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                                                      ABSTRACT 

 

TITLE: “COMPARISION OF MELATONIN AND CLONIDINE AS ORAL 

PREMEDICANTS   IN ADULT PATIENTS UNDERGOING ELECTIVE 

SURGERIES UNDER GENERAL ANAESTHESIA: A DOUBLE-BLIND 

RANDOMISED PROSPECTIVE STUDY.” 

 

Background and Aims: 

Premedication is also essential to provide amnesia, prevent physiologic stress, produce vagolysis, 

reduce total anaesthetic requirements, decrease probability of aspiration, decrease salivation and 

secretions, provide antiemesis and analgesia. Clonidine and melatonin proven to be good 

premedicants in elective surgeries, we compared these two drugs on various objectives. 

 

Methods:          

150 participants in age group 18 – 50 years of ASA 1 and 2 were randomly allocated into three 

groups. Drugs were administered 90-120min prior to surgery.  Group C  received oral  clonidine  

200mcg, Group  M  received  melatonin  6mg and  Group P  received  multivitamin tablets  as  

placebo. Anxiety, orientation, cognition were assessed before and after 90-120min of drug 

administration. Sedation was assessed after 90-120 minutes of drug administration.   

Haemodynamic parameters SBP, DBP, MAP and HR were noted before and after 90-120min of 

premedication, at the time of intubation, at 3minutes, 5minutes, 7minutes and 10minutes of 

intubation. 

 



                                                                             16 
 

Result:   

Anxiety score was less in both the groups (C and M) but was significantly reduced in group M. 

(M- 2.64±1.16 vs. C- 1.34±0.96). There was no change in orientation scores in all the three 

groups (C, M and P). Sedation in group M was 2.98±0.62 and group C was 2.94±0.51. Mean 

DSST scores in group M was -3.64±2.04 and in group C it was 1.86±2.94. Haemodynamic stress 

response to laryngoscopy and intubation was found to be least in Group C. 

 

Conclusion:    

Oral Melatonin 6mg provides adequate anxiolysis when compared with oral clonidine 200mcg. 

Sedation was adequate with both melatonin and clonidine. Cognition is not impaired with both 

clonidine and melatonin but cognitive function is better with melatonin. Sedation score was 

statistically significant in melatonin and clonidine when compared with placebo. Oral 

clonidine and melatonin provided similar sedation Clonidine attenuates hemodynamic stress 

response to laryngoscopy and intubation better than melatonin.  

  

Key words: Clonidine, melatonin, premedication 
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                                                INTRODUCTION 

         Management of anaesthesia begins with preoperative psychological preparation of 

the patient and administration of drug or drugs selected to elicit specific pharmacologic 

responses1. This initial psychological and pharmacologic component of anaesthetic 

management is referred to as premedication. Socio-psychological factors, such as 

increased anxiety in developed societies and cultures, and separation anxiety, particularly 

in children, justify the use of premedicants. Premedication is essential for avoiding 

haemodynamic changes during induction. Premedication is also essential to provide 

amnesia, prevent physiologic stress, produce vagolysis, reduce total anaesthetic 

requirements, decrease probability of aspiration, decrease salivation and secretions, 

provide antiemesis and analgesia2,3. 

          General anaesthesia is the preferred choice of anaesthesia for many surgeries. 

Various methods have been used to prevent hemodynamic response to intubation. Drugs 

commonly used for the same are intravenous opioids, esmolol, sodium nitroprusside, 

lignocaine and oral clonidine. Deepening of plane of anesthesia also helps in preventing 

the response4. 

        Preoperative anxiety is described as an unpleasant state of uneasiness or tension that 

is secondary to a patient being concerned about a disease, hospitalization, incapacitation, 

anaesthesia, surgery, or his or her anticipation of postoperative pain and the unknown5. 

       Cognition is essential for assessment of neurological and behavioral functions. Sub 

domains of cognitive function are sustained attention, executive functioning including 
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working memory, explicit and implicit memory, intelligence, time orientation, 

registration, attention, and judgment6. 

Cognitive impairment indicates a decline in function of either one or multiple domains of 

cognitive function7. 

      Sedation refers to decreased responsiveness to any level of stimulation and is 

associated with some decrease in motor activity and ideation. Sedative is a drug that 

subdues excitement and calms the subject without inducing sleep, though drowsiness may 

be produced8. 

      Clonidine, a centrally acting a2-agonist, has a beneficial effect on the hyperdynamic 

response to endotracheal intubation9; it attenuates stress-induced sympathoadrenal 

responses to painful stimuli10, improves the intraoperative hemodynamic stability11, 

reduces the incidence of perioperative myocardial ischemic episodes in patients with 

suspected or documented coronary artery disease12 and decreases anesthetic requirements 

during surgery. Clonidine as a premedicant has beneficial effects which include sedation, 

reduction of dose of induction agent13, attenuation of laryngoscopic stress response14.  It 

also reduces anaesthetic15 and analgesic requirement thus minimizes post operative pain, 

nausea and vomiting. 

     Melatonin (N-acetyl-5-methoxytryptamine) is synthesized from tryptophan and 

secreted principally by the pineal gland16. It has an endogenous circadian rhythm of 

secretion induced by the suprachiasmatic nuclei of the hypothalamus that is entrained to 

the light and dark cycle. Melatonin has a hypnotic/sedative effect when administered 

orally17. This may be due to its circadian rhythm regulation effect. The sedative effect of 

melatonin is due to modulation of gamma-aminobutyric acid (GABAA) receptors. 
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Exogenous melatonin improves sleep quality and has anxiolytic18, anti-inflammatory and 

oxidative effects.  It has been reported that melatonin causes preoperative anxiolysis and 

increase in the level of sedation without impairing orientation19. 
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                                              AIMS & OBJECTIVES  

 To compare melatonin and clonidine as oral premedicants.  

 Objectives: To compare anxiety, sedation, orientation, cognition, hemodynamic stress 

response to laryngoscopy and intubation. 
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                                          REVIEW OF LITERATURE 

Various clinical studies related to our study are reviewed and their significant findings are 

as follows:  

             Upendra Kumar S et al20, conducted prospective, randomized, double-blind 

study which included 60 patients between 15 and 65 years of American Society of 

Anaesthesiologists (ASA) physical status Ⅰ and Ⅱ of both the sexes. Each group consisted 

of 30 patients. Group A received oral clonidine 5 µg/kg and Group B received oral 

gabapentin 800 mg, 90 min prior to surgery. After induction laryngoscopy was 

performed. After the introduction of direct laryngoscope Heart rate (HR), Systolic blood 

pressure (SBP), Diastolic blood pressure (DBP) and Mean arterial pressure (MAP) were 

monitored at 0, 1, 3, 5, 10, 15, and 30 min of laryngoscopy. It was seen that, there was a 

decrease in pulse rate in both groups at 0th and 1st min, it increased at 3rd min and 

gradually decreased by 30th min. Pulse rate was better controlled in Group A at all times 

than Group B and it was statistically significant at 1 min ,3 min. Similarly, MAP was 

decreased in both groups than baseline at all times except at 3rd min. Although the fall 

appears to be more in Group A as compared to Group B, no statistically significant 

difference was noted between the two groups except at 15 min and 30th min. 

Furthermore, there was fall in SBP and DBP in both groups as compared to baseline at all 

times except at 3rd min. The difference was not statistically significant. They concluded 

that both oral clonidine 5 µg/kg and oral gabapentin 800 mg given as premedication 90 

min prior to surgery, effectively attenuates hemodynamic pressor response to direct 
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laryngoscopy. They further mentioned that gabapentin produces more postoperative 

sedation than clonidine. 

              A Randomized study conducted by Faranak R et al21 in 2016 to compare the 

effect of preoperative administration of melatonin and Passiflora incarnata on 

postoperative cognitive disorders in adult patients undergoing elective surgery. In this 

study 52 patients belonging to American society of anesthesiologists grade (ASA) I and II 

were included. Group P received Passiflora incarnata 1000 mg (nature made) and group 

M received melatonin 6 mg one hour before surgery. Post-operative pain was assessed by 

the visual analogue scale (VAS). Anxiety and cognitive dysfunction was assessed with 

the Ramsey score and the digital symbol substitution test (DSST) respectively. In their 

study, it was found that there were no statistical differences between both groups in 

postoperative pain (P > 0.05). The anxiety score was statistically significant in both drugs 

(P = 0.001). Sedation score was higher with melatonin. There was a significant difference 

between both groups in DSST. They concluded that melatonin caused less cognitive 

impairment compared to Passiflora incarnata. 

 

   Mohamed Naguib et al22 conducted a study to compare the perioperative effects 

of different doses of melatonin and midazolam. It was a prospective, randomized, double 

blinded, placebo-controlled study which included 84 ASA I women. Patients were 

randomly allocated to one of the seven groups who received either 0.05, 0.1, 0.2 mg/kg 

sublingual midazolam, 0.05, 0.1, 0.2 mg/kg sublingual melatonin, or sublingual saline as 

placebo. Sedation, anxiety, and orientation were noted before, 10, 30, 60, and 90 min 

after premedication, and 15, 30, 60, and 90 min after admission to the recovery room. 
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Digit-symbol substitution test and Trieger dot test were used to assess the psychomotor 

performance of the patients. They concluded that premedication with 0.05 mg/kg 

melatonin provided good preoperative anxiolysis and sedation without impairment of 

cognitive and psychomotor skills and without prolonging recovery. They added that 0.05 

mg/kg melatonin appears to be an adequate dose for premedication. 

               Laurito CE et al23 in 1990 conducted a study to determine the effects of oral 

clonidine as premedicant on sedative, anxiolytic, and hemodynamic responses during the 

immediate preoperative period, laryngoscopy/intubation, and in post anesthetic recovery. 

It was a Randomized double-blind study conducted on 40 ASA physical status I and II 

adults. Patients were allotted to four groups (clonidine 0.1 mg, clonidine 0.2 mg, 

triazolam0.25 mg, or placebo). Anxiety and sedation was scored on ordinal scale at time 

of treatment, 90 minutes later and also just before induction. Hemodynamic monitoring 

was done at 1 minute interval and after 45-seconds of laryngoscopy to ensure a vigorous 

stress response. They concluded that Oral clonidine 200mcg was effective in reducing the 

level of behavioral and hemodynamic responses preoperatively and in blunting systolic 

hypertension produced by prolonged laryngoscopy. 

