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Abstract

Obijective- To evaluate the effects of bupivacaine (B), ketamine (K), and a combination of
bupivacaine and ketamine (BK) after lumbosacral epidural analgesia in sheep.

Design- Experimental study.

Animals- Nine healthy male and non-pregnant female Iranian Chall sheep with mean body
weight of 38.9 £ 15.1 kg.

Procedures- Animals were selected randomly and three treatments administered. The drugs
were administered in the lumbosacral epidural space. The onset and duration of analgesia and
sedation were determined and heart rate, respiratory rate, and rectal temperature, were
recorded at 0, 5, 10, 15, 20, 30, 40, 50, and 60 min after administration. Analgesia was
determined by lack of response to pin pricking and pinch test in the skin of caudal areas.
Results- The onset of analgesia was significantly faster in BK than that in B and K alone.
Treatments with ketamine, either alone (K) or in combination (BK) lead to mild sedation. The
heart rate increased significantly with B treatment at 15 and 20 min, and the respiratory rate
showed a significant decrease with K treatment at 10 and 15 min.

Conclusion and Clinical Relevance- Epidural administration of bupivacaine/ketamine
combination resulted in fast onset and moderate duration of analgesia of caudal areas. The
employed doses in BK treatment probably reduced the side effects observed in B and K
treatments. It is concluded that the combination of BK could be used epidurally in sheep to
perform operations without any marked side effects.
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Introduction

Epidural analgesia is the most frequently used technique for regional analgesia of caudal areas.
General anesthesia in ruminants has inherent risks such as regurgitation of ruminal contents,
excessive salivation and the possibility of pulmonary aspiration; therefore it is not always
recommended and local or regional techniques may be used instead.! Sheep and goats are ideally
suited to local analgesic techniques under manual restraint with or without sedation.” Historically,
local anesthetics have been the most widely used class of drugs for epidural anesthesia/analgesia.
More recently, however, opioids, a2-adrenergic agonists, and experimental classes of drug have
been administered epidurally to enhance or produce anesthesia and/or analgesia.’” Many
anesthetics/analgesics are commonly used for epidural analgesia, e.g. 2% lidocaine, 0.5%
bupivacaine, 0.1 and 1.5% morphine, 0.1% medetomidine, and 2% xylazine. Since each of these
agents can potentially cause side effects produced by high doses, one should attempt to employ
the most appropriate and lowest possible dose with proper efficacy. To attain this purpose, the
technique of mixing two anesthetic/analgesic agents may be employed; hereby we may profit the
advantages of both. The agents used in combination should be physicochemically compatible.
The choice of an analgesic regimen in a particular setting is thus a complex matter, dependent on
factors such as the animal species involved, the type and duration of surgery, the severity of the
pain and the efficacy of the analgesics. The effects of bupivacaine and xylazine have been
compared to that of their combination in goats.* Epidural administration of bupivacaine produced
complete analgesia of tail, perineum, inguinal and thigh regions in healthy and uremic goats.’
Ketamine and xylazine have been evaluated in epidural administration with regard to
clinicophysiological and hematobiochemical parameters in goats.® Epidural administration of
ketamine in horses’ or subarachnoid administration of ketamine and lidocaine in goats® can
provide sufficient analgesia without any alteration of cardiovascular and respiratory functions.
Addition of ketamine enhances the analgesic effect of epidurally administered xylazine while
reducing its cardiopulmonary side effects.’

Sheep is a good model for spinal and epidural analgesia.'® It represents the principal economic
output in Africa and Asia, contributing a large share of the income of farmers'' and its production
is a crucial sector of human activity.'” To date, the use of bupivacaine and ketamine mixture in
sheep has not been reported. In this study, we chose ketamine and bupivacaine for assessment.
The aim of this study was to compare the effects of the epidurally administered bupivacaine,
ketamine and bupivacaine-ketamine combination in sheep and to evaluate if there are any
beneficial properties of using them in combination.

