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RESUMO

Braz LG, Navarro LHC, Braz JRC, Silva UT, Yamaguti FA, Cris-
tovan JC - Clonidina como Droga Adjuvante no Tratamento da
Sindrome da Abstinéncia Alcodlica em Unidade de Terapia
Intensiva. Relato de Caso

JUSTIFICATIVA E OBJETIVOS: A sedacdo de dependentes
de alcool e drogas em Unidades de Terapia Intensiva (UTI) é
um desafio pela elevada incidéncia de tolerdncia as drogas
sedativas e da elevada freqiiéncia de sindromes de
abstinéncia. O objetivo deste relato é mostrar um caso de
paciente jovem admitido na UTI que desenvolveu sindrome de
abstinéncia alcodlica e tolerdncia as drogas sedativas,
solucionadas somente apos o uso de clonidina.

RELATO DO CASO: Paciente do sexo masculino, 18 anos,
dependente de alcool, tabaco, cocaina e maconha, vitima de
acidente por arma de fogo, foi admitido na UTI no 1° dia de
poés-operatorio de enterectomia, apos aspiragdo de conteudo
gastrico durante reintubagdo traqueal. Evolugao clinica:
drogas vasoativas até o 4° dia de internagdo e
broncopneumonia bilateral com derrame pleural e
necessidade de ventilagao artificial até o 15° dia. O esquema
de sedacéao inicial utilizado foi a associagdo de midazolam e
fentanil. A partir do 4° dia, o paciente apresentou varios
episodios de agitagdo psicomotora, mesmo com a associagdo
de lorazepam no 6° dia. No 9° dia, o paciente recebeu as
maiores doses dos farmacos, mas permanecia agitado.
Optou-se pela associagdo de dexmedetomidina, que reduziu
as doses das outras drogas em 35% e diminuiu a agitagdo. No
12° dia, o midazolam e a dexmedetomidina foram substituidos
pela infusdo de propofol, com piora do quadro. No 13° dia, foi
associada clonidina ao esquema de sedagao, com resolugao
do quadro de agitagdo. No 14° dia, o propofol foi suspenso,
sendo mantida a infusdo de fentanil e reintroduzida a infusdo
de midazolam, com doses respectivamente 75% e 65%
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menores em relagdo ao pico de uso destas drogas. No 15° dia,
o paciente foi extubado e teve alta da UTI.

CONCLUSOES: A droga de escolha para o tratamento da
sindrome de abstinéncia alcodlica é o benzodiazepinico.
Entretanto, no presente relato, somente o uso adjuvante de
clonidina conseguiu proporcionar tratamento adequado ao
paciente.

Unitermos: DOENCAS: sindrome de abstinéncia alcodlica;
DROGAS: a,-agonista: clonidina

SUMMARY

Braz LG, Navarro LHC, Braz JRC, Silva UT, Yamaguti FA, Cris-
tovan JC - Clonidine as Adjuvant Therapy for Alcohol Withdra-
wal Syndrome in Intensive Care Unit. Case Report

BACKGROUND AND OBJECTIVES: Sedation of patients with
past history of alcohol and drug abuse in Intensive Care Units
(ICU) is a challenge due to the high incidence of sedative drugs
tolerance and withdrawal syndromes. This report aimed at de-
scribing a case of a young patient admitted to the ICU who de-
veloped alcohol withdrawal syndrome and tolerance to
sedatives, resolved only after clonidine administration.

CASE REPORT: Male patient, 18 years old, alcohol, tobacco,
cocaine and marijuana abuser, victim of firearm accident, who
was admitted to the ICU in the first post-enterectomy day, after
gastric content aspiration during tracheal re-intubation. Clinical
evolution was: vasoactive drugs up to the 4" day; bilateral bron-
chopneumonia with pleural effusion and need for artificial venti-
lation up to the 15" day. Initial sedation scheme was the
association of midazolam and fentanyl. As from the 4" day, pa-
tient presented with several psychomotor agitation episodes,
even after the association of lorazepam in the 6" day. In the 9"
day, patient received the largest doses but remained agitated.
Dexmedetomidine was associated, which has decreased other
drug doses in 35% and has improved agitation. In the 12" day,
midazolam and dexmedetomidine were replaced by propofol in-
fusion with worsening of agitation. In the 13" day, clonidine was
associated to the sedation scheme with total resolution of agita-
tion. Propofol was withdrawn in the 14™ day, fentanyl was main-
tained and midazolam infusion was restarted, with doses 75%
and 65% lower as compared to peak doses of such drugs. Pa-
tient was extubated in the 15" day and was discharged from
ICcU.

