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Sevoflurane, but not Propofol, Significantly Prolongs the

Q-T Interval

Axel Kleinsasser, MD, Elisabeth Kuenszberg, MD, Alexander Loeckinger, MD,
Christian Keller, MD, Christoph Hoermann, MD, Karl H. Lindner, MD, and

Friedrich Puehringer, MD

Department of Anesthesiology and Critical Care Medicine, The Leopold-Franzens-University of Innsbruck,

Innsbruck, Austria

Prolongation of the Q-T interval may be associated with
polymorphic ventricular tachycardia known as torsade
de pointes, syncope and sudden death. Existing data
show that isoflurane prolongs the Q-T interval,
whereas halothane shortens it. The aim of this study
was to determine whether sevoflurane or propofol af-
fects the Q-T interval. Thirty female patients undergo-
ing gynecologic surgery were randomly assigned to
two groups, one receiving inhaled induction with
sevoflurane and the other receiving total IV anesthesia
with propofol. Before and 20 min after the induction, a
six-lead electrocardiogram was recorded, and blood
pressure was measured. The Q-T interval and heart rate
adjusted Q-T interval (Q-Tc interval) were significantly

prolonged during the administration of anesthesia with
sevoflurane, while the Q-T interval was significantly
shortened, and the Q-Tc interval was statistically unaf-
fected during propofol anesthesia administration. We
conclude that, in otherwise healthy female patients,
sevoflurane prolongs the Q-Tc. Implications: In this
study, we evaluated the effect of sevoflurane induction
and anesthesia versus propofol induction and anesthe-
sia on the Q-T interval. Sevoflurane significantly pro-
longed the Q-T interval and the heart rate adjusted Q-T
interval, whereas propofol shortened the Q-T interval
but not the heart rate adjusted Q-T interval.

(Anesth Analg 2000;90:25-7)

the electrocardiogram (ECG) that may result in a

potentially dangerous polymorphic ventricular
tachycardia known as torsade de pointes. Addition-
ally, prolongation of the Q-T interval is strongly asso-
ciated with sudden infant death syndrome (1). Q-T
interval prolongation may be congenital (congenital
long Q-T syndrome [CLQ-TS]), representing muta-
tions in four genes encoding cardiac potassium and
sodium channels (2). The genotype of the long Q-T
syndrome influences the clinical course of the disease
(3). Acquired forms of the long Q-T syndrome follow
the administration of drugs, such as droperidol (4),
class Ia and III antiarrhythmics, antidepressants, and
other medications (5), or it may result from metabolic
disorders (2). Female patients have a longer Q-Tc in-
terval and a higher incidence of torsade de pointes

P rolongation of the Q-T interval is an alteration of
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tachycardia than male patients (6) and more fre-
quently develop torsade de pointes after the adminis-
tration of drugs that modify potassium or sodium
currents (conductance) to lengthen cardiac repolariza-
tion (7). In patients presenting with a prolonged heart
rate adjusted Q-T (Q-Tc) interval, the choice of anes-
thetic is of importance. Michaloudis et al. (8) investi-
gated the effect of isoflurane and halothane on the Q-T
interval in nonpremedicated children, premedicated
children (9), and in premedicated adults (10). Isoflu-
rane significantly prolonged the Q-Tc interval, in con-
trast to halothane, which shortened the Q-Tc interval.
No controlled study of the influence of sevoflurane on
the Q-T interval has yet been published. In 1998, Abe
etal. (11) reported a ventricular tachycardia torsade de
pointes during sevoflurane/nitrous oxide anesthesia
administration in a patient, and Gallagher et al. (12)
reported on a patient with CLQ-TS, which was further
prolonged during sevoflurane inhalation. Propofol
has no significant effect on the Q-Tc interval in healthy
adults (13) and tends to shorten an already prolonged
Q-Tc interval (14). The aim of this study was to eval-
uate the effect of sevoflurane on the Q-T interval in
healthy, female patients, as drug-induced torsades de
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pointes and symptomatic long Q-T syndrome have a
female predominance (15).

Methods

This study was approved by the human investigation
committee of the University of Innsbruck (Innsbruck,
Austria) in September, 1998. After obtaining written,
informed consent, 30 women classified as ASA phys-
ical status I or II were enrolled. Patients had been
scheduled for elective gynecological surgery with an
expected duration of approximately 60 min. Women
presenting with cardiovascular impairment or chronic
obstructive lung disease, women receiving medica-
tion, and women with an abnormal prolongation of
the Q-Tc interval (=440 ms) were excluded. All pa-
tients were premedicated orally with 0.1 mg/kg diaz-
epam 30 to 60 min before the first measurement. Di-
azepam is not known to alter the Q-T interval. The
patients were then randomly allocated to one of two
groups, one receiving sevoflurane anesthesia and the
other receiving propofol anesthesia. In all patients, a
six lead (I, II, III, aVL, aVR, and aVF) ECG (Car-
diosmart; Hellige GmbH, Freiburg, Germany) was re-
corded before administering oxygen/air at a fraction
of inspired oxygen (F10,) of 0.3 via a face mask. Iden-
tical ventilators (Julian; Drdger Medizintechnik,
Liibek, Germany) and vaporizers (Drager Medizin-
technik) were used in all patients. Fresh gas flow was
8 L/min in both groups. In all patients, ventilation
was controlled via a face mask after the induction with
end-tidal concentration of carbon dioxide monitored
and maintained at 40 mm Hg throughout the study. In
the sevoflurane group, anesthesia was induced via a
face mask by initially administering 1.0% sevoflurane,
then by increasing the inspiratory concentration after
every fifth breath by 0.5% until a maximum of 6%
sevoflurane vapor was achieved. Once anesthesia had
been induced, an end-tidal concentration of 2.5%
sevoflurane vapor was maintained to provide an ad-
equate depth of anesthesia. In order to establish steady
state conditions, 20 min was allowed until the second
six-lead ECG was recorded. In the propofol group,
anesthesia was induced IV by using 2.5 mg/kg propo-
fol at a constant rate of 20 mL/min while the patient
was breathing oxygen/air at F1o, of 0.3. Anesthesia
was maintained using a continuous infusion of propo-
fol at a rate of 6 mg - kg~ ' - h™'. Twenty minutes after
the induction, the second six-lead ECG was recorded.
In all patients, a 1-mL blood sample was subsequently
obtained via a venous catheter to measure the serum
concentrations of sodium, potassium, magnesium,
and calcium. After the measurements were completed,
anesthesia was continued according to the individual
needs of patient and type of surgical intervention by
using opioids, muscle relaxants, tracheal intubation,
or laryngeal mask airway as required.
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The investigators reading the ECG were blinded to
the type of induction and anesthesia used. The follow-
ing variables were recorded or calculated: heart rate,
P-R interval, QRS interval, Q-T interval, Q-Tc interval
according to Bazett’s formula (Q-Tc = Q-T/+/R-Rsec),
(16,17), systolic blood pressure, and diastolic blood
pressure. Blood pressure was measured in a noninva-
sive fashion by using a Datex AS 3 monitor (Datex,
Helsinki, Finland) that automatically calculates mean
arterial pressure. Occurrence and type of arrhythmia
was noted by observation of the monitor.