Materials and Methods

Nine healthy male and non-gravid female Iranian Chall sheep with average body weight of 38.9 +
15.1 kg were used. They were kept for one week in the stable to acclimatize to the new
environment. They were then kept under similar conditions and provided with hay and water ad
libitum. On the basis of clinical and hematologic evaluations, the sheep were judged to be in
good health, just before the commencement of the trials. To make sure that the animals are in
similar state of health, however, they were treated with oxytetracycline 5% (Oxyvet® 5%, Razak
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Laboratories, Iran) for 3 days at 10 mg kg™, IM, s.i.d and albendazole (Albendazole 600mg, Iran
Veterinary Drugs Production Co., Iran) at 15 mg kg™, PO, single dose.

Three series of trials were carried out in all sheep with 7 days between trials and randomly
allocated to each trial. Group I received epidural administration of 0.5 % bupivacaine
hydrochloride (B; Bupivacaine Merk®, Merk génériques, France) alone; group II received
similar administration of 5 % ketamine hydrochloride (Ketamine Hydrochloride 50 mg mL™,
Rotex Medica, Germany) alone; while group III received similar administration of 0.5 %
bupivacaine hydrochloride plus 5% ketamine hydrochloride (BK) mixture at half their doses
when used alone.

A preliminary pilot study was carried out on five sheep to determine the lowest effective doses of
B and K. These were found to be 0.5 mg kg and 2.5 mg kg™ for B and K, respectively; hence in
combination, half of their determined effective doses would be 0.25 mg kg™ and 1.25 mg kg™ for
B and K, respectively. The calculated volumes of K and BK were diluted with injectable saline
solution so that they equaled that of B. The calculated volumes were 1, 0.75, and 0.5 mL 10kg™
for B, BK and K, respectively (Table 1). No color change or precipitation resulted from mixing.

Table 1. Implemented doses of drugs based on pilot study and calculated volumes of each

Drug Dose (mgkg')  Volume (ml 10kg™)
Bupivacaine 0.5 1
Ketamine 2.5 0.5
Bupivacaine + Ketamine 0.25+1.25 0.5+0.25

For each injection, the sheep was restrained in lateral decubitus with the lumbosacral spine in full
flexion. Before positioning, the lumbosacral region was clipped and prepared as for surgery to
perform an aseptic epidural injection. The lumbosacral site was identified and the site of
introduction of needle was infiltrated with 1-2 mL (depending on body mass) of 2 % lidocaine
without epinephrine solution using a 20 gauge needle. A sterile 18 gauge 3.25 cm long
hypodermic needle was inserted through the skin at a 90° angle and directed to lumbosacral
space. When the needle point was judged to have penetrated the ligamentum flavum, a 10 mL
syringe containing 2 mL of air was attached to the needle. Then the needle was advanced
cautiously while exerting a concomitant pressure on the plunger until resistance to injection of
the air was lost. Verification of correct epidural placement was also assessed by the absence of
CSF flow before injection and lack of resistance upon injection of the drug(s). The second
syringe containing appropriate anesthetic drug was then attached to needle and administration
was made over 10 seconds.

The onset and duration of analgesia were recorded. Analgesia was determined by lack of
response to pin pricking and pinch test of the skin of caudal areas (rump, anal region, caudal
sacral region, caudal gluteal region, caudal thigh region). Then, these tests were applied until the
animal responded to the stimulus; thereby duration of desensitization was determined. Sedation
was rated according to the following scale from 1-4: 1= No sedative effect; 2= Mild sedation,
reduced alertness with no other signs; 3= Moderate sedation with drowsiness and slight drop of
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head; and 4= Severe sedation with marked drowsiness.8 Heart rate (HR), respiratory rate (RR),
and rectal temperature (RT) were determined before injection (Baseline) and 5, 10, 15, 20, 30, 40,
50, and 60 min thereafter. HRs and RRs were recorded with a stethoscope and counting thorax
respiratory movements per minute, respectively. RTs were taken by a digital thermometer.

All the data (time to onset of analgesia, duration of analgesia, sedation scale, heart rate,
respiratory rate, and rectal temperature) were expressed as (means = S.D.) of nine sheep in each
group. Time to onset of analgesia, duration of analgesia, and sedation were analyzed between the
three groups (B versus BK; K versus BK; and B versus K) using two-way ANOVA for repeated
measures. Within group comparison of the effects of the treatments (B, K, and BK) on HR, RR,
and RT compared to the baseline value was performed using one-way ANOVA. Where
significant differences were indicated by ANOVA, least significant difference test was employed
as post-test. In each analysis, differences were considered statistically significant if P < 0.05
(SPSS for Windows, version 15.0, SPSS Inc.).

