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Abstract

Introduction: The safety and effectiveness of medication use during lactation are concerns for
mothers and healthcare professionals. This research analyzes the instructions on the leaflets
of medications commonly prescribed for dyspepsia and constipation, which aims to provide
essential information to guide therapeutic decisions during this crucial period of motherhood.
Objectives: To analyze the information in package inserts about contraindications of drugs for
dyspepsia and constipation during breastfeeding, verifying whether these are consistent with
scientific evidence. Methods: Drugs for dyspepsia and constipation were selected according
to the Anatomical Therapeutic Chemical (ATC) classification and active registry in Brazil. The
presence of contraindications for the use of medications in the health professional’s and patient’s
package inserts was compared with the information in the technical manual of the Ministry of
Health, Medications and Mothers’ Milk, LactMed, UptoDate, Micromedex, Documento Cientifico
da Sociedade Brasileira de Pediatria and Reprotox. Results: No information about use during
breastfeeding was found in 20.0 and 24.3% of leaflets for dyspepsia and constipation, respectively.
The agreement between the leaflets of medications for dyspepsia and the sources consulted was
low (27.2% of the leaflets contraindicated the medication during lactation, while in the sources the
percentage of contraindication varied from 0 to 8.3%). In relation to medicines for constipation,
26.3% of the leaflets contraindicated them, while in the sources the percentage ranged from 0
to 4.8%. Conclusions: The study pointed out that at least two out of every ten package inserts
for dyspepsia and constipation do not provide adequate information on the use of these drugs in
infants, and also shows low concordance between the text of the package inserts and the reference
sources regarding compatibility of the drug with breastfeeding.
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Package inserts and medications during lactation

Resumo

Introducao: A seguranca e eficacia do uso de medicamentos durante a lactagéo sao preocupagdes para maes e profissionais de saude. Esta
pesquisa analisa as orientagdes das bulas de medicamentos comumente prescritos para dispepsia e constipagéo, que visa fornecer informagdes
essenciais para orientar as decisdes terapéuticas durante esse periodo crucial da maternidade. Objetivos: Analisar as informagdes das bulas
sobre contraindicagdes de medicamentos para dispepsia e constipagéo durante a amamentagao, verificando se estao de acordo com as evidéncias
cientificas. Métodos: Medicamentos para dispepsia e constipagdo foram selecionados de acordo com a classificagao da Anatomical Therapeutic
Chemical (ATC) e o registro ativo no Brasil. A presenca de contraindica¢des para o uso de medicamentos nas bulas do profissional de saude e
do paciente foi comparada com as informagdes contidas no manual técnico do Ministério da Saude, Medicamentos e Leite Materno, LactMed,
UptoDate, Micromedex, Documento Cientifico da Sociedade Brasileira de Pediatria e Reprotox. Resultados: Nenhuma informagéo sobre o uso
durante a amamentagao foi encontrada em 20,0 e 24,3% das bulas para dispepsia e constipagao, respectivamente. A concordancia entre as bulas
dos medicamentos para dispepsia e as fontes consultadas foi baixa (27,2% das bulas contraindicavam o medicamento na lactagdo, enquanto nas
fontes o percentual de contraindicagéo variou de 0 a 8,3%). Com relagao a medicamentos para constipagao, 26,3% das bulas os contraindicavam,
enquanto nas fontes o percentual variou de 0 a 4,8%. Conclusoes: O estudo mostrou que pelo menos duas em cada dez bulas para dispepsia
e constipacao nao fornecem informagdes adequadas sobre o uso desses medicamentos em lactentes, e também que houve baixa concordancia
entre o texto das bulas e as fontes de referéncia quanto a compatibilidade do medicamento com a amamentacao.

Palavras-chave: Amamentacgao; Bulas de medicamentos; Agentes gastrointestinais; Dispepsia; Constipacao intestinal.

