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Abstract  Original Research Article 
 

Introduction: Pain shares its etymological origin with words punishment and penalty and is the most miserable 

symptom of disease presentation. Pre-emptive analgesia is used as a treatment that is initiated before surgery in order 

to prevent the establishment of central sensitization evoked by the incision and inflammatory injuries occurring during 

surgery and in the early postoperative period. Role of Pregabalin and Flupirtine as pre emptive analgesia has been 

documented. The present study was undertaken to compare the role of Flupirtine and Pregabalin as pre-emptive 

analgesic in patients undergoing laparoscopic cholecystectomy because of their documented efficacy, cost 

effectiveness, pharmacokinetics and minimal side effects or complication. Material and Method: The randomised, 

double blind, prospective study was carried out in 100 patients scheduled for laparoscopic cholecystectomy and 

fulfilling the inclusion criteria at Indira Gandhi Institute of Medical Sciences, Patna. Two randomised groups were 

administered Flupirtine and Pregabalin as pre emptive analgesia and the postoperative outcome were compared and 

analysed. Results: The study population of both the groups were comparable with respect to age, gender and mean 

body weight, and the differences were statistically not significant. The Flupirtine group of patients had low 

postoperative pain score (VAS) in the period of evaluation postoperatively except at 6
th

 hour post operatively. The 

difference was statistically significant at 0 and 1 hours. The side effects were comparable among the two group and the 

difference was statistically not significant. Conclusion: Flupirtine in a single dose of 200 mg is better than single dose 

of 150 mg of Pregabalin when administered in the form of pre-emptive analgesia in patients undergoing laparoscopic 

cholecystectomy with lower VAS in immediate postoperative period and comparable side effects. 
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INTRODUCTION 
Pain shares its etymological origin with words 

punishment and penalty and is the most miserable 

symptom of disease presentation. Adequate pain relief 

is a major concern and an important area of focus. Pre-

operatively, one of the most frequently asked question 

by patients pertains to the severity of pain they will 

experience following surgery. Pain is also an important 

concern of the treating surgeon because it affects the 

clinical outcome and immediate postoperative well-

being of the patient. Treatment of this noxious sensation 

is a challenge for clinicians. 

 

Recent advancement in the field of medical 

science has fuelled an evolution in the understanding of 

postoperative pain. Incision and manipulation of the 

tissue leads to a biochemical storm which produces a 

cascade of inflammatory and pain response [1-5]. Most 

commonly involved mediators include bradykinin, 

serotonin, potassium and histamine which sensitizes 

and stimulates nociceptors, and arachidonic acid 

derivatives like thromboxanes, prostaglandins and 

leukotrienes which sensitize without directly 

stimulating the receptors. The resultant input to the 

central nervous system (CNS) produces integrated supra 

segmental reflex and segmental spinal reflex response. 

The cumulative effect of such response along with 

cortical reaction to pain generates pathophysiological 

consequences affecting adversely almost all organ 

system and hence influencing overall morbidity and 

mortality. There are also evidence which suggest that 

acute postoperative pain also contributes to the 

development of chronic pain through sensitization of 

receptors [6]. 

Anaesthesiology 
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In the past emphasis had been paid to treat 

postoperative pain after its onset however with better 

understanding of pain mechanism and related pan 

systemic implication of pain, the concept of pre-

emptive analgesia is now emerging. Idea of pain 

prevention was initially introduced by Crile in 1913 and 

later developed by Wall and Woolf who suggested 

“simple changes in the timing of treatment can have 

profound effects on postoperative pain” [7-9]. 

Literature has termed pre-emptive analgesia as “taking 

possession (of the pain) before other (forces) can” or 

“seizing the initiative” in terms of prevention of pain 

[10].  

 

Pre-emptive analgesia is defined as a treatment 

that is initiated before surgery in order to prevent the 

establishment of central sensitization evoked by the 

incision and inflammatory injuries occurring during 

surgery and in the early postoperative period [11]. 

Owing to the „protective‟ effect on the nociceptive 

system, potentially pre-emptive analgesia is more 

effective than a similar post-operative analgesia 

treatment. Consequently, pre-emptive analgesia also 

reduces immediate post-operative pain and prevents 

chronic pain by modulating the altered central sensory 

processing [12]. 

