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Keywords Abstract
Laparoscopic cholecystectomy, Introduction: Laparoscopic Cholecystectomy (LC), a minimally invasive
Ketamine, Opioid, VAS Score surgical procedure, has gained widespread use in recent decades. Although these

operations are less invasive, they need postoperative analgesia. In this context,

Article History Ketamine may decrease postoperative pain and opioid use.

Received on 26 January 2025 Due to the considerable variability in studies regarding the efficacy of ketamine
Accepted on 02 March 2025 for pain management across various surgical procedures, anesthetic techniques,
Published on 08 March 2025 and administration methods and dosages, this study sought to examine the

preemptive application of low-dose ketamine in patients undergoing laparoscopic
cholecystectomy, with the potential to diminish opioid consumption and
associated side effects during the recovery phase.

Aims & Objectives: To compare the mean pain score in a group receiving low-
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dose bolus of ketamine (0.1mg/kg) (K group) to a control group receiving normal
saline (C group), in patients undergoing laparoscopic cholecystectomy.

Material & Methods: This was a randomized controlled trial conducted at
the Department of Anesthesiology at Combined Military Hospital (CMH),
Lahore. A total of 72 patients were equally distributed into two groups of 36
patients each (Group K and Group C) using non-probability consecutive
technique.

Results: In this study the mean age of the cases in Group K was 36.14 + 6.66
vyears while in Group C was 39.56 + 5.09. There were 19 (52.8%) males found
in Group K while 17 (47.2%) in Group C. The mean of VAS score at 1st hour
was 6.89 + 1.19 in Group K and 6.50 + 1.73 in Group C with insignificant
pvalue 0.271. Similarly, the mean of VAS score at 6th and 24th hour was
4.72 +0.51 and 4.64 + 1.27 in Group K and 5.58 + 1.18 and 6.06 + 2.14
in Group C with significant pwvalue < 0.01.
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Conclusion:

Low-dose ketamine (0.1 mg/kg) was found to be effective in

reducing pain scores at 6th and 24th hour postoperatively.

INTRODUCTION

Laparoscopic cholecystectomy has become the
standard procedure for gallbladder removal,
offering advantages over open techniques,
including reduced blood loss, pain, mortality, and
hospital stay 7. Effective postoperative pain
management is crucial, as poor management can
lead to prolonged hospital stays, increased
complications, and decreased patient satisfaction "
Various pain relief modalities are used, including
opioids, but their side effects, such as respiratory
depression, addiction, and dependence, are
66 Ketamine, with its analgesic,
amnesic, antidepressant, and anesthetic
properties, offers a promising alternative ®. Its
analgesic properties have been established
worldwide, and it's being used in wvarious
settings, including  perioperative  and
postoperative  periods, = minor  surgical
procedures, intensive care units, chronic pain
syndrome, and cancer pain management ‘12,
The preemptive use of ketamine is a relatively
new concept, and multiple studies are
exploring its benefits Y. In addition to
reducing opioid-related complications,
ketamine administration during surgery has

concerns

been shown to alleviate postoperative nausea
and vomiting ™. Overall, the evidence was
moderate, according to a meta-analysis
conducted by Riddle et al., which comprised
20 researches. Both overall opioid usage and
VAS score are considerably reduced by
ketamine. For the objective, the standardized
mean difference (SMD) was -0.82 [-1.24, -0.40],
p=0.0001, and for the visual analog scale (VAS),
it was -0.53 [-0.91, -0.15], p=0.006, and for the
subjective assessment, it was -0.60 [-1.05, -0.16],
p=0.008) . According to a 2010 Cochrane
review by Bell et al., 27 out of 37 studies
showed that ketamine decreased analgesic
demand and/or VAS in adult surgical patients
who took it during the operation as opposed to

a placebo. " The use of perioperative
ketamine was linked to a statistically significant
decrease in postoperative pain levels, according
to a 2005 systematic analysis by Elia and
Trameér, who examined 53 randomized studies
including both adults and children. In 850
individuals, sixteen trials examined the efficacy
of preventative intravenous ketamine (0.4
mg/kg, range: 0.1-1.6). At 6, 12, 24, and 48
hours after surgery, the weighted mean
difference (WMD) for pain intensity (0-10 cm
visual analogue scale) was -0.89 cm, -0.42, -0.35,
and -0.27, respectively. ®