Resumen

Introduccidn: La seguridad y eficacia del uso de medicamentos durante la lactancia son preocupaciones para las madres y los profesionales
de la salud. Esta investigacion analiza las instrucciones contenidas en los prospectos de medicamentos comunmente recetados para la
dispepsia y el estrefiimiento, con el objetivo de proporcionar informacién esencial para guiar las decisiones terapéuticas durante este periodo
crucial de la maternidad. Objetivos: Analizar la informacion contenida en los prospectos sobre las contraindicaciones de los medicamentos
para la dispepsia y el estrefiimiento durante la lactancia, verificando si estas son consistentes con la evidencia cientifica. Métodos: Se
seleccionaron medicamentos para la dispepsia y el estrefiimiento de acuerdo con la clasificacion ATC y el registro activo en Brasil. Se comparé
la presencia de contraindicaciones para el uso de medicamentos en los prospectos del profesional de la salud y del paciente con la informacion
del manual técnico del Ministerio de Salud, Medicamentos y Leche Materna, LactMed, UptoDate, Micromedex, Documento Cientifico da
Sociedade Brasileira de Pediatria y Reprotox. Resultados: No se encontré informacion sobre su uso durante la lactancia en el 20% y el
24,3% de los prospectos para dispepsia y estrefiimiento, respectivamente. La concordancia entre los prospectos de los medicamentos para la
dispepsia y las fuentes consultadas fue baja (el 27,2% de los prospectos contraindicaba el medicamento durante la lactancia, mientras que en
las fuentes el porcentaje de contraindicacion variaba del 0% al 8,3%). Con relacién a los medicamentos para el estrefimiento, el 26,3% de los
prospectos los contraindicaba, mientras que en las fuentes el porcentaje oscild entre el 0% y el 4,8%. Conclusiones: El estudio sefial6 que al
menos dos de cada diez prospectos para dispepsia y estrefiimiento no brindan informacion adecuada sobre el uso de estos medicamentos en
lactantes, y también muestra la baja concordancia entre el texto de los prospectos y la referencia. fuentes sobre la compatibilidad del farmaco
con la lactancia.

Palabras clave: Lactancia materna; Prospectos de medicamentos; Agentes gastrointestinales; Dispepsia; Estrefiimiento.

INTRODUCTION

Breastfeeding is considered one of the main strategies for child nutrition in the first years of life,
promoting a reduction in infant mortality. The benefits of breastfeeding go beyond its nutritional qualities
and reach immunological, cognitive and emotional aspects for the mother and baby."3

During breastfeeding, medication is often used *. Research shows that the drugs used in the
management of gastrointestinal disorders are among the most frequent in prescriptions and dispensation
for nursing mothers.*® Objective information is opportune to avoid unnecessary discontinuation of a
treatment or early weaning, causing harm to the mother and the child.®

For ethical reasons, some specific groups have restricted participation in clinical trials, including
pregnant and lactating women, which leads to a lack of information that demonstrates the safe and effective
use of medicines to guide decision-making by health professionals and consumers.”
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It is known that the package insert is an information material approved by the Brazilian Health
Regulatory Agency (ANVISA) and that it accompanies the medicines in order to help health professionals
and consumers use these products safely.® However, some authors draw attention to a conflict between
information on medication package inserts and scientific evidence on the use of medication during
breastfeeding.®°

Thus, the objective of this study was to analyze the information contained in the package inserts
on contraindications and/or warnings of medicines for dyspepsia and constipation during breastfeeding,
verifying whether these are consistent with scientific evidence.

METHODS

We carried out a descriptive study with a quantitative approach, integrated by qualitative data related
to the information extracted from the consulted bibliographic references. The drugs selected for evaluation
were those for the treatment of disorders related to gastrointestinal acid disorders and for constipation,
which are widely used and easily accessible to patients, without the need to present and/or retain
the prescriptions.

The initial list of drugs was obtained from the Anatomical Therapeutic Chemical (ATC/DDD) database
of the World Health Organization (WHO), which classifies them into groups and subgroups (https://www.
whocc.no/atc_ddd_index/). The groups/subgroups selected were: H2 receptor antagonists (A02BA),
proton pump inhibitors (A02BC), other drugs (A02BX), contact laxatives (AO6AB), osmotic-acting laxatives
(AOBAD), and (AOBAG) and other constipation medications (AO6AX).

From the initial list composed of the medicines identified in the ATC/DDD, we included the medicines
that had an active registration with ANVISA, the national body for the regulation and sanitary control of
the production and consumption of medicines, which also establishes the model texts of the standard
package inserts. For drugs with an active registration, the package inserts for health professionals and
patients were extracted from the ANVISA electronic package (https://consultas.anvisa.gov.br/#/bulario/)."
The identification of drugs with active registrations and extraction of information from the package inserts
took place between May and June 2021.

For reference drugs, the list of drugs of interest for this research was obtained from the lists of
reference drugs A (drugs that contain a single active pharmaceutical ingredient) and B (drugs that contain
two or more active pharmaceutical ingredients in a single pharmaceutical form) (https://www.gov.br/anvisa/
pt-br/setorregulado/regularizacao/medicamentos/medicamentos-de-referencia/lista-de medicamentos-de-
referencia). Medicines classified in other categories, such as herbal medicines and specific medicines, were
extracted the ANVISA virtual page, in the medicines option, applying filters for medicines registered as herbal
and specific, in the therapeutic classes analyzed and having a valid registration (https://consultas.anvisa.gov.
br/#/medicamentos/).

Those drugs that were not registered in the month/year in which the survey took place and that
were absent in at least one bibliographic source used to verify scientific evidence as described below
were excluded.

Information about the compatibility of using the drug in breastfeeding was obtained from the
‘contraindications’ and ‘warning and precautions’ sections of the standard health professionals’ package
inserts, and, in the patient inserts, from the sections that have the questions “When should | not use this
medicine?” and “What should | know before using this medication?,” that are intended to warn about the
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risks and restrictions of use, as established by ANVISA Resolution RDC 47.'2 The package inserts were
classified as ‘yes’ when the information clearly contraindicated use during breastfeeding (or indicated
discontinuation of breastfeeding while using the drug), and ‘no’ in other situations.

Package inserts that pointed to the incompatibility of the drug with breastfeeding through phrases
such as “one should decide to discontinue breastfeeding or to interrupt the treatment”, were classified as
‘yes’. In the other situations (compatible use, “avoid taking medication if you are breastfeeding” or risk/
benefit assessment), they were classified as ‘no’. In the absence of any information that indicated or
contraindicated the drugs used by nursing mothers, they were classified in the ‘no information’ category,
pointing out that information on the use of these drugs in breastfeeding was omitted from the text of the
package insert.

References consulted in the search for scientific evidence to assess compliance with medication package
inserts were: Breastfeeding and Use of Medicines or other Substances (2™ edition); the book Medications
and Mothers’ Milk; the Scientific Document of the Brazilian Society of Pediatrics (SBP); and the LactMed,
UptoDate, Micromedex and Reprotox bases. Risk categorization differs between the sources used, as shown
in the attached table. The data collection procedures followed the steps illustrated in Figure 1.

The Breastfeeding and the Use of Medication and Other Substances manual provides a review
of drugs and other substances transferred to breast milk and their possible effects on the infant and/or
lactation, with reference to the publications of the American Academy of Pediatrics (AAP), the WHO, and
the book Medications and Mothers’ Milk (2008 edition). It has a three-tier rating system.

The above-mentioned book, by T. W. Hale, features monographs on a wide variety of drugs and
natural substances, including relevant pharmacological characteristics, primary research, as well as the
AAP classification. It uses a five-point numerical rating system for each drug, with regular updates every
two years.

LactMed®, the National Library of Medicine’s medication and breastfeeding database, is an online
resource created by a panel of experts based on scientific literature, updated monthly. It includes information
on drug levels in breast milk, effects on the infant, and effects on breastfeeding and breast milk. It does not
present a classification system, but a descriptive summary of the drug use during breastfeeding.

Micromedex® is an online resource consisting of monographs containing indications approved by the
Food and Drug Administration (FDA) agency, off-label uses and information on the drug’s safety, among
other information. It has its own classification on the safety of medication use during breastfeeding, divided
into four categories according to available evidence and/or expert consensus. It has an AAP classification.

The scientific committee of the Brazilian Society of Pediatrics (SBP), based on the classification of
Hale’s book, provides a bibliographic review containing lists of drugs that are compatible and incompatible
with breastfeeding.

UptoDate® is an online resource widely used by health professionals, in hospital and outpatient
environments, which provides information that facilitates clinical decision-making, through revised scientific
content and recommendations that support questions related to clinical practice. It is considered one of
the most up-to-date sources, gathering the available evidence to support professionals’ decision making,
a process which also takes into account the uniqueness of each clinical situation. It does not present a
classification system, but rather a descriptive summary of the use of the drug during breastfeeding and
recommendations for conduct.