CONCLUSIONS: Benzodiazepines should remain the drugs of
choice for the treatment of acute alcohol withdrawal syndrome.
However in this report, only adjuvant clonidine was able to ade-
quately treat the patient.

Key Words: DISEASES: alcohol withdrawal syndrome;
DRUGS, ay-agonist: clonidine
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CLONIDINA COMO DROGA ADJUVANTE NO TRATAMENTO DA SINDROME DA ABSTINENCIA ALCOOLICA EM
UNIDADE DE TERAPIA INTENSIVA. RELATO DE CASO

INTRODUGAO

manutencao de adequado nivel de seguranga e confor-

to em pacientes graves é objetivo universal em Unidade
de Terapia Intensiva nos casos de utilizagao de tubos tra-
gueais para manutengdo de ventilagao artificial quando
existir a necessidade do emprego de farmacos sedativos.
Porém, a sedagao de dependentes de alcool e de outras
drogas é um desafio pela alta incidéncia de tolerancia e
das sindromes de abstinéncia fortemente relacionadas
aos casos pos-cirurgicos de trauma e infecgdo. InUmeros
tratamentos tém sido propostos para as sindromes de abs-
tinéncia, sendo descritos protocolos monoterapicos, as-
sim como outros em que a associagcdao de drogas
adjuvantes, como a clonidina, parece diminuir as falhas de
sedacdo 2.
A clonidina, um agonista dos receptores ay-adrenérgicos, é
cada vez mais utilizada como farmaco adjuvante em aneste-
sias gerais e em bloqueios raquideos ®. Seu uso fora da sala
deoperacdocomecgaaganhardestaque, tantonamedicacao
pré-anestésica*como notratamento de disturbios psiquiatri-
cos e, principalmente dos sintomas de abstinéncia referen-
tes aos opiéides5, alcool ® ou tabaco 7, além da possibilidade
de seuemprego em ambulatérios no tratamento da destoxifi-
cacgao dessas substancias.
O objetivo deste relato € mostrar um caso de paciente jovem
dependente de alcool e drogas admitido na Unidade de Tera-
pia Intensiva apds complicagdo pos-operatéria imediata,
que desenvolveu sindrome de abstinéncia alcodlica e tole-
rancia as drogas sedativas, solucionadas somente apos o
uso de clonidina.

RELATO DO CASO

Paciente do sexo masculino, 18 anos, dependente quimico
de alcool, tabaco, cocaina e maconha, foi submetido a ente-
rectomia de emergéncia, devido a acidente provocado por
arma de fogo. Durante o pds-operatorio imediato, na enfer-
maria, apresentou depressao respiratéria apés extubacao
traqueal. Durante as manobras para reintubagao traqueal,
houve aspiragao do conteudo gastroesofagico regurgitado.
Foi admitido na Unidade de Terapia Intensiva no 1° dia do
pos-operatorio. O paciente desenvolveu broncopneumonia
bilateral e derrame pleural necessitando de drogas vasoati-
vas até o4°diadeinternagao para manutengao dos parame-
tros hemodinamicos, e de ventilagao artificial até o 15° dia
comautilizagdo de elevadas fragdes inspiradas de oxigénio.
Durante todo a internagao recebeu reposi¢cao eletrolitica
adequada e administracao de tiamina, vitamina B4, e acido
félico. Nao desenvolveu disturbio do equilibrio acido-base
ou eletrolitico.