A study conducted by Adam in 2005 showed mean
pain score of 15.03 £ 7.67 in ketamine group while
21.55 £ 9.04 in control group. ! Similarly, Cengiz
@0 in 2014 found mean pain score of 47 + 15.3 in
ketamine group while 85.2 + 8 in control group
This study aimed to investigate the preemptive use
of low-dose ketamine in patients undergoing
laparoscopic cholecystectomy, potentially reducing
opioid use and side effects in the recovery period.

Material & Methods

This was a randomized controlled trial conducted at
the Department of Anesthesiology at Combined
Military Hospital (CMH), Lahore over the period of
6 months from 15 December, 2024 to 15 June, 2025.
A total of 72 patients were equally distributed into
two groups of 36 patients each (Group K and Group
C) using non-probability consecutive technique.
Sample size calculations were performed using a two-
sample mean comparison formula. Mean pain score
of 15.03 + 7.67 in ketamine group while 21.55 +
9.04 in control group. ?

Inclusion criteria:

Patients of either gender, 18-50 years of age and
undergoing laparoscopic cholecystectomy declared as
ASA class I and II. Exclusion criteria: ASA III, IV
and V patients having history of chronic pain,
opioids self-administration and psychiatric disorders.
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Operational definition:

Low dose ketamine:

Low dose, ketamine means 0.1 mg per kg of ideal
body weight.

Post-operative pain:

Post-operative pain was assessed after 1, 6 and 24
hours in the recovery room. VAS Range 0 - 10 “0”
was considered as no pain and “10” was considered
as worst pain.

All patients received the same general anesthetic

technique. Patients received midazolam 0.05 mg/kg

and ondansetron 4 mg IV as premedication.

Induction was done using nalbuphine 0.1mg/kg IV,
propofol 2mg/kg, and atracurium 0.5mg/kg 1V,

followed by intubation. Group K received
0.1mg/kg of ketamine at induction, while Group C
received normal saline in the same volume via a
similar syringe. Maintenance of anesthesia was
achieved by isoflurane 1.2% in oxygen and air
mixture. Atracurium 0.125mg/kg was given as
required.

Data analysis:

We used IBM SPSS Statistics 29 to analyze the data.
The two groups' means were compared using an
independent sample ttest. It was deemed
statistically significant if the P-Value was less than

0.05.

Results
Table 1: Demographics and clinical parameters
Demographics and clinical parameters
Group K Group C P-Value
Age (Mean + S.D) 36.14 + 6.66 39.56 + 5.09 0.017
Gender Male 19 (52.8%) 17 (47.2%) 0.814
Female 17 (47.2%) 19 (52.8%)
Weight (Kg) (Mean + | 76.44 +15.59 75.58 £ 11.53 0.791
S.D)
BMI (Mean + S.D) 29.26 + 7.91 27.55 +4.15 0.254
ASA Classification ASA 1 4 (11.1%) 6(16.7%) 0.496
ASA 11 32 (88.9%) 30 (83.3%)

In this study the mean age of the cases in Group K
was 36.14 + 6.66 years while in Group C was 39.56
+ 5.09. There were 19 (52.8%) males found in
Group K while 17 (47.2%) in Group C. The mean
weight and BMI in Group K was 76.44 + 15.59
and 29.26 £ 7.91 respectively while in Group C

75.58 + 11.53 and 27.55 % 4.15. There were 4
(11.1%) patients found with ASA I and 32 (88.9%)
with ASA II in Group K while 6 (16.7%) with ASA
I and 30 (83.3%) with ASA II in Group C. (Table
1)

Table 2: Comparison of VAS score at 1%, 6™ and 24™ hour post-operatively

Comparison of VAS score

Group K Group C P-Value
VAS at 1" hour 6.89 + 1.19 6.50+1.73 0.271
VAS at 6™ hour 4.72 +0.51 558 +1.18 <0.01
VAS at 24™ hour 4.64 +1.27 6.06 +2.14 <0.01

