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INTRODUCAO

Doente do sexo masculino, de 41 anos de
idade admitido na Unidade de Cuidados
Intensivos (UCI) por quadro de tonturas com
sensacdo de “morte eminente”, associado a
sudorese profusa, bradicardia extrema (< 40
bpm) e alteragdes do ECG. Encontrava-se no
segundo dia do tratamento hospitalar com cefo-
taxima, azitromicina e cotrimoxazol por quadro
de pneumonia intersticial, adquirida na comu-
nidade, no contexto de imunossupressdo em
doente seropositivo para HIV. Os registos dos
sinais vitais na admissdo na urgéncia hospitalar
mostravam frequéncia cardfaca (FC) variando
de 75-103 bpm e tensdo arterial de 110/70
mmHg. Nao foi efectuado ECG antes do inicio
da terapéutica antibiética.

As figuras mostram a sequéncia de ECGs
realizados apés inicio do quadro de tonturas e
sudorese, apresentando o 1° ECG ritmo sinu-

sal (RS) a 40 bpm, com intervalos QT de 0,60

QT interval prolongation and extreme
bradycardia after a single dose of
azithromyein
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INTRODUCTION

41-year-old male patient was transferred to

the intensive care unit (ICU) with a setting
of dizziness and sensation of “imminent death”,
together with profuse sweating, extreme brady-
cardia (<40 bpm) and ECG alterations. This
occurred on the second day of hospital treat-
ment with cefotaxime, azithromycin and cotri-
moxazole for community-acquired interstitial
pneumonia in the context of immunosuppres-
sion in an HIV-positive patient. Vital signs on
admission to the emergency room showed heart
rate of 75-103 bpm and blood pressure of
110/70 mmHg. No ECG was performed before
initiation of antibiotic therapy.

The figures show the series of ECGs per-
formed following onset of the setting of dizzi-
ness and sweating: the first with sinus rhythm
(SR) at 40 bpm, QT interval of 0.60 s and QTc
of 0.50 s (Figure I); the second, after two
hours, with SR at 47 bpm, QT of 0.60 s and

Recebido para publicagdo: Agosto de 2009 o Aceite para publicagio: Setembro de 2009
Received for publication: August 2009 ® Accepted for publication: September 2009

139



140

Rev Port Cardiol
Vol. 29 Janeiro 10 / Janeiro 10

[
|
|

R | e
] 1 Il | | g B E
e o e e A e CH R L
| |
; 1 1 :I |- : 1 ! 1
lali O M ¥ 1| | |
|a A J_ |
:::‘.-.A;_.i" . lb‘ B EiEnE i T s i &
i B . I il ] i
4219 1 | | ] ]
i SO L i = ! : i i | | i | )
Hemm j aE L ? Vi |
Ot A i : 2
-1 2 i i 3 __:. Lofiad Eoi] .1_‘ ot i 5 5 g B .__|_ EN i
El= I I 53 i3 1 | il et
| - 0 I ] I
I | IS EEEE hi | 2 ELE
14 | } | | - = T=] 14 | !
L | | l LA | | 1 ; I|1' i
] i I | 1] EEFY A |
yill 0 g B i ik 5, HEAN
Y 1% e e it S Al L= = ) '
i 1 T 1 Il = 4 I
[ 2l FE i Kl BlE

Figura 1. Padrio electrocardiografico imediato apés inicio de sintomatologia

Figure 1. ECG pattern immediately after symptom onset.

s e QTe de 0,50 s (Figura 1); o 2° ECG, rea-
lizado com intervalo de duas horas, RS a 47
bpm, com intervalos QT de 0,60 s e QTc de
0,52 s (Figura 2) e 0 3° ECG, da admissao na
UCI, RS a 35 bpm, com intervalos QT de 0,64
s e QTe de 0,50 s, e alteracdes marcadas da
repolarizagdo secunddrias ao prolongamento
do intervalo QT (Figura 3). A avaliagdo labo-
ratorial revelou niveis normais de K+, Mg++ e
da fungdo renal. No estudo ecocardiogréfico
ndo se identificaram alteragdes. Foi inter-
rompida a terapéutica com azitromicina, man-
tendo cefotaxima e cotrimoxazol. O ECG efec-
tuado 36h apés suspensdo da azitromicina

QTe of 0.52 s (Figure 2); and the third, on
admission to the ICU, with SR at 35 bpm, QT
of 0.64 s and QTc of 0.50 s, and marked
changes in repolarization secondary to QT
interval prolongation (Figure 3). Laboratory
tests revealed normal K+ and Mg++ values
and normal renal function. No abnormalities
were  detected on  echocardiography.
Azithromycin was discontinued, cefotaxime
and cotrimoxazole being maintained. The
ECG performed 36 h after discontinuation of
azithromycin showed SR at 68 bpm, QT inter-
val of 0.42 s and QTc of 0.44 s (Figure 4).

