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Summary

Objectives: This randomized study aimed to compare the efficacy of intraoperative versus postoperative paracetamol on postoperative
nausea and vomiting (PONV) in morbidly obese paitients undergoing laparascopic bariatric surgery.

Methods: Sixty patients were randomly divided into tow equal groups (n=30). In the intraoperative paracetamol group, patients received
intravenous (V) infusion of paracetamol 1000 mg during anesthesia, but before surgery In the postoperative paracetamol group,
patients received |V infusion of paracetamol 1000-2000 mg in the recovery room. Postoperative pain condition was evaluated using
the Faces Pain Scale. In the recovery room, an observer recorded the pain score, complaints of nausea and vomiting, the need for
rescue analgesics, and the need for antiemetic drug during 24 h postoperatively.

Results: The incidence of nausea and vomiting during the first 24 h postoperatively was significantly lower in the intraoperative
paracetamol group than in the postoperative paracetamol group (p=0.05).

Conclusion: The intraoperative administration of paracetamol reduces PONV incidence in morbidly obese paitients undergoing

laparascopic bariatric surgery.
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INTRODUCTION

In the absence of antiemetic prophylaxis,
postoperative nausea and vomiting (PONV) occur
in 70-80% of patients with morbid obesity (MO)
after bariatric interventions. However, the
mechanism of the occurrence of PONV in these
patients remains poorly understood. PONV is
frequency is highest after longitudinal resection of
the stomach, probably largely mechanical in origin,
associated with staple lines and pressure on the
stomach tissue [3]. The results of some studies
have clearly shown that PONV syndrome is
potentially dangerous for different postoperative
complications: insufficiency of seams, rupture of
esophagus, formation of hematoma, aspiration
bronchopneumonitis [7]. PONV is also a major
factor in delaying the onset of enteral nutrition and
prolonging the length of the patient stay in the
hospital. Studies that directly compare the
effectiveness of antiemetic drugs after bariatric
interventions are not sufficient. The basics of
antiemetic practice in bariatry are the same as
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those used in general surgery, namely the
antagonists of 5-HT3-ondansetron and dexa-
methasone. But an important side effect of
ondansetron is the prolongation of QT interval and
development of TdP (torsades de pointes) —
polymorphic ventricular tachycardia. Since patients
with MO often have concomitant cardiomyopathy,
various types of cardiac arrhythmias, this negative
effect of ondansetron can greatly complicate intra-
and postoperative periods. In this regard, the
maximum daily dose of 32 mg should not be
exceeded, as well as with ondansetron should be
appointed with concomitant cardiac pathology in
patients with MO. [4].

It is known that the main triggers of PONV
are opioids and some general inhalation anesthe-
tics. Intravenous administration of paracetamol,
as part of the preventive multimodal analgesia,
reduces the overall perioperative dose of opioids,
but cannot affect the consumption of general
anesthetics [5]. However, paracetamol suppres-
ses COX -1, COX -2 enzymes and activates
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downward serotonergic inhibitory pathways, and
a number of studies suggested that paracetamol
can reduce the incidence of PONV [1,2]. We
suggested that the inclusion of paracetamol injector
in the prevention multimodal analgesia scheme
would also be appropriate for the prevention of
PONYV in patients with MO during laparoscopic
bariatric surgery (LBS). Therefore, we investi-
gated the effectiveness of intraoperative versus
postoperative injecting paracetamol in patients with
morbid obesity in LBS. We also studied the effect
of intraoperative and postoperative administration
of paracetamol on the use of narcotic analgesics
within the first 24 postoperative hours in target
groups of patients.

Study objective: to investigate the effect of
different modes of intravenous paracetamol as a
part of multimodal perioperative analgesia on the
incidence of PONV and consumption of opioid
analgesics on the first postoperative day in patients
with MO after LBS.

MATERIALS AND METHODS

The study included 60 patients with MO:, 28
men and 32 women aged from 18 to 61 years, from
BMI 37-70 which in the period from 2013 to 2017
underwent LBS in State Scientific Institution
“Scientific-Practical Center for Prophylactic and
Clinical Medicine”. Patients were randomized into
2 groups. The first group (n1 =30) included patients
who intraoperatively (before incision) received
1000 mg paracetamol (Influgan ) intravenously as
a part of preventive multimodal analgesia. In the
second group (n2 = 30) patients intraoperative
paracetamol was not used, but patients received
1000-2000 mg of paracetamol ( Influgan) per day
intravenously as a component of postoperative
analgesia. In both groups, patients received
premedication with 8 mg of ondansetron intra-
dermally during premedication. The primary
efficacy end point — no PONV episodes during
the first 24 hours after surgery, and the secondary
outcome — no need for additional anesthesia opioid
analgesics within 24 hours after surgery.

All patients during the operation had a combined
inhaled low-flow anesthesia with sevoflurane in
combination with perioperative multimodal
analgesia.

Used method of anesthesia — multicomponent
balanced anesthesia with the following method:
premedication — ondansetron 8 mg, dexketo-
profen — 50 mg, pantoprazole — 40 mg intra-
venously (in the first group (n = 30)). The
induction of propofol — 2-2.5 mg / kg fractionally
until the clinical symptoms of anesthesia,
fentanyl 0.005% — 0.2 mg. Tracheal intubation
after relaxation against atracurium benzilate at
a dose of 500-600 mg/kg or rocuronium bromid
in a dose of 0.6-1.0 mg / kg. Support for
anesthesia: oxygen-sevoflurane mixture FiO, —
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50-55%, sevoflurane — 1.4-1.7 vol.% at exhala-
tion at a flow no more than 1 1/min. BIS
parameters were maintained at the level of 40-55.
For intraoperative anesthesia, in the first group
(n = 30), paracetamol was injected (Influgan, LLC
Yuriy-Farm) 1000 mg in the form of intravenous
drip-feed at a dose of 2-2.5 mg/kg atm/h. In the
second group (n = 32) — fentanyl in a dose of 2.5-
3.5 mg / kg atm/h. Relaxation in both groups was
supported by the fractional administration of
atracurium bezylate in a dose of 10-20 mg every
30-40 minutes or rocuronium bromid in the same
dose.

Patient’s intraoperative monitoring included:
non-invasive measurement of blood pressure, heart
rate, pulse oximetry, ECG, central hemodynamics
(mathematical method), determination of oxygen
concentration, carbon dioxide and inhalation
anesthetics on inhalation and exhalation, registra-
tion of bispectral index in on-line mode. Intra-
operative parameters of acid-base state, electroly-
tes, blood glucose, venous carbonation were also
determined. All patients had catheterization of
peripheral veins, and the rate of intraoperative
infusion did not exceed 3-5 ml/kg/h.

The level of postoperative pain and PONV was
determined on the visual-analytical scale (VAS)
[6]. The assessment of pain by VAS was
performed for the first time on the operating table,
immediately after the tracheal extubation, then at
1, 4, 6, 12 and 24 hours after the operation twice
(before and 30 minutes after anesthesia).

Interpreting of VAS scale:

0 — no pain;

1-3 points — mild pain;

4-5 points — moderate pain;

6-9 points — severe pain;

10 points — the strongest pain.

Interpretation of anesthetizing results:

1) no pain — 0 points;

2) adequate pain relief — 1-4 points;

3) additional pain relief (moderate pain) — 5

points;

4) it is necessary to use narcotic analgesics

(severe pain) — 6 -10 points.

PONYV rate was recorded during the first 24
hours of the postoperative period. The analysis of
PONV syndrome was performed on the basis of
subjective sensations of patients and the severity
of clinical manifestations in case of vomiting.
During the study, the number of cases, severity
and duration of clinical manifestations of PONV
was studied in each group.

A single incident of PONV was considered in
patient for one or more of the listed conditions:

o retching

o vomitin

o clinical?y significant nausea

o independent requirement drugs for nausea.
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In order to objectivize the clinical significance
of nausea, the scale of the PONV manifestations
of the intensity of clinical manifestations,
consisting of four points, where 0 — corresponded
to the absence of PONV, 1 — manifestation of
nausea, 2 — presence of vomiting, 3 — develop-
ment of repeated vomiting, was used. In the case
of two or more episodes of vomiting, ondansetron
was administered intravenously at a dose of
4-8 mg [12].

The statistical processing of the study results
was carried out using the statistical analysis
package EZR (R-Statistics) and the author’s
package “Medstat” (Lyakh Yu.E., Guryanov VG,
2004-2011).

