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Abstract

Objective: This prospective randomized study aimed to evaluate the effect of
IV lidocaine infusion or gabapentin and their combination in providing effi-
cient analgesia after thyroid surgery. Methods: Eighty-eight patients sche-
duled for thyroidectomy were randomized into four equal groups (n = 22).
Group P (placebo) patients received placebo capsules 1 h preoperatively and
intravenous (IV) saline infusion. Group L (Lidocaine): patients received pla-
cebo capsules 1 h preoperatively and IV bolus lidocaine 1.0 mg/kg followed by
infusion 2 mg/kg/h. Group G (Gabapentin) patients received 600 mg gaba-
pentin capsules 1 h preoperatively and IV saline infusion. Group LG (Lido-
caine-Gabapentin) patients received 600 mg gabapentin capsules 1 h preope-
ratively and IV bolus of 1.0 mg/kg lidocaine followed by infusion 2 mg/kg/h.
(lidocaine or saline infusion started before induction of anesthesia and con-
tinued until the end of surgery). Intraoperative fentanyl consumption and
hemodynamic changes were recorded. Postoperative total tramadol consump-
tion, time to first analgesic request, visual analog scale (VAS) of pain, sedation
level, and side effects were assessed for 24 hours. Results: (LG) group had sig-
nificant lower intraoperative fentanyl and lower postoperative tramadol con-
sumption (p < 0.001) compared to (P), (L) and (G) groups, with prolonged
time of first analgesic request (p < 0.001) compared to (P) and (L) groups, and
lower VAS compared to other groups (p < 0.001 or p < 0.01). There was sig-
nificantly lower postoperative nausea and vomiting (PONV) in G & LG
groups compared to (P) group (p < 0.01). Conclusion: The combination of
preoperative gabapentin and intraoperative lidocaine infusion provided more
analgesic effect than either drug alone with lower and more delayed postoper-
ative analgesic requirements and lower VAS. (PONV) was lower in groups
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received gabapentin.
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1. Introduction

Thyroidectomy is a widely applied surgical procedure for management of thy-
roid diseases. Many patients may complain of moderate to severe postoperative
pain following thyroid surgery particularly during the first postoperative day due
to various causes including skin incision, extensive tissue dissection, pharyngo-
laryngeal discomfort after intubation, neck hyperextension, surgical manipula-
tion and inflammation [1] [2].

Surgical manipulations and inadequate pain control can also induce perioper-
ative complex stress response with neurohumoral, metabolic and immunological
changes that may be manifested as an increase in heart rate and blood pressure,
hyperglycemia and release of different cytokines [3].

Different techniques or medications including local anesthetics infiltration,
non-steroidal anti-inflammatory drugs (NSAID) or opioids have been used for
postoperative analgesia. Although (NSAID) may be beneficial analgesics, many
surgeons do not prefer them in thyroidectomy patients to limit the risk of post-
operative bleeding [4] [5]. On the other hand, opioids have been associated with
some adverse events as respiratory depression and frequent postoperative nausea
and vomiting [6] [7]. So it was necessary to find safe analgesic techniques for
these patients by using either different adjuvant therapies or multimodal analge-
sia by combining different drugs and techniques with different modes of action
to improve the quality of postoperative analgesia and to decrease the doses of
systemic opioids and their related side effects [8] [9].

Lidocaine is a local anesthetic drug that produces an analgesic and antihype-
ralgesic effects by modifying the response of neurons in the dorsal horn to nox-
ious stimuli, and it has an anti-inflammatory effect by inhibiting migration and
metabolic activation of leukocytes [10]. Lidocaine can provide these effects
through various mechanisms as sodium channel blocking and inhibition of both
G protein and NMDA receptors [11] [12]. Many previous studies evaluated the
analgesic effect of perioperative IV lidocaine and they concluded that it has
postoperative safe analgesic effect when infused at low doses [13] [14] [15]. Oth-
er studies suggested that lidocaine can also attenuate surgical stress response
through its anti-inflammatory effect [16]. However, the definite mechanism of
postoperative analgesic and opioid-sparing effect of intravenous lidocaine is not
yet clear, it is considered as more antihyperalgesic than as a direct analgesic [10].

Gabapentin (1-aminomethyl cyclohexane acetic acid) is related to the neuro-

transmitter gamma-amino butyric acid (GABA), its analgesic effect is mediated
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by binding to the a,d subunit of voltage-dependent calcium channels [17]. It was
mainly used as an anticonvulsant drug, but it has been detected to be effective in
diabetic neuropathy, neuropathic pain, and postherpetic neuralgia [17] [18] [19].
Gabapentin may reduce or prevent acute nociceptive and inflammatory pain es-
pecially if given 1 - 2 hours preoperatively. A Previous study had shown synerg-
ism between gabapentin and morphine for postoperative analgesia [20]. Some
previous meta-analysis reviews stated that gabapentin was an effective adjunct
for treatment of the postoperative pain in various procedures and it can be used
in multimodal analgesia planes. [21] [22].