Reprotox® is an online database developed by the Center for Reproductive Toxicology, which is a
source of complementary information for physicians, researchers and other healthcare professionals

Rev Bras Med Fam Comunidade. Rio de Jangiro, 2024 Jan-Dez; 19(46):3758



Roseno DA, Sempé TS, Schmalfuss TO, Giugliani C, Dal Pizzol TS

The reference drugs were obtained from the lists of reference  The herbal and specific medications were obtained from the
drugs A (drugs that contain a single active pharmaceutical ~ ANVISA virtual page in the medications option, applying filters

ingredient) and B (drugs that contain two or more active for the analyzed therapeutic classes having a valid registration
pharmaceutical ingredients in a single dosage form).

(n=25 drugs) (n=11 drugs)

Search for information in patient leaflets in the sections that present the questions: “When should
I not use this drug?” and “What should | know before using this drug?”

Source: prepared by the authors (2023).

Figure 1. Flowchart of procedures and steps for data collection in package inserts and bibliographic references with scientific
evidence.
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on the effects of drugs, chemicals, biologicals and physical agents on reproduction, pregnancy,
lactation and development. The tool does not provide a classification system, but a summary of
known information about drugs from a review of published studies, with frequent updates as new
studies emerge.

Chart 1 below presents the classification of the compatibility of medication use during breastfeeding,
according to the bibliographic sources researched. This classification is essential to guide health
professionals and breastfeeding women about the risks and benefits of using certain medications during
the breastfeeding period.

Data collection was carried out independently by two reviewers. Differences in evaluations of the
information were discussed among the reviewers to establish a consensus. If disagreement persisted,
the information was assessed by a third reviewer. To assess the consistency of the assessment
between reviewers, the Kappa coefficient was calculated to establish the level of agreement between
reviewers. The interpretation followed the criteria proposed by Landis and Koch, following this scale:
no agreement (k<0), poor agreement (0<k<0.19), reasonable agreement (0.20 to 0.39), moderate
agreement (0.40<k<0.59), substantial agreement (0.60<k<0.79) and excellent agreement (0.80<k<1.00).
To standardize data collection, a manual was prepared to facilitate data extraction with standardized
definitions and terminology.

Descriptive analysis and organization of the database were performed with the Microsoft Office
Excel® software, and calculation of the Kappa coefficient was obtained using the Statistical Package for
the Social Science (SPSS) software, version 18.0 for Windows (SPSS Inc., Chicago, IL, USA).

RESULTS

Atotal of 116 package inserts were analyzed, 79 of drugs for dyspepsia and 37 of drugs for constipation.
Agreement between the two reviewers regarding the information in the package inserts analyzed was
excellent (k=0.802; p<0.001). Of the drugs for dyspepsia, 27.2% (n=28) of the inserts contraindicated
the drug and 20.0% (n=16) did not provide any information related to lactation. Of the medications
for constipation, 26.3% (n=10) of the inserts contraindicated the medication and 24.3% (n=9) had no
information about use during breastfeeding.

Graph 1 shows the frequency of contraindication of the use of medications in breastfeeding in the
package inserts and in the bibliographic sources. It was found that 27.2% of the drug leaflets for dyspepsia
contraindicated use during breastfeeding. In contrast, there was no contraindication in four of the other
sources consulted. With regard to medicines for constipation, contraindications were identified in the
package inserts in 26.3% of the drugs, while in the bibliographic sources the frequencies varied between
0 and 4.8%.

Table 1 shows the classifications of the drugs for dyspepsia and constipation, according to the
package inserts and bibliographic sources. Agreement was observed between the package insert
and the sources Lactmed and UptoDate regarding the compatibility of the use of cimetidine during
breastfeeding. The Medications and Mothers’ Milk sources, the scientific document from the SBP,
Micromedex and Reprotox did not contraindicate the use of any of the analyzed drugs. In medicines
for constipation, there was complete agreement for non-contraindication between package inserts and
sources for most medicines. The drug that showed the highest contraindication agreement between
the sources was tegaserod, contraindicated in only one of the seven sources of information.
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Chart 1. Classification of the compatibility of medication use during breastfeeding in each of the bibliographic sources researched.

