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RESUMO

FERREIRA, L. S. Fatores preditores de dor severa relacionada a insergcdo de
sistemaintrauterino liberador de levonorgestrel em nuligestas. 2020. Dissertacéo
(Mestrado em Tocoginecologia) — Departamento de Ginecologia e Obstetricia,
Universidade de Sao Paulo, Ribeirdo Preto, 2020.

Objetivos: Identificar fatores sociodemograficos e clinicos associados a dor severa na
insercao do sistema intrauterino liberador de levonorgestrel (SIU-LNG) em nuligestas.
Métodos: Trata-se de uma andlise secundaria de um ensaio clinico randomizado
(ECR) que avaliou o bloqueio intracervical de lidocaina para dor durante a insercao
do SIU-LNG. Para essa andlise, as participantes do ECR foram divididas em dois
grupos: 1) com dor severa, mulheres com escore de dor na escala visual analdgica
(EVA) > 7; e 2) sem dor severa, mulheres com EVA <7. N6s usamos teste de qui
quadrado para comparar variaveis sociodemograficas e clinicas entre os dois grupos.
As variaveis que foram significantes (p<0,25) na analise univariada foram incluidas no
modelo de regresséo binomial multipla, o qual foi usado para determinar preditores de
dor severa na insercao do SIU-LNG.

Resultados: Das 300 nuligestas que inseriram o SIU-LNG com sucesso, 137 (45,7%)
relataram dor severa na insercao. Ter histéria de dismenorreia (p=0,001) e intervencao
realizada antes da insercdo do SIU-LNG no ECR (p <0,0001) associaram-se a dor
severa. Na regressdo multipla, receber bloqueio intracervical de lidocaina reduziu o
risco de apresentar dor severa em relacéo a nao receber nenhuma intervencgéao [Risco
Relativo (RR): 0,55; Intervalo de Confianca (IC) 95%: 0,37-0,80]. Mulheres com
histéria de dismenorreia foram mais provaveis de apresentar dor severa comparadas
com aquelas sem histéria [RR 1,36; (IC 95%: 1,08-1,72)].

Concluséo: Em nuligestas, histéria de dismenorreia aumenta o risco de dor severa na
insercéo do SIU-LNG, enquanto o bloqueio intracervical de lidocaina reduz esse risco.

Palavras-chaves: Dor. Contracepcédo. Sistema intrauterino liberador de levonorgestrel.
Nuligestas.



ABSTRACT

FERREIRA, L. S. Predictors of severe pain associated with levonorgestrel-
releasing intrauterine device placement in nulligravid women. 2020. Dissertation
(Master’s degree in Tocogynecology) — Departamento de Ginecologia e Obstetricia,
Universidade de S&o Paulo, Ribeirdo Preto, 2020

Objective: To identify sociodemographic and clinical factors associated with severe
pain at the time of insertion of a 52mg levonorgestrel intrauterine system (LNG 1US)
among nulligravid women.

Methods: This is a secondary analysis of a randomized clinical trial (RCT) that
evaluated a lidocaine intracervical block for pain during LNG IUS insertion. For this
analysis, the participants of the RCT were divided into two groups: 1) those who had
severe pain, meaning a visual analog scale (VAS) pain score > 7, and 2) those without
severe pain, meaning a pain score <7. We used the Chi Squared test to compare
demographic and clinical variables between these two groups. The variables that were
significant (p<0.25) on univariate analysis were included in the multiple binomial
regression model, which was used to determine predictors of severe pain at LNG IUS
insertion.

Results: Of 300 nulligravid women who had a successful LNG IUS insertion, 137
(45.7%) reported severe pain at the time of insertion. History of dysmenorrhea (p=.001)
and having had an intervention done prior to the LNG IUS insertion (p <.0001) were
associated with severe pain. On multiple regression analysis, receiving an intracervical
lidocaine block reduced the risk of having severe pain compared to no intervention
[Relative Risk (RR): 0.55; 95% Confidence Interval (Cl): 0.37-0.80]. Women with a
history of dysmenorrhea were more likely than those without to have severe pain [RR
1.36; (95%Cl): 1.08-1.72].

Conclusions: Among nulligravid women, a history of dysmenorrhea increases the risk
of severe pain at LNG IUS insertion, while a lidocaine intracervical block reduces this
risk.

Keywords: Pain. Contraception. Levonorgestrel intrauterine system. Nulligravidas.
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1 INTRODUCAO

Cerca de 55,4% das gestacoes brasileiras ndo séo planejadas (VIELLAS et al.,
2014), sendo uma importante questdo de saude publica, jA que estas aumentam 0s
desfechos negativos maternos e perinatais, como depresséo pos-parto e aumento das
taxas de recém-nascidos com baixo peso ao nascer e prematuridade (CHENG et al.,
2009; SHAH et al., 2011).

Uma das estratégias preconizadas para reducéo de gestacdes ndo-planejadas
€ aumentar o uso dos métodos contraceptivos reversiveis de longa acéo (acrénimo
em inglés, consagrado em todas as linguas, LARC (Long-Acting Reversible
Contraceptive). Os LARCs englobam os dispositivos intrauterinos (dispositivo
intrauterino de cobre (DIU-Cobre) e o sistema intrauterino liberador de levonorgestrel
(SIU-LNG)) e os implantes subdérmicos (COMMITTEE ON GYNECOLOGIC
PRACTICE LONG-ACTING REVERSIBLE CONTRACEPTION WORKING GROUP,
2015).

Os DIUs sdo métodos contraceptivos altamente eficazes quando comparados
com o0s meétodos reversiveis de curta acdo (TRUSSELL, 2011; WINNER et al., 2012),
além de possuirem altas taxas de continuidade e satisfacdo (DIEDRICH et al., 2015;
PEIPERT etal., 2011). Além disto, sdo seguros para a maioria das mulheres, incluindo
as nuligestas e adolescentes (JATLAOUI; RILEY; CURTIS, 2017), conforme
recomendado pela Organizacdo Mundial da Saude (OMS) (WORLD HEALTH
ORGANIZATION, 2015). Apesar desses beneficios, sabe-se que os DIUs ainda sao
subutilizados no mundo e no Brasil (BAHAMONDES; FERNANDES; MONTEIRO,
2017; PONCE DE LEON et al., 2019; UNITED NATIONS, 2015). Um dos fatores que
contribui para a subutilizacdo deste método por parte das mulheres e dos profissionais
de saude é a dor associada a insercdo dos DIUs (SILVA-FILHO et al., 2017,
HUBACHER et al., 2015).

Para a maioria das mulheres que inserem um DIU, a dor da insercéo é
considerada moderada e toleravel, ndo necessitando de intervencdes para controle
da dor. No entanto, de 17,8 a 36,1% das mulheres apresentam dor severa, as quais
podem necessitar de estratégias de reducdo da dor associada a insercdo (MARIONS
et al., 2011; SUHONEN et al., 2004).
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A dor severa associada a insercao dos DIUs esté relacionada a alguns fatores
ja descritos na literatura como maior escolaridade, nuliparidade, ndo estar
amamentando no momento da insercgéo, o tipo de DIU usado (SIU-LNG foi associado
a um maior escore de dor), ndo ter parto vaginal, dor antecipada previamente a
insercao e historia prévia de dismenorreia (ALLEN et al., 2014; CASTRO et al., 2014;
CHI et al., 1986; DINA et al.,, 2018; KAISLASUO et al.,, 2014; WIEBE, 2015). A
nuliparidade tem importante associagdo com a dor severa (ALLEN et al., 2014,
CASTRO et al., 2014; DINA et al., 2018).

Tendo em vista que ser nuliparas/nuligestas constitui um dos principais grupos
de risco para dor severa, é importante conhecer quais seriam os fatores associados a
dor severa neste grupo. Desta forma, este estudo pretende identificar quais fatores
estdo associados a dor severa em nuligestas que elegeram o SIU-LNG como
contraceptivo. Os resultados deste estudo podem auxiliar na identificacdo de mulheres
que se beneficiariam de intervencdes para reducdo da dor associada a insercao dos

contraceptivos intrauterinos.
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2 OBJETIVO

Identificar fatores associados a dor severa em nuligestas submetidas a
insercao do SIU-LNG.
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3 MATERIAIS METODOS

3.1 Desenho do estudo

Trata-se de uma andlise secundaria de um ensaio clinico randomizado
controlado, duplo-cego, paralelo, que foi conduzido em dois centros brasileiros: setor
de Anticoncepcgdo do Hospital das Clinicas da Faculdade de Medicina de Ribeirdo
Preto, Universidade de Sdo Paulo (HC-FMRP-USP) e setor de Planejamento Familiar
do Departamento de Tocoginecologia da Faculdade de Ciéncias Médicas da
Universidade Estadual de Campinas (Unicamp). O estudo foi aprovado pelos comités
de ética em pesquisa de ambas as instituicdes (ANEXO A). O ensaio foi registrado no
ClinicalTrials.gov (NCT 03111342).

O artigo relacionado ao ensaio clinico esta disponivel nos anexos (ANEXO B).

3.2 Local de realizag&o do estudo

As participantes foram recrutadas nos ambulatérios de Anticoncepcéo do HC-
FMRP-USP e de Planejamento Familiar do Departamento de Tocoginecologia da
Faculdade de Ciéncias Médicas da Unicamp. O periodo de recrutamento e inclusédo

do ensaio clinico foi de junho de 2017 até agosto de 2018.

3.3 Participantes

Foram incluidas mulheres que desejavam usar o SIU-LNG contendo 52 mg de
LNG (liberacdo de 20 pg de levonorgestrel/dia) como contraceptivo, com idade entre
18 e 45 anos, sem gravidez prévia, que nunca utilizaram um contraceptivo intrauterino
previamente. Foram excluidas mulheres com condi¢cdes consideradas categorias 3
e/ou 4 para o uso de SIU-LNG segundo os critérios de elegibilidade da OMS (WORLD
HEALTH ORGANIZATION, 2015), usuarias de drogas ilicitas e/ou alcool, alergia ou
contraindicacdo a lidocaina, presenca de dor pélvica cronica de qualquer etiologia,
presenca de anormalidade em colo uterino como fibrose ou passado de cirurgia,
transtornos psiquiatricos conhecidos, uso crénico de medica¢des que interferem no
limiar de dor (como antidepressivos e anticonvulsivantes) e uso atual de analgésico

ou de anti-inflamatorio.
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No ensaio clinico, as mulheres foram randomizadas para um dos trés grupos:
1) anestésico: aplicagdo 3,6 mL de lidocaina a 2% (72 mg) sem vasoconstrictor
através de injecao intracervical usando seringa carpule (2 tubetes de 1,8 mL cada) e
agulha de 27G em 4 quatros pontos do colo uterino (3, 6, 9 e 12 horas) antes da
colocacao do tenaculo (FIGURAS 1 e 2); 2) sham: injecéo intracervical usando a
mesma seringa e agulha nos quatros pontos do colo uterino porém sem uso de
anestésico antes da colocacao do tenaculo, este procedimento é conhecido como dry-

needling; 3) sem intervencao: nenhuma intervencéo antes da colocac¢éo do tenaculo.

Figura 1 — Pontos de injecao do anestésico no colo uterino

@ Sites of intracervical injection

Fonte: CASTRO et al. (2014, p. 2.441).
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Figura 2 — Material utilizado para injecéo intracervical de anestésico

B8 g
7.8

B e
B G

Fonte: Foto retirada pela equipe responsavel pelo ensaio clinico randomizado.

Para esta andlise secundaria, as participantes do ensaio clinico randomizado
foram divididas em dois grupos: 1) com dor severa: incluiu nuligestas que
apresentaram dor severa na inser¢do do SIU-LNG. A dor severa foi considerada
aguela em que a participante atribuiu um escore de dor maior ou igual a sete pela
escala visual analdgica (EVA) (DINA et al., 2018) (FIGURA 3); 2) sem dor severa:
incluiu nuligestas que n&do apresentaram dor na inser¢éo do SIU-LNG ou a mesma foi
considerada leve ou moderada. Neste grupo, o escore de dor pela EVA das mulheres
foi menor que sete (DINA et al., 2018).
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Figura 3 — Escala visual analégica de dor

THE WORST
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NO PAIN
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THE WORST

NO PAIN
O PAI IMAGINABLE PAIN

Fonte: MAGRINELLI; ZANETTE; TAMBURIN, (2013, p. 297).

3.4 Variaveis, desfechos avaliados e fonte de dados

O desfecho primario do estudo foi a identificacdo dos fatores associados a dor
severa em nuligestas.

Para a identificacdo dos fatores associados a dor severa, analisamos possiveis
associacdes entre variaveis sociodemograficas e clinicas.

As variaveis sociodemogréficas incluidas na analise foram: idade, racga/cor,
anos de estudo e renda média familiar. As variaveis clinicas foram: o indice de massa
corporal (IMC, calculado pela formula peso (Kg) / altura (m)?), uso prévio de métodos
contraceptivos hormonais, escore da escala rastreamento de ansiedade e depressao
(BOTEGA et al.,, 1995), posicdo do Utero avaliada pelo exame ginecolégico do
profissional de saude, presenca de dismenorreia, dificuldade de insercdo do SIU-LNG
avaliada pelo profissional de salde, comprimento uterino total avaliada pelo
histerdmetro (histerometria) e intervencao realizada antes da insercéo do SIU-LNG.

3.5 Tamanho amostral

Para esta andlise secundaria, a amostra era fixa e constituida de 300 mulheres
incluidas no ensaio clinico randomizado que tiveram inser¢cdo do SIU-LNG com
sucesso e avaliaram a dor da insercao do SIU-LNG logo apos a inser¢cao do mesmo,
distribuidas da seguinte forma: 1) anestésico (99 mulheres); 2) sham (100 mulheres);
3) sem intervenc¢ao (101 mulheres).

Detalhes do calculo amostral estdo descritos no ensaio clinico (ANEXO B).
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3.6 Andlise estatistica

O teste de y? foi utilizado para comparar as variaveis sociodemograficas e
clinicas entre as nuligestas com e sem dor severa associada a insercédo do SIU-LNG.

Para identificar os fatores associados a dor severa, foram realizadas analises
univariadas para as variaveis sociodemograficas e clinicas. Todas as varidveis com
p<0,25 na analise univariada foram incluidas no modelo de regressdo mdultipla
binomial (intervencdo realizada antes da insercdo do SIU-LNG, historia de
dismenorreia, escore do componente de ansiedade da escala de rastreamento de
ansiedade-depressao e dificuldade de insercédo do SIU-LNG). Foi apresentado o risco
relativo (RR) e intervalo de confianga (IC) 95% de cada variavel incluida no modelo
de regressdo multipla binomial. Ndo houve colinearidade nas variaveis incluidas no
modelo.

O software SAS 9.4 (SAS Institute, Inc., Cary NC-USA) foi utilizado para as

analises. O nivel de significancia adotado foi de 5%.

3.7 Aspectos éticos

O ensaio clinico randomizado foi aprovado pelo Comité de Etica das duas
instituicbes onde foram realizados, sendo o HC-FMRP-USP considerado a instituicao
sede (ANEXO A). Todas as voluntarias assinaram o termo de consentimento para
iniciarem sua participagao no estudo.

Como este estudo foi realizado através de andlise de dados secundarios, 0

mesmo ndo necessitou de termo de consentimento adicional.
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4 RESULTADOS

O SIU-LNG foi inserido no periodo de junho de 2017 a agosto de 2018. Esta
analise incluiu 300 nuligestas que inseriram com sucesso o SIU-LNG e avaliaram a
dor associada a insercdo do mesmo. Desse total, 137 (45,7%) nuligestas

apresentaram dor severa apoés a insercdo do SIU-LNG (FIGURA 4).

Figura 4 — Frequéncia de dor severa entre nuligestas submetidas a insergéo do sistema
intrauterino liberador de levonorgestrel

Dor severa

45,7%
54,3 %

= Sim = Nao

Fonte: Elaborado pela autora.

Na andlise pelo teste de teste de y?, a presenca de dor severa na inser¢éo do
SIU-LNG foi associada a historia prévia de dismenorreia (p=0,001) e a intervencgéo
realizada pré-insercdo do SIU-LNG (p<0,0001) (TABELA 1). As demais variaveis nao
se associaram a dor severa na inser¢do do SIU-LNG em nuligestas.

Na analise de regressao mdltipla, receber bloqueio intracervical de lidocaina
reduziu em 45% o risco de apresentar dor severa em relacéo a ndo receber nenhuma
intervencéo (RR (IC95%): 0,55 (0,37 - 0,80)). Ja a histdria de dismenorreia aumentou
em 36% o risco de apresentar dor severa em relacao a nuligestas sem histéria de
dismenorreia (1,36 (1,08 —1,72)) (TABELA 2).
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Tabela 1 — Caracteristicas sociodemograficas e clinicas das nuligestas classificadas de
acordo com a presenca de dor severa na insercdo do sistema intrauterino liberador de

levonorgestrel
Dor severa
Sim Nao Total p*
137 (45,7%) 163 (54,3%) 300
Idade (anos)?! 0,69
<24 54 (39,4) 68 (41,7) 122
> 24 83 (60,6) 95 (58,3) 178
Raca/cor 0,36
Branca 118 (86,1) 140 (85,9) 258
Negra/parda 12 (8,8) 19 (11,7) 31
Amarela 7 (5,1) 4 (2,4) 11
Anos de estudo? 0,44
<15 52 (38,0) 69 (42,3) 121
> 15 85 (62,0) 94 (57,7) 179
Renda familiar média/mensal (reais)? 0,56
< 5000 71 (51,8) 79 (48,5) 150
> 5000 66 (48,2) 84 (51,5) 150
Uso de MAC hormonal prévio 0,65
Sim 131 (95,6) 154 (94,5) 285
Nao 6 (4,4) 9 (5,5) 15
EAD - depresséo (pontos) 0,37
<7 130 (94,9) 158 (96,9) 288
>7 7 (5,1) 5(3,1) 12
EAD - ansiedade (pontos) 0,06
<7 91 (66,4) 124 (76,1) 215
> 7 46 (33,6) 39 (23,9) 85
Dismenorreia 0,001
Sim 53 (38,7) 35 (21,5) 88
Nao 84 (61,3) 128 (78,5) 212

(continua)
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(continuacao)
Dor severa
Sim N&o Total p*
137 (45,7%) 163 (54,3%) 300
IMC (Kg/m?) 0,80
<25 101 (73,7) 118 (72,4) 219
> 25 36 (26,3) 45 (27,6) 81
Intervencgéo pré-insergéo do SIU-LNG#* <0,0001
Bloqueio intracervical 26 (19,0) 73 (44,8) 99
lidocaina (72 mg)
Sem intervencéao 52 (38,0) 49 (30,1) 101
Sham intracervical 59 (43,0) 41 (25,1) 100
Posicao do utero 0,68
AVF/MVF 125 (94,0) 141 (92,8) 266
RVF 8 (6,0) 11 (7,2) 19
Histerometria (cm) 0,31
<6 9 (6,6) 16 (9,8) 25
> 6 128 (93,4) 147 (90,2) 275
Dificuldade de insercéo do SIU-LNG® 0,13
Nao 116 (85,9) 149 (91,4) 265
Sim 19 (14,1) 14 (8,6) 33

Fonte: Elaborado pela autora.

*Avaliado pelo teste de 2

1, 2, 3: Variaveis definidas pela mediana dentro da amostra total; 4: Grupos de estudos
randomizados no ensaio clinico; 5: Avaliada pelo profissional que inseriu o SIU-LNG

MAC: Método anticoncepcional, EAD: escore de ansiedade e depresséo
(rastreamento)(BOTEGA et al., 1995) , IMC: indice de massa corporal, SIU-LNG: sistema
intrauterino liberador de levonorgestrel, AVF: anteversofletido, MVF: medioversofletido, RVF:
retroversofletido.
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Tabela 2 — Fatores associados a dor severa na insercéo do sistema intrauterina
liberador de levonorgestrel em nuligestas

Variaveis RR bruto (IC95%)?! RR ajustado
(IC95%)?

Intervencao pré-insercdo do SIU-LNG

Bloqueio intracervical lidocaina (72 mg) 0,51 (0,35 - 0,75) 0,55 (0,37 - 0,80)

Sham intracervical
Sem intervencéo

Dismenorreia

Nao

1,15 (0,89 - 1,47)

1,00 (referéncia)

1,52 (1,20 - 1,93)

1,00 (referéncia)

1,15 (0,90 - 1,46)

1,00 (referéncia)

1,36 (1,08 - 1,72)

1,00 (referéncia)

Escala de rastreamento ansiedade (pontos)
<7 1,00 (referéncia) 1,00 (referéncia)
>7 1,28 (0,99 - 1,64) 1,18 (0,92 - 1,50)
Dificuldade de insercdo do SIU-LNG
Nao 1,00 (referéncia) 1,00 (referéncia)

Sim 1,31 (0,95 - 1,82) 1,12 (0,84-1,49)

Fonte: Elaborado pela autora.

1: obtido pela regressao binomial simples; 2: obtido pela regressao multipla binomial

RR: Risco relativo, IC: intervalo de confianca, SIU-LNG: sistema intrauterino liberador de
levonorgestrel



22

5 DISCUSSAO

Nosso estudo mostrou que ter histéria de dismenorreia e receber 72 mg de
lidocaina através de bloqueio intracervical previamente a insercdo do SIU-LNG
associaram-se a dor severa na insercao do SIU-LNG em nuligestas. A presenca de
histéria de dismenorreia associou-se a 36% (RR (IC95%): 1,36 (1,08 - 1,72)) mais
risco de apresentar dor severa ha inser¢ao do SIU-LNG em nuligestas. Ja receber um
bloqueio intracervical de lidocaina previamente a insercdo do SIU-LNG associou-se a
reducado de 45% (RR (IC95%): 0,55 (0,37 - 0,80)) do risco de apresentar dor severa
na insercao do SIU-LNG. Nenhum outro fator sociodemografico e clinico foi associado
a presenca dor severa na inser¢ao do SIU-LNG em nuligestas.

Na literatura, jA existem estudos que avaliaram fatores preditores de dor
associada a insercéo de dispositivos intrauterinos, no entanto, quase todos incluiram
mulheres com parto anterior na amostra. Nesses estudos, foram encontrados como
fatores preditores de dor nuliparidade (ALLEN; RAKER; GOYAL, 2013; CONTI et al.,
2019; DINA et al., 2018; CHI et al., 1986; MAGUIRE et al., 2012; CASTRO et al., 2014)
ou baixa paridade (CHI et al., 1986; HUBACHER et al., 2006), né&o ter parto vaginal
previamente (ALLEN et al., 2014; WIEBE, 2015), contracep¢éao intrauterina fora do
periodo puerperal (ALLEN; RAKER; GOYAL, 2013), intervalo desde o ultimo parto
(insercéo de DIU apds doze meses (CHI et al., 1986) ou mais de seis meses do ultimo
parto (HUBACHER et al., 2006; MAGUIRE et al., 2012)), histéria de dismenorreia
(MAGUIRE et al., 2012; ALLEN; RAKER; GOYAL, 2013; KAISLASUO et al., 2014;
WIEBE, 2015; DINA et al., 2018; CONTI et al., 2019), dor antecipada a insercdo do
DIU (ALLEN et al., 2014; DINA et al., 2018; CONTI et al., 2019), alta escolaridade (CHI
et al., 1986), ndo estar amamentando no momento da insercao (CHI et al., 1986;
HUBACHER et al., 2006), mulheres com mais de 30 anos (HUBACHER et al., 2006),
tipo de DIU inserido (DINA et al., 2018; MAGUIRE et al., 2012) e inserg&o considerada
dificil pelo profissional de saude (ALLEN et al., 2014).

Apenas um estudo avaliou fatores preditores de dor na inser¢cao de
contraceptivos intrauterinos em nuligestas. Os fatores avaliados foram histéria de
dismenorreia, medidas uterinas (0 comprimento, a largura e a area da cavidade
uterina) e o angulo de flexdo (angulo formado pelo eixo tracado da cavidade

endometrial e do canal cervical) avaliados por ultrassonografia realizada previamente
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a insercdo dos contraceptivos intrauterinos. Esse estudo mostrou que a dismenorreia
foi o Unico fator preditor de dor associada a insercao do DIU (OR 8.16 (IC 2.56-26.02))
em nuliparas, aumentando em oito vezes a chance de dor severa (KAISLASUO et al.,
2014). No entanto, a dor foi avaliada pela escala de Likert (nenhuma, leve, moderada,
severa e intoleravel), diferente do nosso estudo em que a EVA foi utilizada. Outro
ponto de diferenca foi a amplitude do intervalo de confianga do estudo anterior, o que
pode significar imprecisdo da variavel analisada, o que depende do tamanho da
amostra e da frequéncia de ocorréncia da variavel.

Sabe-se que as mulheres com dismenorreia apresentam alteracfes
fisiopatolédgicas diversas que contribuem para a dor. Ha aumento de prostaglandinas,
vasopressina e outras substancias que interferem na dor relatada pelas mulheres
(MORROW; NAUMBURG, 2009). Além disso, ha descricdo de alteracdo do fluxo
uterino no inicio do ciclo menstrual, sugerindo maior contratilidade do Utero e resposta
alterada a nivel do sistema nervoso central (ALTUNYURT et al., 2005; VINCENT et
al., 2011). Mulheres com dismenorreia apresentaram maior escore de dor durante o
periodo menstrual em relacdo as que nao tem dismenorreia e limiar mais baixo para
sensibilidade térmica (VINCENT et al., 2011). Tais modificacdes sistémicas poderiam
justificar a maior sensibilidade dolorosa, inclusive a predisposicdo maior a dor severa
relacionada a insercao de contraceptivos intrauterinos.

A paridade, o intervalo da insercdo do DIU em relacdo ao ultimo parto,
amamentacao atual e o tipo de DIU utilizado ndo foram fatores avaliados em nosso
estudo, j& que haviam apenas nuligestas em nossa amostra e o SIU-LNG foi o Unico
tipo de dispositivo inserido, diferente dos demais estudos que avaliaram predicao de
dor na insercéo de contraceptivos intrauterinos, incluindo mulheres com gestacéo e/ou
parto anterior. N6s avaliamos em nosso estudo também o rastreamento para
ansiedade, mas néo a dor antecipada pelas mulheres (variavel ndo avaliada no ensaio
clinico randomizado). Maiores niveis de ansiedade representados pela dor antecipada
referida pelas mulheres estédo associados a maiores escores de dor na insercao dos
contraceptivos intrauterinos (ALLEN et al., 2014; CONTI et al., 2019; DINA et al., 2018;
DOTY; MACISAAC, 2015). Nesses estudos, a dor antecipada foi avaliada tanto por
mulheres que nunca tiveram gravidez quanto por aquelas que ja tiveram parto anterior.
A forma de avaliagdo da ansiedade foi variavel nesses estudos, sendo considerada

apenas o relato de transtorno de ansiedade pelas mulheres (DINA et al.,, 2018),
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realizada pela aplicacdo do instrumento Inventario de Ansiedade Traco-Estado
(ALLEN et al., 2014; SPIELBERGER; GORSUCH, 1983) ou identificada pelo escore
de ansiedade atribuido pelas mulheres pela EVA antes do procedimento de insercao
(DOTY; MACISAAC, 2015).

Em nosso estudo, as mulheres com transtorno de ansiedade previamente
diagnosticadas nao participaram do ensaio clinico randomizado e os maiores niveis
de ansiedade, avaliados pela escala de rastreamento de ansiedade e depressao, nao
foram associados a dor severa na insercao do SIU-LNG em nuligestas na regressao
multipla.

Em relacédo a dificuldade de insercdo do SIU-LNG pelo profissional, apos a
analise de regressao multipla, esse fator ndo foi associado a dor na insercéo do SIU-
LNG em nuligestas. O estudo prévio que encontrou esse fator como preditor de dor
avaliou nuliparas e multiparas na mesma amostra (ALLEN et al., 2014).

Em nosso estudo, a taxa das mulheres que referiram dor severa associada a
insercao do SIU-LNG foi de 45,7%. A frequéncia de dor referida pela mulher durante
a insercao dos dispositivos intrauterinos € variavel na literatura. Em nuliparas, a
frequéncia varia de 17 a 42 % (HALL; KUTLER, 2016; MARIONS et al., 2011,
SUHONEN et al., 2004), jA em mulheres que tiveram parto (vaginal ou ndo) 30% delas
referiram dor severa ap6s a inser¢cdo do contraceptivo intrauterino (BRIMA et al.,
2015). Em um estudo que avaliou nuligestas, foi encontrado que 58,4% delas
referiram dor severa associada a insercéo do DIU, sendo que todas usaram de rotina
analgésico ou anti-inflamatério antes da insercdo do contraceptivo intrauterino
(KAISLASUO et al., 2014). O nosso estudo aproximou-se da frequéncia maior de dor
severa, provavelmente por termos analisado também apenas nuligestas, as quais sao
sabidamente mais sujeitas a dor (BEDNAREK et al., 2015; CASTRO et al., 2014).

Os pontos fortes de nosso estudo foi o tamanho da amostra, que para esta
avaliacao representa o estudo de maior amostra em nuligestas, além disso incluimos
um unico tipo de contraceptivo intrauterino. Por ultimo, a avaliagcdo da dor foi feita em
tempo real, com instrumento padronizado para este fim (SRIWATANAKUL et al.,
1983), evitando viés de informagdo quando a dor é reportada em dia diferente da
insercdo do contraceptivo intrauterino. Nosso estudo apresenta como limitacdo a

possivel generalizagcdo dos dados, ja que a populacdo avaliada foi composta
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predominantemente por mulheres com 18 anos ou mais, brancas, com alto nivel de
escolaridade e renda mais elevada que a populagao brasileira em geral.
Considerando que 54,3 % das nuligestas ndo apresentaram dor severa em
nossa casuistica, a avaliacao de fatores associados a dor severa € interessante para
identificar as nuligestas que poderiam se beneficiar mais de intervencbes para
reducdo da dor associada a insercéao do DIU. Além dos fatores ja avaliados, pesquisas
futuras podem beneficiar-se da avaliagdo mais pormenorizada da dor e incluir a
aplicacdo do escore de catastrofizacdo da dor (SULLIVAN; BISHOP; PIVIK, 1995)
entre as mulheres submetidas a insercdo de contraceptivos intrauterinos. A
catastrofizacao da dor estd associada a resposta exagerada aos estimulos dolorosos
com percepcao de dor mais elevada entre as pessoas que expressam essa

caracteristica como ja descrito em estudos com pessoas com dor crénica.
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6 CONCLUSOES

A histéria pessoal de dismenorreia foi associada a maior risco de dor severa
em nuligestas na insercdo do SIU- LNG. J& o bloqueio intracervical com 72 mg de
lidocaina antes da insercdo do SIU-LNG foi associado a reducdo do risco de dor
severa na insergéo do SIU- LNG.

Conhecer os fatores preditores de dor severa possibilita identificar quais
mulheres tem mais risco de vivenciar uma experiéncia dolorosa na insercdo de
contraceptivos intrauterinos, devendo receber melhor aconselhamento antes do
procedimento e avaliar a necessidade de intervengfes previamente a insercdo do

dispositivo para a reducado da dor.
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usado) depende do anestésico cair no sangue (baixo risco de isto acontecer) e da dosagem. Como
usaremos uma dosagem bem baixa e no colo uterino, a chance deles ocorrerem & baixa. Caso ocorra, lhe
prestaremos todo atendimento necessario para a solugao do problema. Os tipos de efeitos colaterais mais
frequentemente relatados sao os seguintes: crises de auséncia, nervosismo, apreensao, euforia, confusao,
vertigem,

sonoléncia, zumbido, visao nebulosa ou dupla, vomitos,sensagao de calor, frio ou entorpecimento,
contracoes, tremores, convulsoes e inconsciéncia. Manifestacoes

cardiovasculares sao bradicardia (coracao bater devagar) e hipotensao (pressao baixa). Todas estas
reacoes sao muito raras e pouco provaveis de ocorrer quando o anestésico & inserido no colo uterino.
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gravidezes, com taxa de falhas semelhantes ou menores que a laqueadura tubaria (laqueadura: 5 falhas em
cada 1000 mulheres, DIU de cobre: 6 falhas em cada 1000 mulheres e DIU de horménio: 2 falhas em cada
1000 mulheres). No entanto, & pouco usado no Brasil por falta de oferta em alguns lugares e por falta de
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tiveram filhos. Os resultados da pesquisa serao divulgados em publicagoes e eventos cientificos, bem como
para instituicoes relacionadas a saude.

Comentarios e Consideracoes sobre a Pesquisa:
Estudo prospectivo, controlado e duplo cego para avaliar o efeito da anestesia local cervical na dor durante
a insergao do sistema intrauterino de levonorgestrel.
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Intracervical block for levonorgestrel-releasing
intrauterine system placement among nulligravid
women: a randomized double-blind controlled trial

Mariane N. De Nadai, MD; Omero B. Poli-Neto, MD, PhD; Silvio A. Franceschini, MD, PhD; Erciliene M. M. Yamaguti, MD;
liza M. U. Monteiro, MD, PhD; Julia K. Troncon, MD; Cassia R. T. Juliato, MD, PhD; Laura F. Santana, MD, PhD;

Luis Bahamondes, MD, PhD; Carolina Sales Vieira, MD, PhD

BACKGROUND: Fear of pain during the insertion of intrauterine
contraceptives is a barrier to using these methods, especially for nulli-
gravidas. An intracervical block may be easier and more reproducible than
a paracervical block; however, this intervention has not been evaluated in
nulligravid women to reduce pain with intrauterine contraceptive insertion.
OBJECTIVE: To evaluate whether a 3.6-mL 2% lidocaine intracervical
block reduces pain at tenaculum placement and levonorgestrel-releasing
intrauterine system insertion among nulligravidas; and, in addition, to
assess whether the intracervical block has any effect on the ease of device
insertion and on the overall experience with the procedure.

MATERIALS AND METHODS: In this randomized double-blind
controlled trial, nulligravidas were block-randomized to 1 of 3 arms
prior to 52-mg levonorgestrel-releasing intrautering system insertion: 3.6-
mL 2%-lidocaine intracervical block, sham injection (intracervical dry-
needling), or no intervention. The primary outcome was pain at
levonorgestrel-releasing intrautering system insertion. Secondary out-
comes were pain at tenaculum placement, ease of insertion (assessed by
healthcare providers), and the overall experience with the procedure (pain
with levonorgestrel-releasing intrauterine system insertion compared with
expectations, discomfort level, wish to undergo another device insertion in
the future, and recommendation of the procedure to others). Participants’
pain was measured with a 10-cm visual analogue scale and a 5-point
Faces Pain Scale. Pain was summarized into categories (none, mild,
moderate, severe) and also analyzed as a continuous variable (mean and
95% confidence interval). Our sample size had 80% power (o« = 0.05) to
detect a 15% difference in pain score measured by visual analogue scale
(mean [standard deviation] visual analogue scale score = 5.9 [2.0] cm)
and an absolute difference of 20% in the proportion of women reporting
severe pain at levonorgestrel-releasing intrauterine system insertion
among groups. We used a xz test and a mixed-effects linear regression

model. We calculated the number needed to treat for the intracervical
block to avert severe pain at tenaculum placement and levonorgestrel-
releasing intrauterine system insertion.

RESULTS: A total of 302 women were randomized (99 to the intra-
cervical block, 101 to the intracervical sham, and 102 to no intervention),
and 300 had a successful device insertion. The intracervical block group
had fewer women reporting severe pain than the other groups, both at
tenaculum placement (intracervical block: 2% vs sham: 30.2% vs no
intervention: 15.2%, P < .0001) and at levonorgestrel-releasing intra-
uterine system insertion (intracervical block: 26.5% vs sham: 59.4% vs no
intervention: 50.5%, P < .0001). The mean (95% confidence interval)
pain score reported at levonorgestrel-releasing intrautering system
insertion was lower in the intracervical block group than in the other
groups (intracervical block: 4.3 [3.8—4.9] vs sham: 6.6 [6.2—7.0], P <
,0001; infracervical block: 4.3 [3.8—4.9] vs no intervention: 5.8
[5.3—6.4], P < .0001). Women from the intracervical block group re-
ported less pain than expected (P < .0001), rated the insertion as less
uncomfortable (P < .0001), and were more willing to undergo another
device insertion in the future (P < .01) than women in the other groups.
The ease of insertion were similar among groups. The number needed to
treat for the intracervical block to avert severe pain at tenaculum place-
ment and levonorgestrel-releasing intrauterine system insertion was 2 and
4, respectively.

CONCLUSION: A 3.6-mL 2% lidocaine intracervical block decreased
pain at tenaculum placement and levonorgestrel-releasing intrauterine
system insertion among nulligravidas. It also provided a better overall
experience during the procedure.

Key words: insertion, intracervical block, levonorgestrel-releasing in-
trauterine system, lidocaine, nulligravid women, pain

ntrauterine contraceptives (IUC) are
highly effective methods with high
continuation and satisfaction rates.'
However, fear of pain during insertion

Cite this article as: De Nadai MN, Poli-Neto OB,
Franceschini  SA, et al. Infracervical block for
levonorgestrel-releasing intrauterine system placement
among nulligravid women: a randomized double-blind
cantrolled trial. Am J Obstet Gynecol 2019;XX:x.ex-x.ex.

0002-9378/536.00
2019 Elsevier Inc. All rights reserved.
hitps://dol.org/10.1016/).2j0g.2019.09.013

can discourage some potential users,
especially nulligravid women.*

TUC insertion in nulligravid women is
not more difficult than in parous
women.” However, nulligravidas report
significantly more pain than parous
women,” '' which may be under-
estimated by healthcare providers
(HCPs)." Although most women do not
need any pain-reducing strategies for
IUC insertion, some women may opt for
these methods if they have received
counseling about effective strategies to
reduce the pain.

Several techniques have been tested to
reduce pain during IUC insertion in
nulligravidas. However, a majority of
studies have found these techniques to be
mostly ineffective, or the studies had small
sample sizes.'”" *° Local lidocaine in-
jections appear to be effective in reducing
pain during [UC insertion.'™'**"** In
these studies, the lidocaine dose used
ranged from 100 to 200 mg, administered
through a paracervical block.

Unlike the paracervical block, which is
a peripheral nerve block, the intra-
cervical block acts as an infiltrative

MONTH 2019 American Journal of Obstetrics & Gynecology 1.e1
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Why was this study conducted?

nulligravid women.

Key findings

experience with the procedure.

Paracervical blocks have been used to reduce pain at insertion of intrauterine
contraceptives; however, intracervical block may be an easier and more repro-
ducible technique than paracervical block. We conducted this study to examine
whether a 3.6-mL 2% lidocaine intracervical block reduced pain during insertion
of a 52-mg levonorgestrel-releasing intrauterine system (LNG-IUS) among

A 3.6-mL 2% lidocaine intracervical block decreased pain at tenaculum place-
ment and LNG-IUS insertion in nulligravid women, and improved overall

What does this add to what is known?

Using a lower dose of lidocaine than reported with paracervical blocks, this study
showed that a lidocaine intracervical block reduced pain at tenaculum placement
and LNG-IUS insertion among nulligravidas.

anesthetic by distending the tissues,
causing mechanical disruption of neural
impulses. Theoretically, this requires a
less precise injection than a nerve block
and may be easier and more reproduc-
ible.”” In light of the potential technical
advantages of the intracervical block, our
study evaluated whether a 3.6-mL 2%
lidocaine block
reduce pain immediately after tenacu-
lum placement and LNG-IUS insertion
among nulligravid women. We also
assessed whether the intracervical block
would interfere with the ease of LNG-
IUS insertion and with the overall
experience with the LNG-IUS insertion.

intracervical would

Materials and Methods
Trial design and settings
This was a randomized, double-blind,
parallel, controlled trial conducted at 2
Brazilian university hospitals: the Family
Planning division of the University
Hospital of the Ribeirdo Preto Medical
School, University of Siao Paulo (HC-
FMRP-USP), and the Family Planning
Clinic of the Obstetrics and Gynecology
Department at the University of Cam-
pinas (UNICAMP). The ethical review
committees at each of these 2 institutions
approved the study. All participants
provided signed informed consent.
Participants were recruited between
June 2017 and August 2018, The trial was

registered at ClinicalTrials.gov (NCT
03111342).

Participants
Nulligravid women who desired to use
the 52-mg LNG-IUS (20-ug/d initial
release) (Mirena, Bayer Oy, Turku,
Finland) as a contraceptive, who were
18—45 vears of age and who had never
used any TUC, were included in the
study. We excluded women with medical
conditions considered category 3 or 4 for
LNG-IUS use according to the World
Health Organization (WHO) medical
eligibility criteria’’ and women who had
allergies or contraindications to lido-
caine. Other exclusion criteria were a
history of chronic pelvic pain, any ab-
normalities or history of surgery of the
cervix, illicit drug or alcohol use, known
psychiatric disorders, chronic use of
medications that could interfere with
pain perception (eg, antidepressants and
anticonvulsants), and current use of
analgesics or anti-inflammatory agents.
Consecutive sampling was used, as
study personnel assessed all women who
chose to the LNG-1US. The
screening process lasted until the pre-
determined sample size was reached.

use

Interventions
Participants were randomized to 1 of 3
groups as follows: (1) intracervical

1.2 American Journal of Obstetrics & Gynecology MONTH 2019

block: 3.6 mL 2% lidocaine (72 mg)
without vasoconstricting agents,
administered with a dental carpule sy-
ringe (2 tubes of 1.8 mL 2% lidocaine)
and a 27-gauge needle in 4 points of the
cervix (ie, 3, 6,9, and 12 o’clock) prior to
tenaculum placement (Figure 1); (2)
sham: intracervical dry-needling, that is,
insertion of the 27-gauge needle using
the same syringe and technique as in the
first group but without anesthetic; or (3)
no intervention prior to tenaculum
placement, which is the standard of care
for TUC insertion.”

The rationale for using 72 mg lido-
caine administered by an intracervical
block came from a previous study con-
ducted at our site.” In that study, we
compared an intracervical block with 36
mg of lidocaine to 400 mg of oral
ibuprofen in women without prior
vaginal deliveries undergoing a LNG-
IUS insertion. As the pain at insertion
was similar between the groups, we
decided to double the lidocaine dose and
to include only nulligravidas in this
study.

We opted to use a dental syringe car-
pule because it has been used to
administer intracervical anesthesia prior
to cervical conization in our outpatient
clinic. As the needle of this syringe is
longer and thinner than usual, it seems
to cause less pain and to be easier to use.

We chose intracervical dry-needling as
the sham group because it uses the same
intracervical  block technique but
without medication. In addition, dry-
needling may reduce some types of
pain, especially chronic pain.™

The insertion was performed within
the first 7 days of the menstrual cycle, or
any time in case of consistent hormonal
contraceptive use.

Outcomes and assessments
The primary outcome was pain mea-
surement immediately after LNG-IUS
insertion. Secondary outcomes were
pain measurement immediately after
tenaculum placement, ease of insertion,
and overall experience with the LNG-
[US insertion procedure.

Pain was measured using 2 scales: a
10-cm visual analogue scale (VAS)* and
a Faces Pain Scale from the International
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Association for the Study of Pain
(IASP).”"*> The Faces Pain Scale was a
figure with faces with different expres-
sions and corresponding numbers,
ranging from 0 (no pain) to 5 (worst
pain). Participants rated the pain using
the VAS by touching a point on a line
from 0 cm (no pain) to 10 cm (worst
pain imaginable). They also pointed to
the figure of the face whose expression
best corresponded to their pain. One
member of the team recorded the par-
ticipants’ selections in their file.

We evaluated the VAS score both as a
categorical and a continuous variable. As
a categorical variable, it was classified as
no pain (0), mild pain (>0 to <4 cm),
moderate pain (>4 to <7 cm), or severe
pain (>7 to <10 ¢cm). As a continuous
variable, we considered mean pain score
on the VAS and 95% confidence interval
(95% CI).

We evaluated the Faces Pain Scale
score as a categorical variable: no pain
(0), mild pain (1), moderate pain (2 and
3), and severe pain (4 and 5).

The ease of LNG-IUS insertion was
categorized by the HCP as usual, diffi-
cult, or very difficult shortly after the
procedure.

To assess the participants’ overall
experience with LNG-IUS insertion, we
asked them about pain and discomfort
with insertion compared to their expec-
tations, about their willingness to insert
another LNG-IUS in the future, and
whether they would recommend this
procedure to others. We asked the pain
and discomfort questions shortly after
the insertion and after 24 hours (with a
telephone call). For pain, we used a 5-
point Likert scale ranging from “much
less than expected” to “much more than
expected.” For discomfort, the scale
ranged from “no discomfort” to “very
uncomfortable” We asked the last 2
questions during a telephone call 24
hours after the procedure (and no later
than 48 hours after the procedure). A
nurse who was not involved in the pro-
cedure completed the phone calls.

We analyzed demographic and other
variables including age, body mass
index (BMI), race, household income,
years of education, and prior use of HC.
We also used anxiety and depression

FIGURE 1

Material used for intracervical block: dental carpule syringe, 2 tubes of 1.8
mL 2% lidocaine, and a 27-gauge needle

De Nadai et al. Intracervical block for LNG-IUS insertion among nulligravid women. Am ] Obstet Gynecol 2019.

questionnaires to collect pre-procedure
depression and  anxiety scores.”
Procedure-related variables were uter-
ine position, uterine length measured
with a uterine sound, need for cervical
dilation, and the occurrence of any vagal
reaction.

Randomization and blinding

Using a computer program (https://www.
sealedenvelope.com/simple-randomiser/
v1/lists), we randomized nulligravidas in
blocks of 6 in a 1:1:1 allocation. One
person who was not involved in the study
performed the allocation sequence by
placing the randomization numbers into
sealed opaque envelopes. The randomi-
zation sequence was stored in a locked
cabinet.

The study interventions were per-
formed by 2 different HCPs. One HCP
entered the examination room where the
participant was awaiting the LNG-IUS
insertion, opened the randomization
envelope, completed the intervention to
which the participant was allocated
(intracervical block, intracervical sham,
or no intervention), and placed the te-
naculum. At this time, the participant

MONTH 2019

was asked to rate her pain with tenacu-
lum placement. This HCP then left the
room with the materials used for this
procedure covered by a surgical sheet.
The second HCP, who was blinded to the
intervention performed as described
above, then entered the examination
room and inserted the LNG-IUS. Shortly
after the procedure, the participant was
asked to rate her pain with LNG-IUS
insertion.

All HCPs involved were trained
obstetrician-gynecologists, and no resi-
dents in training or mid-level providers
were involved.

Sample size

Our sample size was powered to assess
the pain at IUC insertion as measured by
VAS score both as a continuous and a
categorial variable.

In a previous study, nulliparous
women undergoing IUC insertion
without intervention for pain reduction
reported a mean (standard deviation)
VAS score of 5.9 (2.0) cm.”’ To detect a
15% difference in VAS scores with an «
value of 5% and 80% power, we calcu-
lated a sample size of 81 women per

Journal of Obstetrics & gy 1.e3
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FIGURE 2
Flow chart of the study

Parlicipants screened for
eligibility
(n=387)

Excluded (n=85)

9 outside of the LNG-1US insertion period
9 using anticonvulsants
30 using antidepressants
4 with chrenic pelvic pain
3 with endometriosis
16 with prior abortions
9 with prior deliveries.
3 with prior IUC use
2 pregnant

Participants randomized
(n=302)

|

Lidocaine intracervical
block

(n=99)

Sham
(n=101)

Evaluation of pain at
tenaculum placement

No intervention
(n=102)

Failed LNG-IUS

insertion (n=1)

Failed LNG-IUS

insertion (n=1)

Lidocaine intracervical Sham No intervention
block (n=100} (n=101} E:ﬁ;ﬁtﬂg ‘:fs::'\lr;:t
(n=99)

LNG-IUS: levonorgestrel-releasing intrauterine system; IUC: Intrauterine contraceptive

De Nadai et al. Intracervical block for LNG-IUS insertion among nulligravid women. Am ] Obstet Gynecol 2019.

group. We selected a 15% change in pain
score because reductions from 10% to
20% in the 10-cm VAS appear to reflect
minimally important changes,”” and we
used the average of these for our sample
size calculation.

A study conducted in 1 of the sites of
this study showed that 56.5% of nulli-
gravid women reported severe pain at
LNG-IUS insertion.” We calculated a
sample size of 97 women per group (291
in total) to detect an absolute difference
of 20% in the proportion of women
reporting severe pain at LNG-IUS
insertion, with an « value of 5% and
80% power. We included 302 women to
account for a 3.5% LNG-IUS insertion
failure rate at the first attempt. This
failure rate was based on the mean of the
rates reported previously,”” '

Statistical methods
We used the y* test to compare cate-
gorical

variables. For continuous

variables, we used analysis of variance
(for baseline clinical, sociodemographic
characteristics, and uterine length) and a
linear mixed-effects regression model
(for the VAS score).

To confirm how effective the blinding
was, we asked the second HCP (who
inserted the device) and the participant
which group they thought they belonged
to. We evaluated the blinding using the
simple K coefficient (95% CI).

We analyzed data for all participants,
except for 2 who did not have the LNG-
IUS inserted and did not rate the pain
during insertion or overall experience
with the procedure.

To evaluate the clinical significance
(effect size)”” of the intracervical block
for the pain-related outcomes, we
calculated Cohen’s d and number needed
to treat (NNT — 95% CI to avert severe
pain).” We used Cohen’s d to compare
mean pain scores as measured by the
VAS scale.

1.e4 American Journal of Obstetrics & Gynecology MONTH 2019

We used SAS 9.4 software (SAS Insti-
tute, Cary, NC). The level of significance
was set at 5%.

Results

We screened 387 nulligravidas, of whom
85 were excluded because they did not
meet eligibility criteria, and 302 were
randomized. A total of 99 participants
were randomized to the intracervical
block group; 101 were randomized to the
sham group; and 102 to the no-
intervention group (Figure 2). There
were 2 failed LNG-IUS insertions (1 in
the sham group and 1 in the no-
intervention group). Clinical and de-
mographic variables did not differ
among the groups (Table 1).

Ease of LNG-IUS insertion and other
variables related to LNG-IUS insertion
did not differ among the groups. How-
ever, we did observe vagal reactions in
1.1%, 7.1%, and 6.9% of women in the
intracervical block, sham, and no-
intervention groups, respectively (P =
.08) (Table 2). There were no uterine
perforations.

Severe pain at tenaculum placement
was less frequent in the intracervical
group compared to the other groups
(intracervical block: 2% vs sham: 30.2%
vs no intervention: 15.2%, P < .0001)
(Figure 3A). We found similar results
with the Faces Pain Scale (Figure 4A).
The mean (95% CI) pain score at te-
naculum placement was lower in the
intracervical block group than in other
groups  (intracervical  block: 2.2
[1.8—2.7] vs sham: 4.8 [4.4—5.3], P <
.0001; intracervical block: 2.2 [1.8—2.7]
vs no intervention: 4.2 [3.7—4.6], P <
.0001]. Pain at tenaculum placement did
not differ between the sham and no-
intervention  groups (P .05)
(Figure 3B).

Severe pain at LNG-IUS insertion
was less frequent in the intracervical
block group than in the other groups
(intracervical block: 26.5% vs sham:
59.4% vs no intervention: 50.5%, P <
.0001) (Figure 3C). We found similar
results  with  Faces Pain  Scale
(Figure 4B). The mean (95% CI) pain
score at LNG-1US insertion was lower
in the intracervical block group than in
the other groups (intracervical block:

37



ajog.org

GgYNEcoLogy Original Research

4.3 [3.8—4.9] vs sham: 6.6 [6.2—7.0],
P < .0001; intracervical block: 4.3
[3.8—4.9] vs no intervention: 5.8
[5.3—6.4], P <.0001]. The group with
no intervention had lower mean pain
scores at LNG-IUS insertion than the
sham group (P =.02) (Figure 3D).

The NNT (95% CI) for the intra-
cervical block to avert severe pain at te-
naculum placement and LNG-IUS
insertion were 2 (1—6) and 4 (2—8),
respectively. Cohen’s d for mean pain
(VAS) were —0.88 (large negative effect)
and —0.54 (moderate negative effect) at
tenaculum placement and LNG-IUS
insertion, respectively.

Shortly after the procedure, 62.8%,
25%, and 36.7% of the participants in
the intracervical block, sham, and no-
intervention groups, respectively, rated
their pain as lower than expected (P <
.0001). More participants in the sham
and no-intervention groups reported
the LNG-1US insertion as an uncom-
fortable or very uncomfortable pro-
cedure, compared to the intracervical
block group (P < .0001). Only 1% of
the women (3/300) who had a suc-
cessful LNG-TUS insertion did not
answer the questionnaire 24 hours af-
ter the procedure. We observed a
similar result 24 hours after the pro-
cedure, with only 5.1% of participants
in the intracervical block group
reporting that they would not undergo
the procedure again, compared to
18.2% in the sham group and 10% in
the no-intervention group (P = .01).
There was no difference among groups
in the number of participants who
reported that they would recommend
the LNG-IUS insertion procedure to
others (Table 3).

Blinding was considered satisfactory
according to the x coefficient, which
showed no concordance between the
actual group and that guessed by the
HCP who inserted the LNG-TUS and by
the participants (HCP: —10.3% [95%
CI, —17.6% to 3.1%]; participants:
—3.7% [95% CI, —11.8% to 4%]).

Comment

Principal findings

Qur study showed that a 3.6-mL 2%
lidocaine intracervical block decreased

;gth;_lﬁi; clinical and sociodemographic characteristics of nulligravid
women

Intracervical Sham No intervention

block n = 99 n =101 n =102

Mean (SD)" Mean (SD)* Mean (SD)* Pvalue

Age, y 25 (4.0) 24.7 (4.5) 25.1 (4.2) 83

Monthly HHI,” USD 1963.2 (1563.2) 17641 (1715.0)  1940.2 (1649.5) .67

BMI, kg/m? 24.7 (5.1) 23.3 (4.9) 23.7 (3.9) Rl

Schoaling, y 15.3 (2.5) 147 (2.5) 15.2 (2.3) 19

ADS,"” anxiety 51(2.8) 52 (3.0 51(2.6) .98

ADS,” depression 2.3(2.0) 26 (2.0) 2.2(2.0) 40

n (%)° n (%)° n (%)"

Race A5
White 90 (90.9) 84 (83.2) 86 (84.3)
Mixed/black 6(6.1) 12 (11.9) 13(12.7)

Asian 3(3.0) 5(4.9) 3(24)
HC use prior to 94 (94.9) 93 (92.1) 100 (98.0) 15

randomization

ADS, anxiety/depression screening score; BMI, body mass index; HC, hormonal contraceptives; HHI, household income; LSO,

US dollars,

# Analysis of variance;  ADS score >7 is considered a posttive screen for anxiety or depression.™; © y° test.

De Nadai et al. Intracervical block for LNG-IUS insertion among nulligravid wonsen. Am J Obstet Gynecol 2019.

TABLE 2

Characteristics related to levonorgestrel-releasing intrauterine system

insertion among nulligravid women

Intracervical Sham No intervention
block n =99 n =101 n =102
n (%)* n (%)" n (%)* Pvalue
Uterine position .94
Anteverted 79 (84.9) 83 (86.4) 84 (86.6)
Midline 7(7.5 6(6.2) 8(8.2)
Retroverted 7(7.5 7(7.2) 5(5.1)
Insertion .35
Usual 93 (93.9) 88 (88.0) 85 (85.0)
Difficult 5(5.0) 11(11.0) 13 (13.0)
Very difficult 1(1.0) 1(2.0) 2(2.0)
Cervical dilation” 5(5.1) 9(9.1) 12 (12.0) .23
Vagal reaction 1(1.1) 7(7.1) 7(6.9) .08
Mean (SD)° Mean (SD)" Mean (SD)*
Uterine length” (cm) 7.3 (0.6) 7.1(0.6) 7.2 (0.5) .29

S0, standard deviation

“ y° test; " Dilated using O Finder Cervical Dilator; © Analysis of variance; * Measured with a uterine sound
De Nadai et al. Intracervical block for LNG-IUS insertion among nulligravid wonten. Am | Obstet Gynecel 2019.
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FIGURE 3

Pain related to the LNG-IUS insertion procedure among nulligravid women. A and B, Pain at tenaculum placement. C
and D, Pain at LNG-IUS insertion. Pain was measured using the VAS. LNG-IUS, levonorgestrel-releasing intrauterine
system; NS, not statistically significant; VAS, visual analogue scale. *P = .02; ****P < .0001. A and C, P < .0001. B and
D, Red dot is the mean pain score, and red vertical bar is the 95% confidence interval
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pain immediately after tenaculum
placement and with LNG-IUS insertion
in nulligravidas compared to an intra-
cervical sham injection and to no
intervention. We also found that fewer
participants in the intracervical block
group reported severe pain immediately
after tenaculum placement and LNG-
1US insertion than in the other
groups. Women who received an
intracervical block also reported an
overall more positive experience with
LNG-IUS insertion than those in the
other groups: they had lower levels of
discomfort, had less pain than they had
expected, and were more likely to be
willing to insert a new LNG-IUS in the
future. Despite of these findings, the
intracervical block had no positive

effect on provider ease of LNG-IUS
insertion.

We evaluated the clinical significance
of our pain-related results by calculating
the NNT and Cohen’s d The NNT for
the intracervical block to avert severe
pain at tenaculum placement was 2, and
at LNG-IUS insertion it was 4. Single-
digit values for NNT usually denote a
worthwhile difference when comparing
one intervention to another.’” For the
mean pain score as measured by the VAS,
the effect size for the intracervical block
was considered to be large; for the LNG-
IUS insertion it was moderate.

Results in context of what is known
Few studies have investigated the use of
lidocaine for pain reduction at IUC

1.e6 American Journal of Obstetrics & Gynecology MONTH 2019

insertion among nulligravidas.""~'® Use
of 2% lidocaine gel has been shown to
reduce pain at tenaculum placement, but
did not have any effect on IUC inser-
tion."”” Another study using a novel
topical lidocaine formulation (short-
acting 4% viscous solution) not available
on the market showed reduced pain at
IUC insertion.'* Two studies of para-
cervical block at IUC insertion showed
pain reduction in nulligravidas using
higher doses of lidocaine (100 and 200
mg) than in our study (72 mg).”“‘r'

In 1 study, intracervical block with 36
mg of lidocaine was compared to 400 mg
of oral ibuprofen in women without
prior vaginal deliveries undergoing
LNG-IUS insertion. There was no dif-
ference among groups in terms of pain at
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FIGURE 4

Pain related to the LNG-IUS insertion procedure among nulligravid women. A, Pain at tenaculum placement. B, Pain at
LNG-IUS insertion. Pain was measured using the Faces Pain Scale
LNG-1US, levonorgestrel-releasing intrauterine system. A and B, P < .0001.
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insertion.” A multivariate analysis
showed that nulliparity was associated
with an almost 3-fold increase in risk of
severe pain compared to having had a
prior cesarean delivery. In that study, the
dose of lidocaine was low, and there was
no subanalysis of nulligravid women.

Our study did not show any benefit of
the intracervical block for the ease of
LNG-IUS insertion. This is consistent
with prior studies using anesthetics at
1UC insertion.”" In our study, less than
15% of insertions were considered to be
difficult or very difficult across groups;
this is a low rate that does not justify the
routine use of interventions to facilitate
insertion. It is not known whether
anesthetic blocks would confer benefit
during difficult insertions.

Clinical implications

Despite the fact that the use of 3.6-mL
2% intracervical lidocaine significantly
severe pain at LNG-IUS
insertion and improved the procedure
experience  among  nulligravidas,
almost half of the participants with no
intervention did not report severe
pain, and therefore would be unlikely
to need any intervention for pain
control at LNG-IUS insertion. There-
fore, even among nulligravidas, who
are at higher risk for experiencing se-
vere pain,‘\ the intracervical block

reduced

should not be routinely performed at
IUC insertion. Instead,
offered as an option to reduce pain
and discomfort associated with the
procedure,

it can be

Research implications

Future studies exploring whether an
intracervical block decreases pain
among other groups of women at risk
for higher pain scores (eg, women
with previous cesarean delivery, women
with difficult IUC insertion) are neces-
sary to provide evidence-based clinical
guidance for pain management at [UC
insertion.

Women from the sham and the no-
intervention groups had 7 times more
vagal episodes than those from the
intracervical block group. Although this
comparison did not reach statistical sig-
nificance because of the small numbers
of episodes, this finding may have clin-
ical significance and should be addressed
in future studies.
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TABLE 3

Overall experience with levonorgestrel-releasing intrauterine system insertion for nulligravid women randomized to
intracervical block, sham, and no intervention

Intracervical block n = 99 Sham n = 100 No Intervention n = 101
Immediately after LNG-IUS insertion
n (%) n (%) n (%) Pvalue *
Pain experienced compared to expected <.0001
Much less 24 (24.7) 2 (2.0) 13 (12.9)
Less 37 (38.1) 23 (23.00 24 (23.8)
Same 21 (21.6) 28 (28.0) 19 (18.8)
More 12 (12.4) 39 (39.0) 31 (30.7)
Much more 3(3.1) 8(8.0) 14 (13.9)
Discomfort with insertion <.0001
Very uncomfortable 11 (11.1) 29 (29.3) 30 (29.7)
Uncomfortable 41 (41.4) 52 (52.5) 50 (49.5)
Somewhat uncomfortable 44 (44.4) 15 (15.1) 18 (17.8)
Comfortable 3(3.00 3(3.0) 3(3.0)
24 h after LNG-IUS insertion
n (%) n (%) n (%)
Would insert again .01
Yes 93 (94.9 81(81.8) 90 (90.0)
No 5(5,1) 18 (18,2) 10 (10.0)
Pain experienced compared to expected <.0001
Much less 19 (19.4) 2(2.0) 7(7.0)
Less 38 (38.8) 17(17.2) 22 (22.0)
Same 18 (18.4) 18 (18.2) 15 (15.0)
More 17 (17.3) 37 (37.4) 33 (33.0)
Much more 6 (6.1) 25 (25.2) 23 (23.2)
Discomfort with insertion <.0001
Very uncomfortable 11 (11.2) 35(35.3) 26 (26.0)
Uncomfortable 49 (50.0) 56 (56.6) 52 (52.0)
Somewhat uncomfortable 37(37.8) 6 (6.1) 20 (20.0)
Comfortable 1(1.0) 2(2.0) 2(2.0)
Would recommend to others .22
Yes 97 (99.0) 93 (94.9) 94 (94.9)
No 1(1.0) 5 (5.1) 5(5.0)
7 test,

De Naclai et al. Intracervical block for LNG-IUS insertion among nulligravid women. Am | Obstet Gynecol 2019.

Strengths and limitations

Limitations of this study included the
lack of diversity in terms of participants’
race, income, and schooling. Also, par-
ticipants had higher educational attain-
ment and income compared to the

general population attending public
hospitals in Brazil. However, the cities
where the study was conducted are
wealthier and have a higher human
development index than the national
average, ' Also, although an intracervical

1.eB  American Journal of Obstetrics & Gynecology MONTH 2019

block can produce some pain, we did not
evaluate the pain with this intervention,
and opted to capture this information
indirectly by assessing the overall expe-
rience with LNG-IUS insertion. Another
limitation is that we did not include
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adolescents less than 18 years of age.
However, age does not seem to affect
pain at IUC insertion, whereas nulli-
parity does.”'’ Because we excluded
those individuals less than 18 years or
with any prior pregnancies, we auto-
matically selected for women with
higher educational attainment and so-
cioeconomic status, as well as for fewer
black women."” Finally, we excluded
some conditions that could interfere
with pain perception, such as chronic
pelvic pain and known psychiatric dis-
orders. These exclusions and the lack of
diversity may compromise the general-
izability of our results.

Our study does have strengths. It is the
largest study to assess the use of local
injectable lidocaine for TUC insertion
among nulligravid women, a group at
high risk for severe pain at IUC
insertion.” "' It is a double-blind ran-
domized controlled trial, which reduces
the chance of detection and performance
bias. In Brazil, the rate of functional il-
literacy is 23%, which can affect partic-
ipants’ ability to understand and
correctly fill out the VAS."™"” We added
the Faces Pain Scale to measure pain to
ensure that our results were reliable in-
dependent of the scale used. In addition,
we evaluated the intracervical block,
which may be easier to perform than a
paracervical block™; we used a lower
dose of lidocaine than previous studies
of paracervical blocks'™'%; and we
inserted only 1 type of IUC.

Conclusion

One of the main barriers to acceptability
of IUCs is fear of pain at insertion.**" In
this context, it is important to inform
potential users that methods exist to
reduce this pain. Use of a 3.6-mL 2%
lidocaine intracervical block is a strategy
that can be offered to reduce severe pain
and discomfort associated with LNG-
1US  insertion among nulligravid
women. ]
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