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Resumo

Introducdo: Os assuntos regulamentares relativos aos produtos cosméticos e aos suplementos
alimentares sao cruciais para a protecao da saudde publica, e para garantir os direitos e interesses dos
consumidores. A legislacao associada a estes produtos difere em varias vertentes desde a sua producao
a colocacao no mercado, nomeadamente no nivel de complexidade, harmonizacao a nivel comunitario,
documentacgao necessadria, entre outros requisitos. Objetivo: Discutir o enquadramento requlamentar de
produtos cosméticos e suplementos alimentares, desde a producdao a colocacao no mercado.
Métodos: No Departamento de Assuntos Regulamentares da empresa Inovapotek, Pharmaceutical
Research & Development, realizou-se um estdgio curricular com a duracao de 600h.
Resultados/Discussdao: Em estdgio, as tarefas relativas aos suplementos alimentares foram
desempenhadas de forma a dar resposta a solicitacao de um promotor (cliente) que tencionava produzir e
comercializar suplementos alimentares no mercado da Uniao Europeia, tendo recorrido a Inovapotek para
auditar o fabricante escolhido. No ramo dos produtos cosmeéticos, foi possivel uma integracao nas
atividades que ja sao realizadas pela empresa para responder aos pedidos dos promotores nesta area; a
grande maioria do tempo dedicada a realizacao de tarefas que levam a execucao de Relatdrios de
Seguranca de Produtos Cosméticos. Conclusdo: No decorrer do estdgio curricular, foi possivel identificar
a principal legislacao existente que regula os produtos cosméticos e os suplementos alimentares, através

do contacto na prdtica com arealidade do mercado de trabalho.

Palavras-chave: Produtos cosméticos, Suplementos alimentares, Legislacao, Estagio



Abstract

Introduction: Regulatory affairs relating to cosmetic products and food supplements are crucial for public
health protection and for guaranteeing the rights and interests of consumers. The legislation associated
with these products differ in several aspects, from their production to the placing on the market, namely in
terms of complexity, harmonization at community level, necessary documentation, among other
requirements. Objective: Discuss the regulatory framework of cosmetic products and food supplements,
since the production until the placing on the market. Methods: In the Department of Regulatory Affairs of
the company Inovapotek, Pharmaceutical Research & Development, a 600-hour curricular internship was
carried out. Results/Discussion: During the internship, the tasks related to food supplements were
carried out in order to respond to the request of a promoter (client) who intended to produce and sell food
supplements in the European Union market, having resorted to Inovapotek to audit the chosen
manufacturer. In the field of cosmetic products, it was possible the integration within the activities that are
already carried out by the company to meet the requests from promoters in the cosmetic field. The vast
majority of time was dedicated to carrying out tasks thatlead to the execution of Cosmetic Product Safety
Reports. Conclusion: During the curricular internship, it was possible to identify the main existing
legislation that regulates cosmetic products and food supplements, through practical contact with the

reality of the labor market.

Keywords: Cosmetic products, Food supplements, Legislation, Internship
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1. Introducao

Os assuntos regulamentares relativos aos produtos cosméticos (PC) e aos suplementos
alimentares (SA) sao cruciais para a protecao da satide publica, e para garantir os direitos e interesses dos
consumidores. A legislacao associada a estes produtos difere em varias vertentes, desde a sua producao
a colocacao no mercado, nomeadamente no nivel de complexidade, harmonizacao a nivel comunitario,

documentacao necessaria, entre outros requisitos.

1.1. Enquadramento Regulamentar de Produtos Cosméticos

Na Unido Europeia (UE), os produtos cosmeéticos sao regidos pelo Regulamento (CE) n°
1223/2009 do Parlamento Europeu e do Conselho de 30 de Novembro de 2009 — Regulamento dos
Produtos Cosméticos (RPC). Este Regulamento veio revogar a Directiva 76/768/CEE do Conselho, de 27
de Julho de 1976, relativa a aproximacao das legislacoes dos Estados-Membros (EM) respeitantes aos

produtos cosméticos, que foi por vdrias vezes alterada substancialmente.

111 Definicao de Produtos Cosméticos

Os PC definem-se como “quaisquer substancias ou misturas destinadas a serem postas em
contacto com as partes externas do corpo humano (epiderme, sistemas piloso e capilar, unhas, ldbios e
drgaos genitais externos) ou com os dentes e as mucosas bucais, tendo em vista, exclusiva ou
principalmente, limpd-los, perfuma-los, modificar-lhes o aspeto, protegé-los, manté-los em bom estado
ou corrigir os odores corporais. Nao se consideram produtos cosméticos as substancias ou misturas que

se destinem a ser ingeridas, inaladas, injetadas ou implantadas no corpo humano” ™.
112 PessoaResponsavel
S6 podem ser colocados no mercado PC para os quais seja designada uma pessoa singular ou
coletiva como responsavel na Comunidade e que garante o cumprimento das obrigacoes aplicaveis
previstas no Regulamento",

11.3 Fabrico de Produtos Cosméticos

O fabrico de PC deve respeitar as Boas Préticas de Fabrico (BPF/GMP) tendo em vista a garantia

do funcionamento do mercado interno e um elevado nivel de protecao da satide publica . Presume-se o



respeito de BPF sempre que o fabrico cumprir as normas harmonizadas aplicaveis, cujas referéncias
tenham sido publicadas no Jornal Oficial da Unido Europeia™. A 1SO 22716 estabelece as BPF em matéria
de produtos cosméticos, oferecendo diretrizes para a producao, controlo, armazenamento e transporte de

produtos cosméticos e deve ser cumprida aquando do fabrico de produtos cosméticos®.

11.4 Composicao de Produtos Cosméticos

Relativamente a composicao dos PC, as substancias incluidas nos produtos cosméticos devem
respeitar o disposto nos anexos do Regulamento (CE) n? 1223/2009 do Parlamento Europeu e do
Conselho de 30 de novembro de 2009 e suas sucessivas alteracoes:

e lista das substancias proibidas (Anexo Il),

e listadas substancias que os produtos cosméticos nao podem conter fora das restricoes

previstas (Anexo lll),

e listados corantes autorizados (Anexo 1V),

e listados conservantes autorizados (Anexo V)

e listade filtros para radiacoes ultravioleta autorizados (Anexo VI).
Os anexos apresentam adicionalmente informacdes como identificacao da substancia, restricoes,
condicdes de utilizacdo e adverténcias, conforme seja relevante .

Substancias classificadas como substancias CMR (Carcinogénico, Mutagénico ou tdxico para a
Reprodugao) no Regulamento (CE) n® 1272/2008 do Parlamento Europeu e do Conselho de 16 de
dezembro de 2008 sao proibidas nos produtos cosméticos. No entanto, o artigo 152 do RPC prevé que
estas substancias possam ser usadas, sujeitas arestricdes, apds uma avaliacao de sequranca pelo Comité
Cientifico da Seguranca dos Consumidores e quando outras condices estejam reunidas. 3.,

No que diz respeito aos nanomateriais, definidos como um material insoltivel ou biopersistente,
fabricado intencionalmente e dotado de uma ou mais dimensoes externas ou de uma estrutura interna,
numa escala de 1a 100 nm, estes s6 podem estar presentes se estiverem incluidos num dos anexos do
RPC. Caso contrdrio, deverao cumprir com o0s requisitos especificados no artigo 162 do RPC,
nomeadamente a submissao de um dossier de avaliacao de seguranca do nanomaterial, documento esse
que deve ser elaborado de acordo com a Guidance on the Safety Assessment of Nanomaterials in

Cosmetics, redigido pelo Comité Cientifico da Sequranca dos Consumidores!™.

115 Rotulagem de Produtos Cosméticos



0 artigo 192 do Regulamento (CE) n2 1223,/2009 do Parlamento Europeu e do Conselho de 30 de
novembro de 2009 indica as informacdes que os PC necessitam de conter na sua rotulagem,
nomeadamente, salvo certas excecoes:

¢ nome oufirma e o0 endere¢o da pessoa responsdvel,

e 0 pais de origem (caso importado),

e 0 contetido nominal no momento do acondicionamento,

e datade durabilidade minima, ou o periodo apds abertura,

e precaucoes especiais de utilizacao,

e onumero de lote de fabrico ou a referéncia que permita identificar o PC,

e afuncao do produto cosmético (salvo se for Gbvia)

e alistadeingredientes por ordem decrescente do peso dos ingredientes no momento da

suaincorporacao'”.

1.1.6  Alegacoes de Produtos Cosméticos

Na rotulagem, na apresentacao, na disponibilizacao no mercado e na publicidade dos PC, o texto,
as denominacoes de venda, marcas, imagens ou outros sinais, figurativos ou nao, e as mencoes
publicitdrias nao podem ser utilizados para atribuir a esses produtos caracteristicas ou funcdes que nao
possuem ou que produtos cosméticos nao podem possuir, designadamente, indicacdes terapéuticas ou
atividade biocida "*. Apds consulta do Comité Cientifico da Seguranca dos Consumidores (CCSC) ou de
outras autoridades relevantes, a Comissao aprovou uma lista de critérios comuns para as alegacoes que
podem ser usadas em relacdo aos produtos cosméticos . 0 Regulamento (UE) n? 655,/2013 da Comissao
de 10 de julho de 2013 estabelece critérios comuns para justificacao das alegacoes relativas a produtos
cosmeéticos, nomeadamente:

e conformidade legal,

e veracidade,

e sustentacao de prova,

e honestidade,

e imparcialidade,

e tomada de decisdo informada®.
Desde 2019 esta em vigor um documento técnico elaborado pelo sub-working group on claims que
providencia orientacdes para melhor aplicacdo do Regulamento®. As alegac6es e publicidade relativas
aos produtos sao ferramentas essenciais para informar os consumidores sobre as suas caracteristicas e
qualidades, constituindo instrumentos de marketing utilizados pelas empresas para distinguirem os seus

produtos dos produtos da concorréncial



11.7  Colocagao no mercado de Produtos Cosméticos

O Portal de Notificacao de Produtos Cosméticos (CPNP) é um sistema de notificacao online tinico
europeu de cariz obrigatdrio que ndo acarreta custos adicionais. Apds um PC ser notificado no portal pela
pessoa responsavel, nao existe necessidade de qualquer notificacao adicional a nivel nacional. O facto de
o PC ter sido notificado com sucesso nao significa que este cumpra todos os requisitos legais. Cabe a
pessoa responsavel assegurar o cumprimento das obrigacdes descritas em vigor'®.

Antes da colocacao de um PC no mercado, a pessoa responsavel deve transmitir a Comissao, por
via eletrdnica, no referido portal as sequintes informacdes:

e acategoria aque pertence o produto cosmético e a sua designacao;

0 nome e 0 endereco da pessoa responsavel;
e 0 pais de origem em caso de importacao;
e 0 Estado-Membro em que se prevé a colocacao do PC;
e ascoordenadas de uma pessoa singular a contactar em caso de necessidade; a presenca
de substancias sob a forma de nanomateriais,
e respetiva designacao e as condicdes de exposicao razoavelmente previsiveis;
e a denominacao CAS ou o nimero CE das substancias classificadas como CMR e a
formulacao-quadro (uma formulacao que indica a categoria ou a funcdo dos ingredientes
e a sua concentracdo mdxima no produto cosmético, ou que da informacdes
quantitativas e qualitativas relevantes, sempre que o produto cosmético nao esteja
abrangido por essa formulacao ou caso o esteja apenas parcialmente).
Além disso, deve facultar a Comissao a rotulagem original e uma fotografia da embalagem (se
razoavelmente legivel) ",

Quando se pretende que um PC seja colocado no mercado, prevé-se que seja elaborado um
Ficheiro de Informacdes sobre o Produto (PIF). Este contém uma descricao do PC, o relatdrio de
seguranca,umadescricao do processo de fabrico e uma declaracao de conformidade com as boas praticas
de fabrico, provas dos efeitos alegados (quando aplicavel) e uma declaracao que afirme que nao foram
realizados ensaios em animais .