The hypothesis of the present study was that the combination of IV lidocaine
and oral gabapentin—due to their antihyperalgesic and analgesic effects—would
be more effective inreducing postoperative analgesic consumption and provid-
ing prolonged postoperative analgesia after thyroid surgery.

The aim of this prospective randomized comparative controlled study was to
evaluate and compare the analgesic effects of IV lidocaine infusion or preopera-
tive oral gabapentin and the combination of both drugs in patients undergoing
thyroid surgery. The primary outcome was the evaluation of postoperative tra-
madol consumption and time of the first analgesic request. The secondary out-
come was the intraoperative fentanyl consumption, assessment of postoperative
pain scores, and evaluation of the effects of these drugs on postoperative nausea

and vomiting, sedation and other side effects.

2. Patients and Methods

Eighty-eight patients aged 20 - 60 years of American Society of Anesthesiologists
classification (ASA) grade I or II scheduled for elective thyroidectomy were
enrolled in this study after taking approval from the Ethics Committee of anes-
thesia department of Kasr El Aini hospital and obtaining a written informed
consent from all patients. This study was prospective comparative randomized,
double-blind and controlled study, and it was conducted from April 2015 until
April 2016 at ENT operating theater of Cairo University hospitals.

Exclusion criteria were: cardiovascular dysfunction, impaired kidney or liver
function, uncontrolled diabetes, pregnancy, previous treatment with calcium-
channel blockers, anti-arrhythmic drug intake, psychiatric disorders, epilepsy,
steroid treatment, or chronic treatment with opioids and sensitivity to the admi-
nistered drugs. Patients who refused to participate in the study or unable to
cooperate were also excluded.

All Patients were randomized into four equal groups according to comput-
er-provided random numbers which were put in opaque sealed envelopes. The
four groups were equally distributed (n = 22 per group) as the following:

e Group P (placebo): patients ingested placebo capsules 1 h before the opera-
tion and received IV saline bolus (10ml) immediately before induction of
anesthesia followed by saline infusion which continued intraoperatively until

skin closure.
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e Group L (lidocaine): patients ingested placebo capsules 1 h before surgery,
and received IV bolus injection of 1.0 mg/kg lidocaine (Xylocaine 2%; Astra-
Zeneca, 600 Capability Green, Luton, LU1 3LU, UK) diluted by normal saline
to a 10 ml volume immediately before induction of anesthesia, then a conti-
nuous infusion with a syringe pump at a rate of 2 mg/kg/h during the opera-
tion until skin closure.

e Group G (gabapentin): patients ingested 600 mg gabapentin capsules (Neu-
rontin; Pfizer, Cairo, Egypt) 1 h before surgery, and received saline bolus (10
ml) immediately before induction of anesthesia followed by saline infusion
intraoperatively (the same volume as lidocaine infusion in group L) through
identical syringe pump until skin closure.

e Group L G (lidocaine + gabapentin): patients ingested 600 mg gabapentin
capsules 1 h before surgery, and received IV bolus of 1.0 mg/kg lidocaine
immediately before the induction of anesthesia followed by intraoperative
lidocaine infusion with an identical syringe pump at a rate of 2 mg/kg/h
intraoperatively until skin closure.

The infusion drugs were prepared by an anesthesiologist who has no further
role in the study, the doses of administered IV drugs were calculated according
to the patient’s body weight and they were supplied as two syringes labeled re-
spectively as: -(Bolus) syringes and (Infusion) syringes.

The surgical team, the patients, the anesthesiologists, and the investigators
responsible for collecting intraoperative and postoperative recorded data did not
know about the groups’ allocation.

Routine preoperative evaluations and assessment of patients were done one
day before surgery, also patients were told about using the visual analog score of

pain (VAS; 0 = no pain and 10 = worst pain imaginable).

3. Anesthesia Protocol

On the morning of surgery the patients were shifted to the preparation room
and IV cannula was inserted. 1 hour preoperatively patients in groups G and LG
received oral gabapentin capsules 600 mg, while patients in groups P and L re-
ceived oral placebo capsules. In the operating room routine monitoring (elec-
trocardiogram, pulse oximetry, and noninvasive blood pressure) were applied
with recording of baseline HR, (MAP) and arterial oxygen saturation (SpO2).
Immediately before induction of anesthesia the patients in (P) and (G) groups
received 10 ml of normal saline followed by IV saline infusion until skin closure
according to the study design, while patients in group (L) and (LG) received bo-
lus dose of IV lidocaine (of 1.0 mg/kg) followed by IV lidocaine infusion (2
mg/kg/h) intraoperatively until closure of the skin.