The mean of VAS score at 1** hour was 6.89 + 1.19
in Group K and 6.50 = 1.73 in Group C with
insignificant p-value 0.271. Similarly, the mean of
VAS score at 6™ and 24™ hour was 4.72 + 0.51 and
4.64 £ 1.27 in Group K and 5.58 + 1.18 and 6.06

+ 2.14 in Group C with significant p-value < 0.01.
(Table 2)
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Discussions

Opioids are traditionally used in balanced
anesthesia; nevertheless, the supply of narcotics
poses a challenge in less wealthy nations for
numerous reasons. Consequently, there is a need
to investigate alternative approaches or strategies
that minimize narcotic usage. A potent analgesic,
ketamine blocks "wind-up," the process by which
neurons in the spinal cord become hypersensitive
to pain signals; it is therefore an alternate analgesic
of choice in areas where drugs are scarce. ?! Its
safety profile is excellent.

The fear of hemodynamic instability and side
effects from the induction dose of ketamine has
been a major barrier to its usage. Research has
shown that administering modest doses of
ketamine does not substantially change
hemodynamic status. In a trial carried out by Bilgin
et al. ®?, the dosing of ketamine was described as
an intravenous bolus of 0.5 mg/kg followed by an
infusion of 600 pg/kg/h. Postoperatively this
dosage was associated with better hemodynamic
stability, less morphine usage, and significantly
lower VAS pain ratings. Our VAS score values at 6
and 24 hours were in agreement with their results.
A further trial involving patients having
laparoscopic gynecological operations indicated
that ketamine at a dosage of 0.15 mg/kg exhibited
no significant differences across groups for
hemodynamic characteristics or adverse effects. *”
Improving morphine-induced analgesia without
significantly affecting phase 1 recovery has been
shown by intravenous administration of low-dose
ketamine at 50-100 pg/kg. *¥ Combining these
little doses with additional anesthetics in a well-
rounded regimen, including fentanyl at 1 pg/kg,
significantly reduced the associated side effects.
Postoperative settings have been the primary
locations of studies with low-dose ketamine.
Patients suffering from pain after surgery were
studied by Weinbroum “* to determine the effect
of administering 0.25 mg/kg of morphine and
ketamine together postoperatively on the intensity
of pain. Whereas just 3.5% of patients given 0.03
mg/kg of morphine alone had satisfactory analgesia,
68% of patients given this dose reported similar
results.

Numerous side effects have been linked to the use

of ketamine anesthesia. Approximately one-third of
patients have disturbing dreams or symptoms
similar to acute psychosis, which might or could
not include hallucinations in emergency situations,
when administered anesthetic levels of ketamine
(i.e., 13 mg/kg). Research has shown that
benzodiazepine premedication may effectively
reduce psychotomimetic symptoms both before
and after ketamine anesthesia. Hallucinations
occurred in 15% of patients, which is much lower
than the rates seen with greater quantities. ¢
Some studies have shown that a dose of 0.3 mg/kg
of ketamine, given 24 hours after surgery, causes
increased sleepiness in the ketamine-treated group,
which is consistent with the drowsiness that has
been reported with this medication. *”

According to a thorough examination by Elia and
Tramer “® ketamine at a dose of 0.4 mg/kg (range:
0.1-1.6) was not able to reduce morphinerelated
discomfort. When benzodiazepine was not
included in the ketamine regimen, the risk of
hallucinations was highest in both awake and
sedated participants.

Conclusion

Low-dose ketamine (0.1 mg/kg) was found to be
effective in reducing pain scores at 6™ and 24"
hour post-operatively.

REFERENCES:

Laparoscopic Cholecystectomy: Background,
Indications, Contraindications. 2020 Apr
16 [cited 2021 Oct 12);

Available from:
https://emedicine.medscape.com/article/1
582292-overview

Laparoscopic Cholecystectomy - StatPearls - NCBI
Bookshelf [Internet]. [cited 2021 Sep 8].