0 Relatdrio de Seguranca do Produto Cosmético (RSPC/CPRS), parte integrante do Ficheiro de
Informacgdes sobre o Produto, é, relativamente a seqguranca, o documento mais importante do PIF e esta
divido em duas partes. A parte A redne todas as informagdes necessarias para a avaliacao da seguranca
do produto, enquanto a parte B estabelece afundamentacao, a partir das informacdes compiladas na parte
A, para extrair conclusdes acerca da seguranca do produto . A estrutura e o contetdo do relatério de
seguranca devem refletir os requisitos descritos no anexo | do Regulamento (CE) n? 1223/2009 do

Parlamento Europeu e do Conselho de 30 de novembro de 2009,



0 anexo lindica que na parte A deve, no minimo, constar:
Composicao quantitativa e qualitativa;
Caracteristicas e estabilidade fisica/quimica;
Qualidade microbioldgica;

Impurezas, vestigios no produto e informacdes sobre o material de embalagem;
Uso normal e previsto;

Exposicao ao produto;

Exposicao aos ingredientes;

Perfil toxicoldgico dos ingredientes;

Efeitos indesejdveis do produto;

Rotulagem;

Outros.

1.1.8 Ensaios em animais

Desde 2013 nao podem ser colocados no mercado produtos cosméticos cujo protdtipo,

ingredientes ou produto acabado tenha sido alvo de testes em animais!".
11.9 Autoridades competentes de Produtos Cosméticos
A Autoridade Nacional do Medicamento e Produtos de Satide, I. P. INFARMED, I. P.) constitui a

autoridade competente no dominio dos produtos cosméticos, em Portugal . A nivel Europeu, a

notificacao de PC é efetuada através do CPNP.



1.2. Enquadramento Regulamentar de Suplementos Alimentares

121  Definicao de Suplementos Alimentares

A definicdo de SA encontra-se no Decreto-Lei n.2 118/2015 que altera o Decreto-Lei n.2
136/2003. Estes definem-se como “géneros alimenticios que se destinam a complementar e/ou
suplementar o regime alimentar normal, nao devendo ser utilizados como substitutos de um regime
alimentar variado, e que constituem fontes concentradas de determinadas substancias nutrientes ou
outras com efeito nutricional ou fisioldgico, estremes ou combinadas, comercializadas em forma doseada,
tais como cdpsulas, pastilhas, comprimidos, pilulas e outras formas semelhantes, saquetas de po,
ampolas de liquido, frascos com conta-gotas e outras formas similares de liquidos ou pds que se destinam
a ser tomados em unidades medidas de quantidade reduzida. Podem conter um leque variado de
substancias nutrientes e outros ingredientes, designadamente vitaminas, minerais, aminodcidos, dcidos
gordos essenciais, fibras e vdrias plantas e extratos vegetais” ",

Assim, para que um alimento seja enquadrado como SA, o operador deve verificar se o produto
reline as seguintes caracteristicas: a) ser um género alimenticio; b) ser uma fonte concentrada de
nutrientes ou substancia com efeito nutricional ou fisiol6gico (existir um efeito benéfico, mas sem acao
farmacoldgica); e c) ser comercializado em forma doseada em unidades medidas de quantidade reduzida
(aunidade de medida reduzida nao pode exceder 25 g ou 25 ml e que o valor energético da toma didriando

pode exceder 50 kcal)™.

1.2.2 Autoridades competentes de Suplementos Alimentares

A autoridade competente relativamente aos SA, em Portugal, é a Direcao-Geral de Alimentagao e
Veterinaria (DGAV), enquanto organismo responsavel pela definicao, execucao e avaliacao das politicas
de seguranca alimentar . Por sua vez, a Autoridade de Seguranca Alimentar e Econdmica (ASAE) é a

autoridade competente para a fiscalizacao do cumprimento das normas relativas aos SAM.

1.2.3 Fabrico de Suplementos Alimentares

Cabe aos operadores das empresas do setor alimentar assegurar que todas as fases da producao,
transformacao e distribuicdo de géneros alimenticios (onde se incluem os SA), sob o seu controlo,
satisfazem os requisitos em matéria de higiene estabelecidos no Regulamento (CE) n? 852/2004 do

Parlamento Europeu e do Conselho de 29 de abril de 2004 relativo a higiene dos géneros alimenticios .



Os operadores das empresas do setor alimentar devem criar, aplicar e manter, sempre que
possivel, um processo ou processos permanentes baseados nos principios Hazard Analysis and Critical
Control Point System (HACCP), como descritos no Codex Alimentarius' Code of Practice “GENERAL
PRINCIPLES OF FOOD HYGIENE" 112131,

0 sistema HACCP identifica perigos especificos e medidas para o seu controlo de forma a garantir
a seguranca alimentar. Trata-se de uma ferramenta para averiguar os perigos e estabelecer sistemas de
controlo que se focam na prevencao em vez de dependerem maioritariamente da testagem de produto-
final "3, Desta forma, o sistema HACCP auxilia os operadores de empresas do setor alimentar a alcancar
padroes mais elevados de seguranca dos géneros alimenticios. A implementacao bem sucedida dos
processos baseados nos principios HACCP requer a plena cooperacao e o empenho do pessoal das
empresas do setor alimentar, devendo esse pessoal receber formacao!.

Os principios HACCP sao os seguintes:

a) Identificacao de quaisquer perigos que devam ser evitados, eliminados ou reduzidos
para niveis aceitdveis;

b) Identificacdo dos pontos criticos de controlo (PPC) na fase ou fases em que o controlo
é essencial para evitar ou eliminar um risco ou para o reduzir para niveis aceitdveis;

c) Estabelecimento de limites criticos em pontos criticos de controlo, que separem a
aceitabilidade da nao aceitabilidade com vista a prevencao, eliminacao ou reducao dos riscos
identificados;

d) Estabelecimento e aplicacdo de processos eficazes de vigilancia em pontos criticos de
controlo;

e) Estabelecimento de medidas corretivas quando a vigilancia indicar que um ponto
critico de controlo nao se encontra sob controlo;

f) Estabelecimento de processos, a efetuar reqularmente, para verificar que as medidas
referidas nas alineas a) a e) funcionam eficazmente,

g) Elaboracdo de documentos e registos adequados a natureza e dimensdo das

empresas, a fim de demonstrar a aplicacao eficaz das medidas referidas nas alineas a) a f) 2.

Adicionalmente, a divulgacao e utilizacao dos cddigos de boas praticas nacionais e comunitarias
em matéria de higiene ou de aplicacao dos principios HACCP sao incentivadas. Todavia, estes cddigos
podem ser utilizados voluntariamente pelos operadores das empresas do sector alimentar %, A garantia
do cumprimento de boas praticas no fabrico de SA, nomeadamente no que cabe a higiene e seguranca
alimentar, controlo da qualidade ou implementacao do sistema HACCP é dada através de certificacoes
para o efeito (ex: IFS Food Certification, BRC Certification, SQF Certification, HACCP Certification, 1SO
9001,1S0 22000, IS0 14001) (Tabela 1).



Tabela 1. Exemplos de certificacdes existentes que certificam o cumprimento dos requisitos de higiene, controlo de

qualidade e implementacao do sistema HACCP.

Certificacao Descricao

0 IFS Food Standard é um standard reconhecido pela Global Food Safety Initiative
IFS Food Certification (GFSI) para auditar fabricantes de géneros alimenticios. Esta certificagao foca-se na

qualidade alimentar e na qualidade dos processos e produtos "1,

Certificacao Global de Seguranca Alimentar do British Retail Consortium (BRC). Esta
BRC Certification certificacdo comprova cumprimento do sistema HACCP, Higiene, Seguranca

Alimentar e Sistemas da Qualidade. O referencial BRC é reconhecido pela GFSI ™!,

Certificacdo HACCP é um standard que define os requisitos para o controlo eficaz da

HACCP Certification
seguranca alimentar™®],
ISO 9001 Certificacao de Sistemas de Gestao da Qualidade.
Certificacao de Sistema de Gestao da Seguranca Alimentar baseada nos principios do
IS0 22000
HACCP do Codex Alimentarius. ™
SO 14001 Certificacao de Sistema de Gestao Ambiental.

1.2.4 Composicao de Suplementos Alimentares

O leque de nutrimentos e outros ingredientes que podem estar presentes nos SA é bastante
variado, incluindo, entre outros, vitaminas, minerais, aminodcidos, dcidos gordos essenciais, fibras e vdrias
plantas e extratos de plantas "®. No entanto, em Portugal ndo existe uma listagem com as substancias ou
plantas autorizadas. A nivel comunitdrio, apenas esta harmonizada a adi¢ao de vitaminas e minerais aos
SA, formas em que estes se devem apresentar e doses didrias recomendadas #°'°. As vitaminas e
minerais, nas suas respetivas formas, que podem ser incorporados nos SA estao discriminados no
Regulamento (CE) n® 1170/2009 e na Diretiva 2002/46/CE. As quantidades maximas autorizadas para
vitaminas e minerais a serem adicionadas nos SA constitui uma das dreas mais notdrias de falta de
harmonizacao a nivel comunitdrio relativamente aos SA. Para além disso, também ainda nao existe uma
lista harmonizada a nivel europeu relativa a extratos de plantas autorizados nos SA. Outras substancias
que nao as referidas anteriormente para serem utilizadas como ingredientes de SA, tém de cumprir 0s
requisitos do Regulamento (UE) 2015/2283 relativo anovos alimentos e ingredientes alimentares, ou
seja, tem de existir um histdérico de consumo alimentar significativo na Uniao Europeia antes de 15 de maio
de 1997™!. Por sua vez, o Regulamento (CE) n.2 1925/2006 enumera, na parte A do seu Anexo Ill as

substancias proibidas nos SA.


https://eur-lex.europa.eu/legal-content/PT/TXT/PDF/?uri=CELEX:32015R2283&from=PT

1.25 Rotulagem de Suplementos Alimentares

A rotulagem dos SA deve conter as indicacoes referidas do Decreto-Lei n.2 118/2015 e do
Regulamento (EU) n.2 1169/2011, nomeadamente, a designacao das categorias de nutrientes ou
substancias que caracterizam o produto ou uma referéncia especifica a sua natureza, a dose didria
recomendada do produto, uma adverténcia de que nao deve ser excedida a dose didria indicada, a
indicacao de que os SA nao devem ser utilizados como substitutos de um regime alimentar variado e uma
adverténcia de que os produtos devem ser guardados fora do alcance das criancas de tenraidade %],