Table 2. Cardiopulmonary function and rectal temperaturefollowing epidural administration of bupivacaine (B; 0.5
mg kg™, ketamine (K; 2.5 mg kg™), and bupivacaine+ketamine combination (BK; 0.25+1.25 mg kg™) in sheep.

TR. Values
Time (min) 5 K BK
HR (min")  RR (min™) RT (°C) HR (min") RR (min")  RT (°C) HR (min?)  RR (min') RT (°C)

Baseline | 91.6+2.8  36.6+105  39.8+0. | 85.6+10.5 346+7.5 39.7+03 | 93+14.5 32.6+41  393+02
5 99 +6.9 363+ 14 40+£02 | 963+55 34+92 39.8+04 | 97.3+£9.3 32672  393+02
10 103.6+51 37+11.5 401+02 | 983+42 256+4 397402 | 963+153  303+8 393+02
15 96.3+1.5" 38.6+13 40.1+02 | 96+55 263+647 397+05 | 983+213  34+69 39.4+03
20 1063+5 40+ 14 40=0.1 9% +6 3246 39.8+03 | 98.6+17.6 30+3.4 39.4+03
30 104+ 8 413+105" 40.1+03 | 89.3+32  34+36 39.7+0.5 | 101+£23.8  333+25 394+02
40 100.6+83 40.6+10.5  40.1+02 | 943+8 31426 39.8+04 | 983+21.4  363+2 39.6+0.3
50 96+ 7.9 45+ 123 40+02 | 87.3+4 326456 399402 | 101+£26.1  35+3.6  39.5+04
60 903+15.7 433+13.8  399+02 | 783+63  34.6+4 40+03 101.3+£30.1 39.3+3 39.5+£04

Values are presented as mean + S.D.; HR: Heart rate, RR: Respiratory rate, RT: Rectal temperature.
*P <0.05; ** P <0.01 compared to baseline.

Results

Complete analgesia was obtained in all treatments in caudal areas, however, no notable
desensitization was observed in cranial areas. The onset of analgesia in caudal areas was at 9.5 +
0.9 min (mean = S.D.), 9.4 + 2.4 min, and 2.2 + 0.8 min by B, K, and BK treatments, respectively
(Fig. 1). BK significantly had faster onset than two other treatments (P < 0.05). The duration of
analgesia in caudal areas by B, K, and BK was 183.7 + 7.3, 51 + 3, and 102.3 + 4.5 min,
respectively (Fig. 2). These were significantly different from each other (P < 0.01). B produced
longer duration compared to K and BK. BK treatment, however, showed moderate duration of
analgesia. Treatments with ketamine, either alone (K) or in combination (BK) lead to mild
sedation (scale 2). The sedation was diminished before complete return of pain sensation.
Recumbency and ataxia were not observed with any of the treatments.
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Figure 1. Time to onset of analgesia in caudal areas
after  lumbosacral epidural administration  of
10.00 = Pupivacaine (B; 0.5 mg kg™, ketamine (K; 2.5 mg kg~
’ ), and bupivacaine plus ketamine combination (BK;
] 0.25+1.25 mg kg'l) in sheep; Bars show mean time
= 7504 (min); Error bars show mean + S.D.; * significantly
— different from B (P < 0.01) and significantly different
é from K (P < 0.05).
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Figure 2. Duration of analgesia in caudal areas after
lumbosacral epidural administration of bupivacaine (B; 0.5 mg }
kg™, ketamine (K; 2.5 mg kg™"), and bupivacaine plus ketamine
combination (BK; 0.25+1.25 mg kg') in sheep; Bars show
mean time (min); Error bars show mean + S.D.; ** significantly
different from other two groups (P <0.01).

B K BK
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The heart rate increased significantly with B treatment at 15 and 20 min compared to baseline.
The respiratory rate showed a significant decrease with K treatment at 10 and 15 min, but
increased with B at 30 min (P < 0.01) and with BK at 50 min (P < 0.05) compared to baseline
values of each treatments. No other significant alterations in cardiopulmonary function and rectal
temperature of treatments were observed (Table 2).