                Tushar Patel et al24 conducted randomized study on 120 patients to compare 

between oral melatonin and oral midazolam on preoperative anxiety, cognitive, and 

psychomotor functions. Patients were aged between 16-55 years, of American Society of 

Anesthesiologists Grade 1 and 2 posted for elective surgery, with each group of 

melatonin, midazolam, and placebo comprising 40 patients. Patients were given either 0.4 

mg/kg oral melatonin or 0.2 mg/kg oral midazolam or a placebo 60-90 min before 

induction. Preoperative anxiety was studied before and 60-90 min after giving 
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medications using visual analog scale (VAS) anxiety score, orientation score, and 

sedation score. Psychomotor and cognitive functions were studied using the digit symbol 

substitution test (DSST) and trail making test (TMT) tests. No significant difference (P = 

0.49) in VAS anxiety scores was observed on comparing midazolam with melatonin. 

Intergroup comparison of sedation scores showed melatonin (P =0.0258) and midazolam 

(P = 0.0000) to be statistically significant when compared with placebo. They concluded 

that oral melatonin 0.4 mg/kg provides adequate anxiolysis comparable to that of oral 

midazolam. Unlike midazolam, oral melatonin 0.4 mg/kg does not impair the general 

cognitive and psychomotor function especially cognitive aspects such as working 

memory, memory retrieval, sustained attention, and flexibility of thinking. 

 

                Singhal SK et al25 conducted a randomized study, to compare Oral clonidine 

versus gabapentin as premedicant for obtunding hemodynamic response to laryngoscopy 

and tracheal intubation.Patients were randomly allocated to two groups. Group A 

received clonidine 200mcg and group B received oral gabapentin 900mg.Drugs were 

administered 90min before induction. They concluded that oral clonidine 200µg when 

given 90min before anaesthesia, provides good attenuation of hemodynamic response to 

laryngoscopy and intubation as compared with oral gabapentin 900mg, which also fairly 

attenuated the hypertensive response, but not the tachycardic response. Clonidine also 

provided better sedation and anxiolysis when compared with gabapentin. 

 

               A randomized study conducted by R Sharma et al26 to see the effect of 

premedication with oral Clonidine on hemodynamic response during Electroconvulsive 
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Therapy. This study was performed on 25 patients aged 20-50 years, weight 50-70 kg 

with ASA I and II who were candidates for ECT. Prior to ECT, each patient received oral 

doses of clonidine (0.3 mg) or a placebo 90 minutes before ECT. Baseline Heart rate, 

systolic, diastolic and mean arterial pressures were noted just before securing the 

intravenous cannula. The same parameters were noted after induction, immediately after 

seizure cessation following delivery of the electric shock and at 1 minute interval for 10 

minutes. He concluded that Oral clonidine (0.3 mg) decreases the acute hypertensive 

response after electroconvulsive therapy; however, this antihypertensive effect was 

achieved by decreasing the blood pressure before the electrical stimulus. 

                Norouzi et al27 conducted a double blinded randomized trial to study the effect 

of oral melatonin on propofol induction dose for anesthesia, anxiety, orientation, and 

sedation after abdominal surgery. It was a double blinded study which included 88 

patients of ASA physical status Ⅰ and Ⅱ. Patients were randomly allocated to two groups, 

melatonin group received 3mg melatonin dissolved in 3ml of distilled water and placebo 

group received 3ml of distilled water 50 minutes before the surgery. Anxiety, orientation 

and sedation were assessed before drug administration, prior to induction and also in the 

recovery room. Vitals including mean arterial pressure, heart rate, oxygen saturation and 

end tidal CO2 were recorded prior to induction, every 10minutes intraoperatively and 

every 15minutes in the recovery room. Their study showed no statistical difference 

between both groups in HR (P < 0.05), however it was lower in with melatonin. Their 

results also showed, no significant difference between both groups in SaO2 (P < 0.05) 

and in EtCO2 (P > 0.05). In melatonin group anxiety score was less before induction and 

in recovery with p values 0.013 and 0.034 respectively. Before induction orientation was 

better in placebo group than melatonin. There was no significant difference in orientation 
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at recovery, however it was higher with melatonin. Sedation was better with melatonin 

before induction as well as in recovery. They concluded that sedation, anxiety was better 

with melatonin and propofol dose used was lower in the melatonin group than in the 

placebo group. 

            Waikar, et al28 conducted a prospective, randomized double-blind study in 90 

patients of ASA physical status Ⅰ and Ⅱ between 18 to 60 years to compare oral 

gabapentin, pregabalin and clonidine as premedication for anxiolysis, sedation, and 

attenuation of pressor response to endotracheal intubation. Patients were randomly 

allocated into three groups. Drugs were administered 90 minutes prior to the surgery. 

 Group A received pregabalin of 150mg, Group B received gabapentin 900mg and Group 

C received clonidine 200 mcg. In their study it was observed that mean heart rate was 

lower with clonidine and was statistically significant at 5minutes and 10minutes of 

intubation. Pregabalin showed significantly lesser mean blood pressure at 1 minute and 3 

minutes of intubation.  Sedation and anxiety score was statistically significant in all the 

groups but it was more statistically significant with pregabalin. 

                  A Khare et al29, conducted a study to compare the effects of oral melatonin 

and oral alprazolam as premedicant in adult patients undergoing various surgical 

procedures under general anaesthesia. It was a prospective randomized placebo-

controlled study. This study included 90 patients and they were randomly allocated into 

three groups. Group M received oral melatonin 6 mg, group A received oral alprazolam 

0.5mg, and Group P received multivitamin tablet as placebo. Drugs were administered 

120minutes prior to induction. They compared anxiety, sedation, orientation, and 

cognition. Their study showed anxiety scores were significantly reduced in group M and 

https://www.ncbi.nlm.nih.gov/pubmed/?term=Khare%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30283171
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group A when compared to Group P. Sedation was higher with alprazolam than 

melatonin and placebo groups. Orientation was not statistically significant in all the three 

groups before and after premedication. Cognition score was better with melatonin than 

alprazolam and placebo.       

                                      

                                           PHARMACOLOGY 

                                                         CLONIDINE 

  

                                     

 Formula:  C9H9Cl2N3  

Molar mass: 230.09 g/mol 

Chemical name:  2-(2, 6-Dichloroanilino)-2-imidazoline hydrochloride 

Category:  α2 adrenergic agonist  

Formulations: Oral tablets, transdermal patch, injections. 

 

Pharmacokinetic and pharmacodynamic profile: 

Oral bioavailability: 100% 

Protein binding: 20-40% bound to plasma proteins, mainly albumin. 

Peak plasma concentration: 1-3hours 
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Elimination half life (t1/2): 6-24hours 

 Excretion: half of drug is excreted unchanged in urine. 

Mechanism of action13: 

Alpha-2 receptors are located on blood vessels where they mediate vasoconstriction and 

on sympathetic terminals, where they inhibit norepinephrine release. The responses of 

activation of alpha-2 receptors in other areas include contraction of vascular and other 

smooth muscles; decreased salivation and decreased bowel motility in the gastrointestinal 

tract, inhibition of renin release, increased glomerular filtration and increased secretion of 

sodium and water in the kidney, decreased release of insulin from the pancreas, decreased 

intraocular pressure. 

 

 

 

Figure 1: Physiology of Alpha-2 Adrenoreceptors 

                                                                                                                                          30                           
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Dosage:  

1. Anti-hypertensive dose: Oral: 0.2-0.3 mg /day31  

2. Premedication dose: Oral dose15: 4-5 µgkg-1 body weight 90 min before surgery and      

intravenous dose: 1-3 µgkg-1 body weight.  

Clonidine as a pre anaesthetic medication: 

 Clonidine in oral dose of 5mcg/kg has been shown to be safe and effective drug to 

achieve a pre operative blood pressure control in mild to moderate hypertension12. The 

drug may be administered as a part of pre-anaesthetic medication in normotensive 

patients or given intravenously prior to induction.  
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      Uses:  

1. Anti-hypertensive32.  

2. Sedation33 

3. Reduces anaesthetic requirements and improves hemodynamic and 

sympathoadrenal stability. 

4. Reduction of MAC value of inhalational agents occurs.  

5. Prevents perioperative myocardial ischemia34. 

6. Its analgesic effect is useful as adjuvant to neuraxial blockade32, 35. 

7. In alcohol and opioid withdrawal: it reduces sympathetic nervous system 

hyperactivity32. 

8. Reduces shivering after general anaesthesia when used at induction36.  

9.  Reduces catecholamines levels and is thus useful in patients with coronary artery 

disease37. 
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Figure 2: Illustration of the mechanisms of central sympatholytic drugs. I1: 

Imidazoline       receptors; NE: Norepinephrine; TPR: Total peripheral resistance 

 

Side effects32:   

1. Sedation. 

2. Xerostomia. 

3. Rashes. 

4. Orthostatic hypotension (rare). 

5. Impotence. 

6. Constipation. 
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7.  Rebound hypertension38,39: Abrupt discontinuation of clonidine results in 

rebound hypertension as soon as 8 hours and as late as 36 hours after last dose.  

Atipamezole is the drug used to reverse adverse effects of clonidine. 

                                                   

                                                     MELATONIN            

Melatonin is a biosignaling molecule. In some fish and amphibians, melatonin acts on 

melanin-containing pigment granules in melanocytes to control skin pigmentation. 

Melatonin synthesis in the pineal gland is influenced by external factors, including 

ambient light. In mammals, melatonin causes pigmentation of skin cells and suppresses 

ovarian function. It also plays a role in regulating biological rhythms and has been 

studied as a treatment for jet lag and other sleep disorders. Melatonin analogue has 

recently been approved for the treatment of insomnia40. 
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 Formula:  C13H16N2O2 

Molar mass: 232.278 g/mol 

Chemical name:  N-[2-(5-methoxy-1H-indol-3-yl) ethyl] 

Route of administration: oral, sublingual and transdermal. 