Available from:
https://www.ncbi.nlm.nih.gov/books/N
BK448145/

Hori T, Oike F, Furuyama H, Machimoto T,
Kadokawa Y, Hata T, et al. Protocol for
laparoscopic cholecystectomy: Is it rocket
science! World ] Gastroenterol. 2016
Dec 21;22(47):10287.

https:thermsr.com

| Akbar et al., 2025 | Page 189


http://www.ncbi.nlm.nih.gov/books/NBK448145/
http://www.ncbi.nlm.nih.gov/books/NBK448145/

The Research of Medical Science Review

ISSN: 3007-1208 & 3007-1216

Volume 3, Issue 3, 2025

Predicting factors that determine patients’
satisfaction with post-operative pain
management  following  abdominal
surgeries at Komfo Anokye Teaching
Hospital, Kumasi, Ghana - PubMed
[Internet]. [cited 2021 Sep 8]. Available
from:
https://pubmed.ncbi.nlm.nih.gov/34033
660/

Garimella 'V, Cellini C. Postoperative Pain
Control. Clin Colon Rectal Surg.
2013 Sep;26(3):191-6.

Luo ], Min S. Postoperative pain management in
the postanesthesia care unit: an update. ]
Pain Res. 2017 Nov 16;10:2687-98.

Poorly controlled postoperative pain: prevalence,
consequences, and prevention [Internet].
[cited 2021  Sep 8]. Available
from:
https://www.ncbi.nlm.nih.gov/pmc/artic
les/PMC5626380/

Adams HA. [Mechanisms of action of ketamine].
Anaesthesiol Reanim. 1998;23(3):60- 3.

Ketamine: Modern Drug of Abuse! [Internet].
Drugs.com. [cited 2021 Sep 8]. Available
from:
https://www.drugs.com/illicit/ketamine.
html

Benyamin R, Trescot AM, Datta S, Buenaventura
R, Adlaka R, Sehgal N, et al. Opioid
complications and side effects. Pain
Physician. 2008 Mar;11(2 Suppl):S105-
120.

Duncan C, Riley B. BET 2: Low-dose ketamine for
acute pain in the ED. Emerg Med ] EM].
2016 Dec;33(12):892-3.

Ketalar (ketamine) dosing, indications, interactions,
adverse effects, and more [Internet].

[cited 2021 Oct 12].
Available from:
https://reference.medscape.com/drug/ke
talarketamine-343099

Preemptive Use of Ketamine on Post Operative
Pain of Appendectomy [Internet]. [cited
2021 Sep 8]. Available from:
https://www.ncbi.nlm.nih.gov/pmc/art
icles/PMC3172326/

Kim SH, Kim SI, Ok SY, Park SY, Kim M-G, Lee S-J,
et al. Opioid sparing effect of low dose
ketamine in patients with intravenous
patient-controlled analgesia  using
fentanyl after lumbar spinal fusion
surgery. Korean ] Anesthesiol. 2013
Jun;64(6):524-8.

Ketamine: Generic, Uses, Side Effects, Dosages,
Interactions, Warnings [Internet].

RxList.  [cited 2021 Sep 8].
Auvailable from:
https://www.rxlist.com/consumer_ketam
ine/drugs-condition.html

Low-dose ketamine in painful orthopaedic surgery: a
systematic review and meta-analysis
(bjanaesthesia.org.uk)

Bell RF, Dahl ]JB, Moore RA, Kalso E.
Perioperative  ketamine for acute
postoperative pain. Cochrane Database
Syst Rev. 2006;1:CD004603. [PubMed]
[Google Scholar] [Ref list]

Ketamine and postoperative pain-a quantitative
systematic review of randomised trials -

PubMed (nih.gov)
Adam F, Chauvin M, Du Manoir B, Langlois M,
Sessler DI, Fletcher D. Small-dose

ketamine infusion improves
postoperative analgesia and
rehabilitation after  total  knee

arthroplasty. Anesthesia & Analgesia.
2005 Feb 1;100(2):475-80.

