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Pain: A Retrospective Study

ABSTRACT

Introduction: Surgical procedures cause stress response
in the body. This response involves endocrine, metabolic,
haematologic and immunologic reactions. Ketamine has an
anti-proinflammatory effect as limiting exacerbation of systemic
inflammation. Likewise, dexmedetomidine has anti-stress,
sedative, analgesic actions and decreases surgical stress
response and leads to better stable haemodynamic properties.

Aim: To compare effects of ketamine, dexmedetomidine and
determine correlation between postoperative pain scores and
serum C-reactive protein on surgical stress response.

Materials and Methods: Electronic records of 121 patients
who had inguinal hernia repair were analysed retrospectively.
Patients’ age, sex, operation time, sedation drug, preoperative
and postoperative C-Reactive Protein (CRP) and leukocyte
levels, postoperative visual analogue scale scores were
recorded. Normality of the variables were analysed by
Kolmogorov-Smirnov test and homogeneity was analysed by

INTRODUCTION

Surgical procedures cause stress response in bodies. This
response involves endocrine, metabolic, haematologic and
immunologic reactions. Activating hypothalamic-pituitary-adrenal
axis, surgical stress causes increased secretion of endogenous
catecholamines and glucocorticoids and inflammatory mediators
[1]. Proinflammatory Interleukin-6 (IL-6) is a major cytokine
responsible for induction of acute-phase response and produced
at the surgical site. The release of Interleukin-1 (IL-1) and IL-6
induces synthesis of CRP from liver. Increase in CRP serum level is
closely related to IL-6 level [2].

Neutrophils are also involved in acute inflammatory response due
to tissue trauma. Increased number of neutrophils transmigrate to
inflammation site through the vascular endothelium for diapedesis
(3.

Loix S et al., reported that ketamine inhibits inflammatory
exacerbations by reducing IL-6 release at the postoperative period
[4]. Ketamine is previously reported to attenuate cytokine response.
In an experimental study, Gokcinar D et al., showed ketamine to
reduce the level of proinflammatory factors such as IL-6, TNF-a
and IL-1pB in the rats with acute lung injury [5]. Ketamine was also
reported to inhibit the function of lymphocytes, natural killer cells,
and neutrophils by several studies providing in vitro data [5]. In a
very recent study, low dose intravenous ketamine was applied to
patients undergoing caesarean section with spinal anaesthesia and
ketamine was determined to reduce CRP levels at the postoperative
24" hour [6].
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Levene’s test. Mean tests were compared using independent
t-test if data distribution was normal or using nonparametric
Mann-Whitney U-test if data were not distributed normally.
Pearson's correlation was used to analyse correlation between
VAS score and postoperative CRP level. The p-value <0.05 was
considered statistically significant.

Results: Postoperative mean CRP level was 42.3+9 mg/dL
in ketamine group and 65.4+6.6 mg/dL in dexmedetomidine
group. Mean visual analogue scale at postoperative 24" hour
was 2.6+0.8 in ketamine group and 3+0.7 in dexmedetomidine
level. These differences were statistically significant (p<0.05).
Leukocyte counts were similar between groups. There was a
moderate positive correlation between postoperative 24th hour
CRP levels and pain scores.

Conclusion: Ketamine was found to be more effective then
dexmedetomidine at attenuation of surgical stress response.
Postoperative serum CRP level was correlated with postoperative
pain scores.
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On the other hand, a-2 adrenoceptor agonists are well known to
reduce central sympathetic outflow and attenuate surgical stress
response. In a very recent study dexmedetomidine blunts surgical
stress responses when used in conjunction with Total Intravenous
Anaesthesia (TIVA) without compromising hemodynamic stability
and with minimal adverse effects during the intraoperative period
[7].

Dexmedetomidine is another anaesthetic agent known to reduce
inflammation and mortality by inhibiting cytokine secretion both
in human and animal [8]. Li Y et al., reported dexmedetomidine
to regulate serum IL-6 and TNF-a levels intraoperatively.
Dexmedetomidine also attenuated the endocrine response to
surgical stress by suppressing the plasma elevation of cortisol,
epinephrine and norepinephrine levels [7].

Through the present research, we tried to determine the effectiveness
of low-dose intravenous ketamine 0.3 mg/kg and dexmedetomidine
infusion 0.4 ng/kg/hour in attenuating postoperative stress response,
especially in patients undergoing unilateral inguinal hernia repair.