As quantidades de nutrimentos ou de outras substancias com efeito nutricional ou fisioldgico
referem-se a toma didria recomendada pelo fabricante e indicada no rétulo em valores médios baseados
na andlise do produto realizada pelo fabricante, expressas sob a forma numérica e em percentagem dos
valores de referéncia mencionados, designadamente os constantes na legislacao em vigor sobre

rotulagem nutricional dos géneros alimenticios %8,

1.2.6 Alegacoes de Suplementos Alimentares

Existem alegac@es nutricionais e de satide permitidas estabelecidas pela Comissao Europeia, de
modo a garantir que ainformacao é precisa e baseada em evidéncia cientifica °’. 0 Regulamento (CE) n.2
1924/2006 harmoniza as normas relativas ao uso das alegacdes nutricionais e de satide e enumera, em
conjunto com os diplomas que o alteram, as alegac¢oes permitidas. Importa ainda referir que, a Comissao
Europeia mantém um registo de alegacbes nutricionais e de satide autorizadas e rejeitadas®’. 0
fundamento cientifico deverd ser o aspeto principal a ter em conta na utilizacao de alegac6es nutricionais
e de sauide e os operadores das empresas do sector alimentar que utilizem alegacoes deverao justifica-
las com dados cientificos disponiveis e ponderando as provas 2. Nenhuma alegacao nutricional ou de
saude poderd ser incompativel com os principios de nutricao e satide geralmente aceites, incentivar ou
justificar o consumo excessivo de um alimento ou depreciar as boas praticas alimentares 12,

A rotulagem, a publicidade e a apresentacao dos géneros alimenticios, incluindo a sua forma,
aparéncia ou embalagem, os materiais de embalagem utilizados, a maneira como estao dispostos e o local
onde estao expostos, bem como ainformacao que é posta a disposi¢ao acerca deles através de quaisquer
meios de comunicacao, nao devem induzir em erro o consumidor 23 Nao pode incluir mencdes que atribua
propriedades profilaticas, de tratamento ou curativas de doencas humanas, nem fazer referéncia a essas
propriedades, nem mencoes declarando expressa ou implicitamente que um regime alimentar equilibrado

e variado nao constitui uma fonte suficiente de nutrientes em geral '8!,



1.2.7 Colocacao no mercado de Suplementos Alimentares

0 Regulamento (CE) n.2 178/2002 do Parlamento Europeu e do Conselho de 28 de janeiro de
2002, proibe a colocacao no mercado de géneros alimenticios (onde se incluem os SA) nao seguros, ou
seja, prejudiciais para a satide ou imprdprios para consumo humano, prevé que se aplique o principio de
precaucao nos casos especificos em que, na sequéncia de uma avaliagcao das informacoes disponiveis, se
identifique uma possibilidade de efeitos nocivos para a saide, mas persistam incertezas a nivel cientifico
e indica que deve ser assegurada em todas as fases da producao, transformacao e distribuicao a
rastreabilidade dos géneros alimenticios e de qualquer outra substancia destinada a ser incorporada num
género alimenticio, ou com probabilidades de o ser 12,

Para facilitar um controlo eficaz dos SA, os EM podem exigir que o fabricante ou o responsavel
pela colocacao no mercado no seu territério informe a autoridade competente dessa comercializacao,
enviando-lhe um modelo do rétulo utilizado para esse produto™®.

Sempre que se trate da primeira comercializacao do SA na Uniao Europeia, o fabricante, se o
produto tiver origem num dos EM, ou o importador, se o produto tiver origem em pais terceiro, tem
obrigacao de efetuar a notificacdo a autoridade competente. Caso o produto ja tenha sido comercializado
na Uniao Europeia, o fabricante ou o importador ddao cumprimento ao processo de notificacao e notificam
a autoridade competente da identidade da autoridade destinatdria da primeira notificacao de
comercializacao !,

Em Portugal, a notificacao de SA é efetuada pelo fabricante, importador, distribuidor ou

representante legal, por via eletrdnica para o endereco SuplementosDSNA@dgav.pt, utilizando o modelo

de notificacao disponibilizado no sitio na Internet da DGAV e deve ser sequido o procedimento ai
divulgado. A notificacao deve ser acompanhada de toda a documentacao prevista no procedimento de
notificacao, ou seja, deve ser acompanhada pelo dossier de notificacao que é composto pela tabela de
notificacao, pela cdpia do rétulo e pelo folheto informativo (caso exista) “®l. Apds a notificacao do SA, o
operador econémico pode coloca-lo de imediato no mercado, assumindo total responsabilidade pelo
cumprimento dos requisitos legais %27,

Se no prazo maximo de 60 dias a contar da rececao da notificacao a autoridade competente nao
informar o notificante da sua decisao, presume-se que a decisao é favoravel. Sempre que necessario, a
autoridade competente pode solicitar ao notificante para, no prazo de 15 dias, juntar os documentos ou
prestar as informacgoes necessdrias nomeadamente estudos de qualidade e seguranca, elementos em
falta ou correcdes, ficando suspenso o prazo maximo de 60 dias. Neste prazo, nao existe avaliacao do
produto ou validacao da rotulagem, sendo que o controlo € feito posteriormente e por amostragem,
podendo ser efetuado a qualquer momento. Ai é feita uma verificacao dos requisitos e, caso se considere

que estes nao estao conformes, pode ser efetuada uma avaliagao de risco, um processo de base cientifica
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constituido por quatro etapas: identificacao do perigo, caracterizacao do perigo, avaliagcao da exposicao e
caracterizacao do risco 2%

A comercializagao de um SA é relativamente simples, no entanto apresenta certos desafios uma
vez que, enquanto as empresas se esforcam para proteger a saide dos consumidores e garantir que estes
tém a capacidade de fazer escolhas informadas sobre os produtos, os aspetos regulamentares e a
categoria em que os SA se inserem continuam a variar muito entre paises ", A facil colocagao no mercado
dos SA traz ainda o problema da quantidade de produtos existentes no mercado, muitos deles sem a
qualidade, seguranca e eficdcia desejadas. Todos estes fatores constituem desafios para as empresas,
que tém de desenvolver meios para os ultrapassar, mantendo a sua competitividade no mercado atual.

Desta forma, tendo em conta a importancia da legislacao nos dias de hoje, no sentido de se
consequir supervisionar o mercado dos produtos disponiveis aos consumidores (como por exemplo, 0s
SAe P(C), de forma a assegurar a protecao da satide publica e a garantir o acesso a populacao de produtos

de qualidade e sequros, este trabalho apresenta os seguintes objetivos:

1"



1.3. Objetivos

e Identificar e comparar a legislacao que regula os produtos cosméticos e os suplementos
alimentares em Portugal e na Unido Europeia;

o |dentificar os requisitos legais para o fabrico de produtos cosméticos e suplementos alimentares;

o |dentificar e descrever todo o processo de colocacao no mercado para os produtos cosméticos e

para os suplementos alimentares.
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2. Métodos
2.1. Caracterizacao do local de Estdgio

0 estdgio curricular do Mestrado em Farmdcia decorreu na empresa Inovapotek, Pharmaceutical
Research & Development, cuja missao € estar e permanecer na vanguarda da investigacao cientifica nas
areas da tecnologia farmacéutica e cosmética, promovendo o desenvolvimento de produtos inovadores,
que satisfacam as exigéncias requlamentares e as necessidades dos consumidores.

A Inovapotek (Figura 1) presta servicos de consultoria, investigacao e desenvolvimento e
realizacao de testes as indudstrias farmacéutica e cosmética. A Inovapotek presta ainda servicos na drea
regulamentar, nomeadamente servicos de consultoria e compilacao/elaboracdo da documentacao
técnica exigida aos produtos cosméticos para colocacao no mercado europeu, entre outros. A nivel dos
SA, a Inovapotek oferece servicos de R&D, incluindo o desenvolvimento da formulacao, estudos de
estabilidade, eficdcia, e ensaios ao produto final. A area requlamentar relativa aos SA é um setor ainda nao
explorado pela empresa. Nesse sentido foi considerado para a empresa uma aposta interessante ter uma

pessoa dedicada ao desenvolvimento deste servico de modo a poder responder aos diversos pedidos.

Figura 1. Edificio UPTEC dentro do qual se situa a sede da inovapotek, Pharmaceutical Research & Development

2.2. Duracao do Estagio

0 estdgio teve a duracao de 600h. Decorreu entre 6 de novembro de 2020 e 1de marco de 2021,

sempre em regime de teletrabalho, como acordado pelas duas partes.
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2.3. Estruturado Estagio

A funcao desempenhada em estdgio foi a de Assistente Técnica do Departamento de Assuntos
Regulamentares. As tarefas desempenhadas visaram auxiliar a Diretora do departamento, Dr2 Yogeeta
Rocha, com o trabalho do dia-a-dia da empresa cumprindo o plano de estdgio. O estdgio foi estruturado
em duas partes. A primeira parte, entre novembro e dezembro de 2020, dedicada aos SA e a segunda

parte, a partir de janeiro de 2021 até marco de 2021, dedicada aos PC (Tabela 2).

Tabela 2. Cronograma de estagio (2021/2022).

Novembro/21 | Dezembro/21 | Janeiro/22 | Fevereiro/22 | Marco/22

Suplementos Alimentares

Produtos Cosméticos

Parte 1: Enquadramento legal de Suplementos Alimentares

No decorrer de dar resposta a solicitacao de um promotor que tencionava produzir e comercializar SA no
mercado europeu, pretendeu-se reunir a seguinte informacao:

1)  Legislacao aplicavel aos suplementos alimentares (legislacdo nacional e comunitdria);

2) Requisitos a cumprir na producao/fabrico de um SA;

3) Composicao autorizada em SA e lacunas na harmonizacao relativamente aos ingredientes a nivel

comunitdrio;

4) Informacoes a constar no rétulo dos SA;

5) Alegacdes de satide e nutricionais permitidas e proibidas para os SA;

6) Procedimentos de colocacao de um SA no mercado.

Parte 2: Enquadramento Legal de Produtos Cosméticos

No decorrer de dar resposta a solicitacoes de promotores da empresa que tencionavam colocar PC no
mercado europeu, pretendeu-se reunir a sequinte informacao:

1) Requisitos legais para o fabrico de PC;

2) Lista das substancias proibidas, substancias que os PC nao podem conter foras das restricoes
previstas, a lista dos corantes autorizados, a lista dos conservantes autorizados e a lista de filtros
para radiacoes ultravioleta autorizados, que incluem identificacao da substancia, restricdes,
condicoes de utilizacao e adverténcias;

3) Informacdes a constar no rétulo de PC;

4) Informacao a constar no PIF;

5) Informacao a constar no Relatdrio de Seguranca dos Produto Cosmético.
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3. Resultados e Discussao

3.1. Caracterizacao do estagio

No decorrer do estdgio, que teve a duracao total de 600 horas, foram dedicadas
aproximadamente 100 horas aos SA e 492 horas aos PC. O restante tempo foi dedicado a elaboracao do
relatdrio de estdgio (Gréafico 1). O trabalho foi realizado a tempo inteiro com hordrio semanal de 40 horas,

ou seja, 8 horas diarias.

Divisdo do Estagio (horas)

= Suplementos Alimentares = Produtos Cosméticos = Relatdrio de Estagio

Grafico 1. Divisao do estdgio (em horas).