Discussion

Bupivacaine is dl-1butyl-2",6"-pipecoloxyldine hydrochloride (an amide-type or lidocaine-like
local anesthetic) a remarkably stable component, having four times the potency of lidocaine and
twice its duration of action."” These make it the most desirable local analgesic drug. But
bupivacaine like all commonly used local anesthetic has vasodilator activity. It possess moderate
onset of action and 95 % plasma protein binding activity.'*

Ketamine is dl-2-(o-chlorophenyl)-2-(methylamino)-cyclohexnone hydrochloride, a dissociative
agent. We now know that it is an N-methyl-D-aspartate (NMDA) receptor noncompetitive
antagonist in the central nervous system and interacts with opioid receptors in spinal cord." Tt is
classified as intravenous anesthetic agents, but clinically has local anesthetic effects.'®'” More
recently, its use for intrathecal and epidural blockade has been described.'®!*¢"#?

The beneficial effect of adding ketamine to local anesthetic agents for spinal blockade is
controversial. Kathirvel et al.”® noticed that ketamine added to spinal bupivacaine had local
anesthetic-sparing effects in humans. It has been reported that caudal epidural ketamine
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administration induced analgesia without sedation in cattle.’ However, Yanli and Eren* and
Weir and Fee® showed that ketamine combined with local anesthetics alone did not produce any
improved analgesic effects in humans. In this study, addition of ketamine at the dose of 1.25 mg
kg to epidural bupivacaine at the dose of 0.25 mg kg™ which based on our pilot study seems to
be not effective for epidural blockade, produced adequate analgesia of caudal areas in sheep.
Reducing the dose of bupivacaine used in spinal anesthesia helps to achieve rapid anesthetic
recovery but may result in anesthetic failure.** Addition of a low dose ketamine to epidural
bupivacaine may prevent this failure without any necessity to increase its dose.

The results of present study showed that epidurally administered bupivacaine and ketamine
combination (BK) in sheep produced faster onset than each agent alone and duration longer than
ketamine alone and shorter than bupivacaine alone. The faster onset may be just an effect of
multimodal analgesia. Ketamine added to bupivacaine for spinal analgesia decreased the sensory
and motor blockade onset time insignificantly in humans.” Yanli and Eren® suggested that
addition of ketamine to bupivacaine given epidurally appears to be useful in the reduction of
onset time to blockade.

Recumbency and ataxia were not observed with any of the treatments. When a nerve trunk is
subjected to an anesthetic, the nerves will be desensitized with the following order which depends
on the amount and diameter of myelin sheath; Autonomic nerves, Sensory nerves, Motor
nerves.”” The minimum effective doses used for both agents probably were not able to affect
motor nerve, since no motor blockade was observed.

The epidural venous plexus provide ideal conditions for vascular absorption of injected
solutions.”® Lipid solubility of ketamine results in extensive intravascular absorption from
epidural space.”” Ketamine is absorbed slowly from epidural space.”’ In our study epidural
ketamine, either alone or in combination with bupivacaine, had mild sedative effects. Epidural
ketamine produced sedation in humans,” horses’ and goats.® However, there was no sedative
effect in three doses of 5, 10, and 20 mL of 5% ketamine after caudal epidural administration in
cows.”! This may arise from anatomical differences,” and different methods of administration.”®
None of the sheep of BK treatment in our study showed significant cardiopulmonary function and
rectal temperature changes after epidural analgesia. Increased heart rate at 15 and 20 min after
injection in sheep receiving bupivacaine alone probably was due to primary normal
compensatory mechanism for hypotension caused by sympathetic block.l Bupivacaine like all
local anesthetics injected epidurally reduces the sympathetic tone.” In healthy animal, ketamine
increases sympathetic tone,”’ so this effect can prevent sympathetic blockade and its sequent
hypotension caused by epidural bupivacaine. Decreased respiratory rate at 10 and 15 min in K
treatments may be due to respiratory depression.