Cengiz P, Gokcinar D, Karabeyoglu I, Topcu H,
Cicek GS, Gogus N. Intraoperative low-
dose ketamine infusion reduces acute
postoperative pain following total knee
replacement surgery: a prospective,
randomized  double-blind  placebo-
controlled trial. ] Coll Physicians Surg
Pak. 2014 May 1;24(5):299-303.

Sunder RA, Toshniwal G, Dureja GP. Ketamine as
an adjuvant in sympathetic blocks for
management of central sensitization
following  peripheral nerve injury.
Journal of Brachial Plexus and
Peripheral ~ Nerve  Injury. 2008
Dec;3(01):e80-5.

https:thermsr.com

| Akbar et al., 2025 |

Page 190


http://www.ncbi.nlm.nih.gov/pmc/articles/PMC5626380/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC5626380/
http://www.drugs.com/illicit/ketamine.html
http://www.drugs.com/illicit/ketamine.html
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3172326/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3172326/
https://www.rxlist.com/consumer_ketamine/drugs-condition.html
https://www.rxlist.com/consumer_ketamine/drugs-condition.html
https://www.bjanaesthesia.org.uk/article/S0007-0912(19)30499-4/pdf
https://www.bjanaesthesia.org.uk/article/S0007-0912(19)30499-4/pdf
https://www.bjanaesthesia.org.uk/article/S0007-0912(19)30499-4/pdf
https://pubmed.ncbi.nlm.nih.gov/16437490
https://scholar.google.com/scholar_lookup?journal=Cochrane%2BDatabase%2BSyst%2BRev&title=Perioperative%2Bketamine%2Bfor%2Bacute%2Bpostoperative%2Bpain&author=RF%2BBell&author=JB%2BDahl&author=RA%2BMoore&author=E%2BKalso&volume=1&publication_year=2006&pages=CD004603&pmid=16437490
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4874067/
https://pubmed.ncbi.nlm.nih.gov/15621365/
https://pubmed.ncbi.nlm.nih.gov/15621365/
https://pubmed.ncbi.nlm.nih.gov/15621365/

The Research of Medical Science Review

ISSN: 3007-1208 & 3007-1216

Volume 3, Issue 3, 2025

Bilgin H, Ozcan B, Bilgin T, Kerimoglu B,
Uckunkaya N, Toker A, Alev T, Osma S.
The influence of timing of systemic
ketamine administration on
postoperative morphine consumption.
Journal of clinical anesthesia. 2005 Dec
1;17(8):592-7.

Siddiqui KM, Khan FA. Effect of preinduction low-
dose ketamine bolus on intra operative
and immediate postoperative analgesia
requirement in day care surgery: A
randomized controlled trial. Saudi
journal of anaesthesia. 2015 Oct
1;,9(4):422-7.

Suzuki, M., Tsueda, K., Lansing, P.S., Tolan, M.M.,
Fuhrman, T.M., Ignacio, C.I. and
Sheppard, R.A., 1999. Small-dose

ketamine enhances morphine-induced

analgesia after outpatient
surgery. Anesthesia & Analgesia, 89(1),
pp-98-103.

Weinbroum AA. A single small dose of
postoperative ketamine provides rapid
and  sustained  improvement  in
morphine analgesia in the presence of
morphineresistant pain. Anesthesia &
Analgesia. 2003 Mar 1;96(3):789-95.

White PF, Way WL, Trevor AJ. Ketamine—its
pharmacology and therapeutic uses. The
Journal of the American Society of
Anesthesiologists. 1982 Feb 1;56(2):119-
36.

Guignard B, Coste C, Costes H, Sessler DI,
Lebrault C, Morris W, Simonnet G,
Chauvin M. Supplementing desflurane-
remifentanil anesthesia with small-dose
ketamine reduces perioperative opioid
analgesic requirements. Anesthesia &

Analgesia. 2002 Jul 1;95(1):103-8.

Elia N, Trameér MR. Box 1: Modified Oxford Scale.

Pain. 2005;1(113):61-70.

https:thermsr.com | Akbar et al., 2025 |

Page 191



	Material & Methods
	Operational definition:
	Post-operative pain: 
	Post-operative pain was assessed after 1, 6 and 24
	Data analysis:
	REFERENCES:

