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WU3MEHEHUWSA BETETATUBHOIM PEIYJIALIUU CEPJIEYHOI'O PUT-
MA ITPU NPOBEJEHUN MHAYKIWU AHECTE3UU MUJA30JIAMOM
N ®PEHTAHWJIOM

AKTyaIbHOCTB TeMbl. [IpoBeJeHNe HHAYKIMHN aHECTEe3UH MHUIA30JIaMOM B CO-
YyeTaHuU ¢ PEHTAHWIIOM YaCTO MPUBOJUT K FEMOJIMHAMUYECKUM HAPYILICHUSIM, KO-
TOPBIE MOTYT OBITh BbI3BAHBI H3MEHEHHSMH BET€TATUBHOM PErYIISIIIUU IesITeIbHOC-
TH cepaua. B Hacrosiiee BpeMs OTCYTCTBYIOT MCCIIEJOBAHUS, TOCBSIILIEHHbIE H3y4Ye-
HUIO BIMSHUS MHIYKLIUH aHECTE3UH MHUIA30J1aMOM M (DEeHTAHHIIOM Ha BEreTaTHB-
HYIO PEeryJISIUIO CePACUHOM AesTeTbHOCTH.

IesbF0 TAHHOTO MCCIIEIOBAHUS OBIIIO YCTAHOBJICHHE M3MEHEHHI BEreTATHBHOM
perysiuy pUuTMa CepAlla Py UHIYKIMH aHECTE3UU C HCIOJIb30BAHNEM (eHTAHU-
Ja ¥ MUJa3onama.

Marepuaiibl 1 MeTObI. BBUTO MPOBEEHO MPOCIEKTUBHOE PAHIOMU3HPOBAHHOE
UCClleoBaHNe, 0JOOPEHHOE ITUIECKIM KOMUTETOM ['0Cy JapCTBEHHOTO YHUBEPCH-
TeTa MeAMIMHBL U papmannu nmeHn Huxonast Tecremuniany. Bee yuacTHUKH aTu
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nucbMeHHOe nHpopMupoBaHHoe cornacue. Hamu 66110 06¢enoBano 47 60IbHBIX
¢ puckoM 1o ASA I-1I, KOTOPBIM IJITAHUPOBATIUCH XUPYPTrUUECKHUE BMEIIATEIHCTBA.
Amnanu3 BaprabeTbHOCTH CepJCUHOr0 PUTMA U U3MEHEHU BereTaTUBHOU peryiis-
AN CEePIEYHON MeATeTbHOCTH MPOBOIIIN, OCHOBBIBASICH HA MOHUTOPHUPOBAHUU
OKT no Xonrepy B HCXOIHOM COCTOSIHUH, ITOCTIE TIPEMEIUKALIINN (GEHTAHUIIOM, a
TAKXKe I10C/Ie MHAYKLIUU aHECTe3MH MU1a30J1aMOM U (PeHTAHUIIOM.

PesyabTartsel uccienoBanus. [Tocie npoBeneHus npeMeaukanuu GeHTAHUIOM B
no3e 1,0 MKr/Kr He HaOITI0 AT 3HAUNTEIIbHBIX H3MEHEHMIT ToKa3aTellel Bapradeib-
HOCTH CEPJIEYHOTO PUTMA U BET€TATUBHON PEryJIsIuu cepreqHoro purma. OHaxo
rocJie mpoBeaeHus MHAYKIuu Mmuaazonamom (0,2-0,3 Mr/kr) B couetanunu ¢ peHra-
HusioM (1,5 MKr/kr) HaOJIIOAaIM 3HAYUTEIbHOE CHIDKEHIE TToKa3aTeliell Bapuadelib-
HOCTH cepaeunoro putMma. LFun (rmokazatenb akTUBHOCTH CUMITATHYECKOTO 3BEHA
BEreTaTUBHOMN PEeryJIsiiMy cepAeYHOro putma) ymenbimics Ha 24,2 % (¢ 69,1 (95 %
AU 65,9-72,3) no 52,4 (95 % AN 62,9-70,0), p=0,14), a HFun (moxa3arens akTus-
HOCTH ITaPaCUMITaTHUECKOTO OT/Iea BETeTATUBHON PEryJISIIUU CePACTHOTO PUTMA)
nocrosepHo yBenuumics Ha 34,9 % (c 30,9 (95 % AU 27,6-34,1) no 47,5 (95 % AN
30,4-57,4), p=0,01). Ornomenne LFun/HFun nocne MHIyKIMKY YMEHBIIWIOCH 10
1,1 (95 % AN 0,6-1,8, p=0,02), 4TO CBHIETEIBCTBYET O IMOBBIIICHHN aKTUBHOCTH
MapacuMITATHIECKON HEPBHOM CUCTEMEI.