Induction of anesthesia started with of intravenous fentanyl 1.5 pg/kg, propo-
fol 2 mg/k, then atracurium 0.5 mg/kg was used to facilitate intubation with the
appropriate size cuffed endotracheal tube (ETT), anesthesia was maintained with

Sevoflurane 1.5% - 2% in 50% oxygen and air mixture, and top-up doses of
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atracurium 0.15 mg/kg to maintain muscle relaxation, with adjustment of me-
chanical ventilation trying to keep end-tidal carbon dioxide (EtCO2) at 30 to 35
mmHg. Lactated ringer solution was infused at 6 - 8 ml/kg/h throughout sur-
gery.

MAP, HR, SpO2 and EtCO2 values were monitored continuously with re-
cording both MAP and HR before induction of anesthesia, after intubation then
every 15 min until the end of surgery. Both of MAP and HR were maintained
within £20% of measured baseline values. Adjusting Sevoflurane concentration
and boluses of IV fentanyl 25 - 50 ug were used to manage hypertension (MAP >
20% of baseline values) or tachycardia (HR > 20% of baseline values). On the
other hand hypotension (MAP < 20% of measured baseline value) was managed
by giving IV bolus of Ringer’s solution (200 ml) but if no improvement IV
ephedrine boluses (3 - 9 mg) was used. If bradycardia occurred (HR < 50 beat
per minute) IV atropine 0.4 mg boluses were given.

After skin closure, sevoflurane was discontinued and all infusions were ter-
minated, then reversal of muscle relaxation was achieved by IV neostigmine
(0.05 mg/kg) with atropine (0.02 mg/kg). All Patients were extubated after pha-
ryngeal suctioning and recovery of adequate spontaneous ventilation.

Intraoperative data as hemodynamic parameters, total fentanyl consumption,
duration of surgery and extubation time were recorded.

After recovery, all patients were transmitted to the post anesthesia care unit
(PACU) and they were observed and monitored for (blood pressure, HR, respi-
ration, and oxygen saturation).

An independent observer assessed postoperative pain by using the visual ana-
log scale (VAS; 0 “no pain” and 10 “worst pain imaginable”) at different assess-
ment times (on arriving the PACU which was recorded as the (0 hours) then at
2, 6,12, 18, and 24 hours after surgery). Postoperative analgesia was provided by
tramadol 1 mg/kg which was given over 2 - 5 minutes intravenously when the
VAS score exceeded or equal 4 (VAS = 4),with the recording of the total amount
of IV tramadol given in the postoperative 24 hours and recording the time to the
first postoperative analgesic request.

Sedation level was assessed and scored at the same times of assessment of VAS
of pain. Scoring was as follows: 1 = awake and alert; 2 = awake but drowsy, res-
ponding to verbal stimulus; 3 = drowsy but arousable, responding to physical
stimulus, and 4 = unarousable, do not respod to physical stimulus.

Postoperatively, patients were also observed to detect the incidence of side ef-
fects, such as nausea, vomiting (two or more episodes of vomiting were treated
with intravenous ondansetron 4 mg), respiratory depression, dizziness, dry
mouth restlessness and signs of systemic toxicity of lidocaine such as perioral
numbness, drowsiness, lightheadedness and metallic taste were also checked.

Outcomes and assessment.

e The primary outcome measure was total postoperative analgesic (tramadol)

consumption and time of the first request for postoperative analgesic.
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Secondary outcome measures were;

¢ Intraoperative hemodynamic changes (MAP and HR)and intraoperative fen-
tanyl consumption

¢ Postoperative pain assessment by VAS during 24 hours.

e Postoperative sedation level.

e Side effects; nausea and vomiting, dizziness, headache and respiratory de-

pression.

4. Sample Size

According to previous studies [23] [24], it was found that the minimum opti-
mum sample size should be (19) patients in each group to detect a significant
difference of more than 20% in postoperative opioid consumption with using a
power of 80% and a significance level of 5%. Considering anticipated dropouts,
the sample size was increased to 22 patients per group. Sample size calculation
was made by using G * Power software version 3.1.2 for MS Windows, Franz

Faul, Kiel University, Germany.

5. The Statistical Analysis

The computer program SPSS (Statistical Package for the Social Science; SPSS
Inc, Chicago, IL, USA) version 22 was used for statistical analysis Data were sta-
tistically described in terms of mean * standard deviation (£SD), or frequencies
(number of cases) and percentages when appropriate. one-way analysis of va-
riance (ANOVA) test was used for comparison between the four study groups,
and Mann Whitney U test for independent samples for comparing not-normal
data. Bonferroni correction for multiple comparisons was applied in all compar-
isons. Categorical data were compared by using Chi-square (}*) test, while Exact
test was used instead if the expected frequency is less than 5. p values less than

0.05 was considered statistically significant.