O esquema de sedacgéo inicialmente utilizado foi a associa-
¢ao de midazolam, na dose de 0,2 mg.kg™'.h™", e fentanil, na
dosede 3 pug.kg™.h" paraobtengiodenivel4 e 5pelaescala
de sedacdode Ramsay®. Apartir do 4°dia, apresentou agita-
¢ao psicomotora, tremores, taquicardia, hipertenséao arterial,
sudorese e midriase, necessitando do aumento progressivo
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das doses das drogas, mas sem melhora do quadro, mesmo
comaintrodugao no 6° dia de lorazepam por via gastrica, na
dose de 4 mg/dia. No 9° dia, o paciente recebeu as maiores
doses dos farmacos: midazolam - 0,28 mg.kg™'.h™, fentanil -
4,13pg.kg'1.h'1 elorazepam-16 mg/dia, permanecendocom
quadro de grande agitacao.

No 10° dia, optou-se pela associagdo de dexmedetomidina
na infusdo de 0,6 a 0,8 pg.kg™".h™" que, no 11° dia, na maior
dose, reduziu em 35% as doses dos demais farmacos, com
melhoraparcial dasintomatologia. No 12°dia, omidazolame
a dexmedetomidina foram substituidos pela infusdo de pro-
pofol, nadose de 5mg.kg™".h™", com leve piorado quadro. No
13°dia, foi associada clonidina, nadose de 0,15 mgacada6
horas por via venosa, ao esquema de sedagao com resolu-
¢ao total do quadro de agitagao psicomotora e diminuigéo,
em relagdo ao dia anterior, de 38% da infusédo de propofol e
de 42% da infusao de fentanil. No 14° dia, ainfusdo de fenta-
nilfoimantida, enquanto que o propofol foi substituido por mi-
dazolam, em doses respectivamente 75% e 65% menores
emrelagdoao picode usodessesfarmacosno 9°dia, perma-
necendo o paciente adequadamente sedado (Ramsay4). No
15°dia, o paciente apresentou critérios para arealizagao de
extubacgao traqueal e teve alta da Unidade de Terapia
Intensiva, com manutencao de clonidina. O esquema de
sedacdo empregado esta apresentado na figura 1.

0,8 |8 08| 8
07 |7 Vd 07| 7
0.6 |6 7 06| 6
o
5
8451 i Clonidina 8451 4
03 |31 D‘D\UJL_../D/H—G_‘U\WJ 0,33
02 |2 o= /A/A_A_A'ﬂ\x 02| 2
0,1 |1 ~y lO01]1
0 0 0 0
(Mgkg™h) 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 (mg.kg"h?)

Dias de Internagéo

—+—Dexmedetomidina —o-Fentanil —a—Midazolam +Propofo||

Figura 1 - Esquema de Sedagao Empregado durante a Internagao:
Dexmedetomidina (ug.kg™.h™"); Fentanil (ug.kg™".h™"); Midazo-
lam (mg.kg™".h™"); Propofol (mg.kg™".h™") e Clonidina

DISCUSSAO

Os sintomas de abstinéncia alcodlica podem se iniciar apos
algumas horas da interrupcéo ou diminuigdo do consumo de
alcool e podem ser classificados em leve (tremores), mode-
rado (alucinagdes e sintomas simpaticos) e grave (febre, mu-
dancano estado mental e alteragdes significantes dos sinais
vitais). Os sintomas podem, em intervalo de tempo em torno
de 72 horas, progredir para delirium tremens, condigao clini-
ca caracterizada por agitacado grave, tremores, estado de
confusdo aguda, associados adesorientagéo, alucinagdese
hiperatividade autonédmica, com duragédo, em média, menor
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doquesetedias, emborahajainimeros casos com maior du-
racao °. O delirium tremens, a mais grave manifestagao da
sindrome de abstinéncia alcodlica, ocorre aproximadamen-
teem 5% dos pacientes hospitalizados com histériade abuso
de alcool e apresenta taxa de mortalidade de 15% ° Uma
vez constatado o abuso de alcool, a profilaxia adequada
deveserinstituidacomamanutengdodos niveis eletroliticos
normais, além da administragdo de tiamina, vitamina By, e
acido folico associada a sedagao apropriada.