0 gréfico sequinte (Grafico 2) ilustra a divisao aproximada, em horas, das diferentes tarefas
realizadas em estdgio. Esta contagem foi sendo realizada aquando o decorrer do estagio curricular, de
forma a catalogar o tempo despendido em diferentes tarefas. Assim, é possivel observar que a
organizacao/ andlise de documentacdo externa e a elaboracao de fichas técnicas foram as tarefas em
que se ocupou mais tempo. Pode também notar-se, por exemplo, que o estagio conteve uma forte

componente de formacao.
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m Elaboragdo de fichas técnicas
= Organizacdo/analise de documentagdo externa
Formagdo - Enquadramento Regulamentar PC

Pesquisa - Enquadramento Regulamentar SA

= Pesquisa - Fabrico SA

= Estudo - Enquadramento Regulamentar PC
m Realizacdo de checklist para auditoria a fabricante

de SA
m Construgdo de Relatério de Seguranga do Produto

Cosmético -
m Formagdo - Organiza¢do/andlise documentagdo

externa 36
m Andlise de ingredientes de produtos cosméticos

m Formagao - Elaboragdo de Fichas técnicas 44
m Andlise da composi¢dao dos SA do promotor

= Pesquisa de informacgdo para auditoria a fabricante
de SA

Gréfico 2. Tarefa realizadas em estagio (em horas).

3.2.Suplementos Alimentares

As tarefas relativas aos SA foram desempenhadas de forma a dar resposta a solicitacao de um
promotor que tencionava produzir e comercializar estes produtos no mercado europeu, tendo recorrido a
Inovapotek para auditar o fabricante que pretendia utilizar.

Para responder a solicitacao do promotor, visto que a drea requlamentar de SA ainda nao esta
totalmente explorada pela empresa, realizou-se uma pesquisa e estudo do enquadramento regulamentar
relativo aos SA, nomeadamente:

a) Legislacao aplicdvel aos SA (legislacao nacional e comunitdria);
b) Requisitos a cumprir na producao/fabrico de um SA;

c) Composicao autorizada em SA;

d) Aspetos de rotulagem, alegacdes de satide/nutricionais;

e) Colocacao no mercado de um SA.

Toda a informacao foi organizada em documentos que foram partilhados com a Diretora do
Departamento de Assuntos Regulamentares. Alguns destes aspetos ja foram abordados na Introducao
do Relatdrio, por sua vez, a compilacao da legislacao existente relativa a requlamentacao de SA, que se

incluem nos géneros alimenticios, encontra-se descrita na tabela seguinte (Tabela 3).
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Tabela 3. Legislacao associada aos Géneros Alimenticios/SA.

Legislacao

Descricao

Decreto-Lein.2118/2015, de
23 dejunho de 2015

Procede a segunda alteracao ao Decreto-Lei n.2 136/2003, de 28 de junho, que
transpds a Diretivan.22002/46/CE, do Parlamento Europeu e do Conselho, de 10 de
junho de 2002, relativa a aproximacao das legislacdes dos EM respeitantes aos SA.

Diretiva 2002/46/CE do
Parlamento Europeu e do
Conselho, de 10 de Junho de
2002

Relativa a aproximacao das legislagdes dos EM respeitantes aos SA

Regulamento (CE) n®
178/2002, de 28 janeiro de
2002

Determina os principios e normas gerais da legislacdo alimentar, cria a Autoridade
Europeia para a Seguranca dos Alimentos e estabelece procedimentos em matéria
de seguranca dos géneros alimenticios

Regulamento (CE) n?
852/2004, de 29 abril de
2004

Relativo a higiene dos géneros alimenticios

Regulamento (CE) n?
1170/2009, de 30 de
novembro de 2009

Altera a Diretiva 2002/46/CE do Parlamento Europeu e do Conselho e o
Regulamento (CE) n2 1925/2006 do Parlamento Europeu e do Conselho no que se
refere as listas de vitaminas, minerais e respetivas formas em que podem ser
adicionados aos alimentos, incluindo SA

Regulamento (UE) n2
2015/2283, de 25 de
novembro de 2015

Relativo a novos alimentos e ingredientes alimentares

Regulamento (CE) n®
1924/2006, de 20 de
dezembro de 2006

Relativo as alegacdes nutricionais e de salde sobre os alimentos

Regulamento (CE) n21925/
2006 do Parlamento Europeu
e do Conselho, de 20 de
dezembro de 2006

Relativo a adi¢ao de vitaminas, minerais e determinadas outras substancias aos
alimentos.

Regulamento (CE) n?
1161/2011 de 14 de novembro
de 20M

Altera a Diretiva 2002/46/CE do Parlamento Europeu e do Conselho, o
Regulamento (CE) n® 1925/2006 do Parlamento Europeu e do Conselho e o
Regulamento (CE) n? 953/2009 da Comissdo no que se refere as listas de
substancias minerais que podem ser adicionadas aos alimentos

Regulamento (UE) n.2
1169/2011, de 25 de outubro
de 2011

Altera os Regulamentos (CE) n® 1924/2006 e (CE) n® 1925/2006 do Parlamento
Europeu e do Conselho e revoga as Diretivas 87/250/CEE da Comissao,
90/496/CEE do Conselho,1999/10/CE da Comissao, 2000/13/CE do Parlamento
Europeu e do Conselho, 2002/67/CE e 2008/5/CE da Comissao e o Regulamento
(CE) n? 608/2004 da Comissao, relativo a prestacao de informacdo aos
consumidores sobre o0s géneros alimenticios

Regulamento (CE) n.2
1334/2008 de 16 de
dezembro de 2008

Relativo aos aromas e a determinados ingredientes alimentares com propriedades
aromatizantes utilizados nos e sobre os géneros alimenticios e que altera o
Regulamento (CEE) n. 0 1601/91 do Conselho, os Regulamentos (CE) n.0 2232/96 e
(CE)n.0110/2008 e a Diretiva 2000/13/CE

Regulamento (CE) n®
1333/2008, de 16 de
dezembro de 2008

Relativo aos aditivos alimentares

Regulamento (CE) n.o
1881/2006 da Comissao, de

Fixa os teores maximos de certos contaminantes presentes nos géneros
alimenticios

19 de dezembro de 2006

Regulamento (CE) . L . . .
n°1935/2004 de Relativo aos maj[erlgls e objetos destinados a entrar em contacto com os alimentos e
>7 de outubro de 2004 que revoga as Diretivas 80/590/CEE e 89/109/CEE
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Relativamente ao fabrico de SA, existiu a necessidade de conduzir uma pesquisa mais
direcionada para os requisitos legais para o seu fabrico na Uniao Europeia. Desta forma, foi feita a pesquisa
e estudo do sistema HACCP, bem como de diferentes certificacdes que existem para certificar a garantia
do seu cumprimento. Mais uma vez, toda a informacao foi apresentada em documentos a Diretora do
Departamento de Assuntos Regulamentares.

Em preparacao para a auditoria, realizou-se uma checklist com o fim de auxiliar no decorrer da
auditoria. Esta foi elaborada com base nos requisitos legais existentes e baseou-se num documento ja
existente - Self-Evaluation/Audit Checklist for Food Supplement Manufacturers pertencente a European
Federation of Associations of Health Product Manufacturers (EHPM) (Anexo 1).

A Self-Evaluation/Audit Checklist for Food Supplement Manufacturers tem como objetivo
auxiliar as empresas a medir o seu prdprio desempenho em relacao aos padrdes estabelecidos no guia de
qualidade EHPM e identificar areas de melhoria. Foi concebida de forma a poder ser utilizado pela prépria
empresa ou, se preferir, por um auditor independente!®®. Trata-se de uma lista de verificacao concisa,
completa e elaborada por uma entidade respeitada a nivel europeu, pelo que, em dltima analise foi
escolhida para ser utilizada aquando da auditoria. Ainda assim, a tarefa realizada foi benéfica para
compreender a utilidade da checklist utilizada, bem como aprofundar o conhecimento no campo dos
requisitos legais para fabricantes de SA na Uniao Europeia.

Outro objetivo do estdgio foi realizar uma analise sobre a composicao dos SA, enumerando todos
os ingredientes que podem ser integrados nos produtos e algumas particularidades. Desta forma,
averiguou-se ainda se existia algum ingrediente nao permitido nas composicdes dos SA que o promotor
pretendia fabricar. O promotor pretendia comercializar produtos contendo vitaminas, minerais e extratos
de plantas nao proibidos e que, portanto, se encontrava conforme nao sendo um obstdculo a sua producao.

As vitaminas e minerais, nas suas respetivas formas, que podem ser incorporados em
suplementos alimentares estao discriminados no Regulamento (CE) n® 1170/2009, de 30 de novembro
de 2009 e na Diretiva 2002/46/CE. Além disso, quando um operador pretende colocar no mercado um
SA com vitaminas e minerais deve ainda garantir que estes nutrientes se encontram nos produtos em
doses seguras.

Outras substancias que nao vitaminas e minerais, como por exemplo, plantas, aminoacidos,
acidos gordos essenciais, entre outras, para serem utilizadas como ingredientes de SA tém que cumprir
os requisitos do Regulamento (UE) 2015/2283, de 25 de novembro de 2015 relativo a novos alimentos e
ingredientes alimentares. Isto é, tém de comprovadamente deter histérico de consumo alimentar
significativo na Unido Europeia antes de 15 de maio de 1997. Podem ser alimentos inovadores
desenvolvidos recentemente ou alimentos que usam novos processos de producao e tecnologias, bem
como alimentos tradicionalmente consumidos fora da UE. E da responsabilidade do operador econémico

garantir que os ingredientes presentes nos suplementos alimentares nao sao novos alimentos 2.,
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Os aditivos e aromas alimentares sao adicionados aos alimentos para preservar, colorar ou estabilizar
alimentos; realcar ou alterar o cheiro ou o sabor dos alimentos; e ajudar os processos tecnoldgicos 2°.
Quando o SA contém na sua composicao aditivos alimentares, o operador verifica se 0s mesmos se
encontram discriminados no Regulamento (CE) n® 1333/2008, de 16 de dezembro de 2008 relativo aos
aditivos alimentares e suas alteracoes. Os aromas alimentares sao produtos utilizados nos alimentos
para lhes conferir cheiro e/ou sabor, ou modificar estes Ultimos, mas que nao se destinam a ser
consumidos como tal.

E ainda importante garantir que um SA que se pretenda comercializar ndo contém substancias
proibidas. Para realizar essa averiguacao pode ser consultada a lista presente na parte A do Anexo Il do
Regulamento (CE) n® 1925/ 2006 do Parlamento Europeu e do Conselho, de 20 de dezembro de 2006

relativo a adicao de vitaminas, minerais e determinadas outras substancias aos alimentos.

3.3. Produtos Cosméticos

A 22 parte do estdgio foi dedicada ao Departamento de Assuntos Regulamentares para os
Produtos Cosméticos. Por consequéncia, foi possivel uma integragao nas atividades que jd sao realizadas
na empresa para responder aos pedidos dos promotores, nesta drea.

Primeiramente, foi feito um estudo da legislacao em vigor relativa aos PC. Este estudo foi
essencial para que houvesse um breve conhecimento prévio do enquadramento requlamentar (Tabela 4).
Em conjugacao com o ponto anterior, foi recebida formacdao em Regulamentacao de Produtos
Cosméticos. Esta foi efetuada pela analise de apresentacdes em formato PowerPoint e posterior
esclarecimento de ddvidas com a Diretora do Departamento de Assuntos Regulamentares.