6. Results

Eighty-eight patients undergoing thyroid surgery under general anesthesia com-
pleted this study, patients were divided into four equal groups (22 patients in
each group). Details of allocation, randomization, follow up and the final num-
ber of patients analyzed in the study are represented in Figure 1.

No statistically significant difference was detected between all groups regard-
ing the age, gender, ASA status, the weight, duration of surgery and extubation
time (Table 1).

There was a significant decrease in intraoperative fentanyl requirement in the
combination group (LG) if compared to the placebo (P) group, lidocaine (L)
group and (G) group (p < 0.001). Also, the intraoperative fentanyl consumption
was significantly lower in both lidocaine group (L) and gabapentin (G) group
when compared to placebo group (P) (p < 0.001). No significant difference be-
tween (L) and (G) groups when compared to each other (Table 1).

DOI: 10.4236/0janes.2017.79030

301 Open Journal of Anesthesiology


https://doi.org/10.4236/ojanes.2017.79030

S. El Shal

[ Enrollment

Assessed for eligibility(n=100)
J
Excluded(n=12)
not meeting inclusion criteria(n=4)
4 . ) refused to participate in the study(n=8)
Randomized (n=88)
Vi
Allocation
Allocated intervention(n=22) Allocated intervention(n=22) Allocated intervention(n=22)
Allocated intervention(n=22) Intervention group LG(n=22)
\ ) pin=22) Intervention group L(n=22) Intervention group G(n=22)
ntervention group P(n=:
group Received oral placebo+IV Received oral gabapentin+lV
eceived oral placebo Received oral gabapentin+V lidocaine(n=22)
Received oral placebo+IV lidocaine(n=22) saline(n=22) ~
saline(n=22
( ) Did not receive allocated Did i i . Did not receive allocated
id not receive allocate H 3 -
Did not receive allocated intervention(n=0) intervention(n=0)

intervention(n=0)
intervention(n=0)

I I Follow up I I

Lost to follow up(n=0) ] [ Lost to follow up(n=0) } Lost to follow up(n=0) ’ [ Lost to follow up(n=0) ]

Analysis

Analyzed(n=22)

Analyzed(n=22) Analyzed(n=22) Excluded f
xcluded from

Excluded from Excluded from
analysis (n=0) analysis (n=0)

Analyzed(n=22)
Excluded from
analysis (n=0)

analysis (n=0)

Figure 1. CONSORT Flow diagram of the studied patients enrolled in the study.

Table 1. Patients demographic data and intraoperative characteristics.

Variables (p) group (n=22) (L) group (n=22) (G) group (n=22) (LG) group (n=22) P value

Age (years) 456+7.5 469 +7.7 454+ 6.7 47.58 £8.2 0.755

Male/Female (n) 6/16 6/16 5/17 7/15 0.876

ASA class I/II (n) 7/15 8/14 6/16 8/14 0.904

Weight (kg) 87.5+£9.5 89 +8.7 90.2 8.2 88.7 £ 8.6 0.787

Duration of surgery (min) 127 £27 130 +28 134 +£29 132 +£28 0.861
Intraoperative fentanyl consumption (ug) 283 +38.7%>¢ 227 +39.8¢ 220 + 34.2¢ 180 + 30.4 <0.001

extubation time (min) 10.1. £ 1.8 104+ 1.4 9.8+1.7 10.6 £ 1.2 0.341

Data are represented as mean + SD or numbers. ASA = American Society of Anesthesiologists; (P) group = Placebo group, (L) group = Lidocaine group, (G)
group = Gabapentin group, (LG) group = Lidocaine-Gabapentin group; a: significant difference compared to group L (p < 0.001); b: significant difference
compared to group G (p < 0.001); c: significant difference compared to group LG (p < 0.001).
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Intraoperative HR and MAP of the placebo (P) group were significantly high-
er than the other 3 groups after intubation and after 15 min with p value (0.001
and p < 0.001) respectively for HR, and p < 0.001 after intubation and after 15
min for MAP, but no statistically significant difference was found among the
groups at other times (Table 2, Table 3). There was no serious bradycardia or

hypotension in the four groups.

Table 2. Intraoperative heart rate (HR).

