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RESUMO

Schnaider TB, Vieira AM, Branddo ACA — Estudo Comparativo de An-
tieméticos e Suas Associagles, na Prevencdo de Nauseas e Vomitos
Pés-Operatérios, em Pacientes Submetidas a Procedimentos Cirlrgi-
cos Ginecoldgicos.

JUSTIFICATIVA E OBJETIVOS: A profilaxia de nduseas e vomitos pos-
operatdrios foi objeto de muitos estudos. O objetivo desta pesquisa
foi comparar antieméticos e associagdes na prevengdo de nauseas e
vémitos pos-operatorios.

METODO: Setenta pacientes, ASA | e Il, foram submetidas a procedi-
mentos cirdrgicos ginecolégicos, sob bloqueio peridural associado a
anestesia geral. No Grupo Metoclopramida (GM), administrou-se 20 mg;
no Grupo Dexametasona (GDe), injetou-se 8 mg; no Grupo Droperidol
(GDr) administrou-se 1,25 mg, no Grupo Ondansetron (GO) injetou-se
8 mg; no Grupo Dexametasona-Ondansetron (GDeO) administrou-se,
respectivamente, 8 mg e 4 mg; no Grupo Droperidol-Ondansetron
(GDrO) injetou-se 1,25 mg e 4 mg; no Grupo Dexametasona-Droperidol-
Ondansetron (GDeDrO) administrou-se 8 mg, 0,625 mg e 4 mg. A pre-
senga de nduseas e vémitos foi observada nos momentos de 6, 12,
24 e 36 horas apds o término do ato operatorio.

RESULTADOS: A incidéncia total de episddios de nauseas foi de qua-
tro no GDeDrO, seis no GO, seis no GDrO, 11 no GDe, 11 no GDeO,
18 no GM e 22 no GDr. Aplicando-se o teste do Qui-quadrado ou o
teste de Fisher, ocorreu diferencga estatistica significativa entre o GDr
e os grupos GDe, GDO, GDrO, GDeO, GDeDrO; entre o GM e os gru-
pos GO, GDrO e GDeDrO; entre o GDeO e o grupo GDeDrO. A inci-
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déncia total de episédios de vémitos foi de trés no GO, trés no
GDeDrO, seis no GDrO, sete no GDe, sete no GDeO, desz no GDr e
13 no G. Verificou-se diferenca estatistica significativa entre o GDr e
0s grupos GO e GDeDrO; entre o GM e os grupos GO e GDeDrO.

CONCLUSOES: A associagdo dexametasona-droperidol-ondansetron e
0 ondansetron foram mais eficazes na profilaxia de nduseas e vémitos.

Unitermos: ANTIEMETICOS: dexametasona, droperidol, metocloprami-
da, ondansetron; CIRURGIA: Ginecoldgica; COMPLICAQOES: nauseas,
vomitos.

SUMMARY

Schnaider TB, Vieira AM, Branddo ACA — Comparative Study of Anti-
emetics and their Association, in the Prevention of Postoperative Nau-
sea and Vomiting in Patients Undergoing Gynecologic Surgeries.

BACKGROUND AND OBJECTIVES: Prophylaxis of postoperative
nausea and vomiting has been the subject of several studies. The
objective of the present study was to compare anti-emetics, and their
association, in the prevention of postoperative nausea and vomiting.

METHODS: Seventy patients, ASA | and Il, underwent epidural block
associated with general anesthesia for gynecologic surgeries. Patients
in the Metochlopramide Group (MG) received 20 mg of the drug; the De-
xamethasone Group (DeG) received 8 mg; the Droperidol Group (DrG)
received 1.25 mg; the Ondansetron Group (OG) received 8 mg, the
Dexamethasone-Ondansetron Group (DeOG) received 8 mg and 4 mg,
respectively; the Droperidol-Ondansetron Group (DrOG) received 1.25
mg and 4 mg, respectively; the Dexamethasone-Droperidol-Ondansetron
Group (DeDrOG) received 8 mg, 0.625 mg, and 4 mg. The presence of
nausea and vomiting was evaluated at 6, 12, 24, and 36 hours after
the end of the surgery.

RESULTS: The total incidence of episodes of nausea per group is as
follows: 4 in DeDrOG, 6 in OG, 6 in DrOG, 11 in DeG, 11 in DeOG, 18
in MG, and 22 in DrG. The Chi-square and Fisher exact tests indicated
statistically significant differences between DrG and DeG, DOG, DrOG,
DeOG, and DeDrOG; between MG and OG, DrOG, and DeDrOG; and
between DeOG and DeDrOG. And the incidence of vomiting was: 3
in OG, 3 in DeDrOG, 6 in DrOG, 7 in DeG, 7 in DeOG, and 10 in DrG,
and 13 in G. There was a statistically significant difference between
DrG and OG and DeDrOG; and between MG and OG and DeDrOG.

CONCLUSIONS: The association dexamethasone-droperidol-ondan-
setron and ondansetron alone were more effective in the prophylaxis
of nausea and vomiting.

Key Words: ANTI-EMETICS: dexamethasone, droperidol, metochlo-
pramide, ondansetron; COMPLICATIONS: nausea, vomiting; SURGERY:
gynecologic.
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ESTUDO COMPARATIVO DE ANTIEMETICOS E SUAS ASSOCIAGOES, NA PREVENGAO DE NAUSEAS E VOMITOS POS-OPERATORIOS,
EM PACIENTES SUBMETIDAS A PROCEDIMENTOS CIRURGICOS GINECOLOGICOS

INTRODUCAO

Certos odores, a desidratacdo, a dor, a apreensédo e o medo
contribuem para nauseas e vomitos pds-operatérios . Além
disso, nauseas e vOmitos contribuem para aumentar os
custos nosocomiais, retardando as altas hospitalares, exi-
gindo internacdes ndo-esperadas, acarretando maior aten-
¢éo da equipe médica e um menor grau de satisfacdo do
paciente 2. Outras complicag6es decorrentes sao aspira-
¢do de vomito, pneumonia aspirativa, distdrbios hidroeletro-
liticos, rutura esofagica, deiscéncia de sutura cirdrgica e
aumento da pressao intracraniana 2.

A etiologia dos episddios de nauseas e vomitos pode es-
tar relacionada com o paciente (sexo, idade, peso, ansie-
dade, historia prévia de nduseas e vomitos pds-operatorios
e tabagismo), com a técnica anestésica (6xido nitroso,
halogenados e opidides) e com o local e a duracdo do ato
operatorio 34,

O género feminino e o procedimento cirargico ginecoldgico
sao fatores de risco importantes, com incidéncia em torno
de 70% de nauseas e vOmitos no pos-operatorio. Por cau-
sa dessa incidéncia, tém-se buscado encontrar o antiemé-
tico ideal para essas pacientes 2.

A metoclopramida e o droperidol, ambos antagonistas dos
receptores dopaminérgicos, tém sido efetivos na preven-
¢ao e no tratamento de nauseas e vomitos pos-operatorios,
mas podem causar sedacdo, disforia, sindrome extrapira-
midal e torcicolo espasmaédico 2°.

A dexametasona, um corticosteréide com efeito antiemético
desconhecido, também tem sido efetiva na prevencao de
nauseas e vomitos pés-operatérios, porém com mais efi-
ciéncia se associada a outros antieméticos 25.

A ondansetrona, um antagonista dos receptores serotoni-
nérgicos (receptor 5-HT3), tem sido a mais aceita para a
prevencado de nauseas e vOmitos pds-operatorios em paci-
entes com mais fatores de risco 25.

Antieméticos com diferentes mecanismos de acdo apresen-
tam ac0es sinérgicas quando combinados entre si, resul-
tando em mais eficacia na prevencgdo e no tratamento de
nauseas e vOmitos pds-operatorios 25°,

Em decorréncia dos freqiientes episddios de nauseas e vo-
mitos pés-operatorios e da evolucédo do arsenal farmacéu-
tico anestésico e antiemético, o objetivo desta pesquisa foi
comparar antieméticos, administrados isoladamente ou
associados, na prevencéo desses efeitos adversos, em pro-
cedimentos cirdrgicos ginecoldgicos.

METODO

Ap6s aprovacéo do projeto pelo Comité de Etica em Pesqui-
sa em Seres Humanos da Universidade do Vale do Sapu-
cai, todos os pacientes participantes assinaram o Termo de
Consentimento Livre e Esclarecido, concordando com os
procedimentos a que foram submetidos. Participaram des-
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te estudo clinico prospectivo e analitico, 70 pacientes do gé-
nero feminino, na faixa etaria de 20 a 50 anos, estado fisi-
co ASA | e I, submetidas a histerectomia total abdominal com
anexectomia, sob anestesia geral associada a peridural.
Todas as pacientes receberam diazepam (10 mg) na véspe-
ra e midazolam (15 mg) 40 minutos antes do ato cirdrgico,
ambos administrados por via oral. Na sala cirargica foram
monitorizadas com eletrocardioscopio, pressdo arterial nao-
invasiva, oximetro de pulso e analisador de gases ins- e ex-
pirados. Depois de realizada a pungdo venosa com cénula
18G, foi administrada solu¢@o contendo midazolam (5 mg)
e fentanil (50 pg).

A seguir, foi infundido o antiemético ou suas associagoes,
diluidos em 500 mL de cloreto de sédio a 0,9%, antes da
realizacdo da punc¢éo peridural. No Grupo Metoclopramida
(GM), foram administrados 20 mg; no Grupo Dexametasona
(GDe), foram injetados 8 mg; no Grupo Droperidol (GDr), fo-
ram administrados 1,25 mg; no Grupo Ondansetron (GO),
foram injetados 8 mg; no Grupo Dexametasona-Ondansetron
(GDeO), foram administrados, respectivamente, 8 mg e 4 mg;
no Grupo Droperidol-Ondansetron (GDrO), foram injetados,
respectivamente, 1,25 mg e 4 mg; no Grupo Dexametasona-
Droperidol-Ondansetron (GDeDrO), foram administrados,
respectivamente, 8 mg, 0,625 mg e 4 mg.

A anestesia peridural foi realizada com a paciente na posi-
¢do sentada, pungdo no espacgo L, - L,, com agulha Tuohy
15G, sendo administrados 20 mL de ropivacaina a 0,75%,
na velocidade de 1 mL.s™.

A inducéo da anestesia geral foi realizada com etomidato
(0,2 mg.kg?), alfentanil (30 pg.kg?) e rocurdnio (0,6 mg.kg?),
sendo a manutenc¢do obtida pela administracdo de isoflu-
rano (0,5 vol% a 3,0 vol%). Quando ocorreram sinais clinicos
ou respostas hemodinamicas que sugeriam niveis inade-
quados de anestesia (sudorese, lacrimejamento, hiperten-
sao arterial e taquicardia) foi administrado alfentanil (500
Hg), em doses intermitentes, por via venosa.

A ventilagdo controlada foi efetuada em sistema de anes-
tesia com baixo fluxo, possibilitando umidificacdo e aqueci-
mento dos gases inspirados. O volume corrente foi de 8 a
10 mL.kg? e a freqUiéncia respiratéria suficiente para man-
ter a presséo expirada de dioxido de carbono (P_,CO,) en-
tre 30 mmHg e 35 mmHg.

Os dados da presséao arterial, freqiiéncia cardiaca, satura-
¢do periférica da hemoglobina pelo oxigénio (Sp0O,), gas
carbonico expirado (P_,CO,) e concentracéo inspirada de
isoflurano foram registrados ap6s a monitorizagéo, a rea-
lizac@o da anestesia peridural, a intubagéo traqueal e, a se-
guir, de 15 em 15 minutos até o término do ato cirurgico.
N&o foi realizado antagonismo do bloqueio neuromuscu-
lar em nenhuma das pacientes no final do procedimento
cirargico.

Encerrado o procedimento anestésico-cirdrgico, as pacientes
foram encaminhadas & sala de recuperagéo pds-anestésica
(SRPA).
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A incidéncia de nauseas e vdmitos foi observada nos mo-
mentos de 6, 12, 24 e 36 horas apds o término do ato ope-
ratorio.

Para analgesia pds-operatéria foi administrada dipirona, um
derivado pirazoldnico, na dose de 15 mg.kg?, de quatro em
quatro horas, apos o término do procedimento cirlrgico.

A andlise estatistica relativa aos dados antropométricos das
pacientes foi efetuada utilizando-se a Andlise de Variancia
com a prova de Scheffé; a andlise estatistica do tempo de
duracgdo do ato operatorio foi feita por meio do teste t de Stu-
dent; a andlise da presenca de njuseas e vomitos pds-ope-
ratorios foi efetuada utilizando-se os testes do Qui-quadrado
e Exato de Fisher. Valores de p < 0,05 foram considerados
significativos.

RESULTADOS

No que se refere ao peso e a idade das pacientes incluidas
no estudo, utilizando-se a Analise de Variancia com a prova
de Scheffé, ndo foram encontradas diferengas estatisticas
significativas entre os grupos (Tabela I).

Quanto ao tempo de duracéo do ato cirargico, utilizando-se
o teste t de Student, ndo foram encontradas diferencas es-
tatisticas significativas entre os grupos (Tabela II).

N&o houve necessidade de dose suplementar de opidide
para as participantes do experimento, tendo sido adminis-
trada somente a dose preconizada para a indugao.

No que se refere a presenca de nauseas, utilizando o teste
do Qui-quadrado, observou-se diferenca estatistica signifi-
cativa: entre o Grupo Droperidol e os grupos Dexametasona,
Ondansetron, Droperidol-ondansetron, Dexametasona-on-
dansetron e Dexametasona-droperidol-ondansetron; entre
0 Grupo Metoclopramida e os grupos Ondansetron, Droperi-
dol-ondansetron e Dexametasona-droperidol-ondansetron;
entre o Grupo Dexametasona-ondansetron e o Grupo Dexa-
metasona-droperidol-ondansetron (Tabela Il1).

Com relacao a presenca de vomitos, utilizando-se o teste
Exato de Fisher, observou-se diferenca estatistica signifi-
cativa: entre o Grupo Droperidol e os grupos Ondansetron
e Dexametasona-droperidol-ondansetron; entre o Grupo Me-
toclopramida e os grupos Ondansetron e Dexametasona-
droperidol-ondansetron (Tabela 1V).

Tabela | — Dados Antropométricos das Pacientes Incluidas no Estudo
Idade (anos) Peso (kg)

Grupo dexametasona (n=10) 44,5 + 4,97 68,7 + 8,68
Grupo droperidol (n=10) 40,6 £ 6,56 68,4 + 7,86
Grupo ondansetron (n=10) 41,9 + 6,36 68,3 + 10,04
Grupo metoclopramida (n=10) 41,8 £ 6,35 65,9 + 10,59
Grupo droperidol-ondansetron (n=10) 43,7 £ 5,33 58,5 + 10,26
Grupo dexametasona-ondansetron (n=10) 43,8 £ 5,63 63,8 + 12,04
Grupo dexametasona-droperidol-ondansetron (n=10) 41,4 + 6,36 60,7 + 5,22

Valores expressos em Média + DP.
Sem significancia estatistica, prova de Scheffé, p > 0,05.

Tabela Il — Tempo de Duracéo do Ato Operatério

Duracao (min)

Grupo dexametasona (n = 10)

Grupo droperidol (n = 10)

Grupo ondansetron (n = 10)

Grupo metoclopramida (n = 10)

Grupo droperidol-ondansetron (n = 10)
Grupo dexametasona-ondansetron (n = 10)

Grupo dexametasona-droperidol-ondansetron (n = 10)

100 + 28
124 + 31
110 + 25
108 + 26
88 + 40
107 £ 24
96 + 26

Valores expressos em Média + DP.
Sem significancia estatistica, teste t de Student, p > 0,05
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Tabela lll — Pacientes com Nauseas nos Grupos de Estudo

Grupos
Nausea Dr De M (0] DrO DeO DeDrO
Até 6h 9 5 7 4 4 4 1
6h a 12h 8 3 5 1 1 5 1
12h a 24h 3 3 5 1 1 2 1
24h a 36h 2 0 1 0 0 0 1
Total de pacientes 22 11* 18+ 6%+ 6%+ 11+ 4x

Grupo: Dr - Droperidol; De - Dexametasona; M - Metoclopramida; O - Ondansetron; DrO - Droperidol-Ondansetron; DrO - Droperidol-
Ondansetron; DeO - Dexametasona-Ondansetron; DeDrO - Dexametasona-Droperidol-Ondansetron.

* Diferenca estatistica significativa, teste do Qui-quadrado, p < 0,05.

* Diferencga estatistica significativa, teste do Qui-quadrado, p < 0,05.

# Diferenca estatistica significativa, teste do Qui-quadrado, p < 0,05.

Tabela IV — Pacientes com Voémitos nos Grupos de Estudo

Grupos
Voémitos Dr De M o DrO DeO DeDrO
Até 6h 6 2 5 1 4 1 0
6h-12h 4 3 4 1 1 4 1
12h-24h 0 2 4 1 1 2 1
24h-36h 0 0 0 0 0 0 1
Total de pacientes 10* 7 13+ 3+ 6 7 3+

Grupo: Dr — Droperidol; De — Dexametasona; M — Metoclopramida; O — Ondansetron; DrO — Droperidol — Ondansetron; DeO —
Dexametasona-Ondansetron; DeDrO — Dexametasona-Droperidol-Ondansetron.

* Diferenca estatistica significativa, teste Exato de Fisher, p < 0,05.
* Diferenga estatistica significativa, teste Exato de Fisher, p < 0,05.

DISCUSSAO

As nauseas e os vOmitos pos-operatdrios continuam sendo
uma das causas mais comuns de complicacdo pés-anes-
tésica.

Nesta pesquisa ndo foram utilizados o 6xido nitroso e a
neostigmina, assim como foi reduzido ao minimo o uso de
opidide no intra-operatério. O propofol nao foi o hipnoético
escolhido, em virtude de sua potencial atividade antiemética
e interacdo com farmacos cronotropicos negativos.

O tempo maximo de observagdo de nauseas e vomitos nes-
te experimento foi de 36 horas, horario em que ocorreu a alta
hospitalar. Estudo realizado por meio de entrevista, via tele-
fone, apds 24 a 48 horas e de questionarios até o quinto dia
da alta hospitalar, constatou que 35,7% dos pacientes apre-
sentaram nauseas e vOmitos °. Pesquisa empregando
farmacos na profilaxia de nduseas e vomitos avaliou a pre-
senca desses efeitos adversos, as complicagcfes e o grau
de satisfacdo dos pacientes nas primeiras 48 horas .

No presente estudo, a utilizacdo de baixas doses de dro-
peridol ndo acarretou nem disritmias cardiacas nem exten-
séo do intervalo QT. Estudo eletrofisiologico em voluntarios
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sadios sugeriu que seria improvavel que baixas doses de
droperidol, utilizadas como antiemético, acarretassem efeitos
pro-disritmogénicos no intra-operatério 2, o que é corrobo-
rado por trabalhos que avaliaram o efeito do droperidol no
intervalo QT 315,

Estudos em seres humanos, utilizando dexametasona iso-
lada ou associada ao ondansetron, em procedimento ci-
rargico por via laparoscopica, constataram a redugdo de
nauseas e vomitos, recomendando seu uso de rotina 1617,
Nesta pesquisa, a associacdo da dexametasona ao on-
dansetron ndo reduziu a incidéncia de nauseas e vomitos
com relacdo ao seu uso isolado; entretanto, se associada
também ao droperidol, ocorreu diminuigao.

Pesquisas comparando a eficacia do droperidol, da meto-
clopramida e do ondansetron #° constataram que o ondan-
setron e o droperidol foram mais eficazes na profilaxia de
nauseas e vomitos pds-operatorios. No presente estudo o
ondansetron corroborou os estudos descritos, contudo o
efeito do droperidol foi semelhante ao da metoclopramida.
Nesta pesquisa, 0 ondansetron e as associa¢fes droperi-
dol-ondansetron e dexametasona-droperidol-ondansetron
foram mais eficazes na prevengdo de nauseas, enquanto o
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ondansetron e a associagdo dexametasona-droperidol-
ondansetron foram mais efetivos na prevencéo de vomitos.
A etiologia das nauseas e dos vomitos apresenta carater
multifatorial 2%, estando relacionada com quatro tipos de
neurotransmissores que modulam a zona quimiorreceptora
de gatilho, situada na area postrema: dopamina, serotonina,
histamina e acetilcolina *°. Os antieméticos séo classificados
conforme sua agéo sobre os receptores farmacoldgicos e,
normalmente, a administracéo isolada pode ndo ser ade-
quada na profilaxia de nauseas e vomitos pds-operatorios.
Alguns autores sugerem a associacdo de dois ou mais
antieméticos para a obtencédo de melhores resultados 2+%,
fato que foi observado neste estudo quando da utilizagdo da
associagdo dexametasona-droperidol-ondansetron.

Neste trabalho, o ondansetron isolado foi o agente mais efi-
caz na profilaxia de nauseas e vomitos pés-operatérios, sen-
do a associacdo dexametasona-droperidol-ondansetron
uma boa opgdo em procedimentos cirirgicos ginecoldgicos
na pelve, pois apesar de ter o custo de trés farmacos, tem
também melhor eficacia na profilaxia de nauseas e vomi-
tos, com maior grau de satisfacdo dos pacientes, néo retar-
dando as altas hospitalares, com consequente diminui¢éo
nos custos hospitalares.

Na profilaxia de nduseas e vomitos pds-operatorios, em pro-
cedimentos cirargicos ginecoldgicos, a associagdo dexa-
metasona-droperidol-ondansetron e o ondansetron foram
mais eficazes, ndo tendo sido observada qualquer reacéo
adversa relacionada com os farmacos empregados.

Comparative Study of Anti-Emetics and
Their Association, in the Prevention of
Postoperative Nausea and Vomiting in
Patients Undergoing Gynecologic
Surgeries

Taylor Branddo Schnaider, M.D.; Antbnio Mauro Vieira, TSA,
M.D.; Anténio Carlos Aguiar Brand&o, TSA, M.D.

INTRODUCTION

Specific odors, dehydration, pain, apprehension, and fear
contribute for the development of postoperative nausea and
vomiting ®. Besides, nausea and vomiting do increase noso-
comial costs by delaying hospital discharge, which demands
unexpected hospitalizations, extended care by the medical
team, and increases patient dissatisfaction 2. Other compli-
cations include aspiration, aspiration pneumonia, water and
electrolytes imbalance, esophageal rupture, dehiscence of
sutures, and increase in intracranial pressure 2.

The etiology of nausea and vomiting can be related to the
patient (gender, age, weight, anxiety, history of postoperative
nausea and vomiting, and smoking), anesthetic technique
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(nitrous oxide, halogenated, and opioids), and site and
duration of the surgery 34

Female gender and gynecologic procedure are important
risk factors, with an incidence around 70% of postoperative
nausea and vomiting. For this reason, the search for the ideal
anti-emetic for those patients continues 2.
Metochlopramide and droperidol, antagonists of dopami-
nergic receptors, have been effective in the prevention and
treatment of nausea and vomiting, but they can cause se-
dation, dysphoria, extrapyramidal syndrome, and spastic
torticollis 2°.

Dexamethasone, a corticosteroid with anti-emetic action by
an unknown mechanism, has also been effective in the pre-
vention of postoperative nausea and vomiting, but it has
higher efficiency in association with other anti-emetics 2°.
Ondansetron, a serotoninergic receptor antagonist (5-HT3
receptor), has had greater acceptation for the prevention of
postoperative nausea and vomiting in patients with higher
risk factors 25,

Anti-emetic drugs with different mechanisms of action are
synergistic when combined, resulting in greater efficacy in
the prevention and treatment of postoperative nausea and
vomiting 259,

Due to the frequent episodes of postoperative nausea and
vomiting and evolution of anesthetic and anti-emetic drugs,
the objective of the present study was to compare several
anti-emetics, administered as a single medication or in as-
sociations, in the prevention of those adverse effects in gy-
necologic surgeries.

METHODS

After approval by the Ethics Committee on Human Research
of the Universidade do Vale do Sapucai, patients were asked
to sign an informed consent. Seventy female patients, ages
20 to 50 years, physical status ASA | and Il, undergoing total
abdominal hysterectomy with adnexectomy under general
anesthesia associated with epidural block participated in this
prospective an analytical clinic study.

Patients received oral diazepam (10 mg) the day before
surgery and oral midazolam (15 mg) 40 minutes before sur-
gery. Patients were monitored with electrocardioscope, non-
invasive blood pressure, pulse oximeter, and inspiratory and
expiratory gas analyzer. After venipuncture with an 18G ca-
theter, a solution containing midazolam (5 mg) and fentanyl
(50 pg) was administered.

Afterwards, the anti-emetic or its association, diluted in 500
mL of NS, was administered before the epidural puncture.
The Metochlopramide Group (MG) received 20 mg of meto-
chlopramide; the Dexamethasone Group (DeG) received
8 mg; the Droperidol Group (DrG) received 1.25 mg; the
Ondansetron Group (OG) received 8 mg; the Dexametha-
sone-Ondansetron Group (DeOG) received 8 mg and 4 mg,
respectively; the Droperidol-Ondansetron Group (DrOG)
received 1.25 mg and 4 mg, respectively; the Dexamethsone-
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Droperidol-Ondansetron Group (DeDrOG) received 8 mg,
0.625 mg, and 4 mg, respectively.

Epidural block was carried out with the patient in the sitting
position, in the L,-L, space, with a 15G Tuohy needle, and 20
mL of 0.75% ropivacaine were administered at 1 mL.s™.
Etomidate (0.2 mg.kg?), alfentanil (30 pg.kg?), and rocuro-
nium (0.6 mg.kg?') were used for anesthetic induction, and
isoflurane (0.5% vol. to 3.0% vol.) was used for maintenance.
When clinical signs or hemodynamic responses suggesting
inadequate levels of anesthesia (diaphoresis, tearing, hyper-
tension, and tachycardia) were observed, intravenous alfen-
tanil (500 pg) was administered in intermittent doses.
Controlled ventilation was carried out with a low flow anes-
thesia system, allowing for the humidification and warming of
inspired gases. Tidal volume varied from 8 to 10 mL.kg* and the
respiratory rate was adjusted to maintain the expired pressure
of carbon dioxide (P_,CO,) between 30 and 35 mmHg.

Blood pressure, heart rate, peripheral hemoglobin saturation
(Sp0,), expired carbon dioxide (P_,CO,), and inspired con-
centration of isoflurane were recorded after installation of
monitoring, epidural block, tracheal intubation, and every 15
minutes until the end of the surgery.

Table | — Anthropometric Data of Patients Included in the Study

After the surgery, patients were transferred to the post-anes-
thetic care unit (PACU). Neuromuscular blockade antago-
nists were not used at the end of the procedure.

The incidence of nausea and vomiting was observed at 6 h,
12 h, 24 h, and 36 h after the surgery.

Analgesia consisted on the administration of dypirone, a
pyrazolonic derivative, at 15 mg.kg?* every 4 hours after the
surgery.

Analysis of Variance with Scheffé’s test was used to analy-
ze the anthropometric data; the Student t test was used to
analyze the length of the surgery; postoperative nausea and
vomiting were analyzed by the Chi-square test and Fisher
Exact test. A p < 0.05 was considered significant.

RESULTS

Analysis of Variance with Scheffé’s test did not show sta-
tistically significant differences in the weight and age of the
patients (Table I).

The Student t test did not detect statistically significant diffe-
rences in the length of surgery (Table ).

Patients did not require supplemental doses of opioids.

Age (years) Weight (kg)
Dexamethasone group (n=10) 445 + 4.97 68.7 + 8.68
Droperidol group (n=10) 40.6 £ 6.56 68.4 + 7.86
Ondansetron group (n=10) 41.9 £ 6.36 68.3 + 10.04
Metochlopramide group (n=10) 41.8 £6.35 65.9 + 10.59
Droperidol-ondansetron group (n=10) 43.7 £5.33 58.5 + 10.26
Dexametasona-ondansetron group (n=10) 43.8 £ 5.63 63.8 £ 12.04
Dexametasona-droperidol-ondansetron group (n=10) 414+ 6.6 60.7 £ 5.22

Results expressed as Mean + SD.
Differences not statistically significant by Scheffé’s test, p > 0.05.

Table Il — Duration of Anesthesia

Duration (min)

Dexamethasone group (n = 10)

Droperidol group (n = 10)

Ondansetron group (n = 10)
Metochlopramide group (n = 10)
Droperidol-ondansetron group (n = 10)
Dexametasona-ondansetron group (n = 10)

Dexametasona-droperidol-ondansetron group (n = 10)

100 + 28
124 + 31
110 + 25
108 + 26
88 + 40
107 £ 24
96 + 26

Results expressed as Mean + SD.
Differences not statistically significant by the Student t test, p > 0.05
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Table 1ll — Development of nausea

Groups
Nausea Dr De M O DrO DeO DeDrO
Up to 6h 9 5 7 4 4 4 1
6h to 12h 8 3 5 1 1 5 1
12h to 24h 3 3 5 1 1 2 1
24h to 36h 2 0 1 0 0 0 1
Total n of patients 22* 11* 18+ 6%+ 6%+ 11%# ik

Groups: Dr - Droperidol; De - Dexamethasone; M - Metochlopramide; O - Ondansetron; DrO - Droperidol-Ondansetron; DeO -
Dexamethasone-Ondansetron; DeDrO - Dexamethasone-Droperidol-Ondansetron.

* Statistically significant difference by the Chi-square test, p < 0.05.
* Statistically significant difference by the Chi-square test, p < 0.05.
# Statistically significant difference by the Chi-square test, p < 0.05.

Table IV — Development of vomiting

Groups
Vomiting Dr De M O DrO DeO DeDrO
Up to 6h 6 2 5 1 4 1 0
6h-12h 4 3 4 1 1 4 1
12h-24h 0 2 4 1 1 2 1
24h-36h 0 0 0 0 0 0 1
Total n of patients 10* 7 13+ 3+ 6 7 3+

Group: Dr - Droperidol; De - Dexamethasone; M - Metochlopramide; O - Ondansetron; DrO — Droperidol - Ondansetron; DeO -
Dexamethasone-Ondansetron; DeDrO - Dexamethasone-Droperidol-Ondansetron.

* Statistically significant difference by the Fisher Exact test, p < 0.05.
* Statistically significant difference by the Fisher Exact test, p < 0.05.

The Chi-square test showed statistically significant dif-
ferences in the incidence of nausea among the groups, as
follows: between the Droperidol Group and the Dexametha-
sone, Ondansetron, Droperidol-Ondansetron, Dexamethaso-
ne-Ondansetron, and Dexamethasone-Droperidol-Ondan-
setron Groups; between the Metochlopramide and the On-
dansentron, Droperidol-Ondansetron, and Dexamethaso-
ne-Droperidol-Ondansetron Groups; and between the
Dexamethasone-Ondansetron and the Dexamethasone-
Droperidol-Ondansetron Groups (Table IlI).

The Fisher Exact test demonstrated significant differences
between the following groups: Droperidol Group and On-
dansetron and Dexamethasone-Droperidol-Ondansetron
Groups; and between the Metochlopramide Group and the
Ondansetron and Dexamethasone-Droperidol-Ondansetron
Groups (Table V).

DISCUSSION
Postoperative nausea and vomiting continue to be one of the
most common post-anesthetic complications.

Neostigmine and nitrous oxide were not used in the present
study, and the intraoperative use of opioids was reduced to
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a minimum. Propofol was not the hypnotic of choice due to
its potential anti-emetic activity and interaction with negative
chronotropic drugs.

In this study, 36 hours, the time of hospital discharge, was
the maximal observation time for nausea and vomiting. A stu-
dy conducted by telephone interviews from 24 to 48 after the
discharge, and questionnaires up to the fifth day after hos-
pital discharge demonstrated that 35.7% of patients deve-
loped nausea and vomiting *°. A study with prophylactic drugs
for nausea and vomiting evaluated the presence of those
adverse effects, complications, and degree of patient
satisfaction in the first 48 hours ™.

In the present study, the use of low doses of droperidol did
not cause cardiac arrhythmias or an increase in the QT in-
terval. An electrophysiological study in healthy volunteers
suggested that it would be unlikely that low doses of drope-
ridol, used as an anti-emetic, had intraoperative proarrhyth-
mogenic activity 2, which was corroborated by studies that
evaluated the effects of droperidol on the QT interval 35,
Studies using dexamethasone alone or associated with
ondansetron in laparoscopic surgeries in humans demons-
trated a reduction in the incidence of nausea and vomiting,
and recommended the routine use of those drugs . In the
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present study, the association of dexamethasone and on-
dansetron did not reduce the incidence of nausea and
vomiting when compared to dexamethasone alone; however,
the addition of droperidol decreased their incidence.

A study comparing the efficacy of droperidol, metochlopra-
mide, and ondansetron %1 demonstrated that ondansetron
and droperidol were more effective in the prophylaxis of
postoperative nausea and vomiting. In the present study, the
effects of ondansetron corroborated those studies; however,
the effects of droperidol were similar to that of metochlopra-
mide.

In the present study, Ondansetron and the association dro-
peridol-ondansetron and dexamethasone-droperidol-on-
dansetron were more effective in the prophylaxis of nausea,
while ondansetron and the association dexamethasone-
droperidol-ondansetron were more effective in the prevention
of vomiting. Nausea and vomiting have a multifactorial etio-
logy 2?°, being associated with four types of neurotransmitters
that modulate the chemoreceptor trigger zone located in the
area postrema: dopamine, serotonin, histamine, and acetyl-
choline?®. Anti-emetics are classified according to their action
on pharmacologic receptors and, usually, the administration
of a single agent might not be adequate for prophylaxis of
postoperative nausea and vomiting. Some authors suggest
the association of two or more anti-emetics for better results
2123 which was observed in the present study with the
association dexamethasone-droperidol-ondansetron.

In the present study, ondansetron alone was the most effec-
tive agent in the prophylaxis of postoperative nausea and
vomiting, and the association dexamethasone-droperidol-
ondansetron is a good option for pelvic gynecological sur-
geries since, despite the cost of the three drugs, it is more
effective in the prophylaxis of nausea and vomiting, has a
greater degree of patient satisfaction, and does not delay
discharge from the hospital, decreasing hospital costs.
The association dexamethasone-droperidol-ondansetron
and ondansetron alone were more effective in the preven-
tion of postoperative nausea and vomiting, and adverse reac-
tions related to their use were not observed.
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RESUMEN

Schnaider TB, Vieira AM, Brandao ACA — Estudio Comparativo de
Antieméticos y Sus Asociaciones, en la Prevencion de Nausea y
Vomito Postoperatorios, en Pacientes Sometidas a Procedimientos
Quirdrgicos Ginecoldgicos.

JUSTIFICATIVA Y OBJETIVOS: La profilaxis de nausea y vomito
postoperatorios fue objeto de muchos estudios. El objetivo de esta
investigacion fue comparar antieméticos y asociaciones en la
prevencion de nausea y vomito postoperatorios.

METODO: Setenta pacientes, ASA 1y II, fueron sometidas a pro-
cedimientos quirdrgicos ginecolégicos, bajo bloqueo epidural
asociado a la anestesia general. En el Grupo Metoclopramida (GM),
se administré 20 mg; en el Grupo Dexametasona (GDe), se inyecto
8 mg; en el Grupo Droperidol (GDr) se administré 1,25 mg; en el
Grupo Ondansetron (GO) se inyecté 8mg; en el Grupo Dexame-
tasona-Ondansetron (GDeO) se administro respectivamente 8 mg
y 4mg; en el Grupo Droperidol-Ondansetron (GDrO) se inyecto 1,25
mg y 4 mg; en el Grupo Dexametasona-Droperidol-Ondansetron
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(GDeDr0O) se administré 8mg, 0,625 mg y 4mg. La presencia de
nauseas y vomitos fue observada en los momentos de 6, 12, 24 y
36 horas después del término de la operacion.

RESULTADOS: La incidencia total de episodios de nauseas fue de
4 en el GDeDrO, 6 en el GO, 6 en el GDrO, 11 en el GDe, 11 en el
GDeO, 18 en el GM y 22 en el GDr. Al aplicar el test del Chi-cua-
drado o el test de Fisher, se comprobd la diferencia estadistica sig-
nificativa entre el GDr y los grupos GDe, GDO, GDrO, GDeO,
GDeDrO; entre el GM y los grupos GO, GDrO y GDeDrO; entre el
GDeO y el grupo GDeDrO. La incidencia total de episodios de vo-
mitos fue de 3 en el GO, 3 en el GDeDrO, 6 en el GDrO, 7 en el GDe,
7 en el GDeO, 10 en el GDry 13 en el G Se comprobd asi mismo,
la diferencia estadistica significativa entre el GDr y los grupos GO
y GDeDrO; entre el GM y los grupos GO y GDeDrO.

CONCLUSIONES: La asociacion dexametasona-droperidol-on-
dansetron y el ondansetron fueron mas eficaces en la profilaxis de
nauseas y vomitos.
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