Previamente a que tenha sido desempenhada uma tarefa, foi recebida formacao dos
procedimentos internos da empresa necessdrios ao desempenho dessa mesma funcao. Este foi o caso
para a organizacao e analise de documentacao externa, elaboracao de fichas técnicas, elaboracao de
relatdrio de seguranca do produto cosmético e andlise da rotulagem de produtos cosméticos. A formacao
foi prestada por via de visualizacao e audicao de apresentacoes existentes em formato PowerPoint,
leitura de procedimentos internos, leitura de legislacao aplicavel e outros documentos relevantes ou

reunido individual com a Diretora dos Departamento de Assuntos Regulamentares.
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Tabela 4. Legislacao associada aos Produtos Cosméticos.

Legislacao

Descricao

Regulamento (CE) n? 1223/2009 do
Parlamento Europeu e do Conselho, de
30 de novembro de 2009

Relativo aos produtos cosméticos

Regulamento (CE) n° 1272/2008 do
Parlamento Europeu e do Conselho, de
16 de dezembro de 2008

Relativo a classificacao, rotulagem e embalagem de substancias e
misturas, que altera e revoga as Diretivas 67/548/CEE e 1999/45/CE,
e altera o Regulamento (CE) n21907/2006

Regulamento (UE) n? 655/2013 da
Comissao de 10 de julho de 2013

Estabelece critérios comuns para justificacao das alegacoes relativas a
produtos cosméticos

Regulamento (EU) n? 231/2012 de 9 de
margo de 2012

Estabelece especificacdes para os aditivos alimentares enumerados
nos anexos Il e Ill do Regulamento (CE) n® 1333/2008 do Parlamento
Europeu e do Conselho

Decreto-Lei n.2 189/2008 de 24 de
setembro

Estabelece o regime juridico dos produtos cosméticos e de higiene
corporal

Lein.221/2014 de 16 de abril

Lei de Investigacao Clinica

Como jd referido anteriormente, grande parte do tempo de estdgio incidiu sobre as tarefas que

levam a execucao de Relatdrios de Seguranca de Produtos Cosméticos (RSPC).

A primeira dessas tarefas desempenhadas tratou-se da organizacao e andlise de documentacao

externa. Entenda-se por documentacao externa, toda a documentacao que é recebida do promotor. Para

que seja possivel a elaboracao de um Relatdrio de Seguranca do Produto Cosmeético, é necessario que,

primeiramente, o promotor envie toda a documentacao necessaria relativa ao produto cosmético e aos

seus ingredientes. Esta informacao é organizada internamente e tem que ser feita uma andlise da mesma

de modo a identificar falha ou falta de qualquer informacao importante antes de prosseguir com o

processo. Este é um passo crucial para a avaliacao de seguranca do produto cosmético e um dos

procedimentos que mais tempo consome. Descrevendo brevemente esta etapa, pode-se detalhar:

e Rececaoe Armazenamento de Documentacao Externa — A documentacao é rececionada

por via digital;

¢ Organizacao da Documentacao Externa para a Elaboracao de CPSR — a documentacao é

organizada de acordo com os itens que compoem o PIF:

» Composicao do produto cosmético

YV V. V V VYV V

Rotulagem

Documentacao técnica das matérias-primas

Especificacdes do produto cosmético (fisico-quimicas e microbioldgicas)
Estudos de estabilidade do produto cosmético

Estudo de eficdcia de conservantes (Challenge Test)

Material de embalagem
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» Outros estudos de seguranca aos quais o produto cosmético possa ter sido
submetido

Nesta etapa é fulcral uma atenta e robusta avaliacao da composicao do produto de modo a
verificar sua conformidade regulamentar, ou seja, é necessario perceber se o produto nao contém
ingredientes proibidos ou, no caso de ingredientes com restricoes, se estas sao cumpridas. Faz parte desta
etapa, também, a analise critica dos resultados dos estudos que a Pessoa Responsavel realizou e as
respetivas conclusoes.

Apds a rececao de toda a informacao necessdria, procede-se a caracterizacao de cada um dos
ingredientes presentes no produto cosmético através da elaboracao da chamada ficha técnica.

Uma ficha técnica é um documento que contém informacao relativa a umingrediente (substancia
ou mistura) do produto cosmético em avaliacdo. As fichas técnicas sao elaboradas com o auxilio de um
software préprio da empresa e o seu conteddo sera parte integrante do Relatdério de Seguranca do
Produto Cosmético (Figuras 2-7). Numa ficha técnica consta a composicao fisica e quimica do ingrediente,
as suas especificacoes fisico-quimicas, indicacao de eventuais impurezas ou alergenos, dados relevantes
a estabilidade e reatividade, as especificacdes microbioldgicas e o perfil toxicoldgico. O dltimo inclui dados
relativos a toxicidade aguda e cronica, carcinogenicidade, mutagenicidade, teratogenicidade e
fototoxicidade bem como a irritacao da pele, irritacao dos olhos, potencial sensibilizante e absorcao
dérmica, que sao informacdes relevantes aquando da avaliacao da seguranca de produtos cosméticos.
Esta etapa, tal como a anterior, € uma etapa critica e morosa dentro deste processo, pois novas
substancias/matérias-primas estao constantemente a surgir no mercado e é necessario que seja feita
uma andlise muito cuidadosa do perfil toxicoldgico dos ingredientes de modo a poder ser possivel atestar
a sua seguranca e do produto cosmético como um todo.

A informacdo constante nas fichas técnicas vai de encontro ao exigido no Anexo | do
Regulamento (CE) n2 1223/2009 do Parlamento Europeu e do Conselho, de 30 de novembro de 2009,

relativo aos produtos cosméticos.
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Almond Oil

CHEMICAL AND PHYSICAL COMPOSITION

Composition Conc. (%) CAS EINECS
. 8007-69-
Prunus Amygdalus Dulcis Oil - 0/90320-37-9 291-063-5

Comments:

Prunus amygdalus dulcis oil is the fixed oil obtained from the ripe seed kemel of the
Sweet Almond Tree, Prunus amygdalus var. dulcis, Rosaceae. Almond oil consists
chiefly of glycerides of oleic acid, with smaller amounts of linoleic and palmitic
acids. According to the specifications of the supplier, its composition in fatty acids is:

Saturated Falty Acid Conc.
Linoleic acid 12.0-30.0%
Linolenic acid <=0.6%
Oleic acid 60.0-86.0%
Palmitic acid 4.0-2.0%
Palmitcleic acid <= 1.5%
Stearic acid <= 4.0%

CHEMICAL AND PHYSICAL SPECIFICATIONS

Molecular Weight -

Physical State Liquid

Organoleptic Properties

Clear, light yellow liquid.

Solubility

Miscible with chloroform, and ether.
Slightly soluble in ethanol (96%). Insoluble

in water.

Partition coefficient (Log Pow) 3.47 (estimated)

pH -

Nanomaterials NO

Comments:

Acid index (mg KOH/g): <= 1.0
Peroxide index (mEg O2/kg): <=5
lodine index (g 12/100 g): 95-105

IMPURITIES AND/OR ALLERGEN SUBSTANCES

This ingredient does not contain impurities and/or allergen substances.

Figura 2. Exemplo modelo do ponto 2.1 da Parte A do CPSR

Almond Oil

Stability and Reactivity

It should be stored in a well-closed container in a cool, dry place and kept away from direct sunlight and edors. It is

incompatible with oxidizing agents.

Figura 3. Exemplo modelo do ponto 2.2 da Parte A do CPSR

Almond Ol

The microbiological specifications for this ingredient are:

Total viable count: max. 100 CFU/qg;

Pathogens (Enterobacteria, Pseudomaonas, Enterococci, Candida albicans, Staphylococci): absent/g

Figura 4. Exemplo modelo do ponto 3.1 da Parte A do CPSR
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Prunus Amygdalus Dulcis Oil

REGULATORY RESTRICTIONS

According to the Regulation EC 1223/200%9 and respective amendments, there are no restrictions on the use of this
ingredient in cosmetic products. CIR (Cosmetic Ingredient Review] considers this ingredient is safe as used up fo 77%.

ACUTE TOXICITY

Administration
Route

Adverse effects description

LD50

Ref.

QOral

It is non-toxic when ingested. Undiluted Sweet
Almond Oil and products containing 2%-18% Sweet
Almond Oil were tested for acute oral toxicity. Test
materials were administered to groups of five to ten
animals, at one or more dose levels. Animals were
then observed for 5-14 days for signs of toxicity, as
well as changes in appearance or behavior. In some
studies, animals were sacrificed and necropsied at
the end of the observation period. Results of these
tests indicate that undiluted Sweet Almond Oil and
products containing up to 18% Sweet Almond Oil are

(raf): > 5 g/kg: (rat): = 14.7 g/kg

practically non-toxic.

Inhalation  |It may cause respiratory fract imtation. -

Dermal

Undiluted Sweet Almond Qil is practically non-toxic
by percutaneous absorption (guinea pig).

(guinea pig): = 3 g/kg

Guinea pigs were injected subcutaneously with
single or multiple doses of a 10% Sweet Almond Qil
emulsion in saline (1 ml/dose). After a single injection,
minute oil emboli were found in the lungs of these
animals. After six fo ten hours, emboli caused local
Subcutaneous |infiltration of ecsinophils in the lung parenchyma. Six -
days after repeated il injections, investigators
observed a peripheral blood eosinophilia, which
reached a maximum increase of 16.5% by the third
week. The eosinophilic was suggested to be a non-
allergic reacticon.

Comments:

irritant material (2).

Almond oil is used therapeutically as an emollient and to soften ear wax. As a pharmaceutical excipient it is employed
as a vehicle in parenteral preparations, such as oily phenol injection. It is also used in nasal spray, and topical
preparations. Almond oil is also consumed as a food substance (2). It is generally regarded as a non-toxic and non-

SKIN SENSITIZATICN, IRRITATION AND CORROSIVITY

Ref.

Skin Irmtation

Products containing up to 25% Sweet Alimond Oil are practically non-irritating to rabbit
skin. In clinical studies. undiluted Sweet Almond Oil and products containing up to 25%
Sweet Almond were practically non-imitating (repeated insult patch test; 6206 subjects).
A single insult patch test (SIPT) was used fo determine the imitancy of undiluted Sweet
Almond Qil. The test material was applied under occlusion fo the backs of 101 subjects:
48 hours later, the patches were removed and the sites scored. Sweet Almond Ol
produced no reacticons in the test subjects and was determined fo be nen-ritating.

Ocular Irritation

The Draize method or a maodification of it was used to test the eye initancy of undiluted
Sweet Almond Oil and cosmetic formulations containing up to 25% Sweet Almond Oil.
The test material was instilled into one eye of each of three to six rabbits; the other eye
served as an untreated control. Imtation was evaluated one hour, as well as one, two.
three, four, and seven days lafer. Undiluted Sweet Almond Oil was praciically non-
iritating or minimally iritating. Formulations containing up to 25% Sweet Almond Oil were
non-rritating to minimally iritating. In most instances, reactions that occurred were
limited to conjunctival irmtation, which cleared by the third day of observation.

Sensitization

There has been a single case reported of a 5-month-old child developing allergic
dermatitis attributed to the application of almond cil for 2 months to the cheeks and
buttocks [Handbock data). In clinical studies, undiluted Sweet Almond Oil and products
containing up to 25% Sweet Almond were practically non-sensitizing (repeated insult
patch test; 6206 subjects).