Pharmacokinetic and pharmacodynamic profile: 

Bioavailability: 30-50% 

Metabolized in liver via CYP1A2 mediated 6-hydroxylation. 

Metabolites: 6-hydroxymelatonin, N-acetyl-5-hydroxytryptamine, 5-methoxytryptamine 

Elimination half –life: 30–50 minutes. 

Peak plasma concentration: 60minutes after oral administration. 

Excretion is via kidney. 

 

Mechanism of action40: 

Levels of melatonin in the suprachiasmatic nucleus rise and fall in a circadian fashion, 

increasing in concentration in the evening for sleep, then stabilizes and eventually 

decreases as the night progresses. Two GPCRs for melatonin, MT1 and MT2, and in the 

suprachiasmatic nucleus have different roles in sleep. Binding of agonists such as 

melatonin to the MT1 receptor promotes sleep initiation. Melatonin binding to the MT2 
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receptor alters the timing of the circadian system. Melatonin binds broadly to quinone 

reductase 2, a structurally unrelated MT3 receptor. 

 

Figure 3: Physiology of Melatonin Secretion. 

 

Sleep8: 

Age is an important factor in determining the amount and depth of sleep. It has been 

recognized that sleep is a structured cyclic process. Different stages of sleep and their 

characteristics: 

Stage 0 (awake):  

• From lying down to falling asleep and occasional nocturnal awakenings. 

• It accounts for 1–2% of sleep time.  
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• EEG shows alpha activity when eyes are closed and beta activity when eyes are 

open.  

• Irregular or slowly rolling eye movements. 

Stage 1 (dozing): 

• Alpha activity interspersed with theta waves.  

• Neck muscles are relaxed. 

• It accounts for 3-6% of sleep time. 

• Eye movements are reduced but rolling may occur.  

Stage 2 (unequivocal sleep):  

• Theta waves are interspersed with spindles. 

• Sensory stimulation evokes K complexes. 

•  It accounts for 40-50% of sleep time. 

•  Eye movements are less. 

• Easily arousable.  

Stage 3 (deep sleep transition): 

• Theta, delta and spindle activities are seen on EEG.  

• Strong stimulus can only evoke K complexes. 

• It accounts for 5-8% of sleep time.  

• Eye movements are very few. 

• Subjects are not easily arousable.  
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Stage 4 (cerebral sleep)  

• Delta activity predominates in EEG. 

•  K complexes cannot be evoked.  

• It accounts for 10-20% of sleep time. 

• Eyes are fixed. 

• Difficult to arouse. 

  

REM sleep (paradoxical sleep): 

• Waves of all frequency are seen on EEG.  

• K complexes are not elicited.  

• Rapid eye movements are well marked and are irregular.  

• Dreams and nightmares can occur. 

 

Figure 4: A normal sleep cycle. 
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Physiological roles of melatonin:                      

1. Regulation of circadian rhythms41.  

2. Regulation of the reproductive axis42.  

3. Antioxidant, oncostatic, anti-inflammatory and anticonvulsant effects43-45.  

     BENEFITS OF MELATONIN IN ANAESTHESIA: 

1. SLEEP INDUCTION: The hypnotic effects of melatonin are considered as an integral 

component of its physiological role17. It improves sleep onset, duration and quality.  By 

suppressing neuronal activity it contributes to regulation of sleep46. It modulates GABA 

receptor activity and facilitates GABAergic transmission. Melatonin concentration peaks 

in the evening and is associated with the lowest point in the rhythms of core body 

temperature, mental performance, metabolic functions and with maximum sleep 

propensity. They amplify the difference in day/night alertness levels and exhibit mild 

sleep-inducing effects. Melatonin as well as its analogues does not show side effects like 

addiction and dependence47. 

2. ANALGESIC EFFECTS48: The exact mechanism and site of action of   

antinociception of melatonin is not entirely clear. Melatonin can increase β-endorphin 

and the antinociception induced by δ opioid receptor agonists.  Added to this effect it can 

also activate MT2 receptors in the dorsal horn of the spinal cord49. It also interacts with 

adrenergic, dopaminergic, serotonergic receptors, and opioids other than the nitric oxide 

L-arginine pathway. But the physiological mechanism of its analgesic effect is not clear. 

It can be linked to G-coupled melatonin receptors, GABA-B receptors or G-coupled 

opioid μ receptors.  
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Figure 5: Regulation of melatonin synthesis by the pineal gland in the light-dark 

cycles and the mechanisms through with melatonin promotes anti-allodynic and 

anti-nociceptive effects. 

 

3. ANTI-INFLAMMATORY AND IMMUNOLOGICAL EFFECTS: Melatonin has 

number of functions and it also has anti-inflammatory effects. Melatonin reduces tissue 

destruction caused due to inflammatory reactions by many ways. Melatonin directly 

scavenges toxic free radicals and reduces macromolecular damage to all organs. The free 

radicals, reactive oxygen and nitrogen species that are scavenged by melatonin are the 

highly toxic hydroxyl radical, peroxynitrite anion and hypochlorous acid among. All 

these agents contribute to the inflammatory response and associated tissue destruction. 

Another mechanism by which melatonin reduces the damage resulting from inflammation 

is, it inhibits the translocation of nuclear factor-kappa B (NF-κB) to the nucleus and 

further its binding to DNA, thus reducing the upregulation of a variety of 
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proinflammatory cytokines, like interleukins and tumor necrosis factor-alpha. It also has 

modulatory effect on the NO synthetase (NOS) and cytokine production in inflammatory 

and oncostatic processes50.  

 

4. ANTI-OXIDATIVE EFFECTS51, 52: Melatonin achieves this action directly by 

detoxification of reactive oxygen and reactive nitrogen species and indirectly by 

stimulating antioxidant enzymes. It has also been reported that melatonin chelates 

transition metals that are involved in the Fenton/Haber -Weiss reactions. Thus melatonin 

decreases the formation of toxic hydroxyl radical and resulting in the reduction of 

oxidative stress. It prevents the damage induced by free radicals and increases the activity 

of various antioxidant enzymes like catalase, glutathione reductase and glutathione S 

transferase.  

 

5. CHRONOBIOTIC PROPERTY53: ‘A substance that adjusts the timing of the central 

biological clock’ is known as chronobiotic. Melatonin is an important regulator of the 

body circadian rhythm. Anaesthesia and surgery acutely disturbs the normal circadian 

rhythm of melatonin due to delay in the onset of nocturnal melatonin secretion.  

 

6. ANTI HYPERTENSIVE PROPERTY: Melatonin plays role in blood pressure 

regulation. It was found that in hypertensive patients nocturnal production of melatonin 

was reduced. In animal models of hypertension, melatonin showed reduction in blood 

pressure. Melatonin binds to specific melatonin receptors in the blood vessels and 
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interferes with the vascular response to catecholamines. It can interfere with the 

peripheral and central autonomic system and leads to reduction in adrenergic outflow and 

catecholamine levels. It can increase nitric oxide levels and cause relaxation of the 

arterial wall smooth muscle. 

 

ADVERSE EFFECTS55: 

➢ Fatigue and excessive sleepiness: These are frequently reported adverse effects 

which are related to reductions in psychomotor and neurocognitive function. 

These are consistent with long-observed sedative and hypnotic properties of 

melatonin. Melatonin when given with zolpidem adds to its sedative effect. So 

caution should be exercised when combining it with other sedatives. 

➢ Impact on endocrine parameters: Melatonin has impact on reproductive factors 

and glucose metabolism. It can cause alterations to sex hormones in both men and 

women, (suppresses of ovulation and sperm count) and reduction in insulin 

activity. There are animal and in vitro studies that reflect potentiality of melatonin 

to interact with reproductive hormone and insulin secretion cycles. But, another 

study has shown the potential for melatonin to restore menstrual cycling to 

women with polycystic ovarian syndrome without affecting insulin activity in 

either adverse or beneficial ways. 

➢ Nausea  

➢ Headache  

➢ Irritability 
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                                        PREMEDICATION 

History: 

          In 1850s ether and chloroform were widely used as inhalational anaesthetics, 

during this period premedication was developed to prevent the side effects of general 

anaesthesia56. In 1864, Nussbaum from Germany and Bernard from France morphine 

when administered subcutaneously relaxed patient and intensified chloroform 

anaesthesia. Another French scientist, Dastre observed that atropine decreased salivation 

and antagonized respiratory depression and vomiting caused by morphine. Thus in 19th 

century morphine and atropine became popular as anesthetic premedication. In 1911, 

Dudley Buxton published the first paper regarding the use of morphine, atropine, 

scopolamine, and other drugs prior to anesthesia and drew more attention of 

anesthesiologists57. 

Anesthetic premedication is needed to3: 

 1. Prevent postoperative pain 

2. Provide effective prophylaxis against PONV 

3. Decrease perioperative shivering  

4. Decrease postoperative pruritus. 

5. Decrease gastric secretions  

6 Prevent allergic reactions   

7 Suppress reflex responses to surgical stimuli and  

8 decrease anesthetic requirement for the surgical procedures. 
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Premedication can be either by psychological approach or pharmacological approach 

a) Psychological approach: 

It helps in reducing the level of anxiety and plays a major role in premedication. 

Preoperative visit builds friendly rapport and reduces anxiety through reassurance 

about anesthesia from an anesthesiologist 

b) Pharmacological approach: 

i. Benzodiazepines: midazolam, alprazolam 

ii. Alpha 2 adrenergic receptor antagonists: clonidine, dexmedetomidine 

iii. Antiemetic: first and second generation 5HT3 antagonists 

iv. Gabapentinoids: gabapentin, pregabalin. 

