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4.

INTRODUCTION

Pain is thought W be inadequately trested in ooe-half of all surgical
procedurcs. Recent advances in the pathophysiology of pain have suggested that
il is possible 1o prevent or stteauate the central neural hyperexcitability that
contributes to enhanced postoperative pain.'!

High-cquality pain control afler day-case surgery is stll a  major
challenge. ™ Although opioids continue to have an important role in postoperative pain
management, they have many side-effecs.”A mulimodal approach has been
suggested to improve postoperative analgesia and to reduce the opicid-related side-
effocts. ™

Gynecological laparoscopy is a2 commonly performed  procedure.
Providing anesthesia for this can present a challenge, pariicularly in the day
surgery population. Poor analgesia, nausea, and vomiling can cause distress to
the patient and increased cost for the health system, because of overnight
admission,”Pregabalin and its developmental predecessor gabapentin were
ariginally developed as spasmolytic agents and adjuncts for the management of
generalized or partial epileptic seizures resistant to conventional therapies,'”

Pregabalin and gabapentin are siructural analogues of the inhibitory
peurctransmilter  gamma-ammobutyric  acid (GABA), bui they are not
functionally related to il The pharmacological basis of which is presynaptic
binding 1o the o-2-5 subunit of voltage-dependent calcium channsls that are
widely distributed in the spinal cord and brain. By altering calcium currents,
pregabalin reduces or modulates the releass of several excitabory
neursransmitters, including plutamate, norepinephrine, substance P, and
calcitomin  gene-related  peptide,  producing  inhibitory  modulation of

81mmrcms and recurning them to a "‘lwm'ngl“ st;.‘“
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The pharmacokinetics of pregabalin has proved to be lincar with low
varigbility. 1t is mpidly absorbed orally with more than 90% bioavailability,
achieves peak plasma levels within 30 minutes to 2 hours, and shows linear
pharmacokinctics with low intersubject variability, " The side effect profile is
good, with the most common adverse cvents being dizziness and
somaclenceand pregabalin has no effect on arterial blood pressure or heant
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AIM OF THE WORK

The aim of the work is 1o cvaluate the effect of two different doses of
pregabalin on post operative pain and analgesic consumption in patients
undergoing laparoscopic gynecological surgries.

s



PATIENTS

After approval of Ethical Committee of Faculty of Medicine and having
written informed consent from patients, the present study will be carmied out in
Alexandria University Shatby Hospital on forty-five female patients belonging
to ASA physical status 1 and Il aged 30-60 years oldscheduled for elective
laparoscopic gynecological surgeries under general anaesthesia in a prospective,
randomized, double blind study using closed envelope method and placebo
controlled trial.

The sample size was determined by the biostatistics department of the
High Institute of Public Health using program G power,

Exclusion <riteria:

Impaired kidney or liver functions,

History ofdmg ot alcohol abuse.

History of chronic pain or daily intake of analgesics.

Unconirolled medical discase (diabetes mellitus and hypertension).

U O

History of intake of non-steroidal anti-inflammatory drugs  within

24 h before surgery.

6. Any procedure takes more than two hours will be excluded from the study.
Patients will be randomly categorized into three equal groups (fifteen

patients each):

Group I:  Patients will roceive pregsbalin 75 mg omally, hour  before

induction of anacsthesia with sips of water.
Groupll: Patients will receive pregabalintS0 mg orally, hour before
indaltion of anaesthesia with sips of water.

.
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Group TIL: Patients will receive a matching placebo orully, hour before
mduction ofenaesthesiawith sips of water.
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METHODS

Preaperative evaluation, preparation and premedication:

8

Evaluation of the paticnts will be carried out theough:

. Proper history taking and clinical cxamination, fo

cardiovascular, respiratory, neurological and metabolic diseases.
Routine laboratory investigations include:
= Complete blond eount (CBC).
= Haemostatic profile study:
- Bleeding time,
- Clotting lime.
- Prothorambin time (PT).
- Partial ibrombaoplastin time {PIT).
- Prathrombin activity,
» Blood urea and serum creatinine.
« Fasting Waood glucose.
= Liver enzymes (ALT, AST).
« Urine analysis.

Electrocardiography et patients above 40 yesrs old.

Anacsthetic technigque:

ecxclude

« Each patient will rceive a matching placebo (Vitamin C) or 75 or 150mg
pr:'.lgahalht. All medications will be peovided by hospital pharmacy, will be
identical, and will be administered orally, in the ward hour before induction
of anaesthesia with sips of water handled by a staff nurse who is net involved

tn the study.

A 20-gauge cannula will be inserted in the ward.

Each patient will receive intravenous midazolam ©.02 mg/kg in the ward 15

incluctien of anaesthesia.

yf/f |
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» In the theatre each patient will receive intravenous fluids in the form of
lectated Ringer's solution according to the 4-2-1 rule {mlkg/h), during the
SUTRETY-

= Each patient will be altached to a multi-channel monitor (Trakmon, Kootron
limited - England) to display:

- Continuous ECG monitoning(lead [T for detection of dysrrythmiss.

- Heart eate (bears/min).

- Mon-invasive arterial blood pressure (mmHg) monitoring: mean arterial
blood pressure (MATP), systolic arterial blood pressure (SAP) and diagtelic
arterial blood pressure (DAP).

= Arterial oxygen saturation (Sp0,).