Dermal Absorption

The percutaneous absorption of Sweet Almond Qil was studied in adult albino rats. A
solution containing this ingredient and physostigmine was applied fo the skin of each
animal; latency fime to muscle contraction was then measured. When compared to
other oil mixiures tested, Sweet Alimond Qil-physostigmine had a relafively long latency
time, indicating lower percutaneous absorption. The authors concluded that increased
amounts of short chain and polyunsaturated fatty acids in oils favor their percutaneous.

Comments: -

CHRONIC TOXICITY

Administration
Route

Adverse effects description

Ref.

QOral

Inhalation

Demal

When applied to the skin over a long period of fime, undiluted Sweet Almond Oil is slightly
imtating: whereas, at 10% it is practically nen-imtating.

Comments: -
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CARCINOGENIC, MUTAGENIC EFFECTS AND REPRODUCTIVE TOXICITY

Ref.

Carcinogenicity|[There is no data available on the carcinogenic effects of this ingredient.
Mutagenicity [There is no data available on the mutagenic effects of this ingredient.

Teratogenicity |There is no data available on the teratogenic effects of this ingredient.

Comments: -

PHOTQ-INDUCED TOXICITY

Formulations containing 0.1%-2.0% Sweet Almond Qil were tested for photo-sensitization in a fotal of 764 subjects. These
products did not manifest photo-sensitivity in any of the test subjects.

Figura 5. Exemplo modelo do ponto 8.1 da Parte A do CPSR

Prunus Amygdalus Dulcis Oil

Dermal absorption (%) Justification of dermal absorption value Ref.
Although this oil is poorly absorbed into skin, a vestigial dermal absorption
1.00 . . 8
of 1% wil be considered.
Value (mg/kg/da Specie(s Type of Stud
NOAEL (mg/kg/day) pecie(s) YP y _
unknown - -

Figura 6. Exemplo modelo do ponto 8.3 da Parte A do CPSR

Almond oil is used therapeutically as an emollient and to soften ear wax. As a pharmaceutfical excipient, it is employed
as a vehicle in parenteral preparations, such as cily phenaol injection and it is alse used in nasal spray. and topical
preparations. Moreover, almond oil is also consumed as a food substance. It is fo point out that it is generally regarded
as a non-toxic and non-irritant material. Actually, this il is non-foxic when ingested and it is practically non-toxic by
percutaneous absorption. Moreover, almond oil does not cause human skin imitation neither sensitization nor photo-
sensitivity reactions. Undiluted Sweet Alimond Qil and formulations containing up to 25% Sweet Almond Oil are practically
non-iritating or minimally irtating to the eyes. On the other hand, it may cause respiratory tract imtation if inhaled and
when applied to the skin over a long period of fime, undiluted Sweet Almond Qil is slightly imitating (whereas, at 10% it is
practically non-iritating). According to the Regulation EC 1223/200% and respective amendments, there are no
restrictions on the use of this ingredient in cosmetic products. CIR considers this ingredient is safe as used up to 77%. The
concentration of this ingredient in the cosmetic product is according to the CIR Expert Panel recommendation. As
NOAEL for this ingredient is unknown, it is not possible to determine its margin of safety under normal conditions of use.
Based on ifs toxicological profile and low systemic exposure value (0.XXX mag/kg/day), there are no significant risks fo

human health associated to the use of this substance, under normal conditions of use of the final product.

Figura 7: Exemplo modelo do ponto 3 da Parte B do CPSR

Apo6s a conclusao da etapa de caracterizacao dos ingredientes do PC é possivel passar a
elaboracdo do Relatdrio de Seguranca do Produto Cosmético (Anexo 2). A estrutura e informacao
constante neste documento seguem os requisitos estabelecidos no Anexo | do Regulamento (CE) n?
1223/2009 do Parlamento Europeu e do Conselho, de 30 de novembro de 2009, relativo aos produtos
cosméticos.

O Relatdrio de Seguranca do Produto Cosmético é validado por um avaliador de seguranca, que
se trata neste caso da Diretora do Departamento de Assuntos Regulamentares. O avaliador de seguranca

deve possuir um diploma ou outra prova formal de habilitac6es adquiridas com a conclusao de um curso
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universitario tedrico e pratico, em farmdcia, toxicologia, medicina ou disciplina semelhante, ou de um curso
reconhecido como equivalente por um EM,

Ainda em estdgio, foi dedicado tempo a andlise de ingredientes de produtos cosméticos. Esta
constituiu em fazer o levantamento das substancias proibidas ou com restricdes presentes num certo
produto cosmético, de forma a garantir que todos os componentes sao permitidos no produto em
avaliacao.

Outro servico que a empresa presta no seu departamento de Assuntos Regulamentares € a
revisao de rotulagem. Aqui € feita a verificacao da presenca de todos os itens exigidos na legislacao
aplicdvel, bem como se esta presente alguma informacao nao conforme em toda a rotulagem
disponibilizada, ou seja, do rétulo da embalagem primdria, da embalagem secunddria e do folheto

informativo, se existente.

3.4.Andlise Comparativa do Enquadramento Regulamentar de Produtos Cosméticos e

Suplementos Alimentares

Os PC e 0s SA apresentam um enquadramento regulamentar estabelecido a nivel europeu, por via
de requlamentos, que sao atos legislativos vinculativos, aplicaveis em todos os seus elementos em todos
os paises da UE, e diretivas, que sao atos legislativos que fixam um objetivo geral que todos os paises da
UE devem alcancar; contudo, cabe a cada Estado-Membro elaborar a sua prdpria legislacao para dar
cumprimento a esse objetivo, resultando na transposicao para legislacao nacional.

Através da pesquisa, estudo e formacao recebida no decorrer do estagio, foi possivel verificar que
a principal regulamentacado existente relativa aos SA se encontra mais dispersa do que a dos PC. Nos PC,
esta encontra-se num ndmero mais limitado de documentos (Tabela 4), sendo o Regulamento (CE) n?
1223/2009 do Parlamento Europeu e do Conselho, de 30 de novembro de 2009 relativo aos PC, um
regulamento muito abrangente que aborda, por si s6, uma grande parte das exigéncias regulamentares
relativas aos PC. Em contrapartida, os SA apresentam ainda uma legislacao mais geral, visto que muita
dela é relativa a géneros alimenticios (onde se incluem os SA) (Tabela 3).

E necessdrio que seja possivel identificar nalegislacao se uma certa substancia pode ou ndo fazer
parte da composicao de um SA ou de um PC, tendo em conta a sua percentagem na composicao, a
populacao-alvo, entre outras especificacdes, como por exemplo a zona de aplicacdo no caso dos PC. O

local e aforma como esta informacao € apresentada diverge (Tabela 5).
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Tabela 5. Regulamentagao onde se encontra os requisitos relativos a composicao de PC e SA.

Tipo de Produto

Regulamentacao

Produtos Cosméticos

Substancias proibidas

Anexo Il do Regulamento (CE) n® 1223/2009 do Parlamento Europeu e do

Conselho, de 30 de novembro de 2009 relativo aos produtos cosméticos

Substancias permitidas com

restricoes

Anexo Il do Regulamento (CE) n® 1223/2009 do Parlamento Europeu e do

Conselho, de 30 de novembro de 20089 relativo aos produtos cosméticos

Corantes permitidos

Anexo IV do Regulamento (CE) n® 1223/2009 do Parlamento Europeu e do

Conselho, de 30 de novembro de 2009 relativo aos produtos cosméticos

Conservantes permitidos

Anexo V do Regulamento (CE) n2 1223/2009 do Parlamento Europeu e do

Conselho, de 30 de novembro de 2009 relativo aos produtos cosméticos

Filtros para radiacdes

ultravioleta permitidos

Anexo VI do Regulamento (CE) n? 1223/2009 do Parlamento Europeu e do

Conselho, de 30 de novembro de 2009 relativo aos produtos cosméticos

Restricoes relativas as

substancias CMR

Anexo Il do Regulamento (CE) n® 1223/2009 do Parlamento Europeu e do
Conselho de 30 de novembro de 2009

Restricoes relativos aos

nanomateriais

Artigo 162 do Regulamento (CE) n® 1223/2009 do Parlamento Europeu e do
Conselho de 30 de novembro de 2009

Restricoes aos aditivos

alimentares

Regulamento (EU) n2 231/2012 de 9 de marco de 2012

Suplementos Alimentares

Vitaminas e minerais permitidos

Anexo |, Il e lll do Regulamento (CE) n®1170,/2009, de 30 de novembro de 2009

Novos alimentos e ingredientes
alimentares (outras substancias
que nao vitaminas e minerais,
como por exemplo, plantas,
aminoacidos, dcidos gordos

essenciais, entre outras)

Regulamento (UE) n? 2015,/2283, de 25 de novembro de 2015 relativo a novos

alimentos e ingredientes alimentares

Substancias proibidas

Parte A do Anexo Il do Regulamento (CE) n2 1925/ 2006 do Parlamento
Europeu e do Conselho, de 20 de dezembro de 2006

Substancias com restricdes

Parte B do Anexo Ill do Regulamento (CE) n2 1925/ 2006 do Parlamento
Europeu e do Conselho, de 20 de dezembro de 2006

Aditivos e aromas alimentares

Anexos I, Ill e V do Regulamento (CE) n® 1333/2008, de 16 de dezembro de

2008 relativo aos aditivos alimentares
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Nos SA é notdria uma falta de harmonizacao a nivel comunitdrio relativamente aos ingredientes
ativos que podem ser incluidos num SA, assim como as quantidades mdximas autorizadas.

Quer os SA quer PC tém que cumprir standards de qualidade estabelecidos a nivel europeu no que
diz respeito a sua producao, nomeadamente as BPF estabelecidas na norma ISO 22716, para os PC e os
requisitos em matéria de higiene, estabelecidos no Regulamento (CE) n® 852/2004 do Parlamento
Europeu e do Conselho de 29 de abril de 2004 para os SA. Estes processos que devem ser implementados
tém em vista a garantia da qualidade do produto final e a protecao da satde do consumidor.

Relativamente a rotulagem, estd explicito na legislacao o que deve ser mencionado no caso de PC
e de SA. Assim, com recurso a legislacao, é possivel analisar rotulagem de PC ou SA e avaliar a sua
conformidade. Os PC devem cumprir as exigéncias do artigo 192 do Regulamento (CE) n? 1223/2009 do
Parlamento Europeu e do Conselho de 30 de novembro de 2009, enquanto os SA devem respeitar 0s
requisitos aplicaveis mencionados no Regulamento (EU) n.2 1169/2011 do Parlamento Europeu e do

Conselho de 25 de outubro de 2011 (Tabela 6).

Tabela 6. Requisitos gerais relativos a rotulagem de PC e SA.