Source of information

Risk classification

Technical manual
Breastfeeding and Use
of Medicines and Other
Substances, Brazil

1. Compatible with breastfeeding: drugs whose use is potentially safe during lactation, as there are no
reports of significant pharmacological effects on the infant.

2. Careful use during breastfeeding: medicines whose use during lactation depends on a risk/benefit
assessment. When used, they require clinical and/or laboratory monitoringW of the infant, and should
be used for the shortest time and at the lowest possible dose. New drugs whose safety during
breastfeeding has not yet been properly documented are in this category.

3. Contraindicated use during breastfeeding: drugs that require discontinuation of breastfeeding, due to
evidence or significant risk of important side effects on the infant.

Medications and
Mothers’ Milk,
United States

L1 Compatible: a drug that has been used by a large number of breastfeeding mothers without any
observed increase in adverse effects on the child. Controlled studies in breastfeeding women show no
risk or possibility of harm to the child; or the product is not bioavailable for a child.

L2 Likely Compatible: a drug that has been studied in a limited number of breastfeeding women without
an increase in adverse effects on the infant and/or the evidence of risk in the use of this medication by
a breastfeeding woman is remote.

L3 Likely Compatible: there are no controlled studies in breastfeeding women; however, the risk of
adverse effects for the breastfed child is possible, or controlled studies show that adverse effects are
not serious, only minimal. Medications should only be given if the potential benefit justifies the potential
risk to the child. (New drugs that have absolutely no published data are automatically classified in this
category, regardless of how safe they may be).

L4 Possibly Hazardous: there is no evidence of risk to the baby or breast milk production, but the benefits
of the use in breastfeeding mothers may be acceptable despite the risk to the child (e.g. if the drug is
needed in a life-threatening or serious iliness for which safer drugs cannot be used or are ineffective).

L5 Hazardous: the risk of using the drug in breastfeeding women clearly outweighs any possible benefit
of breastfeeding. The drug is contraindicated in women who are breastfeeding a baby.

Brazilian Pediatrics
Society Scientific
Document, Brazil

1. Compatible: drugs with no reported adverse effects on the infant. Controlled studies in breastfeeding
women have shown no risk to children and the possibility of harm to children being breastfed is remote.
Also included in this category are drugs with negligible oral bioavailability.

2. Probably compatible: drugs without controlled studies in nursing mothers. Nevertheless, undesirable
effects for infants are possible, or controlled studies show only minimal, non-threatening adverse effects.
Drugs should be given only if the benefit justifies the potential risk to the child. New drugs that have
absolutely no published data are automatically classified in this category, regardless of how safe they may be.

3. Possibly Hazardous: there is evidence of risk to the infant or milk production, but their use may be
acceptable after assessing the risk-benefit ratio.

4. Hazardous: studies in nursing mothers have shown that there is a significant and documented risk to
infants or the drug has a high risk of causing significant harm to infants. The risk of using the drug clearly
outweighs any possible benefit of breastfeeding. Breastfeeding is contraindicated while using the drug.

Micromedex®,
United States

1. Risk to the infant cannot be ruled out: available evidence and/or expert consensus is inconclusive or
inadequate to determine the risk to the infant when the drug is used during breastfeeding. Weighing
the potential benefits of drug treatment against the potential risks before prescribing the drug while
breastfeeding is advised.

2. Risk to the infant has been demonstrated: evidence and/or expert consensus has demonstrated
harmful effects on the infant when the drug is used during breastfeeding. An alternative to this drug
should be prescribed or patients should be advised to discontinue the drug while breastfeeding.

3. Risk to the infant is minimal: the level of evidence and/or expert consensus suggests that this drug
poses minimal risk to the infant when used during breastfeeding.

4. Effects on milk are possible: evidence suggests that this drug may alter milk production or composition.
If an alternative to this drug is not prescribed, the infant should be monitored for adverse effects and/
or adequate milk intake.

Categories in which the drug was considered contraindicated in breastfeeding were marked in gray; LactMed®, UpToDate® and
Reprotox® do not have a rating system.
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Table 1. Drugs classification for dyspepsia and constipation present in all sources, as per the contraindication for use during
breastfeeding in the package inserts of professionals, patients and bibliographic sources.