Segundo a literatura, ha evidéncias comprovando que os
benzodiazepinicos s&o as drogas de escolha para o trata-
mentodasindrome de abstinéncia alcodlicae mesmodasua
complicagdo mais grave, o delirium tremens, pelo mecanis-
modetoleranciacruzadacomoalcool, diminuindoafreqiién-
cia dos episddios de agitacéo, alucinacdes e tremores 2.
Entretanto, essa monoterapia ndo surte o efeito esperado
em todos os pacientes. Necessita-se, assim, freqlientemen-
te,dousodedrogas consideradas adjuvantes, como agonis-
tas dos receptores a,-adrenérgicos, B-bloqueadores e car-
bamazepina. Existem alguns relatos de casos de resolugao
dedeliriumtremens, refratarios aos benzodiazepinicos,com
0 emprego de propofol '

O prolongado efeito do alcool sobre o nUmero e afungéo dos
receptores dosistemanervoso central causaexcessivaexci-
tabilidade nervosa central durante os periodos de abstinén-
cia, acarretando maior atividade noradrenérgica. A clonidi-
na,umagonista a,-adrenérgico com seletividade de 200 (a.2)
para1(o4) aoreduziradescarga de catecolaminas centrais,
provavelmente no/ocus coeruleus, e inibir aexocitose de no-
radrenalina nafenda sinaptica, permite o rearranjo do equili-
brio dos neurotransmissores, diminuindo os sintomas de
abstinéncia '?. Dessa maneira, a clonidina melhora o padrao
de sedacgao, pela ativagéo de receptores o, centrais, porém
pode provocar como complicagéo hipotenséao arterial e bra-
dicardia, devido a diminuicao do efluxo simpatico central as-
sociado a diminuigdo da liberagéo de noradrenalina pela ati-
vagéao de receptores o, pré-sinapticos periféricos 3 Outra
complicacdo do uso de clonidina, relatada na literatura, é a
potencial relagéo entre uso de clonidina em altas doses no
tratamento de delirium tremens associada a pseudo-obstru-
¢d0 aguda do colon (sindrome de Ogilvie) **.

A grande maioria dos trabalhos demonstra que a clonidina
pode ser utilizada como adjuvante associada aos benzodia-
zepinicos '*'® no tratamento de sindrome de abstinéncia al-
coolica, por reduzir sua sintomatologia e gravidade ¢ Noen-
tanto, as evidéncias sdo inadequadas para determinar seus
efeitos no delirium tremens?. Outros trabalhos relatam gran-
de diminuicao dos “escores” gerais da abstinéncia alcodlica
em pacientes sob o uso de clonidina, porém com modesta
acao nos sintomas alucinatérios quando comparados aos
pacientes recebendo placebo 2 A clonidina parece apre-
sentar bons resultados também na prevencgao da sindrome
de abstinéncia. Demonstrou-se que 50% dos pacientes de-
pendentesde alcoolinternados em hospitale quereceberam
placebo desenvolveram a sindrome, enquanto que no grupo
de pacientes que recebeu clonidina durante a internagéo,
apenas 9% apresentou sintomas da sindrome 16
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No presente caso, a clonidina, utilizada a partir do 13° dia, foi
responsavel, ja nas primeiras horas apds sua aplicagao ve-
nosa inicial, por profunda e rapida diminui¢cao do quadro de
agitagdo psicomotora, dos tremores e da descarga adrenér-
gica, mostrando seu importante papel nesse tipo de sinto-
mas, quando utilizada em associagdo com o propofol oucom
o midazolam. O fato da dexmedetomidina, apesar de ter di-
minuido as doses de outros farmacos sedativos, ndo ter
apresentado resposta tdo eficiente como a da clonidina na
resolugdodoquadrodeagitagéo, jaque possuimaiorespeci-
ficidade aos receptores o, em relagéo aos a4 (1600:1), ndo
encontrarespostanaliteratura. Ndoencontramos pesquisas
e nem relatos de casos com o uso da dexmedetomidina em
pacientescomsindrome de abstinénciaou deliriumtremens.
Umdos fatores que contribuem para o fato € que esse farma-
co esta disponivel ha pouco tempo no mercado. Uma possi-
vel resposta pode estar na agao da clonidina, um derivado
imidazolinico, nos receptores imidazolicos centrais '°.
Acrise de abstinéncia do tabaco, caracterizada por irritabili-
dade, hostilidade, impaciéncia, ansiedade, agitacao e difi-
culdade de concentragao, pode ter se somado asindrome de
abstinéncia alcodlica no paciente. Pesquisas relatam que a
clonidina é mais eficaz no tratamento da sindrome de absti-
néncia do que a nicotina . Outras pesquisas demonstram
que, para cessacgao do habito de fumar, os melhores resulta-
dossaoobtidoscomousodeclonidinaporviatransdermal 18,
A cocaina, uma droga simpatica estimulante, aumenta a li-
beracéo de noradrenalina pré-sinaptica e bloqueia a sua re-
captacdo '°. Antes de realizagdo de sedagdo em pacientes
em estado com grande liberagéo simpatica, é importante de-
terminarapossibilidade de uso de cocainae/ou procurar evi-
déncias de outras sindromes de abstinéncia. Benzodiazepi-
nicos sao habitualmente empregados em pacientes com
suspeita ou certeza de uso de cocaina e, tanto o. como B-blo-
queadores podem ser utilizados. Os sintomas de abstinén-
ciatendem aserem opostos aos efeitos originais produzidos
pelasdrogas. Assim, os sintomas daabstinéncia porcocaina
mais comuns sao: depressdo, ansia, sonoléncia, cansaco,
bradicardia e compulsao pela droga, o que nos leva a crer
que no caso relatado o paciente ndo desenvolveu essa sin-
dromeouque estatenhapassadodespercebida pelaintensi-
dadedasindromede abstinénciaalcodlicaapresentadapelo
paciente.