RESULTS

Dynamics of the level of postoperative pain by
VAS in the first day after surgery is presented in
Table 1.

OPUTIHA/IBHE AOCNIAMEHHA

laparoscopic bariatric surgery, the pain level by VAS
in patients in the first group did not exceed 4 points
on average. Accordingly, there was no need for
narcotic analgesics. In patients of the second group,
the rates of pain by VAS during the first post-
operative period did not significantly differ from the
first group of patients, but were significantly
increased in the first six postoperative hours.
Therefore, patients in this group against NSAIDs
(dexketoprofen, paracetamol,) required additional
administration of promedol.

As can be seen from Table 2, almost all
patients in the second group had manifestations
of PONV and required additional postoperative
administration of ondansetron, as opposed to
those in the first group receiving the first dose
of paracetamol intraoperatively. We have found
that the incidence of PONV is also related to
the level of pain by VAS within the first hours
after surgery.

Table 1. Parameters of the level of postoperative pain for VAS in the first day after surgery
Postoperative hours G;:rize:;;‘n::a?nﬁe;aéme Median error G;::‘a'::;;:z?t&ge;a;z;e Median error
Wakefulness 0.5 ( 0-3) 0.191 0 (0-1)* 0.114
2 hours 4 (26 ) 0.183 5 (4-7 )* 0.224
4 hours 4 (3-7 0.212 6 (5-8 )** 0.200
6 hours 3 (35)** 0.130 5 (4-7)** 0.205
8 hours 3 27y 0.286 4 (3-7) 0.214
12 hours 3 (25 ) 0.140 3 (3-5 ) 0.130
24 hours 3 (2-4) 0.136 3 (3-4 ) 0.069

* - Conparison of the central tendencies of the two independent populations, the statistically significant differences (p=0.05, W

*k

Wilcoxon test, nultiple conparison, Kruskal-Wallis test, X1 square test) between parameters in the 1 st and 2 nd groups; ** -
statistically significant differences (p<0.05, T Wilcoxon test, nultiple conparison, Kruskal-Wallis test) of the parameters in the

conparison groups at 4 and 6 postoperative hours

As can be seen from the presented data, there
were no statistically significant differences
between the study groups regarding the mean
points of pain in the first 24 hours after the
operation. In the early postoperative period, the
pain level was evaluated using VAS 10-point
system. At pain threshold level 2- 5 points by VAS,
NSAIDs (dexketoprofen) and paracetamol were
used, above 5 points — narcotic analgesics
(promedol) [8] were used. Dexketoprofen has a
direct and rapid effect on the transduction process,
causing a selective blockade of NMDA receptors-
the modulation of pain impulse. Paracetamol
suppresses COX -2, COX -3 enzymes (perception)
and activates downward serotonergic inhibitory
pathways in the central nervous system, increased
activity of cannabinoid receptors — modulation of
pain impulse. Thus, the combination of drugs
provides multimodality. The daily dose of
dexketoprofen was 100-150 mg, paracetamol —
2000-3000 mg. After the above mentioned

Table 2. Parameters ofthe PONV occurrence
frequency on the first day after surgery

Sample PONYV frequency

group 1 (n1=30) 6,7% (Cl = 95 %, 0.6-18.8 , p=0.05)

group 2 (n2=30) 93,8% (C1=95%, 82.4-99.5 p=0.05)

DISCUSSION

Currently, practically insoluble task is an
attempt to record and eliminate all factors
provoking the development of PONV syndrome
in bariatric patients, which explains the high rate
of failure in the fight against it [7, 9]. However,
modern anesthesiology has achieved some success
in preventing this complication of anesthesia. It is
believed that the most effective way to solve the
problem is to reduce the dose of opioid agonists
that have proven powerful emetogenic potential
in the perioperative period on alternative systems
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of systemic anesthesia [8, 10]. For this purpose,
as a substitute for narcotic analgesics in modern
literature, it is often recommended to use the
drugs of the COX inhibitor group. [11]. For the
purpose of pre-emptive analgesia use para-
cetomol 20 minutes before the operation, the
daily dose is 4g. The design of this study made
it possible to evaluate the effect of different
regimens of paracetamol administration, as a
central blocker of COX-2 and COX-3, in the
multimodal analgesia scheme on the incidence
of PONV inpatients with morbid obesity after
laparoscopic bariatric interventions. We have
found that the prophylactic administration of
paracetamol reduces the frequency of PONV.

Interestingly, the administration time signi-
ficantly affected the antiemetic effect: the most
effective was pre- or intraoperative intravenous
administration of paracetamol, but not as a post-
operative analgetic.

Despite the preoperative administration of
ondansetron, cases of PONV were nevertheless
observed in patients of both study groups. But
the inclusion of paracetamol in the scheme of
preventive multimodal analgesia has greatly
reduced the incidence of PONV in patients of
the first group. Contrary to our expectations, the
decrease of PONV was not associated with a
reduction of the total dose of morphine equi-
valents; however, this was associated with
decreased pain intensity. Among clinicians are
believed that pain itself can be a risk factor for
PONYV. Another potential mechanism is the direct
antiemetic effect of paracetamol. In fact,
paracetamol is metabolized in the brain in the
AM404 metabolite, which is capable of inhibiting
of reuptake of anandamide, known as the
cannabinoid CB1 and CB2 recepors agonist. It
was shown that decreased level of anandemide
is associated with increased frequency of nausea
and vomiting in humans [13]. Therefore, we
believe that paracetamol has a direct effect on
the frequency of PONV increasing the level of
anandemide. The results of this work confirm
the presence of paracetamol in its own anti-
fertile effect in patients with morbid obesity.

In connection with obtained data, an appli-
cation for a utility model was submitted.

CONCLUSIONS

1. Paracetamol reduces the frequency of
PONV provided pre- or intraoperative
administration, but not with post-operative
anesthesia.

2. The inclusion of paracetamol in the scheme
of preventive multimodal analgesia in patients
with MO during LBS avoids the need for the
use of narcotic analgesics in the scheme of
postoperative anesthesia.
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3.

10.

11.

12.

13.

The anti-emetic effects of intravenous
intraoperative administration of paracetamol
are related not only to the reduction of the
total dose of opioids, but also to the direct
mechanisms of the effect of paracetamol on
the emetogenic centers of the central nervous
system.

. Pain is an independent factor of PONV

along with well-known triggers — opiates and
hypnotics.
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YEPHUA B.W., EBCEEBA B.B.

BNWAHWE WHTPAONEPALWOHHOIO BHYTPUBEHHOIO BBEAEHWA NAPALEETAMONA B CPABHEHWU C
NOCTONEPALNOHHLIM HA YACTOTY NOCNEOMEPALUOHHLIX TOWHOTLI U PBOTbI Y MALUMEHTOB C MOPBUOHbLIM
OXWPEHUWEM NOCNE NANAPOCKONUYECKUX BAPUATPUYECKMUX BMELLATENLCTB

locydapcmeeHHoe HayyHoe YepexdeHue «HayyHo-npakmuyeckul yeHmp npogunakmuyeckol U KINUHUYECKOU MeOUUUHbI»
locydapcmeerHo20 ynpasneHus denamu 2. Kues, YkpauHa

Pestome

Lienbto faHHOro 1ccnenoBaHys BUNOCL CpaBHEHKe 3hPEKTUBHOCTM MHTPa- 1 MOCTONEPALMOHHOIO BBEEHWS NapaleTamorna Ha YacToTy
BO3HWKHOBeHWS [TOTP y nauueHToB ¢ MOPBUAHBIM OXMPEHUEM NOCHE Nanapockonuyeckux GapuaTpuyeckux BMeLLaTENbCTB.
Matepuanb! u meToabl. B uccnegosaHum npuHsnu yyactue 60 naumeHToB ,pamMmgomMm3npoBaHHble Ha 2 rpynnbl ( n=30). B nepsoii rpynne
nauueHTbI Noslyyanu BHYTPUBEHHYO MHGY3MIo napaueTamora B Ao3e 1000 Mr Bo BpeMsi aHECTE3WH, HO 10 XMpyprisyeckoro paspesa. Bo
BTOPON rpynne nauueHTbl NonyyYanu BHyTPUBEHHY MHGY3uto napauetamona 1000-2000 mr B kKayecTBe nocneonepawumoHHOro
06e360n1BaHs B nepBble 24 Y. YpoBeHb NocreonepaLymoHHor 60nu oLeHMBanm ¢ UCMonb30BaHeM BU3yasbHO-aHanoroBom LWkarb .
Bbina npoBeaeHa oueHka 6omu, xanob Ha TOLWHOTY 1 PBOTY, NOTPEBGHOCTL B AONOMNHUTENBHOM BBEAEHWUN HAPKOTUYECKWX aHarmnbreTukax u
noTpeGHOCTb B NPOTUBOPBOTHBLIX CPEACTBAX B TEYEHWe 24 YacoB Nocne onepawuy.

Pe3ynbrathl. YacToTa TOLWHOTbI U PBOTHI B TEYEHME NEPBLIX 24 Y Nocne onepauuy Bbina 3HaunUTENbHO HUXKE B NEPBOW rpynne NaLyueHToB,
B CpPaBHEHWUM C rpynmnoi noctonepaunoHHoro BBeaeHns napauetamona (p = 0,05).

Knroyesnlie crnoea :6apuampuyeckas xupypaus, MopbudHoe oxuperue, [MOTP, mynbmumoOansHasi aHanzesus, napauemamorn

YEPHIA B.l., €EBCEEBA B.B.

BNNuB IHTPAOI'IEPALIIVIHOFOV BHYTPIWHLOBEHHOIO BBEQEHHA MAPALETAMONY B MOPIBHAHHI 3 NOCTOMNEPALINHUM
HA YACTOTY NICNAONEPALINHUX HYQOTWU TA BNOBAHHA Y MALUIEHTIB 3 MOPBIAHUM OXWPIHHAM nicna
NANAPOCKOMIYHUX BAPUATPUHUX BTPYYAHb

[epxasHa Haykoga ycmaHoga “Haykogo-npakmuyHul yeHmp npoginakmuyHoi ma KiHiyHoi MeOuyuHu” [JepxasHo20 yrnpasniHHsA
cnpasamu m. Kuis, YkpaiHa

Pestome

MeTor0 JaHOro JOCHIMKEHHS € NOPIBHAHHSA €(hEeKTUBHOCTI iHTpa- Ta NOCT-0nepaviHoro BBeAeHHS napaLleTamMosy Ha YacToTy BUHUKHEHHS
MOHB y naujeHTiB 3 MOPOIgHUM OXMPIHHAM MicNsA nanapockoniYHMx 6apuaTpu4HUX BTPyYaHb.

Matepianu Ta meToam. B gocnigxeHHi B3sanu yyacTb 60 nauieHTis, nogineHi Ha 2 rpynu (n = 30). Y nepwin rpyni nauieHTn oTpumysanu
BHYTPILLUHbOBEHHY iH(Y3ito napaueTamony B f4o3i 1000 mr nig Yac aHecTesii, ane [o XipypriyHoro po3TuHy. B apyrin rpyni nauieHTu
OTPUMYBan¥ BHYTPILLHBOBEHHY iHGy3ito napavetamony 1000-2000 mr B sikocTi nicnsionepauiiHoro 3HeboneHHs B NepLui 24 nicnsionepauinHi
rogvHu. PieHb nicnsionepalliiiHoro 605t oLiHoBanu 3a 4OMOMOIO0 BisyanbHO-aHarnoroBoi Wkanu. byno nposeaeHo ouiHKy 6onto, xanob
Ha HygoTy Ta bnoBaHHs, noTpeba B 4ONOMiXHMX aHanbreTvkax i notpeba B NpoTMBNIoOBOTHUX 3acobax NpoTAroM 24 roguH nicns onepadwii.
Pesynbrartun. Yactota HygoTv Ta 6noBaHHa NpoTArom nepLunx 24 roauH nicns onepawii 6yna 3Ha4yHo HUXYOI0 B NEpLLI rpyni nauieHTis,
y NOPIBHsIHHI 3 rpynoto NocT-onepaLinHoro BBeAeHHs napauetamony (p = 0,05).

Knroyosi cnoea: 6apuampuyHa Xipypeaisi, MopbioHe oxupinHs, [TOTP, mynsmumodarnbHa aHanb2e3isi, napauemamorn.
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