No contraindication in package o i . i
Classes . Contraindication in package inserts and bibliographic sources
inserts and all sources

Medication Medication Professionals’ Patients’

(number of package (number of package package package Manual Hale Lactmed SBP Micromedex UptoDate Reprotox

inserts assessed)* inserts assessed)* insert insert
Omeprazole (4), Cimetidine (4) X X X X
Omeprazole+Clarithromycin+ Famotidine (2) P X
Amoxicillin (2),
Rabeprazole (2) X P4
Pantoprazole (4),
Esomeprazole (4) P4 P4

Lansoprazole (4),

Sucralfate (2), Amoxicillin
Trihydrate+
Citric Acid+Sodium . )
Clarithromycin+
Bicarbonate+ P4 X
Esomeprazole
Sodium Carbonate (12),

Magnesium

Sodium Bicarbonate+ Trihydrate (2)

Calcium Carbonate+

sodium carbonate (2), Dexlansoprazole (2) X X
Calcium carbonate 90%+ Aluminum

aluminum hydroxide+ hydroxide+
magnesium hydroxide (2), magnesium Xa Xa

Dyspepsia ) hydroxide+
Calcium carbonate+ . .
. ) simethicone (8)
aluminum hydroxide+

magnesium hydroxide (4),

Dimethicone+aluminum
hydroxide gel+magnesium
hydroxide magnesium-+
simethicone (2),

Calcium carbonate+aluminum

hydroxide+magnesium Dimethicone+
hydroxide (6), aluminum
Sodium bicarbonate+ hydroxide-+ Xb
basic bismuth carbonate+ magnesium

calcium carbonate+ hydroxide (2)

magnesium carbonate (4),
Magaldrate+simethicone (2),

Dimethicone+aluminum

hydroxide+magnesium

hydroxide+magnesium
oxide (2)

Bisacody! (4),
Glycerol (10),

Prucalopride (2) X

Senna alexandrina

Sodium Phosphate (2), mill (8)
Constipation Lubiprostone (2),
Sodium Picosulfate (4),
Tegaserod (2) X X X

Sorbitol (2),
Magnesium Sulfate (2).

a The professionals’ and patients’ package inserts of only one manufacturer contraindicated the drug in lactation.
b Only the professionals’ package insert brought information that contraindicates the drug during lactation.

*116 package inserts were assessed, corresponding to 32 drugs.

Rev Bras Med Fam Comunidade. Rio de Jangiro, 2024 Jan-Dez; 19(46):3758



Roseno DA, Sempé TS, Schmalfuss TO, Giugliani C, Dal Pizzol TS

Graph 1. Contraindication frequency for the use of medication for dyspepsia and constipation during breastfeeding in
package inserts and bibliographic sources.
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D: medicine for dyspepsia (blue); C: constipation medication (green).

DISCUSSION

This study aimed to perform an assessment of package inserts and references in the literature,
based on up-to-date scientific evidence specializing in medications in lactation. The package inserts help
decision making during clinical practice. Moreover, it should be noted that in Brazil it is one of the few
official information documents accessible to health professionals and patients. The National Therapeutic
Form, another essential official instrument on medicines, has not been updated since 2010.

Furthermore, the MedSUS application was launched by the Ministry of Health in 2014 with the
aim of providing information about medicines available in the Brazilian Unified Health System — SUS.
It was developed to facilitate access to information about medicines by healthcare professionals and
medicine users on mobile devices.'* However, despite recent updates, this tool contains inaccessible
information, which compromises the efficiency of the application and impairs access to essential
data for the correct management and use of medicines made available by SUS. The current version
presents information on the list (e.g. basic, specialized, strategic component), pharmaceutical form,
International Classification of Diseases (CID), documents required for acquisition and where to
find them. Information for the correct use of medicines, present in the Brazilian Therapeutic Form
monographs, is still unavailable.

