs (20, 21) and horses (3). Further studies are required to assess whether monitoring protocols recommended for dogs including measuring serum phenobarbital concentrations after 2 weeks of administration to assess drug levels are applicable to goats. Therapeutic levels of phenobarbital have not been established in veterinary medicine but are extrapolated from human medicine. However, this extrapolation might not be applicable to veterinary species.

Goats in our study showed behavior score changes concurrently with changes in vigilance based on EEG recordings at 3 h after PO administration of phenobarbital, but not at any other time points for either PO or IV routes. This behavior change time point is at 1 h after the Tmax and is close to but less than the half-life of phenobarbital and might indicate the time period when the possible maximum drug had been absorbed resulting in the observed behavioral changes. Our results suggest that monitoring behavior changes concurrently with EEG recordings should be considered in goats when phenobarbital is administered orally. Furthermore, this study also showed that the use of the ambulatory EEG is feasible in goats.

Our study has limitations. Despite appropriate flushing with heparinized saline and single use of needles and syringes, using the same catheter for phenobarbital administration and blood collection might potentially result in falsely elevated phenobarbital concentrations for the IV route. We only assessed single dose pharmacokinetics of phenobarbital because our focus was to obtain baseline information in goats. In clinical practice, goats with epilepsy are administered multiple doses of phenobarbital. Thus, our study results might have limited external validity for goats administered multiple doses of phenobarbital. Our study only focused on the qualitative analysis of the raw EEG data concurrently with visual inspection of continuous video recording and designed a scoring system that could be easily applied to clinical practice. Further studies assessing quantitative EEG parameters may be useful. Quantitative analysis was not performed in this study due to the presence of multiple artifacts from movement, chewing or rumination that prevented obtaining an interpretable EEG recording. The goats used in our study were clinically healthy and clinical trials assessing administration of phenobarbital in goats with epilepsy are warranted. Administration of phenobarbital in goats results in residues in meat and milk. The anecdotal recommended withdrawal time for meat and milk in our study was 180 days (22). Thus, owners should be made aware of the residue withdrawal times for phenobarbital when administered in food producing goats. Further studies assessing pharmacokinetics of different dosing >10 mg/kg, multiple dosing, assessing quantitative EEG parameters, pharmacodynamics studies, and determination of therapeutic range in goats with epilepsy are required.



CONCLUSIONS

Oral bioavailability of phenobarbital in goats is poor (24.9%). The half-life (3.8–4 h) of phenobarbital in goats is very short due to its higher clearance. There is a wide individual variability in disposition of phenobarbital in goats. Concurrent qualitative assessment of behavior and EEG recordings using a scoring system created in our study should be considered for monitoring goats administered phenobarbital orally.



DATA AVAILABILITY STATEMENT

The datasets generated for this study are available on request to the corresponding author.



ETHICS STATEMENT

The animal study was reviewed and approved by the University of California Davis Animal Use and Care Committee (UCD protocol #21258).



AUTHOR CONTRIBUTIONS

LY, MC, and MA conceived the work, designed the study, performed data analysis, and wrote the manuscript. LY and MC prepared for one of the grants. LY, MC, MK, and CC conducted the work and collected the research data. HK performed samples analysis. All authors reviewed the data analysis and approved the final manuscript.



FUNDING

Funding for this research was provided by the UC Davis Equine and Comparative Neurology Research Group. LY's funding support was provided by the Calf Neonatal Laboratory Support funds. Support in kind for LY was provided by the University of California Davis Student Training in Advanced Research (STAR).



ACKNOWLEDGMENTS

The authors thank Ben Rupchis, Christina Perea, Rayann Eaves, and Dan McKemie for their assistance.



ABBREVIATIONS

δ, Delta frequency band (>0 to <4 Hz); θ, Theta frequency band (4 to <8 Hz); α, Alpha frequency band (8 to <13 Hz); β, Beta frequency band (13 to <30 Hz); γ, Gamma frequency band (>30 Hz); BL, Baseline; EEG, Electroencephalogram; IV, Intravenous; PB, Phenobarbital; PO, Oral; REM, Rapid eye movement; SWS, Slow wave sleep.



REFERENCES

 1. Czapinski P, Blaszczyk B, Czuczwar SJ. Mechanisms of action of antiepileptic drugs. Curr Top Med Chem. (2005) 5:3–14. doi: 10.2174/1568026053386962

 2. Al-Tahan F, Frey HH. Absorption kinetics and bioavailability of phenobarbital after oral administration to dogs. J Vet Pharmacol Ther. (1985) 8:205–7. doi: 10.1111/j.1365-2885.1985.tb00946.x

 3. Reimer JM, Sweeney RW. Pharmacokinetics of phenobarbital after repeated oral administration in normal horses. J Vet Pharmacol Ther. (1992) 15:301–4. doi: 10.1111/j.1365-2885.1992.tb01020.x<underline

 4. >Powers LV, Papich MG. Pharmacokinetics of orally administered phenobarbital in African grey parrots (Psittacus erithacus erithacus). J Vet Pharmacol Ther. (2011) 34:615–17. doi: 10.1111/j.1365-2885.2011.01279.x

 5. Chigerwe M, Aleman M. Seizure disorders in goats and sheep. J Vet Intern Med. (2016) 30:1752–7. doi: 10.1111/jvim.14566

 6. Baldwin BA, Wenzel BM, Tschirgi RD. Effects of carotid infusion of thiopental on learned behavior and EEG in goats. Physiol Behav. (1967) 2:23–4. doi: 10.1016/0031-9384(67)90006-6

 7. Bell FR, Itabisashi T. The electroencephalogram of sheep and goats with special reference to rumination. Physiol Behav. (1973) 11:503–14. doi: 10.1016/0031-9384(73)90037-1

 8. Antognini JF, Wang XW, Carstens E. Isoflurane anaesthetic depth in goats monitored using the bispectral index of the electroencephalogram. Vet Res Commun. (2000) 24:361–70. doi: 10.1023/A:1006400315247

 9. Ravis WR, Duran SH, Pedersoli WM, Schumacher J. A pharmacokinetic study of phenobarbital in mature horses after oral dosing. J Vet Pharmacol Ther. (1987) 10:283–9. doi: 10.1111/j.1365-2885.1987.tb00103.x

 10. Constable PD, Hinchcliff KW, Done SH, Grünberg W. Veterinary Medicine: A Textbook of the Diseases of Cattle, Horses, Sheep, Pigs and Goats. St Louis, MO: Elsevier (2016).

 11. Rossoff IS. Handbook of Veterinary Drugs and Chemicals. Taylorville, IL: Pharmatox Publishing (1994). p. 603.

 12. Prescott LF. Clinically important drug interactions. In: Avery GS, editor. Drug Treatment, 2nd ed. Sydney, NSW; New York, NY: Adis Press (1980). p. 236–62.

 13. Wilensky AJ, Friel PN, Levy RH, Comfort CP, Kaluzny SP. Kinetics of phenobarbital in normal and epileptic patients. Eur J Clin Pharmacol. (1982) 23:87–92. doi: 10.1007/BF01061382

 14. Browne TR, Evans JE, Szabo GK, Evans BA, Greenblatt DJ. Studies with stable isotopes II: phenobarbital pharmacokinetics during monotherapy. J Clin Pharmacol. (1985) 25:51–8. doi: 10.1002/j.1552-4604.1985.tb02800.x

 15. Frey HH, Göbel W, Löscher W. Pharmacokinetics of primidone and its active metabolites in the dog. Arch Int Pharmacodyn Ther. (1979) 242:14–30.

 16. Ravis WR, Nachreiner RF, Pedersoli WM, Houghton NS. Pharmacokinetics of phenobarbital in dogs following multiple oral administration. A J Vet Res. (1984) 45:1283–6.

 17. Scheife RT. Protein binding: what does it mean? DICP. (1989) 23 (Suppl. 7–8):S27–31. doi: 10.1177/106002808902300706

 18. Bailey DN. Relative binding of therapeutic drugs by sera of seven mammalian species. J Anal Toxicol. (1998) 22:587–90. doi: 10.1093/jat/22.7.587

 19. Frey HH, Philippin HP, Scheuler CO. Development of tolerance to anticonvulsant effects of diazepam in dogs. Eur J Clin Pharmacol. (1984) 104:27–38. doi: 10.1016/0014-2999(84)90365-0

 20. Boothe DM. Anticonvulsant therapy in small animals. Vet Clin North Am Small Anim. (1998) 28:411–48. doi: 10.1016/S0195-5616(98)82011-1

 21. Muñana KR. Seizure management in small animal practice. Vet Clin North Am Small Anim. (2013) 43:1127–47. doi: 10.1016/j.cvsm.2013.04.008

 22. Food, Animal Residue Data Bank,. Available online at: http://www.farad.org/prohibited-and-restricted-drugs.html (accessed July 7, 2019).

Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2020 Yates, Aleman, Knych, Knipe, Crowe and Chigerwe. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



OPS/images/fvets-07-00086-t001.jpg
Time (h)

0.25
0.5
0.76

ND, not detected.

Goat 1

ND
20.93
11.67
10.05
7.05
3.47
0.20
0.30
0.17
0.06
0.01
0.00
0.00

Goat 2

ND
142.08
15.89
11.07
8.99
6.23
2.96
1.66
0.86
0.37
0.13
0.06
0.03

Goat3

ND
343.64
26.84
1.79
9.90
5.37
2.69
1.42
0.93
0.38
0.18
o1
0.06

Goat4

Concentration (11g/mL)

ND
25.66
13.87
11.69
10.12
6.51
3.18
1.95
124
0.61
0.26
012
0.07

Goat 5

ND
27.70
14.66
12.46
10.70

7.15
3.98
2.26
1.34
051
0.22
0.10
0.05

Goat 6

ND
44.13
14.06
10.92
10.33
7.59
334
1.93
1.30
0.65
0.26
0.15
0.08

Goat 7

ND
45.40
11.64
11.29
9.90
6.46
2.90
1.56
1.00
0.40
017
0.09
0.05

Goat 8

ND
34.97
12.76
11.19
10.25
6.26
3.43
206
1.23
0.55
0.19
0.10
0.05

Mean + SD

ND
85.56 + 111.36
15.17 £4.93
11.30+£0.70

9.65+1.16
6.13+£1.26
292£091
1.64 £0.61
1.01£0.38
0.44 £0.19
0.18£0.08
009 +0.04
0.05 £0.02
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Time (h) Goat 1 Goat 2 Goat 3 Goat 4 Goat 5 Goat 6 Goat 7 Goat 8 Mean + SD

Concentration (g/mL)

0 ND ND ND ND ND ND ND ND ND
0.25 1.68 223 279 265 364 257 259 203 252+058
0.5 2.05 3.12 377 3.19 4.39 3.17 278 264 3.14£0.71
0.75 236 338 447 391 489 378 3.43 303 3624076
1 257 381 442 373 599 437 371 357 4024098
2 254 414 497 468 572 480 430 438 4.44£0.91
4 2.00 3.74 3.90 4.48 4.44 4.44 3.87 3.74 3.83+0.80
6 1.36 270 259 331 330 325 296 291 2804064
8 082 205 1.66 237 250 2.46 220 209 2024056
12 032 092 089 1.39 1.29 1.20 115 099 1.03+0.34
16 0.10 032 039 1.03 0.48 0.63 050 042 048027
20 0038 0.14 020 052 022 025 024 047 022+0.14
24 001 007 0.10 037 0.10 0.13 0.12 009 012010

ND, not detected.
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Parameter Intravenous route (1 = 8)
(Mean  SD)

Crnax (ng/ml) -

Trmax (h) =

b (170) 0.477 +0.027

HL 3z (h) 4.0+0619

Cl (mifivkg) 152.5 + 102.7

Vss (Ukg) 364 + 232

AUCo-e (h*ng/ml) 165,813 + 218,448

Oral route (n = 8)

(Mean  SD)

4,478.7 £ 962.4

1.75 £0.46
0.189 + 0.037
3.80 £0.826

38,763 + 9,832

Oral bioavailability (F) = 0.249 (24.9%).

Crmax, maximum plasma concentration.

Tmax, time to observed maximum concentration.

)z, terminal-phase rate constant.

HL %, terminal-phase half-Ife.

Cl, clearance.

Vs, apparent volume of distribution at steady state.
AUCo-. «o, area under the curve from zero to infinity.
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Intravenous route Oral route

BL 101,1) 1(1,1)
PB 1(1,1) 1(1-2)
T15 1 (1-4) 1(1-4)
T30 1.5 (1-4) 2(1-5)
T45 1.5 (1-3) 1.5(1-4)
il 2(1-5) 1.5(1-4)
T2 1(1-4) 2(1-6)
T3 1(1-5) 4(2-6)
T4 1(1-2) 2(1-5)
T5 1(1-4) 3(1-6)
T6 1(1-4) 2(1-5)
7 1.5 (1-6) 2(1-5)
T8 1(1-2) 2(1-4)
To 1(1-5) 2(1-6)
T10 1(1-4) 2(1-6)
11 1(1-4) 25(1-5)
T12 1(1,1) 1(1-5)
Scoring scale:.

Score 1 = Awake moving (EEG; high frequency, low amplitude, mixed with gamma
frequency, or non-interpretable EEG due to movement or chewing).

Score 2 = Quiet stemal (high frequency, low amplitude with no gamma frequency).
Score 3 = Drowsy (quist stemal with eyes semi-closed, high frequency, low amplitude
with some slowing of the waves).

Score 4 = Transients of sleep (defined as isolated waves distinguished from background
activiy, and predominant siowing of the waves).

Score 5 = Slow wave slep (SWS; sow waves, sleep spindles, delta
frequency, recumbency).

Score 6 = Repid eye movement sleep (REM; high frequency, low amplitude with rhythmic
rapid eye movements, recumbency with head supported on ground, fence or other pen
structures, and lack of muscle tone).

BL, baseline (prior to phenobarbitel administration); PB, phenobarbital administration; T15
= 15 min post administration; T15 = 15 minutes post administration, T30 = 30 min, T45
=d5min, T1=1h,T2=2h,T3=3h, Td=4h, T5=5h T6=6h,T7=7h,T8=8
1h, and T1. 12h.
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