Time (p) group (L) group (G) group (LG) group) P value
(n=22) (n=22) (n=22) (n=22)
Before induction 84.5+17.6 86.4 £ 16.5 85.8 £16.7 82.2 £ 15.6 0.834

After intubation 101.4 +12.5%>¢ 90.2+7.8 90.6 £ 6.7 89.4+9.5 <0.001

After 15 min 98.4 +10.9%%¢ 87.6 +7.8 86.7 £ 6.9 86.5+7.1 <0.001
After 30 min 90.6 8.7 87.7+7.9 88.4+8.2 87.9+8.4 0.638
After 45 min 89.4 £ 8.7 86.5 8.2 87.7+8.4 85.8 £8.8 0.525
After 60 min 88.8+7.6 86.7+7.4 89.6 + 8.2 859+79 0.355
Aftern 75 min 92.3 £8.8 91.4.+£78 90.1+7.9 90.2+£7.8 0.775
After 90 min 90.7 £9.9 88.6 + 8.2 87.3+84 89.4 + 8.6 0.631
At end of surgery 93.6 £7.7 90,7 + 8.9 914+84 89.4+82 0.404

Data are represented as mean + SD, (P) group = Placebo group, (L) group = Lidocaine group, (G) group =
Gabapentin group, (LG) group = Lidocaine-Gabapentin group; a: significant difference compared to group
L (p = 0.001) after intubation and (p < 0.001) after 15 min; b: significant difference compared to group G (p
= 0.001) after intubation and (p < 0.001) after 15 min; c: significant difference compared to group LG (p =
0.001) after intubation and (p < 0.001) after 15 min.

Table 3. Changes in mean arterial pressure (MAP).

i (p) group (L) group (G) group (LG) group P value
Time
(n=22) (n=22) (n=22) (n=22)
Before induction 945+ 11.6 954 +12.2 948 £ 124 92.5+11.9 0.868

X X 114.6 + 12.7%>¢ 99.2 £10.8 98.6 £ 11.6 96.9 £ 12.6 <0.001
After intubation

110.6 + 10.4>%>¢ 94.6 £9.8 93.7 £10.2 92.4+10.3 <0.001

After 15 min

After 30 min 96.3 + 10.4 954 +10.9 94.8 + 10.7 93.8 +11.7 0.894

After 45 min 95.8+9.6 93.7+10.2 94.7 + 10.6 92.4 +10.2 0.720

After 60 min 94.8 £12.2 92.6 £ 11.8 93.9+11.7 92.6 £12.1 0.911

After 75 min 94.5 +10.8 93.8 +£10.5 93.5+11.4 91.5+11.6 0.828

After 90 min 95.6 £9.8 92.5+10.1 93.4+9.6 92.4+£9.2 0.671
At end of surgery 95.7+11.4 93.2+10.8 94.6 £12.2 93.8+12.8 0.907

Data are represented as mean + SD; (P) group = Placebo group, (L) group = Lidocaine group, (G) group =
Gabapentin group, (LG) group = Lidocaine-Gabapentin group; a: significant difference compared to group
L (p < 0.001); b: significant difference compared to group G (p < 0.001); c: significant difference compared
to group LG (p < 0.001).
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The average total postoperative tramadol consumption for group (P), (L), (G)
and (LG) was (256 + 44 vs 155 + 38 vs 148 + 31 vs 120 + 15 mg) respectively (p <
0.001) with the lowest value in the combination group (LG) which was statisti-
cally lower when compared to (P), (L) and (G) groups (p < 0.001), Also, both (L)
and (G) groups had statistically lower values when compared to (P) group (p <
0.001) (Table 4).

Regarding the average time of the first postoperative analgesic requirement
for group (P), (L), (G) and (LG) it was (47.5 + 30.7 vs 117.5 *+ 27.6 vs 189.5 +
33.8 vs 208.6 = 39.7 min) respectively (p < 0.001). The time of the first request of
analgesic was significantly prolonged in the combination group (LG) compared
to (P) and (L) groups (p < 0.001). Also, there was significantly longer time of the
first request of analgesics in both (L) and (G) groups than placebo (P) group (p <
0.001). and prolonged time in(G) group compared to (L) group (p < 0.001)
(Table 4).

Regarding the VAS; the combination group had the lowest VAS compared to
other groups. When compared to placebo the combination group had signifi-
cantly lower VAS during the first 12 hours (p < 0.001).

The combination group (LG) was also superior to lidocaine (L) group with
significant lower VAS at (0 and 6 hours) (p < 0.001, while p < 0.05 at 2 hours).
Similarly, a significant difference was seen between (LG) group and (G) group (p
< 0.01 at 0 hour) and p < 0.001 at 6 hours) Figure 2).

On comparing group (G) with the placebo group (P), postoperative VAS had
significantly lower values in group (G) (p < 0.01 at 0 hour and p < 0.001 at 2,6
hours and p < 0.05 at 12 hours). There was significantly lower VAS in group G
when compared to L group only at 6 hours (p < 0.05).

On comparing group (L) with placebo group (P) visual analogue scale was
significantly lower in group (L) at 0 and 2 hours (P < 0.01 and P < 0.001 respec-
tively).

Table 4. Total tramadol consumption and time for the first analgesic request.