The effect of macrolides in prolonging QT

T ETE]
LiL

|
Joise
H

T

H -

I
b
B

(B EHE)

s 0 T 2 0 G O o i

1

H

Figura 2. Padrao electrocardiogréfico 2 horas apés inicio de sintomas

Figure 2. ECG pattern two hours after symptom onset.
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Figura 3. Padrio electrocardiogréfico na admissdo a UCI

Figure 3. ECG pattern on admission to the ICU.

apresentava RS a 68 bpm, com intervalos QT
de 0,42 s e QTc de 0,44 s (Figura 4).

O efeito dos macrélidos no aumento do
intervalo QT é bem reconhecido"-*. A azitro-
micina tem sido considerada um dos farmacos

bis g avr

interval is well known ™. Azithromycin is
considered one the safest drugs in this group,
since it does not interfere with cytochrome
P450 isoenzyme 3A4, thus reducing the risk
of interactions with other drugs ®.
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Figura 4. Padrdo electrocardiogréfico 36 horas apés suspensdo da azitromicina

Figure 4. ECG pattern immediately after symptom onset.

mais seguros deste grupo, dado ndo interferir
com a isoenzima 3A4 do citocromo P450, o
que diminui o risco de interac¢des com outros
farmacos .

Neste caso, a tnica toma de 500 mg de
azitromicina endovenosa foi associada ao
aumento muito marcado do intervalo QT com-
binado com bradicardia sinusal. De facto, ape-
sar da azitromicina ter uma ac¢do menos mar-

In this case, a single 500 mg intravenous
dose of azithromycin was associated with
marked QT interval prolongation, together
with sinus bradycardia. Although azithro-
mycin has less effect on QT interval prolonga-
tion than other macrolides®, co-administra-
tion with cotrimoxazole ©, the possibility of
congenital long QT syndrome being revealed
by azithromycin?, or increased QT interval as
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cada que outros macrélidos no prolongamento
do intervalo QT®, a co-administra¢do com cot-
rimoxazol®, a possibilidade da Sindroma de QT
Longo Congénito ter sido evidenciada pela
azitromicina®, ou mesmo o aumento do interva-
lo QT como manifesta¢do de possivel neuropa-
tia autonémica relacionada com a infec¢do
HIV® podem estar na base deste fenémeno
eléctrico. Relativamente a bradiarritmia acen-
tuada, tanto quanto é do nosso conhecimento,
estd descrito um caso na literatura, envolvendo
uma administragdo de azitromicina em sobre-
dosagem num bebé de 9 meses ©. E sabido da
investiga¢o experimental que os farmacos que
prolongam o intervalo QT podem provocar
bradicardia e bloqueio auriculo-ventricular'”.
Por outro lado, na Sindroma do QT Longo
Congénito do tipo LQT4 tem sido descrita tam-
bém a ocorréncia de bradicardia sinusal
extrema'’. Este caso demonstra que a utiliza-
¢do de farmacos que induzem alteragoes de
repolarizacdo justifica monitoriza¢do adequada
desde o infcio do tratamento, com avalia¢do de
marcadores de risco antes do inicio da terapéu-
tica, em particular quando se recorre a combi-
nacdo de vdrios fdrmacos com influéncia no
intervalo QT.

a possible manifestation of autonomic neu-
ropathy related to HIV infection ® may under-
lie this electrical phenomenon. With regard to
the extreme bradyarrhythmia, to our knowl-
edge one case has been described in the liter-
ature, which involved azithromycin overdose
in a 9-month-old baby ©. Experimental
research has shown that drugs that induce QT
interval prolongation can cause bradycardia
and atrioventricular block . Furthermore,
extreme sinus bradycardia has also been
reported in a patient with type 4 long QT syn-
drome V. The case presented demonstrates
that the use of drugs that induce repolariza-
tion abnormalities requires close monitoring
from the outset, including assessment of risk
markers before the start of therapy, particular-
ly when used in combination with other drugs
that affect QT interval.
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