MATERIALS AND METHODS

After receiving local Ethics Committee Approval (Biga State Hospital
Management Committee approval), the retrospective study was
carried out in General Surgery Operating rooms of a State Hospital
in September 2014. The patients who underwent unilateral inguinal
hernia repair operation with spinal anaesthesia between June 2013
and June 2014, were detected from the hospital database. These
operations were selected because repair of unilateral inguinal hernia
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was one of the most common surgeries performed under spinal
anaesthesia and sedoanalgesia in the hospital. Electronic records
of the patients sedated with either ketamine or dexmedetomidine
were analysed retrospectively. The exclusion criteria were: physical
status ASA lll or more, body mass index score higher than 30 kg/m2,
chronic analgesic consumption, substance addiction or application
of additional analgesic drug intraoperatively. Patient's age, sex,
operation time, sedation drug, preoperative CRP and leukocyte
levels, postoperative 24" hour CRP and leukocyte levels and
postoperative 24™ hour Visual Analogue Scale (VAS) were recorded
from the patient files. Spinal anaesthesia was performed with 27-
gauge Quincke needle, 15 mg, 0.5% hyperbaric bupivacaine and 20
ug fentanyl was applied to all patients intrathecally. When the patient
records were detected, it was found that following spinal anaesthesia,
0.2-0.3 mg/kg ketamine was administered intravenously in the
ketamine group and 0.4-0.5 pg/kg/hour dexmedetomidine infusion
was started in the dexmedetomidine group. In the postoperative
period, patients received 1000 mg paracetamol every eight hours
intravenously for analgesia.

STATISTICAL ANALYSIS

Statistical evaluation was performed using the Statistical package
for Social Science, version 18.0 (SPSS Inc., Chicago, IL). The
descriptive data of the study was specified with mean, standard
deviation, and percentage. Normality of the variables were analysed
by Kolmogorov-Smirnov test and homogeneity was analysed by
Levene’s test based on means. A resulting p-value under 0.05
means that variances are not equal. Mean tests were compared
using independent t-test if data distribution was normal or using
nonparametric Mann-Whitney U-test if data were not distributed
normally. Pearson's correlation was used to analyse correlation
between VAS score and postoperative CRP level. The p-value
<0.05 was considered statistically significant.

RESULTS

In total, 121 patients were enrolled into the study. There were
62 patients in the ketamine group and 59 patients in the
dexmedetomidine group.

In conformity with Levene’s test, age, sex, operation time,
preoperative CRP levels, preoperative and postoperative leukocyte
levels and postoperative 24" hour VAS are normally distributed with
95% confidence. Levene's test showed that the variances for CRP
in postoperative time were not equal, F (1,119)=4.33, p=0.04.

According to age and sex of the patients, ketamine and
dexmedetomidine groups were similar (p>0.05). The mean operation
time was 51.6 minutes with a standard deviation of 6.5 minutes
in ketamine group and 53.4 minutes with a standard deviation of

Groups
p-value
KET (n=62) DEX (n=59)

Age (years) 48.4+10.4 46.8+10.4 0.407*
Sex (female/male) 10/52 12/47 0.550*
Operation time (minutes) 51.6+6.5 53.4+6.3 0.14*
Preoperative CRP (mg/L) 3.3+0.98 3.8+3.3 0.46"
Preoperative leukocyte (10%/uL) 6.3+1 6.7+1 0.072*

[Table/Fig-1]: Demographic data of the patients.

Values are expressed as mean+SD and median; *independent t-test, “Mann-Whitney U-test;
KET: Ketamine; DEX: Dexmedetomidine; CRP: C-reactive protein; min: minute

Groups
Biomarker p-value
KET (n=62) DEX (n=59)
Postoperative CRP (mg/dL) 42.3+9 65.4+6.6 <0.001#
Postoperative leukocyte (103/uL) 13.4+1 13.2+1 0.454*

[Table/Fig-2]: Postoperative CRP and leukocyte levels of the groups.

Values are expressed as mean+SD and median; *independent t-test, “Mann-Whitney U-test;
KET: Ketamine; DEX: Dexmedetomidine; CRP: C-reactive protein; min: minute
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Groups
VAS p-value
KET (n=62) DEX (n=59)

2.6+0.8 3+0.7

0.007*

Postoperative 24" hour (cm)

[Table/Fig-3]: VAS scores of the groups at postoperative 24th hour.
Values are expressed as mean+SD and median; *Mann-Whitney U-test.