(p) group (n = 22)

(L) group (n =22)

(G) group (n =22) (LG) group) (n =22) P Value

Postoperative
tramadol
consumption
(mg)

Time to first
analgesic
request (min)

256 + 44>>¢

47.5 + 30.7%>¢

(P) vs (L) < 0.001
(P) vs (G) < 0.001
(P) vs (LG) < 0.001
(L) vs (G) 0.507
(L) vs (LG) < 0.001
(G) vs (LG) < 0.001

155 + 38°¢ 148 + 31° 120 £ 15 <0.001

(P) vs (L) < 0.001
(P) vs (G) < 0.001
(P) vs (LG) < 0.001
(L) vs (G) < 0.001
(L) vs (LG) < 0.001
(G) vs (LG) 0.093

117.5 + 27.6>¢ 189.5 + 33.8 208.6 + 39.7 <0.001

Data are mean + SD (P) group = Placebo group, (L) group = Lidocaine group, (G) group = Gabapentin group, (LG)group = Lidocaine-Gabapentin group; a:
significant difference compared to group L (p < 0.001); b: significant difference compared to group G (p < 0.001); c: significant difference compared to
group LG (p < 0.001).
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Figure 2. Comparison of postoperative visual analog scale (VAS) between all groups; (P) group = Placebo group, (L) group = Li-
docaine group, (G) group = Gabapentin group, (LG) group = Lidocaine-Gabapentin group; a: significant difference compared to
group L (p < 0.01 at Ohour and p < 0.001 at 2 hour in group P compared to group L); b: significant difference compared to group
G: (in group P compared to group Gp < 0.01 at 0 hour and p < 0.001 at 2, 6 hours and p < 0.05 at 12 hours); (in group L compared
to group G p < 0.05 at 6 hour); c: significant difference compared to group LG: (in group P compared to group LG p < 0.001 at 0, 2
6, 12 hours); :(in group L compared to group LG p < 0.001 at 0, 6 hours and p < 0.05 at 2 hours); (in group G compared to group
LG p < 0.01 at Ohour,and p < 0.001 at 6 hours).

Regarding the sedation score, there were no statistically significant differences
between all groups (Figure 3).

There was a higher incidence of postoperative nausea and vomiting in group
(P) with statistically significant difference between P group and G and LG
groups (p < 0.01) (Table 5).

Other complication did not show significant difference between all groups
(P > 0.05 for all) as shown in Table 5. No patient had any respiratory complica-
tion during the postoperative period.

There were no complaints related to lidocaine toxicity in L and LG groups.

7. Discussion

The results of this study detected that the group received a combination of
preoperative oral gabapentin and intraoperative IV lidocaine infusion had the
lowest postoperative tramadol consumption and the longest time period before
the first request for postoperative analgesia. It also showed lower VAS pain
scores, lower intraoperative fentanyl consumption and lower incidence of post-
operative nausea and vomiting. Both IV lidocaine infusion group and oral gaba-
pentin group had a superior analgesic effect compared to the placebo group.
There was a significant reduction of postoperative nausea and vomiting in the

gabapentin and the combination groups than the placebo group.
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Figure 3. Comparison of Postoperative Sedation Score between all groups; (P) group = Placebo group, (L) group = Lidocaine
group, (G) group = Gabapentin group, (LG) group = Lidocaine-Gabapentin group; P > 0.05 for all groups.

Table 5. Postoperative side effects.

Postoperative side effects (P) group (n =22) (L) group (n =22) (G) group (n =22) (LG) group (n =22)
Nausea 10 (45.5%)> < 5(22.7%) 2(9 %) 2(9%)
Vomiting 10 (45.5%)>< 4(18.1%) 2 (9%) 1(4.5%)
dizziness 3(13%) 4 (18%) 6 (27%) 7(31%)
headache 3 (13.6%) 4(18.1%) 3 (13.6%) 4(18.1%)
Dry mouth 5 (22.7%) 4(18.1%) 6 (27.2%) 6 (27.2%)

P value

<0.01

<0.01

0.459
0.952

0.876

Data are numbers or %; (P) group = Placebo group, (L) group = Lidocaine group, (G) group = Gabapentin group, (LG) group = Lidocaine-Gabapentin

group; b: significant difference compared to group G (p < 0.01); c: significant difference compared to group LG (p < 0.01).

Although both IV lidocaine infusion [13] [14] [15] [16] and oral preoperative
gabapentin [20] [21] [22] proved to be effective in the management of acute

postoperative pain following many surgical procedures with reported significant

lower VAS values and reduced postoperative analgesic consumption, but some

studies and meta-analyses showed contrasting results regarding the analgesic ef-

fect of lidocaine [25] and gabapentin due to differences in used doses and used

regimens or time of application [21]-[27] with the need of more researches to

specify the actual value of both drugs for providing sufficient analgesia in vari-

ous surgical procedures.