 

A range of medications including non 

steroidals anti-inflammatory drugs (NSAIDS) and 

opioids both in enteral and parenteral form have been 

examined for possible pre-emptive analgesic effect [13, 

14]. Overall choice of the drugs depends upon efficacy, 

cost effectiveness, pharmacokinetics and its side effects 

or complication.  

 

Studies have demonstrated that post-operative 

pain is comparably reduced in laparoscopic 

cholecystectomy when compared to traditional open 

cholecystectomy but effective analgesic treatment 

following laparoscopic cholecystectomy remains a 

clinical challenge [15, 16].
 
Pain may occur in upper or 

lower abdomen, back or shoulder and may be transient 

or persist for at least 72 hours [17, 18]. Higher 

incidence is of pain is observed in upper abdomen [17]. 

The severity of pain is greatest after operation which 

decreases within 24 hours but might increase to second 

or even third peak later [17, 19, 20]. It has been 

demonstrated that following laparoscopic 

cholecystectomy, visceral origin pain dominates in 

initial 24 hours but subsides from a peak soon after 

surgery, on contrary shoulder pain, mild on first day, 

increases and becomes significant the next day [21]. In 

general post operative pain remains the main reason for 

staying overnight in the hospital on the day of surgery 

following laparoscopic cholecystectomy in 17-41% 

patients [22-26] and pain remains the most dominating 

complain and the primary reason of prolonged 

convalescence [16, 27]. Further it has also been 

hypothesized that acute intense pain following 

laparoscopic cholecystectomy may predict the 

development of chronic pain (e.g. post laparoscopic 

cholecystectomy syndrome) [6].
 

 

Recent review of use of gabapentin in 

procedure specific postoperative pain management has 

demonstrated a reduction in consumption of opioids in 

initial 24 hour post-operative period of abdominal 

hysterectomy and spinal surgeries [28]. Pregabalin, an 

analogue of gamma amino butyric acid, is 

characteristically similar to its predecessor, gabapentin, 

and though its mechanism of action is identical to 

gabapentin, yet it has better pharmacokinetic profile. 

Studies have already established its role in management 

of peripheral neuropathic pain and is claimed to be 

more effective in minimizing acute nociceptive pain of 

surgery and for amelioration of peri operative anxiety 

[29-31]. Several clinical trials have demonstrated the 

efficacy of Pregabalin in treatment of generalized 

anxiety disorder [32, 33].  

 

Trials to establish role of Pregabalin as a drug 

for pre-emptive analgesia in patients undergoing 

laparoscopic cholecystectomy have demonstrated its 

efficacy in reducing postoperative pain and a decrease 

in requirement of post-operative analgesia besides no 

increase in frequency of side effects [34-36]. The pre-

emptive analgesic effect of Pregabalin in patients of 

laparoscopic cholecystectomy is well documented at a 

dose of 150 mg and various comparative studies have 

demonstrated better efficacy with minimal or almost 

negligible side effect at such dose [34-37]. 

 

Flupirtine is centrally acting, non-opioid 

analgesic with N-methyl-D-aspartate (NMDA) receptor 

antagonist property, without antipyretic or 

antiphlogistic properties and has been shown to be 

effective in the management of post-operative pain. 

Flupirtine is effective in painful conditions where 

primary requirement for analgesia is without sedation or 

anti-inflammatory effects and it has been used in 

management of chronic pain as well. The drug 

constitutes a unique class within WHO-I group of 

analgesics and was first approved in Germany on a 

national level in 1989. 

 

Flupirtine is generally well-tolerated, if 

administered on a short-term basis. Commonly 

observed side-effects include gastrointestinal upset, 

sedation, headache, disorientation, and hallucinations 

with continued administration.  

 

Flupirtine can be used as pre-emptive 

analgesic, as it neither interacts with anaesthetic agents 

nor has side effects like respiratory depression & 

increased postoperative bleeding. Clinical study to 

ascertain the effectiveness of Flupirtine as pre-emptive 

analgesic in providing adequate analgesia during 

immediate postoperative period following laparoscopic 

cholecystectomy surgery has shown promising results 

[38].  
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The present study was hence undertaken to 

compare the role of Flupirtine and Pregabalin as pre-

emptive analgesic in patients undergoing laparoscopic 

cholecystectomy because of their documented efficacy, 

cost effectiveness, pharmacokinetics and minimal side 

effects or complication. 

 

MATERIAL AND METHOD 
The randomised, double blind, prospective 

study was carried out in 100 patients between the age of 

18-60 years, belonging to ASA physical status I and II, 

scheduled for laparoscopic cholecystectomy under 

general anaesthesia. The study was conducted after 

approval from the Institute Ethics Committee of Indira 

Gandhi Institute of Medical Sciences, Sheikhpura, 

Patna. A written informed consent was obtained from 

all the patients prior to the day of surgery. 

 

Sample Size Calculation 

Assuming p value <0.05 to be significant and 

considering effect to be two sided, Zα was calculated to 

be 1.96; and assuming power of study to be 80% we got 

Z1-β = 0.84. With reference to study done by Yadav G 

et al., [38] considering an effect size of 3 (Difference in 

VAS Score between the 2 groups) to be statistically 

significant, n was calculated to be 44, [n > 2(Zα + Z1-β) 

2 x SD2/d2] in each group. Hence 50 patients were 

taken in each group. 

 

Study Site and Time Frame 

The study was conducted at Department of 

Anaesthesiology, Indira Gandhi Institute of Medical 

Sciences, Patna over a period of one year from March 

2016 to February 2017. 

 

Inclusion Criteria 

 Age 18 to 60 years. 

 ASA physical status I and II. 

 Patients of either gender. 

 Patients undergoing laparoscopic 

cholecystectomy. 

 

Exclusion Criteria 

 History of drug / alcohol abuse or of 

smoking. 

 History of chronic pain or daily intake of 

analgesics. 

 NSAID intake within 24 hours pre-

operatively. 

 Patient with pregnancy. 

 History of allergy to test drug. 

 Surgery converted to open method. 

 Patients who refuse consent to participate in 

the study. 

 

METHODOLOGY 
The study was carried out as prospective, 

double blind, randomised, controlled trial. Patients 

undergoing laparoscopic cholecystectomy and who 

gave written informed consent to participate in the trial 

were allocated into two groups (A and B) of 50 patients 

each using computer generated random numbers 

(Microsoft Office Excel 2010 Software). Group A 

patients received tablet Pregabalin 150 mg administered 

orally one hour prior to surgery and patients in Group B 

received capsule Flupirtine 200 mg orally two hours 

prior to surgery with sip of water by a staff nurse who 

was not involved with the study. In the preoperative 

ward, all patients were instructed regarding the proper 

use of visual analog score (VAS) and Ramsay sedation 

score (RSS) for assessing pain and sedation.  

 

Premedication in all cases was omitted and 

uniform anaesthesia technique was used for all the 

patients. General anaesthesia was induced with 

Fentanyl (2 μg/kg, IV), and Propofol (2 mg/kg, IV). 

Endotracheal intubation was done using muscle 

relaxant, Vecuronium in the dose of 0.08 mg/kg, IV. 

Anaesthesia was maintained by means of Propofol 

infusion (100-200 μg/kg/min, IV) and Nitrous Oxide - 

Oxygen combination (70%:30%). Injection Fentanyl (1 

μg/kg, IV) and Vecuronium (0.02 mg/kg, IV) were 

repeated as per requirement during surgery. At end of 

surgery, residual neuromuscular paralysis was reversed 

with Neostigmine (0.05 mg/kg, IV) and Glycopyrolate 

(0.01 mg/kg, IV). Hemodynamic variables i.e heart rate, 

NIBP, MAP, saturation, respiratory rate were recorded 

intra operatively as per standard anaesthesia protocol.  

 

Following reversal and after adequate 

recovery, all patients were extubated and shifted to the 

post anaesthesia care unit (PACU). In PACU patients 

were assessed for pain, sedation or any other 

complications. For any pain complaints (VAS > 3), a 

dose of 1 g Paracetamol IV was given on the first 

postoperative day, with minimum interval of 4 hours 

between each dose. If the patients complained of pain in 

between the Paracetamol dose, injection Tramadol 50 

mg diluted in normal saline was administered over a 

period of 2 minute as rescue analgesia. 

 

Acute postoperative pain was assessed using 

the 11-point VAS score on which 0 indicates “no pain” 

and 10 represents “worst imaginable pain.”  
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Fig-1: Visual Analogue Scale for Pain 

 

The sedation was assessed using the RSS (1 = 

Patient is anxious and agitated or restless, or both, 2 = 

Patient is cooperative, oriented, and tranquil, 3 = Patient 

responds to commands only, 4 = Patient exhibits brisk 

response to light glabellar tap or loud auditory stimulus, 

5 = Patient exhibits a sluggish response to light 

glabellar tap or loud auditory stimulus, 6 = Patient 

exhibits no response).
 

 

Data for pain and sedation score were recorded 

at 0, 1, 2, 4, 6, 12, and 24 hours, postoperatively. The 

severity of post-operative nausea or vomiting (PONV) 

were assessed by four-point scale on which 1 indicates 

no PONV: Absence of any emesis or nausea, 2 indicates 

mild PONV: Patient having only mild nausea, or one 

emetic episode or nausea lasting for <10 min and where 

no anti emetic is required, 3 indicates moderate PONV: 

Patient has 1-2 emetic episodes or moderate to severe 

nausea and anti-emetic therapy is required and 4 

indicates severe PONV. Patients received Ondansetron 

(0.1 mg/kg IV) as a rescue anti emetic if patient had >2 

emetic episodes or was nauseated more than twice. 

 

The study variables were recorded and the 

primary outcome that included the comparative 

outcome of severity of postoperative pain in terms of 

VAS score, time to first analgesic requirement in 

PACU, and total postoperative analgesic dose 

requirement in 24 hours were statistically evaluated 

whereas secondary outcome that included the 

comparison of the incidence of side-effects of the two 

group was statistically defined. 

 

Patients who were unable to report VAS score, 

required re-exploration, converted to open 

cholecystectomy, or where surgery extended for more 

than one hour, were considered as drop out. 

 

Statistical Tools Employed 

Categorical Variables: Expressed as number of 

patients and percentage of patients were compared 

across the groups using Pearson‟s Chi Square test for 

independence of attributes. 

 

Continuous Variables 

Expressed as Mean, Median and Standard 

Deviation and were compared across the 2 groups using 

Mann-Whitney U test.  

 

Over time comparisons of variables were done 

using Wilcoxon Signed Ranks Test. The statistical 

software SPSS version 20 has been used for the 

analysis.  

 

An alpha level of 5% has been taken, i.e. if any 

p value is less than 0.05 it has been considered as 

significant.  

 

RESULT 
Of the total 100 patients selected for the study, 

following randomization in two groups by computer 

generated random numbers, two patients from group A 

(Pregabalin group) and three patients from group B 

(Flupirtine group) were dropped from the study. As a 

result of which data of 48 patients of group A and 47 

patients of group B was analyzed. 
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Table-1: Age, Sex and Weight Distribution of the patients 

Age Distribution 

Age Group Group A (n=48) Group B (n=47) Total (N=95) 

No % No % No % 

Upto 30 8 16.67 12 25.53 20 21.05 

31-40 14 29.17 13 27.66 27 28.42 

41-50 23 47.92 17 36.17 40 42.11 

51-60 3 6.25 5 10.64 8 8.42 

 41.15±8.44 39.49±8.34 40.33±8.38 

P=0.563 

Gender Distribution 

Gender Group A (n=48) Group B (n=47) Total (N=95) 

No % No % No % 

Female 32 66.67 27 57.45 59 62.11 

Male 16 33.33 20 42.55 36 37.89 

 p=0.402  

Weight Distribution 

 No. of patients Min. 

(in Kg) 

Max. 

(in Kg) 

Median Mean 

(in Kg) 

SD 

Group A 48 56 103 69.50 71.88 10.83 

Group B 47 48 97 70.00 71.21 11.21 

Total 95 48 103 70.00 71.55 10.97 

 

The patients in the two groups were identical in terms of age, sex and weight distribution with P value > 0.05. 

 

 
Fig-2: Mean VAS in the two group 

 

At 0 and 1 hour post operation, mean VAS 

score of Pregabalin group (2.96±1.52) and (2.77±1.36) 

was found to be higher than that of Flupirtine group 

(2.00±1.20) and (1.96±1.43). These differences of mean 

VAS of Pregabalin group were found to be significantly 

higher than that of Flupirtine group, statistically. At 2, 

4, 6, 12, 24 hour the mean VAS of pregabalin group 

was higher than Flupirtine group, however these 

differences were statistically not significant. 

 

Mean Ramsay sedation score of patients of 

Pregabalin group was found to be higher than that of 

Flupirtine group at all the periods of observation. 

Statistically significant difference in mean sedation 

score was observed at 6 and 24 hours post-operative 

(2.44±0.87 vs.2.06±0.32) and (2.52±1.01 vs. 

2.09±0.41). 

 

Post-operative nausea and vomiting score of 

patients of Group A was found to be higher than that of 

Group B at all the periods of observation – 0 hour post 

operation (1.27±0.79 vs. 1.11±0.37), 1 hour (1.33±0.66 

vs. 1.17±0.43), 2 hours (1.31±0.78 vs. 1.13±0.49), 4 

hours post operation (1.29±0.58 vs. 1.21±0.59), 6 hours 

(1.40±0.94 vs. 1.26±0.64), 12 hours (1.25±0.60 vs. 

1.19±0.50) and at 24 hours post operation (1.40±0.93 

vs. 1.28±0.64). However the difference in post 

operative nausea and vomiting score between the two 

groups at any point of observation was statistically not 

significant. 

 



 

 
Neha Singh et al., Sch J App Med Sci, Jan., 2020; 8(1): 100-108 

© 2020 Scholars Journal of Applied Medical Sciences | Published by SAS Publishers, India                                                                                          105 

 

 

 
Fig-3: Mean duration of requirement of 1st dose of rescue analgesia in two groups 

 

Rescue analgesia was required in all 48 

(100%) patients in Pregabalin group and in 46 (97.87%) 

patients in Flupirtine group. Requirement of first dose 

of rescue analgesia was earlier in patients of Pregabalin 

group (3.71±4.45 hours) as compared to Flupirtine 

group (4.13±5.00 hours) but difference in time of 

requirement of first dose of analgesia of both the groups 

was found not to be statistically significant (p=0.507). 

 

The total dose of Paracetamol required by 

patients of Pregabalin group (2.02±0.76 g) was found to 

be higher than that of Flupirtine group (1.89±0.67 g) 

but the difference in requirement of Paracetamol among 

the patients of both the groups was found not to be 

statistically significant (p=0.564). 

 

Inj Tramadol as rescue analgesia was required 

in 26 (54.17%) patients in Pregabalin group whereas in 

21 (44.68%) patients in Flupirtine group. 2 (4.17%) 

patient in Pregabalin group required 2 doses of Inj 

Tramadol for effective pain control whereas 2
nd

 dose of 

Tramadol was not required in Flupirtine group of 

patients. The difference in requirement of Inj Tramadol 

in patients of the two groups was not found to be 

statistically significant (p=0.340). 

 

Rescue antiemetic in the form of Inj 

Ondansetron (0.1mg/Kg I.V.) was required in only 44 

patients, however the requirement was in higher number 

in patients of Pregabalin group (54.17%) as compared 

to Flupirtine group (38.30%). The mean total dose of 

rescue antiemetic was higher in Pregabalin group 

(7.85±2.09 mg) as compared to Flupirtine group 

(7.16±1.69 mg). The difference in mean dose of 

antiemetic consumed among the two groups was 

statistically found to be insignificant (p=0.073). 

 

DISCUSSION 
The prospective, randomised, double blind, 

clinical study was conducted to compare the role of 

Pregabalin and Flupirtine as pre-emptive analgesia in 

patients undergoing laparoscopic cholecystectomy and 

to compare their side effects.  

 

In our study, based on estimated sample size 

with α error of 0.05 & power of 80%, hundred patients 

planned for laparoscopic cholecystectomy satisfying the 

inclusion criteria were selected and randomised in two 

groups of 50 patients each. The two groups, A and B 

received Pregabalin and Flupirtine respectively as pre-

emptive analgesia. Dose of Pregabalin 150 mg and 

Flupirtine 200 mg was selected for the study in 

agreement with results of other studies where different 

dose of the individual drugs were compared for 

maximum efficacy with minimal side effect [35, 37-40].
 

 

In group A (Pregabalin Group) two patients 

were dropped from the study (2 patients underwent 

procedure for more than 1 hour), whereas in group B 

(Flupirtine Group) three patients (1 patient underwent 

conversion from laparoscopic to open surgery and 2 

patients underwent procedure for more than 1 hour) 

were dropped from the study. As a consequence of 

which 48 patients were included in group A and 47 

patients were included in group B. 

 

The study population of both the groups were 

comparable with respect to age, gender and mean body 

weight, and the differences were statistically not 

significant.  

 

Post-operative pain score (VAS) of both the 

groups at 0, 1, 2, 4, 6, 12 and 24 hours were evaluated. 

In the study, it was observed that patients who had 

received Flupirtine as pre-emptive analgesia (group B) 

had significantly lower VAS compared to group A 

patients at 0 and 1 hour post-operative with p value 

<0.001 and 0.001 respectively. Throughout the duration 

of observation, VAS of Flupirtine group was lower than 

that of Pregabalin group except at 6
th

 hour when 

Flupirtine group of patients reported higher VAS but 

the difference of which was statistically not significant 

(Figure-2). The variation in pain score were similar to 

those observed in the study done by Mishra R et al., 

who evaluated postoperative analgesic benefit and 

efficacy in patients administered with oral gabapentin 

or Pregabalin as premedication for laparoscopic 

cholecystectomy under general anaesthesia and Yadav 

G et al., who analyzed the role of Flupirtine as pre-

emptive analgesic for postoperative pain relief in 

patients undergoing above surgery [37, 38].
 

 

On comparison of Ramsay sedation score of 

the two groups measured at 0, 1, 2, 4, 6, 12 and 24 

hours post operatively, it was found that Pregabalin 
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group of patients had reported higher sedation than 

Flupirtine group, though the difference in sedative 

effect of Pregabalin was statistically not significant 

when compared to Flupirtine group except at 6
th

 and 

24
th

 hour of observation [(2.44±0.87 vs. 2.06±0.32) and 

(2.52±1.01 vs. 2.09±0.41)]. Sedation has been a well-

documented side effect of both Pregabalin and 

Flupirtine in various literature and the results of the 

present study are in sync with result of other 

investigators [37-41].  

 

Yadav G et al., observed no significant side-

effect except for increased sedation in Flupirtine group 

while comparing Flupirtine with placebo whereas in 

study by Thapa D et al., sedation was significantly 

higher in Flupirtine group in initial 4 hours after the 

surgery which was attributed to combined effect of 

Flupirtine as well as residual effect of anaesthetic 

agents [38, 41].   

 

In a comparative study done by Mishra R et 

al., analyzing the effect of Pregabalin, Gabapentin and 

Placebo as pre-emptive analgesia in patients undergoing 

laparoscopic cholecystectomy, it was noted that the 

sedation was significantly more in Pregabalin group 

compared to the Gabapentin group and placebo group in 

early post-operative period, however the sedation score 

was never more than four [37]. Singh TH et al., 

compared two different dose of Pregabalin (150 and 

300 mg) with placebo for post cholecystectomy pain 

relief and observed higher sedation in 300 mg 

Pregabalin group when compared to 150 mg Pregabalin 

and placebo group [40]. In a study done by Ali A et al., 

comparing preoperative dose of Pregabalin with 

Celecoxib for attenuation of postoperative pain after 

open cholecystectomy, it was observed that the 

frequency and severity of sedation was higher in 

Pregabalin group (P <0.05) in initial 12 hours but later 

no significant differences were observed between the 

groups [42].
 

 

In the present study, post-operative nausea and 

vomiting as a side effect was compared between the 

two group and the scores were comparable with no 

statistical difference at all instances of observation, 

though the mean post-operative nausea and vomiting 

score was higher throughout in Pregabalin group than 

Flupirtine group. Attributable factors for statistically 

non-significant but relatively higher score in Pregabalin 

group can be higher VAS and hence the increased 

incidence of use of Inj Tramadol, a weaker opioid as 

rescue analgesia to alleviate pain.  