It is concluded that combination of bupivacaine (0.25 mg kg™) plus ketamine (1.25 mg kg') can
be used safely for epidural analgesia in sheep. Low dose ketamine added to low dose bupivacaine
enhanced the analgesic efficacy and is effective in reduction of onset time to blockade. The
employed doses of BK treatment in this study probably reduced the side effects observed in B
and K treatments. The combination of BK could be used epidurally in sheep to perform
operations without any marked side effects.

24 1JVS Vol.: 3; No.: 1 Serial No.: 6 Year: 2008



Acknowledgment

We thank those who assisted us in performing this study, especially Mr. Gardeshi, Mr. Hasan
Pour, Mr. Parsi Pour, Mr. Shadmanesh, and Mr. Pour Masum. We must also appreciate our good
friend, Mr. Asgharieh Ahary for his assistance in proofreading the article.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

Hall LW, Clarke KW. Veterinary Anaesthesia. 9" ed. London: Bailliére Tindall, 1991;
186-187, 236.

Taylor PM. Anesthesia in sheep and goats. In Pract 1991;13: 31-36.

Grimm KA. Epidural Anesthesia. In: Greene SA, ed. Veterinary anesthesia and pain
management secrets. 5" ed. Philadelphia: HANLEY & BELFUS INC, 2002; 315.
Adetunji A, Ajadi RA, Opia RE. A comparison of epidural anaesthesia with xylazine,
bupivacaine and bupivacaine/xylazine mixture in West African Dwarf goats. Isr J Vet
Med 2002;57: 104-109.

Singh K, Kinjavdekar P, Amarpal, et al. Comparison of analgesic,
clinicophysiological and hematobiochemical effects of epidural bupivacaine in
healthy and uremic goats. Small Rumin Res 2006;71: 13-20.

Singh K, Kinjavdekar P, Amarpal, et al. Effects of epidural ketamine—xylazine
combination on the clinicophysiological and haematobiochemical parameters of
uremic and healthy goats. Vet Res Commun 2007;31: 133-142.

Gomez de Segura [A, DeRossi R, Santos M, et al. Epidural injection of ketamine for
perineal analgesia in horse. Vet Surg 1998;27: 384-391.

DeRossi R, Junqueira AL, Lopes RA, et al. Use of ketamine or lidocaine or in
combination for subarachnoid analgesia in goats. Small Rumin Res 2005;59: 95-101.
Aithal HP, Amarpal, Pratap K, et al. Clinical effects of epidurally administered
ketamine and xylazine in goats. Small Rumin Res 1997;24: 55-64.

Hassenbusch SJ, Satterfield WC, Gradert TL. A sheep model for continuous
intrathecal infusion of test substances. Hum & Experiment Toxicol 1999;18: 82-87.
Ben Salem H, Smith T. Feeding strategies to increase small ruminant production in
dry environments. Small Rumin Res 2008;77: 174-194.

Zygoyiannis D. Sheep production in the world and in Greece. Small Rumin Res
2005;62: 143-147.

Pugh DM. Local anaesthesia and voluntary muscle relaxation. In: Brander GC, Pugh
DM, Bywater RJ, et al. Veterinary Applied Pharmacology & Therapeutics. 5™ ed.
London: Bailliére Tindall, 1991; 88.

Lamont LA. Local Anesthetics. In: Greene SA, ed. Veterinary anesthesia and pain
management secrets. 1% ed. Philadelphia: Hanley & Belfus INC, 2002; 108.

Hirota K, Lambert DG. Ketamine: its mechanism(s) of action and unusual clinical
uses. Br J Anaesth 1996;77: 441-444.

Dowdy EG, Kaya K, Gocho Y. Some pharmacologic similarities of ketamine,
lidocaine, and procaine. Anesth Analg 1973;52: 839-842.

Durrani Z, Winnie AP, Zsigmond EK, et al. Ketamine for intravenous regional
anesthesia. Anesth Analg 1989;52: 839-842.

1JVS Vol.: 3; No.: 1 Serial No.: 6 Year: 2008 25



26

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Iida H, Dohi S, Tanahashi T, et al. Spinal conduction block by intrathecal ketamine in
dogs. Anesth Analg 1997;85: 106-110.

Guedes AGP, Pluhar GE, Daubs BM, et al. Effects of preoperative epidural
administration of racemic ketamine for analgesia in sheep undergoing surgery. Am J
Vet Res 2006;67: 222-229.