Sinais e sintomas de abstinéncia por maconha séo dificeis
de serem determinados. De fato, poucos séo os pacientes
que necessitam de tratamento porabstinénciaaousode ma-
conha. A sindrome de abstinéncia no homem foi descrita
pela observacgéo criteriosa de usuarios que receberam do-
ses regulares dadroga por via oral e manifesta-se com irrita-
bilidade, leve agitagéo, ins6nia e nauseas. Essa sindrome,
entretanto, € somente observada em pessoas que utilizam
grande quantidade de droga diariamente e que subitamente
cessam seu consumo '°,

O diagnodstico das sindromes de abstinénciae mesmodo de-
lirium tremens néo é facil de ser feito em Unidade de Terapia
Intensiva, pois os pacientes estdo em estado critico e os sin-
tomas, na maioria das vezes, podem ser mascarados pela
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CLONIDINE AS ADJUVANT THERAPY FOR ALCOHOL WITHDRAWAL
SYNDROME IN INTENSIVE CARE UNIT. CASE REPORT

utilizacdo dedrogas sedativas durante oemprego de ventila-
¢ao artificial. Ressalta-se aimportancia da solicitagdo de in-
formagdes aos familiares sobre o uso abusivo e freqiiente de
drogas, principalmente de alcool, para que se possam ser to-
madas medidas profilaticas e mesmo iniciar-se o tratamento
adequado o mais precocemente possivel, abreviando-se o
tempo total de internagao e diminuindo os riscos dos pacien-
tes. A clonidina, embora seja uma droga adjuvante, ganha
cadavez mais espacgo pelasuaversatilidade ematuaremva-
rios tipos de abstinéncia, entre elas a alcodlica,
proporcionando sedagdo adequada com maior conforto e
segurangca aos pacientes e por ser um farmaco com
excelente relagao custo/beneficio.

Clonidine as Adjuvant Therapy for Alcohol
Withdrawal Syndrome in Intensive Care
Unit. Case Report

Leandro Gobbo Braz, M.D.; Lais Helena Camacho Navarro,
M.D.; José Reinaldo Cerqueira Braz, TSA, M.D.; Ubirajara
Teixeira da Silva, M.D.; Fabio Akio Yamaguti, M.D.; José
Carlos Cristovan, M.D.

INTRODUCTION

The universal goal of Intensive Care Units is to maintain ade-
quate safety levels and comfort of severely ill patients when
tracheal tubes are used to maintain artificial ventilation and
when sedatives are needed. However, sedation of alcohol
and other drugs abusers is a challenge, due to the high inci-
dence of tolerance and withdrawal syndromes, closely re-
lated to post-surgical trauma and infection. Several ap-
proaches have been proposed for withdrawal syndromes,
recommending both single drug therapy and the association
of adjuvant drugs, such as clonidine, which seems to de-
crease sedation failures 2.