It is known that gastrointestinal disorders are common situations in postpartum women, and the
drugs for treating these symptoms are mostly over-the-counter, without the need to retain prescriptions.®
A Dutch study aimed at identifying the prevalence of medication use in breastfeeding women, safety and
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influence on the decision to start breastfeeding pointed out that medications for constipation and dyspepsia
were included in the medications used by this group.®

In our research, we identified inconsistencies between the package inserts analyzed and the
references consulted. For every ten medications assessed, considering both dyspepsia and constipation
medications, approximately three had a package insert contraindicating their use during breastfeeding.
This finding contrasts with the information found in the bibliographic sources. Agreement between the
package inserts for dyspepsia drugs and the sources consulted was low: 27.2% of package inserts 335
contraindicated, while in the sources the percentage of contraindication ranged from 0 to 8.3%. Similarly,
agreement between the package inserts for constipation medications was low: 26.3% of package inserts
contraindicated them, against 0 to 4.8% in the consulted references.

Other studies showed incompleteness of the Brazilian package inserts regarding information on
the compatibility of breastfeeding with the use of the drug. Pizzol et al.”® observed that, among anti-
depressant medication package inserts and bibliographic references, 62.5% contraindicated the drugs
during breastfeeding, while in the consulted sources the percentage varied between 0 and 25%.

Another study by Pizzol et al." assessed the compatibility of the use of contraceptives and anti-infectives
during breastfeeding. As an outcome, the authors concluded that the package inserts for anti-infectives
showed greater disagreement with the bibliographic sources consulted in relation to package inserts for
contraceptives.

Arguello et al."® identified deficiencies in information in European package inserts regarding indication
for use during breastfeeding and information that demonstrates the safety of use by lactating women.
In this study, 61.4% of the package inserts analyzed did not contain information on drug excretion in
human milk. The recommendation for use during breastfeeding was ambiguous in 16.5% of the package
inserts, and use of medication was restricted in more than 90% of the package inserts during pregnancy
and breastfeeding, despite the lack of information to support these restrictions. Furthermore, the authors
highlighted a lack of updating of the package inserts after the drug is first authorized to be introduced on
the market and a lack of post-use information review based on evidence.

A worrying finding in our research was the lack of any information in the package inserts of some
drugs (20.0% of dyspepsia medications and 24.3% of constipation medications). This information gap
impairs decision making by health professionals and patients with regard to interrupting treatment or
weaning the infant.

Resolution RDC 47 establishes guidelines to prepare package inserts for medicines used in Brazil. Itis
noticed that the Brazilian package inserts present information gaps in specific sections, so that information
such as drug excretion in milk, pre-clinical and clinical studies and clinical experience describing the use
of the drug during lactation are practically non-existent and not mandatory.” As a defensive measure,
pharmaceutical companies choose not to go into further research and/or suppress such information to
avoid possible litigation.®

Inaccurate information in the package inserts such as ‘not recommended’ or ‘use with caution’ and
variations of the same meaning allow an open interpretation as to whether the drug is totally contraindicated
and what the possible harms to the infant may be. Vague information was also observed in studies that
analyzed the recommendations of European package inserts in other clinical areas, such as renal failure.?°

Deciding on the use of medication during breastfeeding or discontinuation of use requires the adoption
of reliable and detailed information that provides, in addition to the conservative stance of pharmaceutical
laboratories, pharmacological and toxicological data.'® Such information should not only be restricted to
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the drug’s excretion in milk, but also to the clinical consequences and harmful effects on the infant’s health
and on the breastfeeding process. In this way, the need becomes evident to update the current Brazilian
regulations regarding the content of drug package inserts to include information based on the results of
post-marketing studies and/or the adoption of reliable sources, based on scientific evidence.

A limitation of this study is the exclusion of medicines that were absent in at least one bibliographic
source consulted, due to the non-commercialization of these medicines in the countries in the databases.
This gap makes it difficult to verify the consistency between the information available in the literature and
in the leaflets, highlighting a fragility resulting from the absence or insufficiency of data on the topic.

CONCLUSION

This study found that the package inserts for medicines used in Brazil to treat dyspepsia and constipation
do not present information consistent with the literature, or even provide information that allows these drugs’
safe use by nursing mothers. These data suggest a defensive position on the part of the pharmaceutical
industries in disclosing concrete information, making it difficult to make a decision about the use of these
medications during breastfeeding. In this way, we recommend that the regulation that guides the preparation
of package inserts in Brazil be reviewed. Likewise, sufficient information based on evidence in the specific
sections is required as a necessary condition for registration and/or renewal with ANVISA.
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