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ABSTRACT

Objective: To assess the effect of pregabalin in reducing the postoperative requirement of analgesics of patient undergoing

knee arthroscopic anterior cruciate ligament repair surgery.
Study Design: Prospective randomized control trial.

Place and Duration of Study: Department of Anesthesia, Ghurki Trust Teaching Hospital Lahore from 1%t June 2021 to 31

December 2021.

Methodology: Eighty patients were randomly divided into two groups; group A and group B, each group comprised 40. Group A
receive placebo and group B receive pregabalin 150mg once a day for two days after surgery. Pain assessment done with the

help of Numeric Rating Scale and rescue analgesia was recorded.

Results: The mean age was 31+10.2 years of group A and 33+10.3 year of Group B. There were more males within both
groups in comparison to females with a percentage of 77.5% and 85% respectively. The reduction was seen within Group B in
comparison of Group A in terms of ASA class, VNRS, and maximum sensory block. Cumulative volume of PCA in ml was also
less in group B than group A with a significant difference within 0-6 hours.

Conclusions: The use of pregabalin 150mg after surgery for two days significantly reduces the analgesic consumption
Keywords: Pregabalin, Postoperative analgesic, Numeric rating scale

INTRODUCTION
Arthroscopic anterior cruciate-ligament (ACL) renewal is a surgical
procedure performed commonly. Femoral tunnels as well as tibial
tunnel construction is required for passage formation during ACL
grafting procedure. This cause moderate to severe pain during
initial postoperative time.! Although the advancement in surgical
techniques there has been a decrease in length of post-operative
hospital stay but in conditions of patient’s pain this period can get
longer. Moreover, a inadequate management of pain can inversely
effect rehabilitation and patient's recovery leading to adverse
surgical outcomes.? Various analgesic combination is necessary
for pain management.®

Pregabalin administration in multimode-analgesic prevents
hyperalgesia as well as reduces post-operative pain and
consumption of opioids in different surgical procedures.*” It being
an acid-analog can inhibit influx of calcium ions at the terminals of
the nerves which consequently decreases the release of
neurotransmitters involved in excitation and pain.®

Knee arthroplasty have proven the effect of pregabalin in
controlling pain but the extent of this drug as well as frequency
used has yet not been clearly documented.®® Majority of the
literature available focused on use of pregabalin in controlling post-
operative pain until first twenty four hours!'2 bringing a major gap
in understanding the efficiency of this drug in presence of local
anesthetics. Furthermore side effect related with the use of
pregabalin also requires being explored.®

The present study was mean t to address all the above
mentioned concerns in details and provide evidence base literature
for facilitating health related outcomes in patients of ACL.

MATERIALS AND METHODS

This randomized control trial conducted at Department of
Anesthesia, Ghurki Trust Teaching Hospital Lahore from 1% June
2021 to 31% December 2021 and 80 patients were enrolled. The
patients undergoing knee arthroscopy anterior cruciate ligament
repair were included in the study. Those patients having previous
history of knee arthroscopy, anxiety episodes, diabetes or any
other correlated comorbidity were excluded. All patients were
requested to provide informed written consent before being
enrolled as study participants. The sample size of the study was 80
which was calculated sing WHO sample size calculator where 5%
margin of error, 80% power of test and 95% Confidence interval

was taken into consideration. The age of the patients was between
20-69 years. The patients were divided into two major groups.
Group A (n=40) were receiving placebo drug while Group B (n=40)
received Pregabalin in 150mg OD dosage until two days post-
surgery. ldentical capsules production either with pregabalin or as
placebo were made by the pharmaceutical company. They were
administered with water sips orally through an independent nurse
who was blinded to the information of the patients. Random
permuted-block randomization-algorithm was used for generating
randomized list which was not disclosed until analysis of data.
There was no other drug administered except pregabalin in
preoperative patients. Within the operating room standard
condition of vital signs monitoring were opted. Spinal anesthesia
using bupivacaine0.5% (14 mg in case of male and 12 mg in case
of female combined with 10 pg of fentanyl) in the lateral-decubitus
position (lumbar level %) was delivered. Spinal blockage period
was taken as maximum blockage till L2 segment block regression
assessed through pin prick test, IV PCA administration in
postoperative 24 hour was done with fentanyl in 1000ug with
ramosetron in 0.3 mg (200 ml in saline) and administered in 4ml
per hour as well as 2ml depending on demand of the patient with
lockout of 20min. Surgical procedure involved preparation of graft.
Quadruple-hamstring tendon-autograft was used. Standard knee
arthroscopy anterior cruciate ligament repair procedure was
opted.'! The post operational pain within the primary 36 hours as
well as at two weeks’ time post-surgery was considered as the
primary outcomes. The assessment of post operational pain was
done by knee flexion passive movement (at 60°). Pain assessment
was performed through eleven point verbal-numerical rating scale
(VNRS) where 0 was none and 10 was worst pain. Post-operative
pain was divided as 12, 24 and 36 hours. In case VNRS 2 five,
meperidine in 0.5mg/kg was given as rescue-analgesic (RE). The
number/amount of RE was documented as 0 to 12, 12 to 24, and
24 to 36 hour. Clinical information, history, age, gender and results
of pain assessment were documented. Data was analyzed while
using SPSS-26. The Chi square test was applied and P<0.05 was
considered as significant.