All values were expressed as mean * seM. A two-
way analysis of variance for repeated measures was
used for determination of intergroup and intragroup
differences. A two-tailed test was used. P values
smaller than 0.05 were considered significant. Signifi-
cant post hoc differences were analyzed by using the
Newman-Keuls test.

Results

There were no demographic differences between the
two groups (Table 1). Cardiovascular and Q-T interval
recordings and calculations are shown in Table 2. No
intergroup or intragroup differences in P-R interval
(150 = 3 ms) and in QRS interval (79 = 3 ms) were
observed. P wave height was 1.3 = 0.6 mm, and mean
axis of QRS was 51 £ 4.7 degrees. Sinus rhythm was
present in all patients. The Q-Tc interval did not ex-
ceed 440 ms in any of the patients. One patient in the
propofol group developed a short run of three mono-
morphic ventricular ectopic beats after the induction
of anesthesia, whereas in the sevoflurane group, no
form of arrhythmia occurred. Sevoflurane and propo-
fol induced significant decreases (P < 0.01) in systolic,
mean, and diastolic blood pressure. Sevoflurane but
not propofol significantly decreased heart rate. The
plasma concentrations of sodium, potassium, calcium,
and magnesium were within normal ranges in all
patients and did not differ between the two groups.

Discussion

The main finding of this study was that, in healthy
female patients, the induction and anesthesia with
sevoflurane significantly prolongs the Q-T and the
Q-Tc interval, whereas the induction and total IV
anesthesia with propofol significantly shortens the
Q-T but not the Q-Tc interval. Heart rate was reduced
by sevoflurane (P < 0.05 in intragroup comparison),
but not by propofol. No other ECG variables were
altered by either sevoflurane or propofol. Both drugs
induced significant decreases (P < 0.01) in blood pres-
sure. In the propofol group, the largest recommended
doses were applied, but the resulting cardiovascular
depression was less than that in the sevoflurane
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Table 1. Demographic Data

Sevoflurane Propofol
group group
Patients (1) 15 15
Age (yr) 363 +2 376+ 3
Weight (kg) 68.8 + 5 63.3 =2

Values are mean * SEM.

Table 2. Cardiovascular and Q-T Interval Recordings and
Calculations

20 min
Before after
Anesthetic induction induction
QT interval (ms)
Propofol 3775 360 * 6f
Sevoflurane 370 =8 411 = 7*t
QTc (ms)”
Propofol 4136 403=*8
Sevoflurane 409 =4 435 = 5%t
Heart rate (bpm)
Propofol 72x2 75+ 3
Sevoflurane 754 68 * 2%
Systolic blood pressure (mm Hg)
Propofol 123 +3 105 = 4%
Sevoflurane 130 £ 4 99 *+ 2%
Mean arterial pressure (mm Hg)
Propofol 90 2 76 * 3t
Sevoflurane 94 +3 70 £ 2%
Diastolic blood pressure (mm Hg)
Propofol 75*2 66 * 2%
Sevoflurane 78 £2 59 = 2%

Values are mean * SEM.

* P < 0.01 in intergroup comparison.

tP < 0.05, £ P < 0.01 in intragroup comparison.

7 Q-Tc reflects the heart rate adjusted Q-T interval by using Bazett’s
formula.

group, although the intergroup difference was not
significant. Our findings differ considerably from
those made by Thwaites et al. (18), who found that the
depression of the mean arterial pressure caused by
propofol is more pronounced than with sevoflurane.
This may be caused by the different induction tech-
niques used, because in our experiment, the inspira-
tory concentrations of sevoflurane were raised incre-
mentally at the induction of anesthesia. Propofol had
no significant effect on Q-Tc interval in our study,
which is compatible with the findings of Michaloudis
et al. (13). Propofol shortened the Q-T interval in our
study, which is consistent with the findings of
Saarnivaara et al. (14) who found that, among other
drugs, propofol shortens an already prolonged Q-T
interval.
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We conclude that, in otherwise healthy female pa-
tients, sevoflurane prolongs Q-Tc. The amount of
sevoflurane-associated Q-T prolongation may possi-
bly be of clinical significance in some patients present-
ing with CLQ-TS, hypokalemia, or in the presence of
other agents or factors that lengthen Q-T (acquired
forms of the long Q-T syndrome).
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