 

Table 158 
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  Table 258 
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                             INTUBATION RESPONSE 

ANATOMY OF LARYNX59: 

                                                                                                                                                                               

                         Figure 6: External frontal and anterolateral views of larynx       

                                     

                            Figure 7: Cartilages and ligaments of larynx seen posteriorly. 
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Innervation of larynx:      

                      

Figure 8: Intrinsic muscles of larynx and their innervation 

 

                             

 

Table 3: Intrinsic muscles of larynx and their innervation 
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Table 4: Extrinsic muscles of larynx and their innervation 

 

Physiologic and Pathophysiologic Responses to Intubation60: 

                  Laryngoscopy, endotracheal intubation, and other airway manipulations like 

placement of supraglottic airway [SGA] devices are noxious stimuli that lead to changes 

in cardiorespiratory function, primarily through reflex responses. These responses are of 

short duration and may lead to less consequence in healthy individuals, serious 

complications can occur in patients with underlying comorbidities, including coronary 

artery disease, reactive airways and intracranial neuropathology. 
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Cardiovascular responses during airway manipulation60: 

Stimulation of sensory receptors in the supraglottic region and trachea is a noxious 

stimuli and produces cardiovascular responses. These sensory receptors are in close 

proximity to the airway mucosa which consists of mechanoreceptors with small-diameter 

myelinated fibers, slowly adapting stretch receptors with large-diameter myelinated fibers 

and polymodal endings of nonmyelinated nerve fibers. This explains why topical local 

anesthesia of the airway is an effective means of blunting cardiovascular responses to 

airway interventions. The glossopharyngeal and vagal afferent nerves transmit these 

impulses to the brainstem which further leads to widespread autonomic activation 

through the sympathetic and parasympathetic nervous systems.  

       In infants and small children during laryngoscopy or intubation, bradycardia is seen 

commonly. In adults and adolescents, hypertension and tachycardia are more common 

response to airway manipulation which is mediated by the cardioaccelerator nerves and 

sympathetic chain ganglia. Along with this there is release of norepinephrine from 

adrenergic nerve terminals and release of epinephrine from the adrenal medulla. 

Activation of the renin-angiotensin system, release of renin from the renal 

juxtaglomerular apparatus through direct stimulation by β-adrenergic nerves is also 

responsible for the hypertensive response to endotracheal intubation. 

 

Prevention of Cardiovascular Responses60: 

1. Minimizing Stimulation of Airway Sensory Receptors: Cardiovascular 

responses to airway manipulation can be reduced by limiting stimulation of 

airway sensory receptor, starting with manipulation of the larynx. Laryngoscopy 
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is a moderately stimulating procedure. Using less stimulating intubation devices is 

an advantage for haemodynamic response. Endotracheal intubation is far more 

haemodynamically stimulating than laryngoscopy itself.  The use of a straight 

blade (e.g., a Miller blade) for laryngoscopy vagally innervated posterior aspect of 

the epiglottis is elevated resulting in significantly higher arterial BP than with the 

use of a curved blade (e.g., a Macintosh blade).Alignment of the anatomical axes 

for visualization of the glottis and subsequent intubation is not required when 

using video-assisted laryngoscopy (VAL), thus minimizes the pressor response to 

airway manipulation. Mankin studies demonstrated that VAL required less force 

to displace oropharyngeal tissues than direct laryngoscopy (DL) with a Macintosh 

blade. Insertion of a laryngeal mask airway (LMA) after induction of general 

anesthesia causes lesser cardiovascular and endocrine response when compared to 

laryngoscopy or endotracheal intubation. 

2. Intravenous Agents: Etomidate supports BP even at deeper levels of anesthesia, 

probably it is the only contemporary agent that, by itself, can achieve suppression 

of cardiovascular responses without producing undue arterial hypotension first 

and compromise of coronary and cerebral perfusion.  

            It has been observed that pretreatment with IV fentanyl 2 µg/kg 10 

minutes before intubation during an infusion of propofol is sufficient to reduce the 

Bispectral Index Score to 45 and to prevent a significant increase in HR or BP 

compared with awake preanaesthetic values.  

3. Inhalational Anesthetics: Endotracheal intubation performed with minimum 

alveolar concentration (1 MAC) during anesthesia with nitrous oxide (N2O) 

supplemented with either halothane or morphine resulted in marked 
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cardiovascular stimulation.MAC  needed to block the adrenergic and 

cardiovascular responses to a simple surgical skin incision (MAC-BAR) is 1.5 to 

1.6. The dose of anesthetic required to prevent coughing during endotracheal 

intubation in 50% of patients with sevoflurane may be as high as 2MAC in adults 

and in children it was found to be approximately 1.3 MAC. 

4. Topical and Regional Anesthesia: Application of topical anaesthesia to upper 

airway is effective in blunting haemodynamic responses to endotracheal 

intubation however it is less effective than IV administration of lignocaine.  

           Regional airway blocks of sensory nerves have shown to prevent 

hemodynamic responses to intubation. 

5. Others: Various vasodilators and adrenergic blocking agents used before 

endotracheal intubation are diltiazem, verapamil, nicardipine, hydralazine, 

nitroprusside, nitroglycerin, labetalol, esmolol and clonidine. 
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                          MATERIALS  AND  METHODS: 

 

SOURCE OF THE DATA:  

➢ STUDY SUBJECTS:  

The study was conducted prospectively in 150 patients of 18 to 50years of age 

undergoing elective surgeries. 

          The patients were included in the study by applying the following inclusion and 

exclusion criteria.    

● INCLUSION CRITERIA: 

           1. Patients of either sex in age group 18 years- 50 years 

           2. Patients belonging to American society of Anaesthesiologists- physical status 1 

and 2 

           3. Patients undergoing elective surgeries. 

● EXCLUSION CRITERIA: 

           1. Those who refuse to give consent. 

          2. Patients of ASA physical status 3 and above. 

          3. Patients allergic to any of study drugs. 

          4. Patients on steroids and antipsychotics. 

          5. Patient with anticipated difficult intubation, obesity. 
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● STUDY AREA: 

           SDM  College of medical sciences and hospital, Sattur, Dharwad. 

● STUDY PERIOD:  

            November 2019 to June 2021. 

 

➢ METHODS OF COLLECTION OF DATA: 

● Study design : 

             The ethical committee approval of our hospital was taken. Informed consent was 

obtained from all the patients. The study population comprised of 150 patients admitted 

for elective surgeries under general anaesthesia. All patients underwent thorough 

preoperative evaluation, which include history, physical examination and relevant 

laboratory investigations. Patients who didn’t meet inclusion criteria were excluded from 

the study. 

             The study participants were randomly allocated into three groups. Drugs were 

administered 90-120mins prior to surgery. Primary investigator and patient both were 

blinded.  Group C received oral clonidine 200mcg, group M received melatonin 6mg and 

Group P received multivitamin tablets as placebo. All the patients were kept nil per oral 

for minimum of 6hrs for solids and 2hrs for clear fluids prior to surgery as per NBM 

guidelines. 

            The Visual Analogue Scale (VAS) for anxiety score (AS), Ramsay Sedation 

Score (RSS) for sedation score (SS) analysis, Orientation score (OS), the objective tests 
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for cognition (CS) performance such as Digit Symbol Substitution Test(DSST) were 

explained to them and patients were asked to do it in a sample test. Assessment was done 

in the preoperative ward before and after giving the study medication. 

              The anxiety score was assessed using VAS anxiety score which is equivalent to  

VAS score as used for pain on a 10cm linear scale, one end “0”= no anxiety and other 

end “10”= worst imaginable anxiety24.  Patient was asked to put his/her finger in between 

the two according to the level of anxiety. 

 

Sedation was assessed with RSS29: 

 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. 

 

Orientation was assessed with a three point scale29: 

 0-None 

 1- Orientation in either time or place 

 2 - Orientation in both. 

 

Haemodynamic parameters systolic blood pressure (SBP), diastolic blood pressure 

(DBP), mean arterial pressure (MAP), heart rate (HR) was noted before premedication. 

Cognition was assessed by DSST. 
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         Anxiety, orientation, sedation and cognition were again assessed after 90-120 

minutes of drug administration. Haemodynamic parameters were also recorded.  

         Patients were shifted to operation theatre. In the operation theatre, peripheral IV 

cannula was placed, and the routine monitors - non-invasive blood pressure (NIBP), 

electrocardiogram and pulse oximetry (SpO2) were connected. 

         Following attachment of monitors, basal parameters like NIBP, heart rate, SpO2, 

SBP, DBP, MAP were recorded. The patient was preoxygenated for 3 minutes. Following 

preoxygenation, Fentanyl 2µg/kg IV was given and induced with propofol 2mg/kg IV, 

followed by vecuronium bromide 0.1 mg/kg IV. After an interval of 3 min when 

neuromuscular block was achieved, laryngoscopy and intubation was performed by an 

experienced anaesthesiologist using an appropriate sized Macintosh blade and 

endotracheal tube. Haemodynamic parameters were noted at the time of intubation, 3min, 

5min, 7min and 10minutes. Anaesthesia was maintained with 1% isoflurane and 50% 

nitrous oxide in oxygen. 

 

 SAMPLE SIZE: 

    A total of 150 patients fulfilling the inclusion criteria during this study period were 

randomly allocated to either of the groups, 50 patients in group M, 50 patients in group C 

and 50 patients in group P. 

➢ Sample size estimation: 

On the basis of study conducted by A.Khare et al in which they compared 

melatonin and alprazolam, we took the standard deviation and mean difference 

values from their study and arrived at the formula mentioned below:  
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                      n=
2×𝑆²×(𝑍𝛼+𝑍𝛽)²

𝑑²
 

Where,     𝑆 =
𝑆₁+𝑆₂

2
 

                               S₁ is standard deviation of one parameter prior to drug 

administration. 

                               S₂ is standard deviation of same parameter after drug 

administration. 

                          d = difference between two means 

                          Zα = 1.96 

                          Zβ =1.24 

From this we derived n=33. 

Hence we considered dropout rates and included 50 patients in each group. 

 SAMPLING PROCEDURE:  A simple random technique was used for sampling. 

  STUDY INSTRUMENT: 

     A pre-designed and pre-tested proforma was used to collect information. 

 DATA COLLECTION: 

    Adult patients requiring general anaesthesia fulfilling the inclusion criteria were 

selected. 

 

 

 STUDY ANALYSIS: 

     Using SPSS V.20 software, quantitative variables were compared using paired t test 

and  Anova. 

Any qualitative variable used was compared by using chi-square test. 



                                                                             55 
 

                             RESULTS AND OBSERVATION 

 

         In our study we compared clonidine and melatonin as premedication in patients 

undergoing elective surgery under general anaesthesia requiring endotracheal intubation. 

One hundred fifty patients belonging to ASA Ⅰ and ASA Ⅱ   class were randomized into 

three groups (group C, group M and group P). Parameters like AS, OS, CS, SS, heart 

rate, SBP, DBP and MAP were compared pre and post drug administration. Also heart 

rate, SBP, DBP and MAP were compared to assess stress response to laryngoscopy and 

intubation. 

            All the data were collected, tabulated and expressed as mean ± standard deviation 

and statistical analysis was performed appropriately as mentioned above. 

 

Demographic profile: 

 

Sex Group C % Group M % Group P % Total 

Male 16 32.00 24 48.00 18 36.00 58 

Female 34 68.00 26 52.00 32 64.00 92 

Total 50 100.00 50 100.00 50 100.00 150 

                                                 Chi-square= 2.9240, p=0.2318 

 

 Table 5: Comparison of three groups (C, M and P) with gender 
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 Figure 9: Comparison of three groups (C, M and P) with gender 

There was no significant difference in male and female patients among Group C, Group 

M and Group P (P > 0.05) 

 

 

Variables Group C Group M Group P F-value P-value 

Mean SD Mean SD Mean SD 

Age in yrs 34.88 10.54 33.18 10.48 35.36 9.67 0.6260 0.5361 

Height (in cm) 158.09 7.38 157.24 6.10 159.72 7.37 1.6313 0.1992 

Weight (in kg) 60.64 7.24 58.48 5.80 59.78 9.41 1.0153 0.3648 

BMI  24.25 1.75 23.63 1.65 23.32 2.47 2.8209 0.0628 

 

Table 6: Comparison of three groups (C, M and P) with mean Age (in yrs), Height 

(in cm), Weight (in kg) and BMI scores by one way ANOVA 

P value was > 0.05 for mean BMI and age comparison and hence no significant 

difference existed between the two groups. 
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                                                         ANXIETY SCORE 

 

Varia

bles  Groups Changes from  

Mean 

Diff 

SD Diff % of 

change 

f-value p-value 

AS 

  

  

Group C Pre to after drug 1.34 0.96 21.54 9.8633 0.0001* 

Group M Pre to after drug 
2.64 1.16 43.14 16.1436 0.0001* 

Group P Pre to after drug -0.02 1.27 -0.34 -0.1114 0.9118 

*p<0.05 

Table 7: Comparison of pre and after drug scores of AS in three groups (C, M and 

P) by dependent t test  

 

 

                                      

Variables Times Group C versus 

Group M 

Group C versus 

Group P 

Group M versus 

Group P 

  AS After drug p=0.0001* p=0.0001* p=0.0001* 

*p<0.05   

 Table 8: Pair wise comparison of three groups (C, M and P) with mean after drug 

scores of AS by Tukeys multiple posthoc procedures. 

 

 

• Mean anxiety score was significantly low in both the groups C and M (p<0.05). 

• But mean anxiety score was significantly better in group M (p<0.05). 
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                                                   ORIENTATION SCORE 

 

Vari

ables 

Time Group C Group M Group P F-value p-value 

Mean SD Mean SD Mean SD 

OS 

  

Pre drug 2.00 0.00 2.00 0.00 2.00 0.00 -- -- 

After drug 2.00 0.00 2.00 0.00 2.00 0.00 -- -- 

*p<0.05 

Table 9: Comparison of three groups (C, M and P) with mean pre and after drug 

scores of OS by one way ANOVA 

 

 

Varia

bles  Groups Changes from  

Mean Diff SD Diff % of 

change 

F-value p-value 

OS 

 

  

Group C Pre to after drug 0.00 -- 0.00 -- -- 

Group M Pre to after drug 0.00 -- 0.00 -- -- 

Group P Pre to after drug 0.00 -- 0.00 -- -- 

*p<0.05 

Table 10: Comparison of pre and after drug scores of OS in three groups (C, M and 

P) by dependent t test (within groups). 
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                                           COGNITION   SCORE 

 

Vari

ables 

Time Group C Group M Group P F-value p-value 

Mean SD Mean SD Mean SD 

CS 

  

Pre drug 28.54 5.56 29.68 6.84 29.52 5.05 0.5536 0.5761 

After drug 26.68 4.52 33.44 7.28 30.00 4.66 18.0242 0.0001* 

*p<0.05 

Table 11: Comparison of three groups (C, M and P) with mean pre and after drug 

scores of CS by one way ANOVA 

 

 

 

 

Variables Times Group C vs 

Group M 

Group C vs 

Group P 

Group M vs 

Group P 

CS 

  

Pre drug p=0.5761 p=0.5948 p=0.6810 

After drug p=0.0001* p=0.0001* p=0.0090* 

*p<0.05 

Table 12: Pair wise comparison of three groups (C, M and P) with mean pre and 

after drug scores of CS by Tukeys multiple posthoc procedures 
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Variabl

es  Groups 

Changes 

from  

Mean 

Diff 

SD 

Diff 

% of 

change 

F-value p-value 

CS 

  
Group C 

Pre to after 

drug 

1.86 2.97 6.52 4.4294 0.0001* 

Group M 

Pre to after 

drug 

-3.76 2.04 -12.67 -13.0585 0.0001* 

Group P 

Pre to after 

drug 

-0.48 3.22 -1.63 -1.0557 0.2963 

*p<0.05 

Table 13: Comparison of pre and after drug scores of CS in three groups (C, M and 

P) by dependent t test (within groups) 

 P value showed statistical significance in group M and C. Mean difference values show 

that cognition was better in group M. 

  

 

                                                 SEDATION SCORE 

Group C Group M Group P F-value p-

value 

Pair wise 

comparisons 

Mean SD Mean SD Mean SD  C vs 

M 

C vs 

P 

M vs 

P 

2.94 0.51 2.98 0.62 1.52 0.58 105.287

1 

0.000

1* 

P=0.9

351 

P=0.0

001* 

P=0.0

001* 

*p<0.05 

Table 14: Comparison of three groups (C, M and P) with mean after drug scores of 

SS by one way ANOVA 
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Figure 10: Comparison of three groups (C, M and P) with mean after drug scores of 

SS 

Sedation score was statistically insignificant between group M and group C. Table 12 

shows that sedation score was least in group P. 

                            

               HEMODYNAMIC   PARAMETERS   IN   GROUP C 

Group C Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI 1.38 3.56 1.84 2.7437 0.0085* 

 ATI to 3 min 2.24 4.83 3.04 3.2765 0.0019* 

ATI to 5 min 4.74 5.22 6.43 6.4246 0.0001* 

ATI to 7 min 5.78 5.25 7.85 7.7906 0.0001* 

ATI to 10 min 7.60 6.25 10.32 8.6031 0.0001* 

 

Table 15: Comparison of mean HR scores at different time intervals in group C by 

dependent t test. 
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Group C Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI 5.46 6.61 4.89 5.8388 0.0001* 

 ATI to 3 min 4.80 3.82 4.52 8.8791 0.0001* 

ATI to 5 min 9.92 5.34 9.33 13.1244 0.0001* 

ATI to 7 min 12.50 6.04 11.76 14.6220 0.0001* 

ATI to 10 min 13.80 7.05 12.98 13.8510 0.0001* 

 

Table 16:  Comparison of mean SBP scores at different time intervals in group C by 

dependent t test. 

 

 

 

Group C Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI 3.36 4.80 4.87 4.9529 0.0001* 

 ATI to 3 min 2.72 5.00 4.14 3.8450 0.0003* 

ATI to 5 min 5.50 5.08 8.37 7.6618 0.0001* 

ATI to 7 min 7.00 6.62 10.65 7.4724 0.0001* 

ATI to 10 min 8.26 5.65 12.57 10.3328 0.0001* 

 

Table 17: Comparison of mean DBP scores at different treatment times in group C 

by dependent t test. 

 

 

 



                                                                             63 
 

Group C Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI 4.40 5.42 5.25 5.7392 0.0001* 

 ATI to 3 min 3.30 4.12 4.16 5.6680 0.0001* 

ATI to 5 min 7.06 4.56 8.89 10.9589 0.0001* 

ATI to 7 min 8.94 6.05 11.26 10.4509 0.0001* 

ATI to 10 min 9.94 5.95 12.52 11.8057 0.0001* 

 

Table 18: Comparison of mean MAP scores at different treatment times in group C 

by dependent t test. 

 

 

 

                      HEMODYNAMIC   PARAMETERS   IN   GROUP   M 

Group M Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI -21.12 6.40 -27.04 -23.3215 0.0001* 

 ATI to 3 min -2.46 5.87 -2.48 -2.9651 0.0047* 

ATI to 5 min -3.36 8.10 -3.39 -2.9320 0.0051* 

ATI to 7 min -0.86 8.30 -0.87 -0.7326 0.4673 

ATI to 10 min 1.54 9.35 1.55 1.1648 0.2497 

 

Table 19: Comparison of mean HR scores at different time interval in group M by 

dependent t test 
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Group M Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI -19.70 7.55 -16.44 -18.4458 0.0001* 

 ATI to 3 min 0.44 6.07 0.32 0.5122 0.6108 

ATI to 5 min 4.68 6.49 3.35 5.0953 0.0001* 

ATI to 7 min 10.44 6.52 7.48 11.3297 0.0001* 

ATI to 10 min 16.34 7.20 11.71 16.0440 0.0001* 

 

Table 20: Comparison of mean SBP scores at different treatment time intervals in 

group M by dependent t test. 

 

 

 

 

Group M Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI -22.42 8.40 -31.23 -18.8819 0.0001* 

 ATI to 3 min 3.26 3.94 3.46 5.8547 0.0001* 

ATI to 5 min 6.44 4.83 6.84 9.4231 0.0001* 

ATI to 7 min 11.22 4.76 11.91 16.6648 0.0001* 

ATI to 10 min 14.34 5.45 15.22 18.5939 0.0001* 

 

Table 21: Comparison of mean DBP scores at different time intervals in group M by 

dependent t test 
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Group M Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI -20.72 7.46 -23.42 -19.6356 0.0001* 

 ATI to 3 min 2.20 3.66 2.02 4.2451 0.0001* 

ATI to 5 min 5.70 4.19 5.22 9.6291 0.0001* 

ATI to 7 min 10.82 3.94 9.91 19.4093 0.0001* 

ATI to 10 min 14.86 4.73 13.61 22.1971 0.0001* 

 

Table 22: Comparison of mean MAP scores at different time intervals in group M 

by dependent t test 

 

                

 

 

               HEMODYNAMIC   PARAMETERS   IN   GROUP   P 

Group P Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI 1.38 3.56 1.84 2.7437 0.0085* 

 ATI to 3 min 3.24 3.90 3.09 5.8751 0.0001* 

ATI to 5 min 6.62 5.39 6.31 8.6779 0.0001* 

ATI to 7 min 10.90 4.99 10.39 15.4560 0.0001* 

ATI to 10 min 14.44 5.20 13.77 19.6257 0.0001* 

 

Table 23: Comparison of mean HR scores at different time intervals in group P   by 

dependent t test 
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Group P Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI -18.86 5.03 -15.30 -26.5314 0.0001* 

 ATI to 3 min 3.10 5.32 2.18 4.1208 0.0001* 

ATI to 5 min 8.24 6.28 5.80 9.2764 0.0001* 

ATI to 7 min 13.22 5.70 9.30 16.3970 0.0001* 

ATI to 10 min 17.06 5.50 12.00 21.9142 0.0001* 

 

Table 24: Comparison of mean SBP scores at different time intervals in group P by 

dependent t test. 

 

 

 

Group P Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI -20.92 7.19 -27.18 -20.5716 0.0001* 

 ATI to 3 min 2.84 4.08 2.90 4.9189 0.0001* 

ATI to 5 min 7.36 4.21 7.52 12.3686 0.0001* 

ATI to 7 min 11.94 4.61 12.20 18.3013 0.0001* 

ATI to 10 min 15.12 5.67 15.45 18.8563 0.0001* 

 

Table 25: Comparison of mean DBP scores at different time intervals in group P by 

dependent t test 
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Group P Changes from  Mean Diff SD Diff % of change F-value p-value 

 After drug to ATI -20.18 5.32 -21.84 -26.7975 0.0001* 

 ATI to 3 min 3.10 3.83 2.75 5.7165 0.0001* 

ATI to 5 min 7.74 4.16 6.87 13.1435 0.0001* 

ATI to 7 min 12.34 4.13 10.96 21.1095 0.0001* 

ATI to 10 min 15.70 4.62 13.94 24.0222 0.0001* 

 

Table 26: Comparison of mean MAP scores at different time intervals in group P by 

dependent t test. 

 

 

 

Figure 11: Comparison of three groups (C, M and P) with mean HR scores at 

different time intervals of intubation. 
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Figure 12: Comparison of three groups (C, M and P) with mean SBP scores at 

different time intervals of intubation. 

 

 

Figure 13: Comparison of three groups (C, M and P) with mean DBP scores at 

different time intervals of intubation. 
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Figure 14: Comparison of three groups (C, M and P) with mean MAP scores at 

different time intervals of intubation. 

Haemodynamic parameters: 

• Mean heart rate was significantly lower in group C from immediately after 

intubation to 10th minute of intubation when compared to group M and group P. 

• Mean heart rate significantly increased from baseline in group M immediately 

after intubation to 5th minute of intubation and gradually came near to baseline at 

10th minute of intubation. 

• Mean heart rate significantly increased from baseline in group P immediately after 

intubation to 10th minute of intubation. 

•  Mean SBP, DBP and MAP were significantly less in group C from immediately 

after intubation to 10minutes of intubation. 

• Mean SBP, DBP and MAP significantly increased from baseline in group M and 

P immediately after intubation to 10minutes of intubation. 
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                                                  DISCUSSION 

           Our study was aimed to compare melatonin and clonidine to assess their 

premedication effects on sedation, anxiolysis, cognition, orientation and also stress 

response to laryngoscopy and intubation. We included 50 patients in each group (group 

C, group M and group P) of ASA physical status Ⅰ and Ⅱ. 

            There was no significant difference in the groups with age, gender, BMI and ASA 

grade. 

ANXIETY SCORE: 

          Laurito CE, et al23 conducted study on forty ASA Ⅰ and Ⅱ patients to determine 

the effects of oral clonidine premedication on sedative, anxiolytic, and hemodynamic 

responses during the immediate preoperative period, laryngoscopy intubation, und post 

anesthetic recovery. They proved that clonidine 200 mcg when given orally 90 minutes 

prior to anesthetic induction showed some decrease in anxiety as measured by two 

separate scales and was as effective a sedative as triazolam 0.25 mg. They concluded that 

clonidine 200 mcg administered orally is a safe medication that is broadly effective in 

reducing both preoperative stress and the stress response to intubation in healthy patientsi.  

           A comparative study conducted by Tushar Patel, Madhuri S. Kurdi24   between 

oral melatonin and oral midazolam on preoperative anxiety, cognitive, and psychomotor 

functions. They proved that oral melatonin (0.4 mg/kg) given 60-90 min before surgery 

provides adequate anxiolysis comparable to that of oral midazolam (0.2 mg/kg) and 

provides sedation better than placebo, but not better than oral midazolam.  
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          In our study we observed that mean anxiety score in group M from pre drug to post 

drug administration was 2.64±1.16 and in group C was 1.34±0.96.  43.14% reduction in 

anxiety score in group M and 21.54% decrease in group C. The difference in mean 

anxiety score from pre to post drug administration was statistically highly significant in 

group M. Anxiolysis was good with both melatonin and clonidine but it was better with 

melatonin than clonidine.  

ORIENTATION:  

          Tushar Patel, Madhuri S. Kurdi24, proved that there was no change in orientation 

score in melatonin group and placebo group before and after drug administration. They 

found that difference in midazolam group was also not statistically significant (P = 

0.345). Thus they showed that melatonin produced no change in orientation. 

            In our study we found no change in orientation scores in all the three groups (C, 

M and P) Orientation score was statistically insignificant.  

COGNITION: 

            Faranak Rokhtabnak et al21 conducted a study to see the effect of preoperative 

administration of melatonin and Passiflora incarnata on postoperative cognitive disorders. 

They proved that premedication with Passiflora incarnata reduced anxiety as good as 

Melatonin. They further added that melatonin caused less psychomotor dysfunction than 

Passiflora incarnata.  

            Naguib M, Samarkandi AH22. compared the effects of midazolam and 

melatonin with that of placebo in reducing pre-operative anxiety and found that 

midazolam and melatonin increase the sedation score. They also performed the Trieger 
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dot test (TDT) for assessing psychomotor recovery and found more favorable results in 

the group receiving melatonin. They concluded that premedication with 0.05 mg/kg 

melatonin was associated with preoperative anxiolysis and sedation without impairment 

of cognitive and psychomotor skills and without prolonging recovery. 

          T. Denolle et al61  showed that psychomotor performances significantly 

deteriorated after the administration of clonidine, with a maximum effect 2 h after dosing, 

as shown by the significant increase in length of body sway (eyes closed) during the body 

sway test. 

          Study conducted by Tushar Patel, Madhuri S. Kurdi24  showed that the DSST 

scores were increased and patient performed the test better in melatonin(mean difference 

-1.94) and placebo (-2.28) group than midazolam(+5.59) 60-90 min after premedication 

when compared with before premedication.  

          In our study we found that mean cognition score pre to post drug administration in 

group M was -3.64±2.04 and in group C it was 1.86±2.94.  -12.67% change was observed 

in group M and 6.52% in group C and -1.63% changes in placebo group. This implies 

that cognition was better in group M.  

SEDATION: 

          In the study conducted Tushar Patel, Madhuri S. Kurdi24 showed that the 

sedation scores in melatonin, midazolam and placebo group before and after 

premedication were statistically significant but highly significant in melatonin and 

midazolam group. The intergroup comparison of sedation scores showed that midazolam 
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produced the highest degree of sedation when compared to melatonin and placebo. 

Melatonin also showed sedative properties when compared with placebo.  

           Majumdar et al62 conducted a study on the preoperative sedation between two 

groups oral gabapentin vs. clonidine premedication for sedation and laryngoscopy. They 

found that both the drugs had produced similar sedation.  

          In our study we found that mean difference for sedation in group M was 2.98±0.62 

and group C was 2.94±0.51. Thus we conclude that melatonin and clonidine provide 

similar sedation.  

 

 

HAEMODYNAMIC PARAMETERS: 

HEART RATE:  

       Study by Soltani Mohammadi S et al63, in which they compared oral clonidine 

200mcg and intravenous lidocaine 1.5mg/kg for attenuation of stress response to 

laryngoscopy and intubation. They showed that both oral clonidine and intravenous 

lignocaine were equally effective in attenuating haemodynamic response to intubation.  

          H Talebi et al64, conducted a placebo controlled study to evaluate effect of oral 

clonidine on hemodynamic response to laryngoscopy and intubation. In their study, heart 

rate showed significant change in placebo group and no change in clonidine group. 
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          R Kumar et al65, conducted a study to compare melatonin and placebo (vitamin 

D3) in attenuation of haemodynamic response to intubation. They concluded that 6 mg 

melatonin when given orally 120 minutes before induction of anesthesia significantly 

attenuated the hemodynamic responses to laryngoscopy and intubation. 

          In our study we found that clonidine attenuated tachycardic response to intubation 

better than melatonin in which heart rate gradually came to baseline in 10minutes. In 

group C there was 1.84% change in heart rate during intubation from baseline and 

10.32% change at 10minutes of intubation. In group M there was -27.04% change in 

heart rate from baseline to during intubation and 1.55% change at 10minutes of 

intubation. In group P, P value was statistically significant indicating increase in the heart 

rate from baseline. 

 

BLOOD PRESSURE: 

           Vaishali.S et al66, conducted a study on comparison of oral clonidine (300mcg) 

and gabapentin (900mg) with placebo for attenuation of pressor response to laryngoscopy 

and intubation. They concluded that both clonidine and gabapentin were equally effective 

to attenuate haemodynamic response to laryngoscopy and intubation. They further added 

that clonidine provided better haemodynamic stability during laryngoscopy and 

intubation.  

 

             In the study conducted by Choudary S et al67, they compared oral melatonin and 

clonidine for attenuation of haemodynamic response to laryngoscopy and intubation. 
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There was a significant difference between the groups regarding HR and RPP 

immediately after intubation (P = 0.00035, 0.000081), 1 min (P = 0.0038, 0.0019), 3 min 

(P = 0.0013, 0.0051) and 5 min (P = 0.0156, 0.021) after intubation. From their study 

they concluded that oral melatonin was better than oral clonidine in attenuating the 

haemodynamic response to laryngoscopy and intubation. Our study was contrary to this 

study as we found that clonidine better attenuated haemodynamic stress response to 

laryngoscopy and intubation. 

             In our study, in group C change in SBP(P value <0.05)  from baseline to at the 

time of intubation was 4.89% and from ATI to 3min, 5min, 7min and 10min was 4.52%, 

9.33%, 11.76% and 12.98% respectively. Change in DBP(P value <0.05)  from baseline 

to ATI was 4.87% and from ATI to 3min, 5min, 7min and 10min was 4.14%, 8.37%, 

10.65% and 12.57% respectively. Change in MAP(P value <0.05)  from baseline to ATI 

was 5.25% and from ATI to 3min, 5min, 7min and 10min was 4.16%, 8.89%, 11.26% 

and 12.52% respectively. This implies that there was response to intubation up to 10min 

and haemodynamic was maintained better. 

 In group M, change in SBP(P value <0.05) from baseline to ATI was -16.44% and from 

ATI to 3min, 5min, 7min and 10min was 0.32%, 3.35%, 7.48% and 11.71% respectively. 

Change in DBP(p value <0.05) from baseline to ATI was -31.23% and from ATI to 3min, 

5min, 7min and 10min was 3.46%, 6.84%, 11.91% and 15.22% respectively. Change in 

MAP(p value <0.05) from baseline to ATI was -23.42% and from ATI to 3min, 5min, 

7min and 10min was 2.02%, 5.22%, 9.91% and 13.61% respectively. This implies that 

there was ≥15% increase from baseline values indicating stress response to intubation.  
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In group P change in MAP from baseline to ATI and at other times was ≥20% indicating 

that there was stress response to laryngoscopy and intubation.   
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                                                    CONCLUSION 

Based on our study we conclude that, 

➢ Oral melatonin 6mg provides anxiolysis and maintains cognition better than 

200mcg clonidine. 

➢ Both clonidine 200mcg and melatonin 6mg provide sedation and do not alter 

orientation. Also they are equally effective in sedation and orientation. 

➢ Oral clonidine 200mcg attenuates haemodynamic response to laryngoscopy and 

intubation better than melatonin. 
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                                                                     SUMMARY 

               Our study entitled “COMPARISION OF MELATONIN AND CLONIDINE 

AS ORAL PREMEDICANTS  IN ADULT PATIENTS UNDERGOING 

ELECTIVE SURGERIES UNDER GENERAL ANAESTHESIA: A DOUBLE-

BLIND RANDOMISED PROSPECTIVE STUDY.” was conducted in department of 

anaesthesiology, SDM College of Medical sciences and hospital, Dharwad. One hundred 

and fifty (150) patients belonging to ASA physical status I and II, undergoing elective 

surgery under general anaesthesia who consented for our study, were included in the 

study. 

            Patients were randomly allocated to one of the three groups. Group C patients 

received oral clonidine 200mcg, group M received oral melatonin 6mg and group P 

received multivitamin tablets as placebo. All the patients underwent thorough pre 

anaesthetic evaluation a day prior to the surgery. All the patients in both the groups were 

comparable with regards to age, gender, BMI. 

               In the preoperative room about 90-120min prior to the induction anxiety score, 

orientation score, cognition score and haemodynamic parameters (HR, SBP, DBP and 

MAP) were recorded. Same parameters and sedation score were again assessed after 90-

120min of drug administration. After induction with fentanyl 2 mcg/kg, propofol 2mg/kg 

bag and mask ventilation was checked and patient was paralysed with vecuronium 

0.1mg/kg body weight. After adequate muscle paralysis intubation was done when HR, 

SBP, DBP and MAP were recorded at the time of intubation (ATI), 3min, 5min, 7min 

and 10min after intubation.   
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            In our study we found that oral clonidine and oral melatonin provided good 

anxiolysis but melatonin showed more statistically significant anxiolysis than clonidine. 

We found that oral clonidine did not impair cognitive function and there was statistically 

significant change in both the melatonin and clonidine, but melatonin maintains cognitive 

function better than clonidine. Orientation score was same in all the three groups. 

Sedation score was statistically significant in melatonin and clonidine when compared 

with placebo. Oral clonidine and melatonin provided similar sedation. Our study also 

showed that oral clonidine attenuated haemodynamic response to laryngoscopy and 

intubation better than melatonin. 
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ANNEXURE Ⅰ A 
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                                                ANNEXURE Ⅱ 

 
SDM COLLEGE OF MEDICAL SCIENCES AND    HOSPITAL MANJUSHREE 

NAGAR, SATTUR,DHARWAD(KARNATAKA)-580009 

 

INFORMED CONSENT 

 

Name of the participant:  

Principal investigator: Dr. Shreyawati Basavaraddi 

Guide: Dr. Kiran Honnannavar 

Date: 

 

       I                                                                               ,aged   declare that I have been 

briefed  and hereby consent to be included as a subject in the following dissertation – 

“COMPARISION OF MELATONIN AND CLONIDINE AS ORAL 

PREMEDICANTS IN ADULT  PATIENTS  UNDERGOING  ELECTIVE  

SURGERIES  UNDER  GENERAL ANAESTHESIA: A DOUBLE-BLIND 

RANDOMISED PROSPECTIVE STUDY” 

         

 I have been informed to my satisfaction by the attending doctor (Anaesthesiologist) the 

purpose  of work and required procedures .I have also been explained about the possible 

benefits ,risks, consequences and complications. This has been explained to me in my 

own vernacular language. I understand and I am fully aware of the whole procedure and 

give consent for the same. I also understand that I am free to withdraw my consent 

anytime during the study. I have been explained in my vernacular language that, during 

the course of the study, i might be allotted in any of the sample group (Group M or Group 

C or Group P) and it shall not be my decision to be in a particular group. I have been 

explained about the possible advantages/disadvantages of being allotted in either of the 

sample group. 

 

 

I have been explained about the side effects of oral clonidine: hypotension, bradycardia, 

dry mouth, rebound hypertension; and melatonin: dizziness, fatigue, nausea, headache, 

irritability. 

 

 

1. I have read and understood this consent form and the information provided to me. 

2. I have been explained the consent document and nature of study.  

3. My rights and responsibilities have been explained to me by the investigator. 

4. I have been advised about the risks associated with my participation in the study. 

5. I have informed the investigator of all treatments I am taking or have taken in the 

past. 
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6. I agree to cooperate with the investigator and I will inform him immediately if I 

suffer from unusual symptoms. 

7. I am aware of the fact that I can opt out of the study at any time without having to 

give any reason and this will not affect my future treatment in the hospital. 

8. I am also aware that the investigators may terminate my participation in the study 

at any time, for any   reason, without my consent. 

9. I hereby give permission to the investigators to release the information obtained 

from me as result of participation in this study to the sponsors, regulatory 

authorities, Government agencies and the ethics committee. I understand that they 

may inspect my original records. 

10. My identity will be kept confidential if my data are publicly presented. 

11. I have had my questions answered to my satisfaction. 

12. I have decided to be in the research study. 

 

Date:   

 

Time:                                                                                          

 

Patient signature with name:            

 

 

Signature of witness/relative:  

 

Signature of the investigator: 
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                                         ANNEXURE Ⅲ 
 

 

ಶ್ರ ೀ ಧ. ಮ೦. ವೈದ್ಯ ಕೀಯ ಮಹಾವಿದ್ಯಯ ಲಯ ಮತ್ತು  ಆಸ್ಪ ತ್ರರ , 

ಮ೦ಜುಶ್ರ ೀನಗರ, ಸ್ತ್ತು ರು, ಧಾರವಾಡ 

ಒಪ್ಪಪ ಗೆ ಪತ್ರ  
ಪಾಲ್ಗೊ ಳ್ಳು ವ ರೋಗಿಯ ಹೆಸರು: 

ಪ್ರ ಧಾನ ವೈದ್ಯ ಕೋಯ ಸ೦ಶೋಧಕನ ಹೆಸರು: ಡಾ||ಶ್ರ ೋಯವತಿ ಬಸವರಡಿ್ಡ  

ಸ೦ಸೆ್ಥ ಯ ಹೆಸರು: ಶ್ರ ೋ ಧ.ಮ೦.ವೈದ್ಯ ಕೋಯ ಮಹಾವಿದ್ಯಯ ಲಯ ಮತ್ತು  ಆಸಪ ತ್ರರ , 

ಮ೦ಜುಶ್ರ ೋನಗರ, ಸತ್ತು ರು, ಧಾರವಾಡ. 

 

 

• ........................................................................................................... 

ವಯಸಿ್ಸ ನ ನಾನು ಈ ಮೂಲಕ                                                                

  " ವಯಸಕ  ರೋಗಿಗಳಿಗೆ ಸಂಪೂರ್ಣ ಅರಿವಳಿಕೆ ಜರುಗುವ ಆಯದ  

ಶಸು ರಚಿಕತಿ್ರ ಗಳಲಲಿ್ಲ  ಪೂವಣಭಾವಿಯಾಗಿ ಬಾಯಿಯ ಮೂಲಕ 

ಮೆಲಟೋನಿನ್ ಮತ್ತು  ಕಿ್ೋನಿಡ್ಡನ್ ಔಷಧಿಗಳ ಪ್ರ ಭಾವ ಹೋಲ್ಲಸುವ 

ನಿರಿೋಕಿತ ಯಾದೃಚಿ್ಛ ಕ ದಿ್ವ ಮುಖ ಅಂಧ ಅಧಯ ಯನ" ಮಾಡುವ 

ವೈದ್ಯ ಕೀಯ ಸ೦ಶೀಧನೆ ಹಾಗು ಪ್ರ ಬ೦ಧದ್ಲಿ್ಲ  ಪಾಲ್ಗೊ ಳ್ಳ ಲು ನನನ  

ಒಪಿ್ಪ ಗೆ ನೀಡಿರುತ್ತ ೀನೆ. 