RESULTS

The mean age was 31+10.2 years of group A and 33+10.3 year of
Group B. There were more males within both groups in
comparison to females with a percentage of 77.5% and 85%
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respectively. The reduction was seen within Group B in
comparison of Group A in terms of ASA class, VNRS, and
maximum sensory block. Duration of surgery and spinal block was
also approximately similar within both groups (Table 1).

A smaller number of patients in group B receiving pregabalin
were administered rescue analgesic when compared with control
group A. The cumulative volume of PCA in ml was also less in
group B than group A with a significant difference within 0-6 hours.
The similar significant difference in cumulative bolus deliverance
was also observed at 0-6 hours. It is also important to note that
only 28 patients such as 70% required RE in group B while 38
such as 95% of group A requested RE (Table 2).

Table 1: Comparison of Group A and B demographic, VNRS and
intraoperative data

. Group A Group B R
Variables (n=40) (n=40) P-Value
Age (years) 31£10.2 33£10.3 0.379
Gender: 31/9 34/6 (85%/15%) 0.294
male/female (77.5%1/22.5%)

Body mass index 25.4+3.4 24.9+4.5 0.731
(kg/m?)

ASA class I/l 37/3(92.5%/7.5%) | 36/4 (90%/10%) | 0.329
Preoperative pain

VNRS 4 (3-6) 4 (2-6) 0.492
Maximal sensory

level of block T8 (T5-10) T8 (T6-10) 0.510
Duration of surgery 02424 01422 0.790
(minute) ~ ~ )
Duration of

anesthesia 124+27 12527 0.561
(minute)

Duration of spinal

blockade (minute) 147+33 14725 0.974
Intraoperative 547+180 542+177 0.900
crystalloid (mL)

Table 2: Comparison of post-operative rescue analgesic in group A and B

. Group A Group B g
Variables (n=40) (n=40) P-Value
Patient receiving rescue analgesics
0-12h 18 (45%) 11 (27.5%) 0.101
12-24h 12 (30%) 10 (25%) 0.524
24-36 h 8 (20%) 7 (17.5%) 0.636
IV-PCA use
PCA cumulative volume in (mL)
0-6h 35.145.7 33.145.2 0.09
7-12h 70.24#12.3 67.1+11.6 0.151
13-24 h 134.2427.4 125.1+28.9 0.135
Cumulative number of bolus administered
0-6h 5.6+2.9 4.6+£2.7 0.080
7-12h 11.2+6.3 9.4+5.9 0.166
13-24 h 19.3+14.1 16.3+11.2 0.275
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Fig. 1: Side effects incidence in group A and B

The incidence of side effects within group A and group B
presented that dizziness was complained higher in group B
patients at 0-12 hours while headache was higher at 0-12 hour in
Group B but was subsided by 24-36 hour. At 24-36 hour the group
A some patients developed headache. Vomiting and nausea sat 0-
12 hour was significantly (p<0.05) higher in Group B than A.
However it became equal at 12-24 hour and subsided in group A at
24-36 hour (Fig 1).

DISCUSSION

The present study was designed as a prospective randomized
control double blinded research. The findings of the current
research presented that post-operative pain was effectively
reduced with the use of pregabalin without the requirement of
supplemented opioid in post-operative conditions as well as V-
PCA. Pregabalin also reduced knee pain after twenty weeks of
surgery in comparison with control group where only placebo was
given. The results of the current research were in similarity with the
previously reported literature however the present study provided
detailed and more elaborated results.***°

The patients who were given pregabalin were having higher
dizziness episode as a side effect of this drug in comparison to the
placebo control patients identifying it to be a side effect of
pregabalin administration.®

Pain assessment between both groups showed a decreased
in pregabalin group than placebo. Although the variance was
insignificantly variant but was recordable. Studies have elaborated
that in cases where pain managements done timely in surgical
procedures the recovery time of the patients increase.'®? In the
present study patients with pregabalin has an earlier post-
operative knee movement and pain relief therefore assisting in
their earlier recovery than placebo group.

The present study used 150 mg dosage of pregabalin.
Previously reported research in its evaluation of two dosage of
pregabalin as 75mg as well 150mg delivered an hour before spinal
fusion and twelve hour later the spinal effusion showed a reduction
in IV-PCA usage within a day and two with the use of 150mg
dose.?? The result of this study was in similarity with the present
study findings proving 150 mg to be a reliable dosing.

CONCLUSION

The use of pregabalin 150mg after surgery for two days
significantly reduces the analgesic consumption and facilitates
early recovery in ACL patients.
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