In the current study lidocaine was found to improve post-operative analgesia

only in the early postoperative period and decreased postoperative tramadol
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consumption compared to placebo group. These results were in line with the
previous study of Lauwick et al. [14] where IV lidocaine (1.5 mg/kg) was admi-
nistered, followed by continuous lidocaine infusion (2 mg/kg/h) throughout
surgery in patients undergoing laparoscopic cholecystectomy, the lidocaine
group had lower postoperative fentanyl consumption compared to the control
group (P = 0.018), with reduction of the amount of desflurane required (P =
0.012). The analgesic effect of IV lidocaine was also proved by the study of Kop-
pert et al. [26] where a group of 20 patients undergoing major abdominal sur-
gery received lidocaine bolus dose (1.5 mg/kg) in 10 min, then intraoperative IV
infusion of lidocaine (1.5 mg/kg/h)and another group (20 patients) received sa-
line placebo. Lidocaine group reported less pain during movement and less
postoperative morphine requirement (P < 0.05). Also, Wu CT et al detected a
significant higher analgesic effect of IV lidocaine compared to control group in
patients undergoing laparoscopic cholecystectomy with significant lower VAS
and total meperidine consumption [28].

The study of Kaba et al [29] detected improved postoperative analgesia by IV
lidocaine infusion in patients undergoing laparoscopic colectomy where a bolus
injection of intravenous lidocaine (1.5 mg/kg) was given to a group of patients at
induction of anesthesia, followed by intraoperative lidocaine continuous infu-
sion (2 mg-kg/h) then 1.33 mg-kg-h postoperatively for 24 h, while an equal vo-
lume of saline infusion was given to the control group, Lidocaine significantly
reduced postoperative pain and opioid consumption (P = 0.005). Similarly,
another study [23] comparing intraoperative IV lidocaine infusion to IV magne-
sium infusion and placebo infusion, it reported that both lidocaine and magne-
sium infusion reduced pain scores (p < 0.05), and reduced intraoperative fen-
tanyl requirements and postoperative morphine consumption (p < 0.001) when
compared to the placebo group, these results support the results of the current
study.

The results of the current study correlate with those of the previous study
done by Farag et al [30] where patients received IV lidocaine infusion (2
mg-kg-h) or IV placebo infusion during complex spine surgery, with continua-
tion of infusion in the post anesthesia care unit, the lidocaine group had signifi-
cantly lower pain scores (P < 0.001), also, lidocaine infusion decreased postoper-
ative opioid consumption by approximately 25%.

On the contrary to the current study, lidocaine has not proven as an effective
analgesic in previous studies showing no reduction in pain scores or opioid
consumption in various surgical procedures as found in the study of Martin et
al [31] on patients undergoing total hip arthroplasty where the patients of lido-
caine group received lidocaine bolus 1.5 mg/kg followed by 1.5 mg-kg-h IV infu-
sion while the control group received normal saline, they found no analgesic
benefit or opioid sparing effect of IV lidocaine. Also, De Oliveira and co-authors
[32] detected no significant difference in pain severity and no difference in

postoperative supplemental morphine consumption in two groups of patients
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undergoing abdominal hysterectomy, where the lidocaine group received lido-
caine (2 mg/kg/h) and the control group received 0.9% saline.

The lack of analgesic effect of IV lidocaine infusion was also detected in other
studies [33] [34] [35], the discrepancy between these results and the current
study may be due to the differences in the infused doses of lidocaine or different
timing of administration and different types and regions of surgery which may
affect the patterns of peripheral and central sensitization. Another explanation of
these contrasting results may be related to the individual variation in pain thre-
sholds and the response of different groups of patients to different analgesic
drugs.

In the current study, gabapentin was found to improve post-operative analge-
sia with significantly lower pain scores, lower intraoperative and postoperative
analgesic consumption, with prolonged time of first analgesic request (if com-
pared to placebo group). These findings were consistent with the previous stu-
dies on adult patients undergoing tonsillectomy, where patients who received
gabapentin (1200 mg or 600 mg) showed reduction of the amount of analgesics
used in the first 24 h after surgery [36] [37].

The analgesic effect of gabapentin was detected in the study of Sen et al [38]
in patients undergoing abdominal hysterectomy, which compared the effect of
gabapentin 1200 mg to ketamine group which ingested oral placebo capsules,
then IV bolus of ketamine 0.3 mg/kg before incision then 0.05 mg/kg/hour IV
infusion of ketamine until the end of operation; they detected that group re-
ceived gabapentin had significantly lower pain scores compared to ketamine and
control groups with significant decreased opioid requirement in gabapentin and
ketamine groups compared to control group (P < 0.001).