KET: Ketamine; DEX: Dexmedetomidine; VAS: Visual analog scale; Postop: Postoperative; cm:
centimetre; Dex: Dexmedetomidine

VAS
r 0.636
Postoperative CRP p 0.001

[Table/Fig-4]: The correlation between postoperative CRP and VAS at the

postoperative 24th hour.
Spearman test; Abbreviations; CRP: C-reactive protein; VAS: Visual analog scale; r: correlation
coefficient; n: number of subjects

6.3 minutes in dexmedetomidine group (p>0.05). In both groups,
preoperative CRP and leukocyte levels were in normal range and
similar to each other (p>0.05) [Table/Fig-1].

At the postoperative 24" hour, mean CRP level was 42.3 with a
standard deviation of 9 mg/dL in ketamine group and 65.4 with a
standard deviation of 6.6 mg/dL in dexmedetomidine group. The
difference was statistically significant (p<0.001). Whereas mean
leukocyte level was 13.4 with a standard deviation of 1 10%/uL in
ketamine group and 13.2 with a standard deviation of 1 103/uL in
dexmedetomidine group. The difference between the two was not
statistically significant (p>0.05) [Table/Fig-2].

Mean VAS score of the patients in ketamine group was 2.6 with a
standard deviation of 0.8 and it was 3 with a standard deviation of
0.7 in dexmedetomidine group at the postoperative 24" hour. The
difference was statistically significant (p=0.007) [Table/Fig-3].

Pearson’s test was performed to analyse the correlation between
postoperative CRP levels and VAS scores at postoperative 24"
hour. There was a moderate positive correlation with a correlation
coefficient of 0.636. The correlation was statistically significant
[Table/Fig-4].

DISCUSSION

In the current study, ketamine sedation was found to decrease CRP
levels and VAS scores much more than dexmedetomidine sedation
at postoperative 24" hour. There was a moderate correlation
between CRP levels and VAS scores and this correlation was
statistically significant.

Surgical stress response is believed to be a significant risk
factor for unsatisfactory outcome, especially in patients with
cardiovascular, endocrine, metabolic and immune disorders.
Intraoperative modulation of stress response has been suggested
to reduce postoperative complications and morbidity [9]. Therefore,
perioperative inhibition of IL-6 and production of CRP from liver
have great importance.

In the current study, we compared the effects of ketamine and
dexmedetomidine on acute-phase reactants CRP and leukocyte
levels. Although, leukocyte levels were similar in both groups, the
increase in CRP levels was less in ketamine group.

Both anaesthetic drugs are known to decrease the release of IL-6
and TNF-a levels during surgical stress. The data about the effects
of dexmedetomidine on cytokines is limited. Dexmedetomidine
is believed to have a modulation effect of cytokine production by
macrophages and monocytes [10]. Peng M et al., reported that
dexmedetomidine suppressed polysaccharide induced inflammation
in activated microglia and inhibited the release of nitric oxide,
prostaglandin E2, IL-1f and TNF-a. [11]. On the other hand, ketamine
is reported to inhibit leukocyte reactivity and suppress superoxide
anion produced by neutrophils and subsequently lead a different
anti-inflammatory effect after coronary artery bypass grafting [12]. In
other studies, ketamine is also proved to inhibit signal pathway and
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transcription factors for pro-inflammatory cytokines [13], reduce
macrophage functions, expression of adhesion molecules on
surface of immune cells [14], activation of inflammation response by
lipopolysaccharide binding protein, preserve IL-2 response [13-15].

In a very recent study, Bulow NM et al., compared Total Intravenous
Anaesthesia (TIVA) and TIVA with dexmedetomidine infusion on
release of cytokines and CRP after mini-cardiopulmonary bypass.
Although, they found dexmedetomidine infusion to reduce IL-1,
IL-6, TNF-a and interferon-y levels, the CRP levels at postoperative
24" hour were similar between groups [16]. However, Senapathi
TG et al., reported that ketamine managed to reduce the increase
in CRP levels after caesarean section, but leukocyte levels were
similar between groups [6]. These results are congruent with the
present study. In the present study, postoperative CRP levels were
significantly lower in the ketamine group, whereas leukocyte levels
were similar.