ಈ ಅಧಯ ಯನದ್ ಅವಧಿಯಲಿ್ಲ  ಯಾವುದೇ ಗು೦ಪ್ಪಗೆ ನನನ ನ್ನನ  ಸೇರಿಸಲು ನನನ  ಒಪಿ್ಪ ಗೆ 

ಇರುತ್ತ ದೆ. (ಗುಂಪು -ಸಿ, ಗುಂಪು-ಎಂ ಅಥವಾ ಗುಂಪು-ಪ್ಪ) ಔಷಧಿಗಳಿಗೆ ಸಂಬಂಧಿಸಿದಂತ್ 

ಆಕಸಿಿ ಕಗಳು ಆದ್ಲಿ್ಲ  ಅವುಗಳ್ನ್ನನ  ಎದುರಿಸುವ ಕ್ಷಮತ್ (ಸಾಮಥಯ ಯ) ಹಾಗು ತ್ಯಾರಿ 

ನಮಿ ಲಿ್ಲ  ಇರುವುದು. ನನಗೆ ಕಿ್ೀನಡಿನ್ ಅಡ್ಡ  ಪ್ರಿಣಾಮಗಳಾದ್ ರಕತ ದೊತ್ತ ಡ್ ಮತ್ತತ  

ನಾಡಿ ಮಿಡಿತ್ದ್ ಕುಗುೊ ವಿಕೆ , ಬಾಯಾರಿಕೆ, ಮತ್ತತ  ತೀವರ  ರಕತ ದೊತ್ತ ಡ್ ಹಾಗೂ 

ಮೆಲಟೀನನ್ ಇಂದು ಆಗುಬಹುದಾದ್ ತ್ಲೆಚಕರ  ,ಆಯಾಸ, ವಾಕರಿಕೆ, ತ್ಲೆನೀವು 

ಹಾಗೂ ಕರಿಕರಿಯ ಬಗೆೊ    ತಳಿಸುತ್ತತ ರೆ. 

 ಈ ಮೇಲೆ ಹೇಳಿದ್ ಎಲಿ್ಲ  ವಿವರಣೆಗಳ್ನ್ನನ  ಹಾಗು ಈ ಅಭ್ಯಯ ಸದ್/ ಅಧಯ ಯನದ್ 

ಉದೆದ ೀಶವನ್ನನ  ನಾನ್ನ ಓದ್ವ ಅಥಯ ಮಾಡಿಕ್೦ಡಿದೆದ ೀನೆ ಎ೦ದು ಖಚ್ಛತ್ ಪ್ಡಿಸುತ್ತ ೀನೆ. ಈ 

ಅಭ್ಯಯ ಸದ್/ ಅಧಯ ಯನದ್ ಬಗೆೊ  ನನಗೆ ಪ್ರ ಶ್ನನ ಗಳ್ನ್ನನ  ಕೇಳ್ಲು 

ಅವಕಾಶಮಾಡಿಕ್ಟಿ್ಟ ದಾದ ರೆ. 

೧. ನನಗೆ ನೀಡಿರುವ ಮಾಹಿತಯನ್ನನ  ಓದ್ವ ಅಥಯ ಮಾಡಿಕ್೦ಡಿದೆದ ೀನೆ. 

೨. ನನಗೆ ಈ ಅಧಯ ಯನದ್ ಬಗೆೊ  ಮತ್ತತ  ಒಪಿ್ಪ ಗೆ ಪ್ತ್ರ ದ್ ಬಗೆೊ  ವಿವರಿಸಲ್ಲಗಿದೆ. 

೩. ನನನ  ಹಕುು ಗಳು ಮತ್ತತ  ಜವಾಬಾದ ರಿಗಳ್ ಬಗೆೊ  ನನಗೆ ವಿವರಿಸಲ್ಲಗಿದೆ. 

೪. ನಾನ್ನ ತ್ಗೆದುಕ್ಳುಳ ವ ಅಥವಾ ಹಿ೦ದೆ ತ್ಗೆದುಕ್೦ಡ್ ಎಲಿ್ಲ  ಚ್ಛಕತೆ್ ಗಳು 

ಸ೦ಶೀಧಕರಿಗೆ ತಳಿಸಲ್ಲಗಿದೆ. 

೫. ನಾನ್ನ ಯಾವುದೇ ಸಮಯದ್ಲಿ್ಲ  ಅಧಯ ಯನದ್ವ೦ದ್ ಹೊರಬರುವ ಅಧಿಕಾರವನ್ನನ  

ಹೊ೦ದ್ವರುತ್ತ ೀನೆ. 
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೬. ನನನ  ಒಪಿ್ಪ ಗೆ ಇಲಿದೇ, ತ್ನಖೆಗಾರರು ಯಾವುದೇ ಕಾರಣಕೆು , ಯಾವುದೇ ಸಮಯದ್ಲಿ್ಲ  

ಅಧಯ ಯನದ್ವ೦ದ್ ನನನ  ಭ್ಯಗವಹಿಸುವಿಕೆ ಅ೦ತ್ಯ ಗೊಳಿಸಬಹುದು ಎ೦ದು ನಾನ್ನ 

ತಳಿದ್ವದೆದ ೀನೆ. 

 

 

 

೭. ಪಾರ ಯೀಜಕರು, ನಯ೦ತ್ರ ಕ ಪಾರ ಧಿಕಾರಗಳು, ಸಕಾಯರದ್ ಎಜೆನೆ ಗಳು ಮತ್ತತ  ನೈತಕ 

ಸಮಿತಯ ಭ್ಯಗವಹಿಸುವವರಿಗೆ ಅಧಯ ಯನದ್ ಪ್ರಿಣಾಮಗಳ್ನ್ನನ  ಬಿಡುಗಡೆ 

ಮಾಡ್ಬಹುದು ಎ೦ಬ ಅನ್ನಮತ ನೀಡಿರುತ್ತ ೀನೆ. 

೮. ಈ ಅಧಯ ಯನವನ್ನನ  ಯಾವುದೇ ರಿೀತಯಲಿ್ಲ  ಪ್ರ ಕಾಶನ ಮಾಡ್ಲು ನನನ  

ಅಭ್ಯ ೦ತ್ರವಿರುವುದ್ವಲಿ . 

೯. ನನನ  ಡೇಟಾವನ್ನನ  ಸಾವಯಜನಕವಾಗಿ ನೀಡ್ಲ್ಲದ್ಲಿ್ಲ , ನನನ  ಗುರುತ್ನ್ನನ  ಗೌಪ್ಯ ವಾಗಿ 

ಇಡ್ಲ್ಲಗುವುದು. 

೧೦. ನನನ  ಪ್ರ ಶ್ನನ ಗಳಿಗೆ ಸಮಾಧಾನಕರವಾಗಿ ಉತ್ತ ರಿಸಲ್ಲಗಿದೆ. 

 

ಈ ಅಧಯ ಯನದ್ ಗುರಿ, ಇದ್ರಿ೦ದಾಗುವ ಉಪ್ಯೀಗಗಳು, ತೊ೦ದ್ರೆಗಳ್ ಬಗೆೊ  

ಕೂಲ೦ಕುಷವಾಗಿ ನನಗೆ ಅಥಯವಾಗುವ ರಿೀತಯಲಿ್ಲ  ನನನ  ಆಡುಭ್ಯಷೆಯಲಿ್ಲ  

ತಳಿಸಿರುತ್ತತ ರೆ. ಇದ್ನ್ನನ  ಸರಿಯಾಗಿ ಅರ್ಥಯಸಿಕ್೦ಡು, ನಾನ್ನ ಸಿ ತ್೦ತ್ರ ವಾಗಿ, ಯಾರ 

ಒತ್ತ ಡ್ವೂ ಇಲಿದೆ ಒಪಿ್ಪ ರುತ್ತ ೀನೆ. 

ನಾನ್ನ ಈ ಅಧಯ ಯನದ್ಲಿ್ಲ  ಭ್ಯಗವಹಿಸಲು ನಧಯರಿಸಿದೆದ ೀನೆ. 

 

ಸಾಕಿ ದಾರರ ಸಹಿ                             ರೀಗಿಯ ಸಹಿ 

ದ್ವನಾ೦ಕ: 

 

ವೈದ್ಯ ರ ಸಹಿ: 
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ANNEXURE Ⅳ 

PROFORMA 

 

SERIAL NO:                                          DATE: 

   

NAME:                                                          

AGE:                

SEX:M/F 

IP NO: 

Height(cm):                                      Weight(kg):                       

BMI(kg/m2): 

 

Co-morbid illness: 

Medication: 

DIAGNOSIS: 

PROCEDURE: 

PRE-OPERATIVE ASSESSMENT: 

ASA STATUS: 

AIRWAY ASSESSMENT: 

Mouth Opening: 

Modified Mallampati score: 

Dentition: 

Neck Movements: 

PRE-DRUG ADMINISTRATION: 

• Anxiety score : 

• Orientation score :  

• Cognition score: 

• Vitals : 

                                    SBP(mmHg)        DBP(mmHg)        MAP(mmHg)      HR(bpm) 
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ASSESSMENT after giving study drugs: 

 Anxiety score: 

 Sedation score: 

 Orientation score: 

 Cognition score: 

 Hemodynamics: 

 SBP(mmHg)  DBP(mmHg)  MAP(mmHg)   HR(bpm)   
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INTRAOPERATIVE PERIOD: 

 

Duration HR(bpm) SBP(mmHg) DBP(mmHg) MAP(mmHg) 

Baseline 
    

90 mins after 

premedication 

    

At the time of 

intubation 

    

3min after 

intubation 

    

5min after 

intubation 

    

7min after 

intubation 

    

10min after 

intubation 

    

 

                

DIGIT SYMBOL SUBSTITUTION TEST[21]. 
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PRE-DRUG ADMINISTRATION 
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POST-DRUG ADMINISTRATION 
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                                          ANNEXURE Ⅴ : GROUP-C 
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GROUP-M 
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GROUP-P 
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