 

Incidence of post-operative nausea and 

vomiting has been reported to be low in several studies 

which have compared the pre-emptive analgesic effect 

of Pregabalin and Flupirtine with placebo or other drugs 

[43-45]. In a study done to evaluate the efficacy of pre-

emptive Pregabalin for prolonging post-operative 

analgesia and for reducing post-operative opioid 

analgesic requirement and haemodynamic stability by 

Prashanth Gowtham Raj SK et al.,
 
the investigators 

noted increased incidence of post-operative nausea and 

vomiting in control group [43]. The finding was 

attributed to higher VAS in control group leading to 

increased requirement of rescue analgesic in the form of 

Inj. Tramadol in control group. Tramadol being a weak 

opioid is not devoid of side effects and most commonly 

nausea and vomiting. Bekawi MS et al., evaluated the 

efficacy and tolerability of Pregabalin in postoperative 

pain management after laparoscopic cholecystectomy 

where three groups of patients receiving Pregabalin, 

Gabapentin and placebo were compared [44]. The 

investigator found significantly less (P<0.001) patients 

with postoperative nausea, vomiting, in the Pregabalin 

and gabapentin group versus control or the placebo 

group. Grant MC et al., performed a meta-analysis of 

randomized trials that report outcomes on the effect of 

preoperative Pregabalin on post-operative nausea and 

vomiting endpoints in patients undergoing surgery 

under general anaesthesia and concluded that 

preoperative Pregabalin administration caused 

significant reduction of post-operative nausea and 

vomiting and that it should not only be considered as 

part of a multimodal approach to postoperative 

analgesia but also for prevention of post-operative 

nausea and vomiting [45].
 

 

Yadav G et al., reported no difference of 

postoperative nausea or vomiting in Flupirtine group as 

compared to placebo group during the postoperative 

period of laparoscopic cholecystectomy whereas Thapa 

D et al., in their study comparing effect of Flupirtine 

with placebo, interpreted that the mean cumulative 

nausea/vomiting scores at 24
th

 and 48
th
 hour were 

significantly higher in the placebo group, a finding 

which was related to the significantly higher 

consumption of morphine for higher VAS in the group 

[38, 41].
 

 

In the present study, rescue analgesia was 

administered to all patients in Pregabalin group and in 

97.87% (46 out of 47) patients in Flupirtine group. The 

requirement of first dose of rescue analgesia was found 

to be earlier in patients of Pregabalin group (3.71±4.45 

hours) as compared to Flupirtine group (4.13±5.00 

hours), though this difference in time of requirement of 

first dose of analgesia of both the groups was found not 

to be statistically significant (p=0.507). In a likewise 

manner the total dose of Paracetamol required by 

patients of Pregabalin group (2.02±0.76 g) was found to 

be higher than that of Flupirtine group (1.89±0.67 g) 

but the difference was not found to be statistically 

significant (p=0.564). The overall mean consumption of 

Inj Tramadol in the Pregabalin group was higher than 

that in Flupirtine group but this difference was also not 

significant statistically, similarly the incidence of 

requirement of Inj Tramadol was more in patients of 

Pregabalin group when compared to Flupirtine group 

however statistically this difference in requirement of 
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Inj Tramadol was not significant. The above findings 

may be attributed to significantly high mean VAS 

observed in Pregabalin group at 0 and 1 hour and higher 

but statistically not significant difference in mean VAS 

of the two group at 2, 4, 12 and 24 hours. 

 

The requirement of rescue antiemetic in the 

form of Inj Ondansetron (0.1mg/Kg I.V.) by the two 

groups was also analysed. Overall the rescue antiemetic 

was required in only 44 patients, though the 

requirement was in higher number of patients from 

Pregabalin group (54.17%) as compared to Flupirtine 

group (38.30%).  

 

Although not significant statistically 

(p=0.698), the requirement of Inj Ondansetron was 

observed to be earlier in Flupirtine group (6.94±6.98 

hours) as compared to Pregabalin group (7.69±8.68 

hours). Contrary, the average dose of required rescue 

antiemetic was to some extent higher in Pregabalin 

group than Flupirtine group (7.85±2.09 vs. 7.16±1.69 

mg), though the difference was statistically not 

significant (p = 0.073). The early requirement of Inj 

Ondansetron in Flupirtine group correlates with 

variance in post-operative nausea and vomiting grade in 

Flupirtine group than that at baseline (Figure-3), 

however these changes in baseline variance with respect 

to Pregabalin were not found to be statistically 

significant. 

 

CONCLUSION 
Flupirtine in a single dose of 200 mg is better 

than single dose of 150 mg of Pregabalin when 

administered in the form of pre-emptive analgesia in 

patients undergoing laparoscopic cholecystectomy with 

lower VAS in immediate post-operative period and 

comparable side effects. 
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