Postoperative pain is believed to aggravate inflammatory reactions
of stress response related to surgery. When postoperative pain can’t
be controlled, patients may suffer from prolonged hospitalisation,
poor long-term outcomes and dissatisfaction [17]. In previous
studies dexmedetomidine was reported to manage pain control
successfully during postoperative period [18,19]. In a recent studly,
dexmedetomidine was shown to have morphine sparing effect with
or without loading dose [20]. Ketamine has long been known to
prolong postoperative analgesia and spare additional analgesic
needs [21,22]. In the study of Garg N et al., small dose ketamine
and dexmedetomidine infusions were compared at postoperative
period to evaluate pain-free period, pain scores and rescue analgesic
requirements. Mean pain-free period in the ketamine group was
860 minutes while it was 580 minutes in dexmedetomidine group.
Both at the postoperative 24" and 48" hours, rescue analgesic
requirements were lower ketamine group [18]. The present results
were similar with previous study. VAS scores at postoperative 24"
hour was significantly lower in ketamine group.

Senapathi TG et al.,, has suggested postoperative VAS to be
related with postoperative CRP levels and they have found a
weak correlation between them with a correlation coefficient of
0.374 [6]. In the present study, we found a moderate correlation
with a correlation coefficient of 0.636 and this relation was
meaningfully significant. In present study, suppression of IL-6 and
subsequently CRP production resulted in better postoperative pain
management.

Retrospective design is the main limitation of the current study.
First, we obtained VAS scores from patient files. So, validity of VAS
scores depends on the validity of nurse care records. On the other
hand, preoperative and postoperative CRP and leukocyte levels
were recorded from electronic database of the hospital. Secondly,
we could assess stress response with limited biomarkers. As
cortisol, interleukins, TNF-a or other stress response markers are
not checked routinely at preoperative and postoperative period, we
could analyse only CRP, leukocyte and VAS levels.

CONCLUSION

In the current study, ketamine sedation was found to be more
effective than dexmedetomidine sedation at attenuation of surgical
stress response. Postoperative serum CRP as an acute-phase
protein was determined to be correlated with postoperative pain
scores.

www.jcdr.net

REFERENCES

[1] Kawasaki T, Ogata M, Kawasaki C, Okamoto K, Sata T. Effects of epidural
anaesthesia on surgical stress-induced immunosuppression during upper
abdominal surgery. British journal of anaesthesia. 2007;98(2):196-203.

[2] Al-dabi Y, El-Shawarby A. Value of C-reactive protein after neurosurgery: a
prospective study. British journal of neurosurgery. 2010;24(6):653-9.

[3] Jaeschke H, Smith CW. Mechanisms of neutrophil-induced parenchymal cell
injury. Journal of Leukocyte Biology. 1997;61(6):647-53.

[4] Loix S, De Kock M, Henin P. The anti-inflammatory effects of ketamine: state of
the art. Acta Anaesthesiol Belg. 2011;62(1):47-58

[5] Gokcinar D, Ergin V, Cumaoglu A, Menevse A, Aricioglu A. Effects of ketamine,
propofol, and ketofol on proinflammatory cytokines and markers of oxidative
stress in a rat model of endotoxemia-induced acute lung injury. Acta biochimica
Polonica. 2013;60(3):451-56.

[6] Senapathi TG, Widnyana IM, Wiryana M, Aribawa |G, Aryabiantara IW, Hartawan
IG, et al. Effectiveness of low-dose intravenous ketamine to attenuate stress
response in patients undergoing emergency cesarean section with spinal
anesthesia. Journal of Pain Research. 2016;9:689-92.

[7]1 LiY, Wang B, Zhang LL, He SF, Hu XW, Wong GT, et al. Dexmedetomidine
combined with general anesthesia provides similar intraoperative stress response
reduction when compared with a combined general and epidural anesthetic
technique. Anesthesia and Analgesia. 2016;122(4):1202-10.

[8] Kang SH, Kim YS, Hong TH, Chae MS, Cho ML, Her YM, et al. Effects of
dexmedetomidine oninflammatory responses in patients undergoing laparoscopic
cholecystectomy. Acta Anaesthesiologica Scandinavica. 2013;57(4):480-87.

[9] Brodner G, Van Aken H, Hertle L, Fobker M, Von Eckardstein A, Goeters C, et al.
Multimodal perioperative management--combining thoracic epidural analgesia,
forced mobilization, and oral nutrition--reduces hormonal and metabolic stress
and improves convalescence after major urologic surgery. Anesthesia and
Analgesia. 2001;92(6):1594-600.

[10] WuX, Song X, LiN, Zhan L, Meng Q, Xia Z. Protective effects of dexmedetomidine
on blunt chest trauma-induced pulmonary contusion in rats. The Journal of
Trauma and Acute Care Surgery. 2013;74(2):524-30.

[11] Peng M, Wang YL, Wang CY, Chen C. Dexmedetomidine attenuates
lipopolysaccharide-induced proinflammatory response in primary microglia. The
Journal of Surgical Research. 2013;179(1):e219-25.