Clonidine, an a,-adrenergic receptor agonist, is increasingly
beingused as adjuvantdrugingeneral anesthesiaand spinal
blocks *. Its use outside the operating roomis becoming popu-
lar, both for preanesthetic medication * and for psychiatric
disorders management, especially opioid °, alcohol © or to-
bacco’” withdrawal syndromes, in addition to the possibility of
being used in outpatient clinics to treat detoxification of such
substances.

Thisreportaimed atdescribing a case of a young alcoholand
drug-dependent patient, admitted to the ICU afterimmediate
postoperative complication, who developed alcohol with-
drawal syndrome and tolerance to sedatives, only resolved
after clonidine administration.

CASE REPORT

Male patient, 18 years old, alcohol, tobacco, cocaine and mari-
juana abuser, submitted to emergency enterectomy after fire-
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armaccident. During theimmediate postoperative period, and
in the ward, patient presented with respiratory depression af-
ter tracheal extubation. During tracheal re-intubation maneu-
vers, there has been gastric content aspiration. Patient was
admitted to the ICU in the 1% postoperative day, developing bi-
lateral bronchopneumonia and pleural effusion, needing
vasoactive drugs until the 4™ admission day to maintain
hemodynamic parameters, and artificial ventilation until the
15" day with high oxygen inspired fractions. Patient received
adequate electrolytic replacement and thiamine, vitamin B,
and folic acid throughout the admission period. There have
been no acid-base or electrolytic balance disorders.

Initial sedation scheme was the association of 0.2
mg.kg".h"" midazolam and 3 pg.kg™".h™" fentanyl to reach
level 4 or 5in Ramsay’s sedation scale ®. As from the 4™ day,
patient developed psychomotor agitation, shivering, tachy-
cardia, arterial hypertension, sudoresis and mydriasis, re-
quiring progressive drug dose increments butwithoutsymp-
toms improvement, even with the introduction of 4 mg/day
gastriclorazepaminthe 6" day.Inthe 9" day, patienthasre-
ceived the highestdoses: 0.28 mg.kg™'.h"" midazolam, 4.13
pg.kg™'.h"" fentanyl and 16 mg/day lorazepam, without agi-
tation improvement.

In the 10" day, 0.6 to 0.8 ug.kg™'.h"" dexmedetomidine infu-
sion was associated which, in the 11" day and in the highest
dose, has decreased other drug doses in 35% with partial
symptoms improvement. In the 12" day, midazolam and
dexmedetomidine werereplaced by 5 mg.kg'1.h'1 propofolin-
fusion with mild worsening of symptoms. Inthe 13" day, 0.15
mgintravenous clonidine every 6 hours was associated tothe
sedation scheme, with total resolution of psychomotor agita-
tion, 38% decrease in propofol infusion and 42% decrease in
fentanyl infusion as compared to the day before. In the 14"
day, fentanyl infusion was maintained while propofol was re-
placed by midazolam in doses 75% and 65% lower as com-
pared to their peak doses in the 9" day and patient remained
adequately sedated (Ramsay 4). In the 15" day, patient pre-
sented criteria for tracheal extubation and was discharged
from the ICU, still under clonidine.

Sedation scheme is shown in figure 1.
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Figure 1 - Sedation Scheme Used during Hospitalization: Dexme-
detomidine (ug.kg™”'.h™"); FentanYI (ug-kg™.h™"); Midazolam
(mg.kg™.h™"); Propofol (mg.kg™'.h™") and Clonidine
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DISCUSSION

Alcohol withdrawal syndrome symptoms may start few hours
after alcohol consumption withdrawal or decrease and may
be classified as mild (shivering), moderate (hallucinations
and sympathetic symptoms)and severe (fever, mental status
change and significant changes in vital signs). In approxi-
mately 72 hours, symptoms may progress to delirium
tremens, clinical condition characterized by severe agitation,
shivering and acute mental confusion, associated to disori-
entation, hallucinations and autonomic hyperactivity with
mean duration of less than 7 days, although there are several
cases with longer duration °. Delirium tremens, most severe
alcohol withdrawal syndrome manifestation, is presentin ap-
proximately 5% of patients admitted with past history of alco-
hol abuse, with 15% mortality rate '°. Once alcohol abuse is
confirmed, adequate prophylaxis should be instituted to
maintain normal electrolyticlevels, in addition to the adminis-
tration ofthiamine, vitamin By, and folicacid associated to ad-
equate sedation.

According to the literature, there are evidences that
benzodiazepines are the drugs of choice to treatalcohol with-
drawal syndrome and even its most severe complication, de-
lirium tremens, for its mechanism of cross-tolerance with al-
cohol, decreasing the frequency of agitation, hallucination
and shivering episodes "2 This single drug therapy, how-
ever, does not have the expected effect in all patients. So,
adjuvant drugs, such as ay-adrenergic receptor agonists,
B-blockers and carbamazepine, are often needed. There are
some reports on the resolution of delirium tremens refractory
to benzodiazepines with propofol .

The prolonged effect of alcohol on the number and function of
centralnervous systemreceptors determines excessive cen-
tral nervous excitability during withdrawal periods, leading to
higher noradrenergic activity. Clonidine, an a,-adrenergic
agonist with selectivity of 200 (o) to 1 (a4), in decreasing
central catecholamines discharge probably in the locus
coeruleus and inhibiting norepinephrine exocytosis in the
synaptic cleft, allows for the rearrangement of
neurotransmitters balance, decreasing withdrawal symp-
toms '2. This way, clonidine improves sedation by activating
o, central receptors, but may cause arterial hypotension
and bradycardia due to the decrease in central sympathetic
effluxassociatedtonorepinephrinerelease decrease bythe
activation of peripheral pre-synaptic a,-receptors 3. An-
other clonidine complication reported in the literature is the
potential relation of high clonidine doses to treat delirium
tremensand colon acute pseudo-obstruction (Ogilvie’s syn-
drome) .

Most studies have shown that clonidine may be associated to
benzodiazepines '?''°in the treatment of alcohol withdrawal
syndrome to decrease symptoms and severity ®. Evidences,
however, are inadequate to determine its effects on delirium
tremens 2. Other studies have reported significant decrease
in general alcohol withdrawal scores in patients under
clonidine, however, withmodestactionin hallucination symp-
toms as compared to patients receiving placebo 2 Clonidine
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seems to give good results also in the prevention of with-
drawal syndromes. Ithas been shownthat50% of alcohol-de-
pendent patients admitted to the hospital and receiving pla-
cebo have developed the syndrome, while in the group of pa-
tients receiving clonidine duringadmission, only 9% have de-
veloped the syndrome °.

In our case, clonidine administered as from the 13" day, was
responsible, already in the first hours after its initial intrave-
nous administration, for deep and fast improvement in
psychomotor agitation, shivering and adrenergic discharge,
showing its important role in these types of symptoms, when
used in association to propofol or midazolam. There is no ex-
planation in the literature for the fact that dexmedetomidine,
although having decreased the doses of other sedative
drugs, has not shown such an effective response as com-
pared to clonidine in the resolution of agitation, since it has
more specificity for a, receptors as compared to a1 (1600:1).
We have notfound reports on the use of dexmedetomidine in
withdrawal syndrome or delirium tremens patients. A con-
tributing factoris that this drug was recently introduced in the
market. Apossible answer may be the action of clonidine, an
imidazolinic derivative, on central imidazolic receptors 3
Tobacco withdrawal syndrome, characterized by irritability,
hostility, impatience, anxiety, agitation and difficult concen-
tration, could have been added to alcohol withdrawal syn-
drome in this patient. Studies report that clonidine is more ef-
fective than nicotine to treattobacco withdrawal syndrome '’
Other studies have shown that, to quit smoking, the best re-
sults are obtained with transdermal clonidine '®.