Produtos Cosméticos Suplementos Alimentares

Nome ou afirma e endereco da pessoa ) B .
. Designacao de “Suplemento Alimentar”
responsavel

Designacao das categorias de nutrientes ou substancias
Pais de origem (caso produto sejaimportado) que caracterizam o produto ou uma referéncia especifica

asuanatureza

Contetdo nominal no momento do o
o Dose didria recomendada do produto
acondicionamento

Data de durabilidade minima ou Periodo apds Uma adverténcia de que nao deve ser excedida a dose

abertura didria indicada

) o o Indicacao de que os SA nao devem ser utilizados como
Precaugdes especiais de utilizacao ) ) ) )
substitutos de um regime alimentar variado

Numero de lote de fabrico ou a referéncia que Adverténcia de que os produtos devem ser guardados

permita identificar o produto fora do alcance das criancas

Funcao do produto (salvo se for 6bvia)

Lista de ingredientes por ordem decrescente do
peso dos ingredientes no momento da sua

incorporacao

Nem os SA nem os PC podem alegar caracteristicas ou fungdes que nao possuam ou que nao

possam possuir, como por exemplo, indicacdes terapéuticas. As alegacoes de PC tém que ser
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comprovadas por meio de estudos experimentais, testes de percecao ao consumidor e/ou informacao
publicada ou uma combinacao destes, de acordo com o Anexo Il do Technical document on cosmetic
claims Agreed by the Sub-Working Group on Claims. Para os SA, existe uma listagem das alegacées
permitidas e em que casos € que as mesmas podem ser aplicadas no anexo do Regulamento (CE) n®
1924/2006, de 20 de dezembro de 2006 relativo as alegacdes nutricionais e de salde sobre os
alimentos. As alegacoes nutricionais e de salde permitidas estabelecidas necessitam de ser precisas e
baseadas em evidéncia cientifica.

Nos PC é efetuada uma notificacao no CPNP, portal tnico europeu, e posteriormente o produto
pode ser comercializado nos diferentes paises da Unidao Europeia sem necessidade de notificacao
adicional a nivel nacional. Para 0s SA, o processo nao é feito numa plataforma tinica europeia. Na primeira
comercializacao na UE, a pessoa responsavel deve efetuar a notificacao a autoridade competente desse
pais. Nos demais paises de comercializagao a pessoa responsavel deve notificar a autoridade competente
daidentidade da autoridade destinatdria da primeira notificacao de comercializacao.

Em ambos os casos, a realizacao da notificacao nao garante que o produto esta completamente
conforme com a regulamentacdo aplicavel. E a pessoa responsdvel, no caso dos PC, ou o operador

econdmico, no caso dos SA, que se deve assegurar de que 0s requisitos legais sao cumpridos.
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4. Conclusao

No decorrer do estagio curricular na empresa inovapotek, Pharmaceutical Research &
Development, na funcao de assistente técnica do Departamento de Assuntos Regulamentares foi
possivel identificar a principal legislacao existente que regula os PC e os SA. Nos SA esta identificacao
foi realizada por meio de pesquisa, compilacdo e estudo da principal requlamentacao em vigor. Nos PC
para além do estudo da regulamentacao aplicdvel, foi também recebida formacao por parte da
empresa, para que existisse um conhecimento base necessdrio ao desemprenho de funcgoes relativas
aos PC.

Em matéria de requisitos legais existentes para o fabrico de produtos cosméticos e suplementos
alimentares, foi conduzida pesquisa acerca deste tdpico paraambos, embora para os PC tenha sidoum
tépico abordado apenas brevemente. Neste campo, em estdgio, a énfase foi dada aos SA visto que era
para esta categoria de produtos que existiu solicitacao de um promotor que tencionava produzir e
comercializar no mercado europeu. A compilagao dos requisitos legais existentes relativos a producao,
0 estudo do sistema HACCP, elaboracao da lista de verificacao de auxilio a conducao da auditoriae o
levantamento de varias certificacdes que garantem o cumprimento do que sao consideradas as boas
praticas no fabrico de SA foi essencial dado que esta era uma area ainda nao explorada pela empresa
previamente. De referir que a pesquisa realizada permitiu a realizacao, com sucesso, de uma auditoria
aum fabricante de suplementos alimentares.

A maioria da duracao do estagio curricular consistiu na realizacao de tarefas que levam a
execucao de Relatdrios de Seguranca de Produtos Cosméticos, documento necessdrio a colocacao de
PC no mercado. Comecando pela organizacao e andlise de documentacao externa enviada pelo
promotor, sequido pela elaboracao de fichas técnicas e, posteriormente, a construcao do Relatdrio de
Seguranca do Produto Cosmeético, que é entregue ao promotor.

Apesar de, na prdtica, nao se ter chegado a efetuar qualquer notificacao de PC no CPNP ou de SA
naplataformadaDGAV, foi possivel compreender os requisitos e documentos necessdrios a colocagao
de um produto seguro e conforme com a regulamentacao existente aplicavel no mercado, através da
informacao que foi sendo recolhida e das tarefas realizadas ao longo do estdgio.

A duracao do estdgio curricular, 600h, e as solicitacdes chegadas por parte dos promotores no
decorrer do estagio, nao permitiram que todos os aspetos relativos a regulamentacao de PC e SA fossem
trabalhados na pratica. No caso dos SA, a existéncia de apenas uma solicitacao fez com que a por¢ao do
estdgio dedicada a tarefas relacionadas com os SA fosse menor. Ainda assim, ja erainicialmente esperado
que fosse dedicado mais tempo aos PC, uma vez que esta se trata da drea em que a inovapotek mais

trabalha a nivel regulamentar.
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A realizagao do estdgio curricular constituiu uma oportunidade valiosa para ter contacto na
pratica com o enquadramento regulamentar de PC e SA e sua aplicagao. Possibilitou também um contacto
com a realidade do mercado de trabalho, uma vez que houve uma integracao nas atividades didrias da

empresa para responder aos pedidos dos promotores.
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Anexo 1
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Self-Evaluation/Audit Checklist for Food Supplement Manufacturers

This checklist has been developed by the EHPM guality working group. [t combines work carried out by EHPM various national associations in developing
national best practice in the area of quality. The EHPM Quality Guide cover the various aspects of ensuring the production of high quality and safe dietary
food supplements. This checklist is intended fo assist companies in measuring their own performance against the standards set out in the EHPM quality guide
and identifying areas for improvement. It has been designed so that it can be used both by a company itself or if preferred by an independent auditor. As
European and national legislative requirements are constantly evolving, it is crucial that the European food supplement indusiry pioneers the development of
best practice and works with regulators to ensure high quality products are delivered to consumers.

Checklist Layout
1. Food Safety Management SYStem ... s s s 2

2. Good Manufacturing & Distribution Practices..............ccooiiioiicicccc e T
3. Hazard Analysis & Critical Control Points (HACCP) .

clpm

1. Food Safety Management System

1.1 General Requirements

1.4 Responsibility of company management (operator)

Is there a self-audit system in place to guarantee food safety based on the HACCP Yes No | Comments:
principles?

Are the elements of the company's food safety management system supported by Yes No | Comments:
documents?

Have the elements of the company's food safety management system been implemented? Yes No | Comments:
Are the elements of the company's food safety management system applied at all times? Yes No | Comments:
Are the elements of the company's food safety management system reviewed regularly? Yes No | Comments:

1.2 Food Safety Policy
Does the company have a clear, succinct and documented food safety policy? Yes No | Comments:

1.3 Food Safety Manual
Does the company have a food safety manual (quality manual)? Yes No | Comments:

Is there a company organisation chart (roles, qualifications, deputies)? Yes No | Comments:

Have tasks/responsibilities/competences been established? Yes No | Comments:
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1.5 Commitment of company management (operator)

1.10 Procedures

Does the management team work to develop and improve the management system with Yes No | Comments:
regard to food safety (date of last update)?

1.6 Review by company management (including HACCP plan)

Is the food safety management system regularly reviewed by senior management? Yes No | Comments:
1.7 Management of material/human resources and information

Are all of the necessary material and human resources and information provided by senior Yes No | Comments:
management?

Are all of these material and human resources and this information provided in good time Yes No | Comments:
by senior management?

1.8 General requirements regarding documentation

Is the system put in place for document management satisfactory? Yes No | Comments:
1.9 Specifications

Have specifications been drawn up for finished products? Yes No | Comments:

1.11 Internal audit and internal control
Is the procedure for carrying out internal audits satisfactory?

Yes

Are all of the procedures necessary for demonstrating compliance with legislation in Yes No | Comments:
place?
Are all of the procedures necessary for demonstrating product safety compliance in place? Yes No | Comments:

Comments:

clpm

1.12 Corrective action

product is not released unless all of the specific requirements have been met?

1.15 Purchasing

Is the procedure in place for implementing corrective measures satisfactory? Yes No | Comments
1.13 Checking of nonconformities

Does the company ensure that any products that do not meet requirements are clearly Yes No | Comments
identified and checked to prevent accidental use or delivery?

1.14 Product Release

Does the company have a preduct release procedure in place that ensures that the Yes No | Comments

1.17 Traceability

Does the operator have systems or procedures for recording incoming products (type.
identification and quantity of product, date of receipt and identification of the originating
establishment)?

Yes

Does the goods-in inspection procedure guarantee that purchased products comply with Yes No | Comments
specifications?

1.16 Monitoring of supplier services

Is there a list of suppliers? Yes No | Comments
Is the supplier evaluation procedure satisfactory (criteria, warnings, recall measures)? Yes No | Comments:

Comments

Does the operator have systems or procedures for recording outgoing products (type,
identification and quantity of product, delivery date and identification of the destination
establishment)?

Yes

Comments

Does the operator have systems or procedures for establishing relationships between
incoming and outgoing products?

Yes

Comments

w
N
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Are products that have been reworked identified again?

1.18 Complaint Handling
Is the complaints management system satistactory?

1.19 Product Recall & Returns
Does the company have a system for recalls and returns?

Yes

Yes

Yes

Comments:

Comments:

Comments:

Does the company have a system for handling recalled products and returns?

1.20 Inspection of measuring and monitoring equipment
Does the company have procedures in place for calibrating equipment used for
measurements relating to food safety?

1.21 Product Analysis

Yes

Yes

Comments:

Comments:

the relevant finished product analyses in preparation for confirming the safety of the
product?
1.22 Mandatory Notification(s)

Does the company have a system for taking the samples required by law? Yes No | Comments:
Does the company have an appropriate procedure in place for performing or outsourcing Yes No | Comments:
the relevant raw material analyses in preparation for confirming the safety of the product?

Does the company have an appropriate procedure in place for performing or outsourcing Yes No | Comments:

notified immediately as required by law in the event of non-conformities being discovered
for products that have been placed on the market?

Can you provide proof that the mandatory notifications to the relevant authorities when Yes No | Comments:
placing food supplement products on the market in accordance with Directive 2002/46/EC

on foo food supplements have been carried out?

Does your company have systems in place to ensure that the relevant authorities are Yes No | Comments:

clpm

1.23 Approvals (Where Relevant)

Can the authorisation(s) provided for by the law be for the manufacturing of food Yes No | Gomments:
supplements at your premise(s) be produced?

Are all the manufacturing activities carried out at your premises covered by the Yes No | Comments:
authorisation(s) you have received from the relevant national authorities?

If your country applies an approval system for the placing of food supplement products on Yes No | Comments:
the market, can you provide the relevant approval certifications for all products?

1.24 Labelling

Do the goods have the required labels? Yes No | Comments:
Do the labels include the required information? Yes No | Comments:

Ul
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2. Good Manufacturing & Distribution Practices

2.1 Company Environment

done all around the equipment?

2.6 Maintenance
Is there a maintenance system in place for all of the equipment components that may
aftect the safety of the products?

2.7 Social Areas
Does the layout of social areas guarantee the safety of the products?

Yes

Yes

No

No

Is the company situated in a clean environment to prevent any contamination and Yes No Comments:
enable safe products to be produced?

2.2 Environment of buildings

Are the undeveloped areas of the site on which the company's buildings are Yes No Comments:
constructed well maintained?

2.3 Layout and product flow

Is the layout designed in such a way as to manage the risk of product cross- Yes No Comments:
contamination?