[12] Zilberstein G, Levy R, Rachinsky M, Fisher A, Greemberg L, Shapira Y, et al.
Ketamine attenuates neutrophil activation after cardiopulmonary bypass.
Anesthesia and analgesia. 2002;95(3):531-36.

[13] Welters ID, Hafer G, Menzebach A, Muhling J, Neuhauser C, Browning P, et
al. Ketamine inhibits transcription factors activator protein 1 and nuclear factor-
kappa B, interleukin-8 production, as well as CD11b and CD16 expression:
studies in human leukocytes and leukocytic cell lines. Anesthesia and Analgesia.
2010;110(3):934-41.

[14] De Kock M, Loix S, Lavand'homme P. Ketamine and peripheral inflammation.
CNS neuroscience & therapeutics. 2013;19(6):403-10.

[15] Lu HW, He GN, Ma H, Wang JK. Ketamine reduces inducible superoxide
generation in human neutrophils in vitro by modulating the p38 mitogen-
activated protein kinase (MAPK)-mediated pathway. Clinical and Experimental
Immunology. 2010;160(3):450-56.

[16] Bulow NM, Colpo E, Pereira RP, Correa EF, Waczuk EP, Duarte MF, et al.
Dexmedetomidine decreases the inflammatory response to myocardial surgery
under mini-cardiopulmonary bypass. Brazilian Journal of Medical and Biological
Research. 2016;49(4):e4646.

[17] Singh |, Sagare AP, Coma M, Perimutter D, Gelein R, Bell RD, et al. Low levels
of copper disrupt brain amyloid-beta homeostasis by altering its production
and clearance. Proceedings of the National Academy of Sciences of the United
States of America. 2013;110(36):14771-76.

[18] GargN, PandaNB, Gandhi KA, Bhagat H, Batra YK, Grover VK, et al. Comparison
of small dose ketamine and dexmedetomidine infusion for postoperative
analgesia in spine surgery--a prospective randomized double-blind placebo
controlled study. Journal of Neurosurgical Anesthesiology. 2016;28(1):27-31.

[19] Velazquez-Delgado E, Gaspar-Carrillo SP, Pena-Riveron AA, Mejia-Terrazas GE.
Postoperative analgesia with dexmedetomidine in interscalene block. comparative
study. Revista Espanola De Anestesiologia Y Reanimacion. 2016;64(3):137-43.

[20] Zhao JN, Kong M, Qi B, Ge DJ. Comparison of the morphine-sparing effect of
intraoperative dexmedetomidine with and without loading dose following general
anesthesia in multiple-fracture patients: A prospective, randomized, controlled
clinical trial. Medicine. 2016;95(33):e4576.

[21] Kaur D, Anand S. Comparison between caudal bupivacaine and bupivacaine
with ketamine for postoperative analgesia in children: A prospective randomized
clinical study. Anesthesia, Essays and Researches. 2016;10(3):488-92.

[22] Choi SK, Yoon MH, Choi JI, Kim WM, Heo BH, Park KS, et al. Comparison
of effects of intraoperative nefopam and ketamine infusion on managing
postoperative pain after laparoscopic cholecystectomy administered remifentanil.
Korean Journal of Anesthesiology. 2016;69(5):480-86.

PARTICULARS OF CONTRIBUTORS:

1. Assistant Professor, Department of Anesthesiology and Reanimation, Mugla Sitki Kocman University Training and Research Hospital, Mugla, Turkey.
2. Medical Doctor, Department of Anesthesiology, Mugla Sitki Kocman University Training and Research Hospital, Mugla, Turkey.
3. Medical Doctor, Department of Anesthesiology and Reanimation, Mugla Sitki Kocman University Training and Research Hospital, Mugla, Turkey.

NAME, ADDRESS, E-MAIL ID OF THE CORRESPONDING AUTHOR:
Dr. Melike Korkmaz Toker,

Mugla Stk Kocman University Training and Research Hospital, Anesthesiology and Reanimation, Mugla, Turkey.

E-mail: meltoker@gmail.com

FINANCIAL OR OTHER COMPETING INTERESTS: None.

(12 ]

Date of Submission: Oct 09, 2017
Date of Peer Review: Dec 06, 2017
Date of Acceptance: Apr 18, 2018
Date of Publishing: Jun 01, 2018

Journal of Clinical and Diagnostic Research. 2018 Jun, Vol-12(6): UC10-UC12