+ Anaesthesia technique will be siandardized in all groups. Patients will be
induced with fentanyl 2ug'kg and propofol 2 -3 mpdke.

= Orotracheal intubation will be facilitated by cisatracurium 0.2 mg'kg.

= Anaesthesia will be maintained with isoflurane 1-1.5% in 100% oxygen and
maintenance dose of cisatracurinm (.02 mgkg every 30 minguided by nerve
stimlator until the end of the operation.

= Al the end of surgery, residual neuromuscular paralysis will be reversed with
neostigmine 0.04 ma/kg and atropine 0.015 mg'ke.

= After  fulflling critesiz  of  extubation  (regain  conscicusmess,
heemodynamically stable, regular spomtaneous breathing, good muscle
power) patients will be extubated and will be fast-tracked to the ward to
according to the modified Aldrete score!” when their score will be> 9,

* [m the ward, paties!s will reccive intmvenous of ketroliae with dese not exceed
30 me/ Shwhen the YAS scoreis more than or equal 4.

Measurements

The following parmmeters will he measuned:

A. Hemodynamic Paraineters

m:mw‘minul::s] using lead 11 electrocardiogram.
. .
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* Mean arterial blood pressure: (MABP) will be measured in mmHg,
* Artenial oxygen saturation (Spl:): using pulse oximeter if there is any
changes '
These will be monitored continucusly and recorded at the following
times:
* Before induction.
* After inductian.
* Every 15 minutes intraoperative.
* After endotracheal exmubation.
* Postoperative every 6 hours for 24 hour .
B. Postoperative pain
(1)Assessment of pain both at rest (static) and during coughing (dynamic).
It will be assessed using visual analogue scale (VAS) "
Patients will be instructed the day before operation about how o dse
the (VAR),
Pain will be assessed on a linear scale (2 10 cm graded horizontal line):

i, Right hand margin Nex pain sCOre Zero,

il. Left hand margin wionst pain scarel .

F 4 & s

Unbearable G
Distresa Distrass
Task

Date Start oo {nd’



Asseszment of pain will be done
1- Om arrival of patient to the ward,
2- Then every 30 minutes in the first twe hours.
3~ Then every one hour tll six hours
4- Then every 6 hours For the rest of 24 hours,

{23 When postoperative pain is WAS 4, patients will receive intravenous
ketrolac with dose nat exeead 30 mg/ 6hour and the total administered dose
in 24 hour and requirement time will be recorded.

C. Analgesic consumption

It will be assessed as follows:

1. First dose required.
2. Total requirement in 24 hours.
D. Level of sedation
It will be assessed with the Ramsay sedation score '“'as follows:

I. Patient is anxious and agitated or restless, or bath.

Patient is cooperalive, oriented, and tranguil.

Patients respond to commands only.

Patient exhibits brisk response to light glabellar tap or loud auditory

stimulus.

B

(]

. Patient cxhibits a sfugpish response o light glabeliar tap or Joud auditory
stirmulus,
6. Patient exhibits no response.
Patients with a sedation scale of 4 will be considered as sedated.
Assessiment of sedation will be dane
1- on amival of patient to the ward.
2- Then every 6 h till the end of the study, that is, 24 h afler operation.
E. Postoperative nauses and vomiting
The severity of PONV will be graded on a four-point erdinal scale (0, ne

navses or vomiting: 1, mild nausea; 2, moderate nausea; and 3, severg nausea

/‘,f/ﬂé:? /}{//E
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with vomiting). Rescue anliemetic ondansetron 4 mg intravenouse will be given
to all patients with PONY of grade 2,

F. Postoperative side effects
Patients will be observed for any side effects during the first 24

postoperatiye hours in the ward such as skin rash, tinnitus, itching or others.

—
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RESULTS

The results obtained from this study will be tabulated and statistically
using the standard statistical methods.
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PISCUSSION

The results obtained from thizs sudy will be discussed in view of
achievement of the aim and compared with any available published data in the
samc ficld of the research.
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Appendix 1

g
Fledical Reseanch Institute
Bepartment of Medical Butlstics

Sample Size Calewlation

Dr.Asmaa Abdefwahab

Sample Size Caleulation

Sample Size Calculation

The minimum sample size required | Total

in each group is

11 33

Summary Statements
& zample size of 11,711,171 (total 33} produces a power B0% to detect differance
of mean me needed fill first doss of enalgesia batwesn control {1£1.25 h)
,aroup taking 75 mg pregabaiine (121.25 hj and group taking 150 mg
pregabaline (321.25 h),al level of significance of 05,using Cne Way ANOWA tast.

References:
The sample size was calculated using
PASS 12 Program 2013 version 12.0.2.



ETHICS OF RESEARCH

Research on human or human products:

@/?mﬁpmiw study: Informed consent will be taken from patients. In case of
mcompitent paticnts the informed consent will be taken from the guardians,

[] Retrospective study: Confidentiality of records will be considered

D DNA ! genomic material: Informed consent for DNA / genomic test and for
research will be taken from patients. Mo further tests will be carried out except
with further approval of committee and patients. If the samples will iravel outside
Egypt the researcher will be responsible for transportation and security approval.

m:&u,gs used in the research are approved by the Egyptian Ministry of Health

NAEWEZE
Research on animal: - B V-

ﬁ The animal species are approprate for the test
[] After pest, if the animal will suffer, it will be euthanized and properly disposed.

m After operation, it will have a proper postoperative care.
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