Kathirvel S, Sadhasivam S, Saxena A, et al. Effects of intrathecal ketamine added to
bupivacaine for spinal anaesthesia. Anaesthesia 2000;55: 899-910.

Lee I, Yoshiuchi T, Yamagishi N, et al. Analgesic effect of caudal epidural ketamine
in cattle. J Vet Sci 2003;4: 261-264.

Yanli Y, Eren A. The effects of extradural ketamine on onset time and sensory block
in extradural anaesthesia with bupivacaine. Anaesthesia 1996;51: 84-86.

Weir PS, Fee JP. Double-blind comparison of extradural block with three
bupivacaine-ketamine mixtures in knee arthroplasty. Br J Anaesth 1998;80: 299-301.
Ben David B, Soloman E, Levin H, et al. Intrathecal fentanyl with small-dose dilute
bupivacaine: better anesthesia without prolonging recovery. Anesth Analg 1997;85:
560-565.

Vesal N. Basics of Veterinary Anesthesia. 2" ed. Shiraz University Press, 2005; 34.
Lee I, Soehartono RH, Yamagishi N, et al. Distribution of new methylene blue
injected into the dorsolumbar epidural space in cows. Vet Anaesth Analg 2001;28:
140-145.

Pedraz JL, Calvo MB, Gason AR, et al. Pharmacokinetics and distribution of
ketamine after extradural administration to dogs. Br J Anaesth 1991;67: 310-316.

Lee I, Yamagishi N, Oboshi K, et al. Eliminating the effect of epidural fat during
dorsolumbar epidural analgesia in cattle. Vet Anaesth Analg 2002;31: 86-89.
Jochberger S, Diinser MW. Arginine vasopressin as a rescue vasopressor to treat
epidural anaesthesia-induced arterial hypotension. Best Pract Res Clin Anaesthesiol
2008;22: 383-391.

Riedesel DH. Anesthetics. In: Ahrens FA, ed. Pharmacology. 1* ed. Baltimore:
Williams & Wilkins, 1996; 103.

1JVS Vol.: 3; No.: 1 Serial No.: 6 Year: 2008



od..i?

v*)ﬁ: s Lc;:-l-ﬁ s‘ ..\.l)éiolo dol.m

el el wolining 5 psle axly oDl o5 olKtsls i pals canss psle ouSiiils |
Ol gl g )l oy oDl ol 5T o8ty S jols 0aSizils ¢ 2lSilo o pyle &j5al os;v

G5 s 5 am BK) (bS5 (il lsms w85 5 (K el (B ilsmse i1 25 jslare a4y anlllas () -Bua
Al alol wawsS jo (gime— (g peS (ol dnld Cw

053 35790 (S5, )0 (52,75 aalllas —aalllas )b

LSS YA ENON S5 lawgio b sole cyiasl e g 5 ol JUo Sl ) aihwsS A —Slilgum

Sy 605 () dnlls Comw (398 (slad 1o ag,lo Lauw; ploul 4 [les Vg wials Gl Bolar & jeo 4y Slilgus — IS g,
a7 ooeelS o plail o Jlot 95 K g B sl 05,5 51 35 e (630 (sine yob 2 BK o9 57 30 (qmy i1 29,0 -qulis
b A Y 910 &BBs o B L o b8 byo ab ede s ply] el BK) oS5 Ojso a5 K) Sl
Sl plas gyl e 2l VO 5 ) 5Bs o Kl jo eass slawd 90,8 oy (el )l e

shwgie Sl plgs g @ Sl g9, ol aeld Cew 355 (sLad 3 (alST B lsm 0 oS 5 32y — sl 9 )5 9 5 Az
K 3B sla b o oad ssaliv sl> o)lse Yoim! BK Jlas [y ou 8,5 15 a0 slajen oS o sbl sils >lg o
02,5 ol fygas dihwsS 10 (gl anlls S 398 o pll gl BK S 5 a8 058 oo (605 amil .l eols als )
Al oo oolainl LB asine il

1JVS Vol.: 3; No.: 1 Serial No.: 6 Year: 2008 27



28

1JVS

Vol.: 3; No.: 1

Serial No.: 6

Year: 2008