The results of the current study are in concordance with the results of the
study conducted by Al-Mujadi et al [24] which compared gabapentin 1200 mg
to oral placebo in patients undergoing thyroidectomy and they detected signifi-
cantly lower pain scores at rest and during swallowing with significantly lower
postoperative morphine consumption (P < 0.001) in the gabapentin group.

The results of the current study were also in agreement with many previous
studies carried out to evaluate the effect of preoperative gabapentin in many sur-
gical procedures including hysterectomy [39]. cholecystectomy [40], caesarean
delivery [41] and orthopedic procedures [42] [43] they all proved that gabapen-
tin significantly decreased the acute postoperative pain scores and opioid re-
quirements.

On the other hand, the results of the present study were in contrast to Bar-
tholdy et al. study [44] which revealed that oral gabapentin 1200 mg given preo-
peratively in laparoscopic sterilization had no significant reduction in pain score
as compared to placebo. It may be explained by the short preoperative time of
giving oral gabapentin (30 min before surgery) while it reaches peak plasma
concentration within 2 - 3 h.

Also, on the contrary to the current study, Short et al. [45] did not find any
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improvement in post cesarean section VAS scores with using either 300 or 600
mg gabapentin as a single preoperative dose. This contradictory results may be
attributed to the different type of surgery and anesthesia (spinal anesthesia).

Thyroid surgery commonly had a high incidence of postoperative nausea and
vomiting (PONV). The exact mechanisms of PONV after thyroidectomy are not
yet clear, but it may be related to stimulation of vagal afferents and increased
surgical inflammatory responses caused by surgical injury of the neck structures
[46]. In the current study, the incidence of nausea and vomiting were signifi-
cantly lower in both gabapentin group and combination groups compared to
placebo group, but no significant difference was found in lidocaine group if
compared to placebo. These results were in accordance with previous studies
using perioperative IV lidocaine during surgery with no effect on PONV [14]
[30], while in other studies lidocaine could reduce nausea and vomiting, this
may be mediated by a reduction in ileus as most of these studies were conducted
in abdominal surgery [25].

Previous studies detected a lower incidence of PONV with preoperative gaba-
pentin [47] [48] and this was in accordance with the current study. The definite
mechanism to reduce nausea and vomiting with gabapentin is not yet known,
but it may be related to the anxiolytic effect of gabapentin together with lower
postoperative opioid consumption.

On the contrary, no significant difference in the incidence of PONV was no-
ticed in Turan study evaluating the analgesic effects of gabapentin 1200 mg giv-
en 1 hour before total abdominal hysterectomy [39].

The current study showed comparable postoperative sedation level between all
groups, which was in accordance with many previous studies [39] [41] [45].

In contrast to our study, the previous study of Ghai et a/ [49] comparing be-
tween three groups of patients undergoing abdominal hysterectomy where the
Patients received either 300 mg pregabalin, or gabapentin capsules 900 mg or
placebo capsules given at 1 - 2 hours before surgery, patients of gabapentin and
pregabalin groups had significantly higher sedation scores compared to placebo
group (P < 0.001).

This contradictory in results of postoperative sedation may be related to dif-
ferent doses of gabapentin used in different procedures as using higher or re-
peated doses commonly increase postoperative sedation as reported in previous
meta-analysis studies, also the use of different scores for assessment of sedation
may cause these contradictory in results [21] [22].

The other adverse effect related to gabapentin (dizziness and headache) were
comparable to other groups in the current study, which correlates with the re-
sults of previous meta-analysis studies concluded that gabapentin considered to
have an optimum postoperative analgesic effect with the lowest incidence of ad-
verse effects when used in the dose of 600 - 800 mg [21] [22].

The current study had some limitations, one of them is lack of measuring the

plasma lidocaine level. but the administered dose of lidocaine was smaller with
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shorter duration of IV infusion than that used in previous studies in which the
lidocaine did not reach a toxic levels and in which there were no side effects re-
ported [29] [33].

Both intravenous lidocaine and oral gabapentin may be considered as safe,
inexpensive non-opioid analgesics helping to improve the quality of postopera-
tive analgesia. More studies are needed to confirm these results in various types
of surgery. Moreover, the effective safe dose of each drug, the onset time and
duration of analgesia need more clinical studies to be conducted with larger

sample size.

8. Conclusion

Administration of intravenous lidocaine infusion or oral gabapentin had a sig-
nificant postoperative analgesic effect in patients undergoing thyroid surgery.
The combination of preoperative gabapentin and intraoperative IV lidocaine
infusion was more effective than either drug alone with lower postoperative
analgesic requirements, more prolonged time of first postoperative analgesic re-
quest and lower VAS. There was significantly lower incidence of PONV in the

groups received gabapentin.
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