Cocaine, a stimulating sympathetic drug, increases pre-syn-
aptic norepinephrine release and blocks its reuptake ° Be-
fore sedating patients with high sympathetic release, itis im-
portant to determine the possibility of the use of cocaine
and/or look for evidences of other withdrawal syndromes.
Benzodiazepines are normally used in patients with suspi-
cion or certainty of cocaine abuse and both o and B-blockers
may be used. Withdrawal symptoms tend to be opposed to
original effects produced by the drugs. So, most common co-
caine withdrawal symptoms are: depression, anxiety, som-
nolence, fatigue, bradycardia and drug compulsion, which
lead us to believe that in our case patient has not developed
this syndrome or that it went unnoticed due to the intensity of
alcohol withdrawal symptoms presented by the patient.
Marijuana withdrawal signs and symptoms are difficult to de-
termine. In fact, there are few patients needing marijuana
withdrawal treatment. Withdrawal syndrome in men was de-
scribed by the thorough observation of users receiving regu-
lar oral doses of the drug and is manifested by irritability, mild
agitation, insomnia and nausea. This syndrome, however, is
onlyobservedin people using large daily amounts of the drug
and who suddenly interrupt its consumption '°.

Withdrawal syndromes and even delirium tremens diagno-
sesarenoteasyin|CUs, because patients arecriticallyilland
symptoms, most of the times, may be masked by sedatives
during artificial ventilation. Itis very importantto ask relatives
about abusive and frequent use of drugs, especially alcohol,
for prophylactic measures to be taken and even start the ade-
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quate treatment as early as possible, thus decreasing total
hospitalization time and minimizing patientsrisks. Clonidine,
although being an adjuvant drug, is becoming increasingly
popular for its versatility in acting on several types of with-
drawals, among them alcohol withdrawal, allowing adequate
sedation with better comfort and safety for patients, and for
being a drug with excellent cost/benefit ratio.
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RESUMEN

Braz LG, Navarro LHC, Braz JRC, Silva UT, Yamaguti FA, Cris-
tovan JC - Clonidina como Droga Coadyuvante en el Tratamien-
tode la Sindrome de Abstinencia Alcohdlica en Unidad de Tera-
pia Intensiva. Relato de un Caso

JUSTIFICATIVA Y OBJETIVOS: La sedacion de dependientes
de alcohol y drogas en Unidades de Terapia Intensiva (UTI) es
un desafio por la elevada incidencia de tolerancia a las drogas
sedativas y de la elevada frecuencia de sindromes de
abstinencia. El objetivo de este relato es mostrar un caso de un
paciente joven admitido en la UTI que desarrollé sindrome de
abstinencia alcohdlica y tolerancia a las drogas sedativas,
solucionadas solamente después del uso de clonidina.
RELATO DEL CASO: Paciente del sexo masculino, 18 afios,
dependiente de alcohol, tabaco, cocaina y mariguana, victima
de accidente por arma de fuego, fue admitido en la UTl en el 1°
dia de post-operatorio de enterectomia, después de aspiracion
de contenido gastrico durante reintubacion traqueal. Evolucién
clinica: drogas vasoactivas hasta el 4° dia de internacion y
broncopneumonia bilateral con derrame pleural y necesidad de
ventilacion artificial hasta el 15° dia. El esquema de sedacién
inicial utilizado fue la asociacion de midazolan y fentanil. A
partir del 4° dia, el paciente presentd varios episodios de
agitacion psicomotora, mismo con la asociacién de loracepam
en el 6°dia. En el 9° dia, el paciente recibi6 las mayores dosis
de los farmacos, mas permanecia agitado. Se optoé por la
asociacion de dexmedetomidina, que redujo las dosis de las
otras drogas en 35% y diminuy6 la agitacion. En el 12° dia, el
midazolan y la dexmedetomidina fueron substituidos por la
infusién de propofol, con empeoramiento del cuadro. En el 13°
dia, fue asociada clonidina al esquema de sedacién, con
resolucion del cuadro de agitacion. Enel 14°dia, el propofol fue
suspenso, siendo mantenida la infusién de fentanil y
reintroducida la infusion de midazolan, con dosis
respectivamente 75% y 65% menores en relacién al pico de uso
de estas drogas. En el 15° dia, el paciente fue extubado y tuvo
alta de la UTI.

CONCLUSIONES: La droga escogida para el tratamiento del
sindrome de abstinencia alcohdlico es el benzodiazepinico. No
obstante, en el presente relato, solamente el uso coadyuvante
de clonidina consigui6é proporcionar tratamiento adecuado al
paciente.
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