BoiBoabl. [TpoBeaeHne npemeaukannu GeHTaHWIoM B 1o3e 1,0 MKI/Kr He Tpu-
BOJUT K CYIIECTBEHHBIM M3MEHEHHUSIM BEr€TaTHUBHOU PEryssiuyu CepIeYHOro pUT-
Ma. [IpoBenenue nHayKuMu aHecte3un Muaazonamom (0,2-0,3 Mr/kr) B coueTaHuu
¢ ¢ertanmwiomM (1,5 MKI/KT) CONMPOBOXKIAETCS 3HAYUTEIBHBIM CHIDKEHUEM Bapua-
OEeITbHOCTHU CepACYHOTO PUTMA U IOBBIIICHHEM TOHYCA MMapacUMITATHIeCKO HEPB-
HOM CUCTEMBI.

KuroueBsle ciioBa: BaprabeIbHOCTh CEPACUHOIO PUTMA, CUMITATHUECKasl U Ia-
pacuMIIaTHYeCKasi PeryJysiuu CepAeYHOTO PUTMA.
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CHANGES OF VEGETATIVE HEART TONUS AFTER INDUCTION OF
GENERAL ANESTHESIA WITH MIDAZOLAM AND FENTANYL

Background. Administration of midazolam and fentanyl for induction of gener-
al anesthesia is often associated with cardiovascular instability. This effect can be
caused by changes in the cardiac vegetative tonus induced by the drugs. There are
no studies which analyzed the changes in vegetative heart tonus during induction
of general anesthesia with midazolam and fentanyl.

The aim of the study was to establish the changes of vegetative heart tonus in
induction of general anesthesia with fentanyl and midazolam.

Materials and methods. There was performed a randomized prospective study
which was approved by the Ethic Committee. Written informed consent was signed
by all patients. The study group involved 47 patients scheduled for surgical inter-
vention ASA I-II. The analysis of heart rate variability and the changes in cardiac
vegetative tonus was performed with Holter ECG in baseline, after premedication
with fentanyl solution and after induction of general anesthesia with midazolam
and fentanyl.

Results of the research. After administration of fentanyl in doses of 1.0 mkg/kg
for premedication there were not significant changes of heart rate variability and
vegetative heart tonus. Administration of midazolam 0.2-0.3 mg/kg combined with
fentanyl 1.5 mkg/kg for induction of general anesthesia leads to significative changes
of HRV. There was a significative reduction of heart rate variability. The LFun
(marker of sympathetic heart tonus) reduced by 24.2% (69.1 (95% CI 65.9-72.3) vs
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52.4 (95% CI 62.9-70.0) (p=0.14), meantime the HFun (marker of parasympathet-
ic cardiac tonus) enhanced by 34.9% (30.9 (95% CI 27.6-34.1) vs 47.5 (95% CI 30.4—
57.4) (p=0.01). After administration of midazolam and fentanyl for induction of
general anesthesia the LFun/HFun ratio was 1.1 (95% CI 0.6-1.8) (p=0.02), signal-
ing the enhanced parasympathetic heart tonus.

Conclusions. Administration of fentanyl solution in doses 1.0 mkg/kg for pre-
medication is not associated with semnificative changes of vegetative tonus of the
heart. Administration of midazolam 0.2-0.3 mg/kg in combination with fentanyl
1.5 mkg/kg for induction of general anesthesia leads to significant decrease of heart
rate variability and enhanced parasympathetic cardiac tonus.

Key words: heart rate variability, sympathetic heart tonus, parasympathetic heart tonus.

Introduction

Midazolam is a hypnotic agent used for sedation as well as for induction of general
anesthesia, and its intravenous administration is frequently associated with blood pres-
sure and heart rate changes. Midazolam acts via GABAA receptors which have an im-
portant role in regulation of vegetative nervous system [1; 2]. Fentanyl is an opioid used
in combination with other hypnotic agents for induction of general anesthesia.

The sympathetic and parasympathetic influences on the sinus node in the heart are
manifested by cyclic changes of the RR interval on the ECG, a phenomenon known as
heart rate variability (HRV). HRV is a widely used method to asses changes in vegeta-
tive tonus of the heart in different medical fields [3—5]. In anesthesia and intensive care,
HRYV was used for assessment of changes in cardiac heart vegetative tonus during spinal
and epidural anesthesia, during endotracheal intubation, inhalational anesthesia, pain
assessment [6; 7]. Some recent studies have demonstrated the efficacy of HRV analysis
for risk assessment of cardiovascular (hemodynamic) instability during induction of an-
esthesia in abdominal surgery or spinal anesthesia for caesarian section [8—10].

In most of the studies that used HRV for interpretation of changes in the vegetative
tonus, midazolam was used for sedation.

This study tested the hypothesis that the induction of general anesthesia with mida-
zolam and fentanyl reduces the cardiac sympathetic vegetative tonus and enhances the
cardiac parasympathetic tonus. The study hypothesis started from the clinical observa-
tion that the combination of midazolam and fentanyl for induction of anesthesia fre-
quently is associated with development of arterial hypotension and sinus bradycardia.

Materials and methods

We performed a prospective randomized study to evaluate the changes of vegetative
heart tonus after induction of general anesthesia with fentanyl and midazolam. The pro-
tocol of study was approved by the Ethic Committee of the State University of Medicine
and Pharmacy “Nicolae Testemitanu”, Chisinau.

Between March 2017 and September 2017, ASA physical status I-II patients sched-
uled for elective surgical procedures aged under 60 years (to exclude age-related changes
of HRV), and with normal sinus rhythm on ECG were enrolled in the study. We ob-
tained an informed consent from all participants in the study. Patients with diseases that
could interfere with vegetative heart tonus (endocrine, neurological, cardiovascular dis-
eases) were excluded from the study. Another exclusion criterion was the presence of more
than 20% of artifacts on ECG trace.

We attached 10 electrodes on the chest and abdomen of the patients and connected
them to Holter monitor (Holter TLC 5000, USA) within 25-30 minutes after admission
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to surgical room. HRV parameters were analyzed at rest (baseline), after premedication
with Fentanyl 1.0 mkg/kg and after induction of general anesthesia with midazolam 0.2—
0.3 mg/kg and Fentanyl 1.5 mkg/kg. After administration of midazolam and fentanyl
and development of bradypnea or apnea, the mask ventilation was initiated in order to
ensure a frequency of ventilation of 14-16/min and a tidal volume 7-8 ml/kg, an impor-
tant requirement for correct registration and analysis of HRV. During induction of gen-
eral anesthesia, oxygen was delivered to ensure a SpO, above 95%.

HRYV parameters and changes in sympathetic and parasympathetic vegetative heart
tonus were analyzed by Holter computerized system. Parameters of HRV and their sig-
nificance are presented in Table 1 and were interpreted according to the recommenda-
tions of the Task Force of the European Society of Cardiology and the North American
Society of Pacing and Electrophysiology [14].

Statistical analysis of the results was done with the statistical program GraphPad Prism 6
(GraphPad Software, San Diego, California, SUA). Values with parametric distribution
were analyzed by t-pair and repeated measures ANOVA tests. Values with non-paramet-
ric distribution were analyzed by Wilcoxon and Friedman tests. Results are presented in
form of average and 95% confidence interval (for parametric data) and median with in-
terquartile range (IQR — for non-parametric data). Value of p<0.05 was considered sta-
tistically significant. The number of patients involved in the study group was determined
in order to ensure a study power of 80%, a-error of 5% at a detectable difference of heart
tonus between stages of at least 0.5. As well, there was considered a proportion of 10%
of patients that couldn’t be involved in final analysis for different reasons.

Results and discussions

The study group consisted of 47 patients (27 females and 20 males), aged (38.0%
+12.0) years. The mean body mass index was (24.5%3.3) kg/m? (it ranged between 16.7
and 29.7 kg/m2). Patients were scheduled for different types of surgery: 18 (38.3%) pa-
tients for laparoscopic cholecystectomy, 12 (25.5%) patients — for discectomy, 9 (19.1%)

Table 1
HRY parameters measured in frequency domain and their significance
Parameters of HRV Spectral fre- Significance Normal
quency, Hz values

TP — Total Power (ms?) 0.1-0.4 All vegetative influences 3466.0+1018.0
on the heart (sympathetic,
parasympathetic, influences
from chemoreceptors and

baroreceptors)
Spectral power of nor- — Sympathetic and barorecep- 54.0£4.0
malized low frequency tor influences on the heart
power (LFun)
Spectral power of nor- — Parasympathetic influences 29.0%3.0
malized high frequency on the heart
power (HFun)
LFun/HFun ratio — Sympathetic-parasympa- 1.5-2.0

thetic balance of the heart
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Table 2
Changes of HRV parameters in different stages of induction of
general anesthesia with midazolam and fentanyl

HRV Baseline After premedication | After induction p

parameters (T1) (T2) (T3)

TP*, ms? 924.2 829.1 209.1 0.0001

(404.2-1913.0) (438.5-2395.0) (68.8-566.9)

LFun 67.7 69.1 52.4 0.12
(62.9-72.5) (65.9-72.3) (42.9-70.0)

HFun 27.4 30.9 47.5 0.01
(21.4-37.0) (27.6-34.1) (30.4-57.4)

LFun/HFun 3.1 2.8 1.1 0.03

(2.4-3.8) (2.2-3.4) (0.6-1.8)

Note. * — statistical analysis was performed with repeated measures ANOVA and Friedman
test. Values are presented as average and 95% confidence interval for parameters with parametric
distribution and median with interquartile range (IQR), range for parameters with non-paramet-
ric distribution.

patients — for mandible osteosynthesis, 3 patients (6.4%) — for sinusotomy, 3 patients
(6.3%) — for syaloadenectomy, one patient (4.2%) — for rhinoplasty and one patient
(4.2%) — for appendectomy.

The baseline values of HRV parameters (TP, LFun, HFun and LFun/HFun) are pre-
sented in the Table 2. It can be observed that the baseline value of LFun/HFun was
3,1%0,3, indicating enhanced tonus of sympathetic nervous system.

After administration of fentanyl 1.0 mkg/kg for premedication the spectral power of
LFun and HFun increased while spectral power of TP and LFun/HFun ratio decreased.
It is worth mention that the spectral power of HRV parameters after premedication was
not significantly different from the baseline values (Fig. 1, Fig. 2).

un
801 49
60 34
404 24
%
20 - 1
O T T T 0 T T 1
Tl T2 T3 T1 T2 T3

Fig. 1. Changes of spectral power of Fig. 2. Changes of LFun/HFun ratio
LFun and HFun in different stages of in-  in different stages of induction of general
duction of general anesthesia with mida- anesthesia with midazolam and fentanyl.
zolam and fentanyl. Error bars represent  Error bars represent the 95% confidence
95% confidence interval: / — LFun; 2 —  interval: * — p<0,05
HFun; * — p<0,05
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The spectral power of TP after administration of fentanyl decreased by 10.3%: 829.1 ms?
(QR 438.5-2395.0 ms?) vs 924.2 ms? (QR 404.2-1913.0), p=0.16. The marker of sympa-
thetic vegetative tonus LFun increased by 2.0%: 69.1 (95% CI 65.9-72.3) vs 67.7 (95%
CI 62.9-72.5), p=0.4, and the most important parameter of parasympathetic heart tonus
— HFun — increased by 11.3%: 30.9 (95% CI 27.6-34.1) vs 27.4 (95% CI 21.4-37.0),
p=0.4. The ratio LFun/HFun decreased by 9.7%, but non-significantly: 2.8 (95% CI 2.2—
3.4) vs 3.1 (95% CI 2.4-3.8), p=0.4. The value of ratio LFun/HFun after premedication
was 2.8 which indicates increased cardiac sympathetic tonus (Fig. 2).

The most pronounced changes of HRV parameters were observed after induction of
anesthesia. The spectral power of TP, LFun and the LFun/HFun ratio decreased while the
spectral power of HFun increased (Table 2) as compared with those after premedication.
The spectral power of TP decreased by 74.8% (209.8 ms? (QR 68.8-566.9 ms?) vs 829.1 ms2
(QR 438.5-2395.0 ms2), p=0.03. The LFun decreased by 24.2%, but statistically non-sig-
nificantly (52.4 (95% CI 62.9-70.0) vs 69.1 (95% CI 65.9-72.3 ms2), p=0.14. The spectral
power of HFun increased by 34.9% (47.5 (95% CI 30.4-37.4) vs 30.9 (95% CI 27.6-34.1),
p=0.01. As a result, the value of LFun/HFun ratio decreased by 60.7%
(1.1 (95% CI1 0.6-1.8) vs 2.8 (95% CI1 2.2-3.4), p=0.02. The value of ratio LFun/HFun after
induction was 1.1 which indicates enhanced cardiac parasympathetic tonus (Fig. 1, Fig. 2).

After induction of general anesthesia the structure of patient group in function of
vegetative heart tonus has changed. If in baseline 48.9% of patients presented enhanced
sympathetic tonus of the heart, 40.4% — enhanced parasympathetic tonus and 10.6% —
normal vegetative tonus of the heart, after administration of fentanyl for premedication
there was attested a reduction of proportion of patients with enhanced sympathetic car-
diac tonus to 44.7% as well as a reduction of proportion of patients with enhanced para-
sympathetic heart tonus to 36.2%. At the same time, there was an increase in the propor-
tion of patients with normal vegetative heart tonus to 19.1%. After administration of
midazolam and fentanyl the proportion of patients with enhanced sympathetic heart tonus
has reduced to 38.2%, as well as there was a reduction of the proportion of patients with
normal vegetative heart tonus to 8.5%. There is worth mention the fact that in this stage
was a remarkable increased proportion of patients with enhanced parasympathetic heart
tonus, which represented more than half from the study group (53.1%) (Fig. 3).

patients
30

25
20
15
10

Tl T2 T3
stages

B enhanced sympathetic E enhanced parasympathetic O normal heart
tonus tonus tonus

Fig. 3. Structure of the group in function of vegetative heart tonus in different stages
of induction of general anesthesia with midazolam and fentanyl
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Heart activity is controlled by influences of sympathetic and parasympathetic vegeta-
tive nervous system on the sinus node. These influences are manifested by cyclic changes
of RR interval on ECG. The modern Holter devices are equipped with computerized sys-
tem for analysis of HRV and can appreciate the changes in heart vegetative tonus. There
is generally accepted that the LFun/HFun ratio represents the sympathetic-parasympa-
thetic balance of the heart, the LFun represents the sympathetic and baroreceptors influ-
ences on the heart and the HFun represents the parasympathetic tonus of the heart [3-5].

There are several studies that estimated the effects of midazolam on the vegetative
regulation of the heart using HRV analysis. But in most studies midazolam was used for
sedation [1; 11-13]. The comparison of these results with ours is not reliable as we ad-
ministered higher doses of midasolam (0.2-0.3 mg/kg) and it was administered in combi-
nation with fentanyl (1.5 mkg/kg). In a recent study Nishiyama T. (2018), demonstrated
that administration of midazolam 0.06 mg/kg in combination with 0.5 mg of atropine
reduced sympathetic tonus [1].

In another study performed by Tsugayasu R. (2010), sedation with midazolam
0.01 mg/kg decreased cardiac sympathetic tonus without significant effect on cardiac par-
asympathetic tonus [11]. Smith A. and col. [12] showed that premedication with mida-
zolam 2.5 mg in combination with differential doses of fentanyl (50 mkg, 75 mkg,
100 mkg and 150 mkg) didn’t change significantly the cardiac sympathetic and parasym-
pathetic tonus, and a boost in sympathetic cardiac tonus was observed immediately be-
fore respiratory depression. The final conclusion was that midazolam for sedation in com-
bination with fentanyl didn’t change the sympathetic-parasympathetic balance of the heart
and the enhanced cardiac sympathetic tonus mostly is caused by changes in respiratory
pattern similar to sleep apnea. Contrary to this study, Dogan I. demonstrated that seda-
tion with midazolam 0.05 mg/kg for transesophageal echocardiography significantly re-
duced cardiac sympathetic tonus and significantly increased parasympathetic tonus [13].

These results are different from our findings, as in our study the midazolam in com-
bination with fentanyl enhanced the cardiac parasympathetic tonus without significant
changes in the cardiac sympathetic tonus. In our study value of LFun/HFun after induc-
tion of general anesthesia with midazolam and fentanyl decreased to 1.1 which signifies
an enhanced cardiac parasympathetic tonus. This decrease could be attributed to the ef-
fects of midazolam, as premedication with fentanyl didn’t significantly change LFun/HFun
ratio. Benzodiazepines can influence autonomic neuro-cardiac regulation, probably
through their interaction with the GABAA receptor complex in the brain [2].

Conclusions

Premedication with fentanyl didn’t change significantly the heart vegetative balance
but induction of general anesthesia with midazolam and fentanyl enhanced cardiac par-
asympathetic tonus.

KurouoBi ciioBa: BapiaOelIbHICTh CEPLIEBOTO PUTMY, CUMIIATUYHA 1 MapacuMIIaTUYHA
PETyYJISIIIi CepIIEBOTO PUTMY.
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