2.4 Layout of premises (handling of raw materials, manufacture, processing, packing, packaging and warehouses)

Are the premises organised in such a way that is suitable for their intended use? Yes No Comments:
2.5 Equipment

Is the type of equipment used suitable for ensuring the safety of the products? Yes No Comments:
Is the equipment installed in such a way that cleaning and disinfection work can be Yes No Comments:

Comments:

Comments:

chpm

2.8 Risk of physical, chemical and (micro)biclogical contamination of the product

2.9 Separation and cross-contamination
Are the necessary procedures in place for managing the risk of cross-contamination?

2.10 Stock Management (rotation)

Yes

No

Are the necessary procedures in place to manage the risks of physical, chemical or Yes No Comments:
(micro) biological product contamination?
Are temperature requirements met at all times? Yes No Comments:

Comments:

materials and finished products are used in accordance with their use-by dates?

2.11 Housekeeping, cleaning and hygiene

Are the necessary procedures in place to ensure that the oldest raw materials, Yes No Comments
packaging materials and finished products or these nearing their expiry date are used

first?

Are the necessary procedures in place to ensure that raw materials, packaging Yes No Comments:

2.12 Water Quality Management
Is the quality of water that comes into contact with food regularly checked and is it of
“drinking water" quality?

Yes

No

Are appropriate rules regarding upkeep followed at all imes? Yes No Comments:
Are appropriate rules regarding cleaning followed at all times? Yes No Comments:
Are appropriate rules regarding hygiene followed at all times? Yes No Comments:
Does the company carry out visual cleaning and disinfection inspections? Yes No Comments:

Comments:
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2.13 Waste Management
Are there adequate systems in place for collecting, storing and disposing of waste?

Yes

No

Comments:

Is waste management within the company satisfactory?

2.14 Pest Control

Does the company have a system in place for managing or preventing pests on the
site or in the establishment?

2.15 Use of pesticides, herbicides and fungicides

Yes

Yes

No

No

Comments:

Comments:

product contamination risks and are personnel familiar with these rules?

Is waste management within the company satisfactory? Yes No Comments:
2.15 Transport

Are general transport requirements met? Yes No Comments:
Are all of the vehicles used to transport raw materials (including packaging material), Yes No Comments:
semi-finished products and finished products fit for purpose?

Are all of the vehicles used to transport raw materials (including packaging material), Yes No Comments:
semi-finished products and finished products properly maintained?

Are all of the vehicles used to transport raw materials (including packaging material), Yes No Comments:
semi-finished products and finished products cleaned in accordance with legal

requirements?

Are specific requirements regarding tanker transport met? Yes No Comments:
2.16 Personal hygiene, protective clothing and medical examination

Does the company have documented rules relating to hygiene and management of Yes No Comments:

clpm

2.17 Training
Does the company have a system for ensuring that all workers are properly trained,
receive correct instructions and are subject to surveillance with regard to food safety?

2.18 Checks on behalf of Third Parties
Does the company comply with legislation that has to be checked on behalf of third
parties?

No

Comments:
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3. Hazard Analysis & Critical Control Points (HACCP)

3.1 Composition of the HACCP team

Is there sufficient knowledge and experience specific to the products to be able to draw up Yes No Comments
an effective HACCP plan?

Has the scope of the HACCP plan been described? Yes No Comments
Does this description indicate which segments of the food production industry are affected? Yes No Comments
Does it indicate to which general risk categories attention needs to be paid? Yes No Comments
3.2 Product Description

Has a full description of the product been produced, including in particular the relevant Yes No Comments
safety information?

3.3 Identification of Intended Use

Does the intended use take into account how the end user or consumer can normally be Yes No Comments
expected to use the product?

3.4 Establishment of a production process diagram

Have all of the stages been included in the diagram? Yes No Comments
At each stage of the process, are the relationships between the previous and following Yes No Comments
stages taken into account?

3.5 On-site confirmation of the diagram

Has the HACCP team compared the manufacturing process with the diagram at every Yes No Comments
stage?

Has the diagram been adapted where necessary? Yes No Comments

3.6 Establishment of a list of all of the possible hazards at each stage, performance of a ris

consideration of measures designed to manage the hazards identified (HACCP principle 1)

k analysis and

removed or reduced to an acceptable level?

3.8 Setting of critical limits (HACCP principle 3)

Has the HAGCP team drawn up a list of all of the hazards it feels may reasonably occur at Yes No Comments
each stage?

Has a note been made of those hazards identified that must be prevented, removed or Yes No Comments
reduced to an acceptable level fo produce safe foodstuffs?

3. 7. Identification of critical control points (HACCP principle 2)

Has it been indicated at which stages of the process these hazards must be prevented, Yes No Comments

Have corrective measures specific to each CCP been established in the HACCP system to
ensure that any deviations beyond the limits can be put right?

Have procedures been put in place to check the system?

Yes

Yes

No

No

Have these limits been approved? Yes No Comments
3.9 Creation of a monitoring system for each CCP (HACCP principle 4)

For each CCP, is there a programmed monitoring system in place concerning the critical Yes No Comments
limits so that it is immediately clear if a CCP is not being controlled?

Can the system correct the loss of control before it exceeds the limits set? Yes No Comments

3.10 Corrective measures (HACCP principle 5)

Comments

3.11 Verification procedures (HACCP principle 6)

Comments
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Cosmetic Product Safety Report

Report number FRO1A/PXXXYZZ
Cosmetic Product Safety Report of the cosmetic product XXXXXXX

17-04-2019

Sponsor:
INOVAPOTEK
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|Propusi1ion Number PXXXYZIZ

|Repor+ number FRO1A/PXXXYZZ

Cosmetic Product Safety Cosmetic Product Safety Report of the cosmetic product
Report XXKAXX

|Begihning Date 08-07-2016

[Report Date 05-08-2016
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Part A. Cosmetic Product Safety Information

1. Quantitative and qualitative composition of the cosmetic product

1.1 By frade name

Row material (rade name) Supplier Funcfion Conc. (%)
TEGOSOFT CT HOOODHK HHHRL XXX
Alrmond Oil HOCODOK OO A
200000000 BASF Anfi-oxidant XXX
HRAAIHAR Evonik Industries AG Emgolient KEX,
Essential Cil OO0 Perfuming s

1.2 By frade name and respective INC| name

Conc.of he| 00 o
Raw material (irade, INCI IWPAC CAS EINECS /ELINCS Funcion substance in the
name) the raw .
terial (%) cosmetic
mea product (%)
73398-61-
- R Caprylic/Capric _ ez | 277-452-2/285-
TEGOEOFT C Triglyceride 5;"6._,3_8 794-3 X00X 100.00000 e
09-
B007-469-
Amenaoil | Prungs Amyadalus - 0/90320- 291-063-5 o000 100.00000 2ot
379
DO 000000 MDD A 30008 Anti-coddant 10200000 2000
0 O - - - Emclient 100.00000 o
Essential Oil KK, - R H Perfuming 100.00000 HEX,
1.3 By INCI name
INCI Total Concentration In The Final Product (%)

Prunus Amygdalus Dulcis O 0K

Caprylic/Capric Triglyceride 000

HHHIK .

AAXOE 2000

AHHOK 00¢

Linaloo! 300L

3000

Limonene




2. Physical/chemical characteristics and stability of the cosmetic product

2.1 Physical/chemical characteristics of the raw materials

TEGOSOFT CT
(CHEMICAL AND PHYSICAL COMPOSITION
Composifion Conc. (%) CAS EINECS
" L - 733%8-61- 2FT-452-2/265-
Caprylic/Capric Tiglycefide - 5/45381-09-1 7943
Comments:

It is medivm-chain triglycendes (o mixed tiester of glycern and caprylic and caprig)
acids).

C-distribution
Fatty Acid Maximum Concentration (%)
Cé 2.0
c8 50.0-80.0
C10 20.0-50.0
cCl1z 3.0
Cl4 1.0

The Ph. Eur. 6.0 describes medivm-chain triglycendes as the fixed cil extracted from
the hard, dried fraction of the endosperm of Cocos nucifera L. or from the dried|
endosperm of Haeis guineenis Jacqg. They consist of a mixture of friglycendes of]
safurated fatty acids. mainly of caprylic acid and of capric acid. They contain not
less than $5% of saturated fatly acids. It is described as Decanocic acid, ester with|
1.2 3-propanetricl octancate: Glycendes, mixed decanoyl and octanoyl.

Water content: == 0.2%; Unsaponification content: == 0.5%.
(CHEMICAL AND PHYSICAL SPECIFICATIONS

Molecular Weight 408.57 g/mol
Fhysical State Liquid
(Organcleptic Properties Clear, colodess cil liguid.

Seoluble in acetone, benzene, 2-
butanone, carbon tetrachloride,
chlorofom, dichloromethane, ethanal,
ethanol [75%), ether, ethyl acetate.
Solubility pefrolevm ether, special petroleum spirt
(boiling range 80-110°C), propan-2-ol,
toluene, and xylene. Miscible with long-
chain hydrocarkons and triglycerides.
Fractically inscluble in water.

Farfition coefficient (Log Pow) -

PH -
Nanomaterials NO
(Comments:

Hydroxyl value [mg KOH/fg): == 10.0

lodine value (g /100 g): == 1.00

Peroxide number (Mval 02/kg): == 1.00

Refractive index [20°C): 1.4400-1.4520

Density (20°C) (g/ml): 0.930-0.940

Acid value ([mg KOH/g): <= 0.20

Viscosity [20°C) (mPa.s): 25-33

Saponification value [mg KOH/g): 310-340

IMPURITIES AND;/OR ALLERGEN SUBSTANCES

This ingredient does not contain impurities and/or allergen substances.
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Almond Qil

(CHEMICAL AND PHYSICAL COMFOSITION

Composifion Conc. (%) CAS EINECS
- B007-569-
5 D - 29 1-043-
Prunus Amygdalus Dulcis Sil 0/90320-37-9 291-043-5

(Comments:

Prunus amygdalus dulcis oil is the fixed oil obtained from the ripe seed kemel of the
Sweet Almond Tree, Prunus amygdaius var. dulcis, Rosaceae. Almond oil consisty
chiefly of glycendes of oleic acid. with smaller amounts of lincleic and palmific|
acids. According to the specifications of the supplier, its composifion in fatty acids is:

Saturated Falty Acid Conc.
Lincleic acid 12.0-30.0%
Linolenic acid <= 0.6%

Oleic acid 60.0-86.0%
Palmitic acid 40-90%
Falmitoleic acid == 1.5%
Stearic acid == 4 0%

(CHEMICAL AND PHYSICAL SFECIFICATIONS

Molecular Weight

Fhysical State Liguid

(Organoleptic Properfies Clear, light yellow ligquid.
Misciple with chloroform, and ether.

Solubility Slighily scluble in ethanol (94%). Insoluble

in water.

Farfition coefficient (Log Pow) 3.47 |estimated)

pH -

Nanomaterials NO

(Comments:

Acid index [mg KOH/g):<=1.0
Peroxide index [mEg Cufkg): <= &
adine index (g lx/100 g): $5-105

IMFURITIES AND/OR ALLERGEMN SUBSTANCES

This ingredient does not contain impurnifies and/for allergen substances.

Essential Oi
CHEMICAL AND PHYSICAL COMPOSITION
Composifion Conc. (%) CAS EINECS
0K - 00 OO
Comments:

Lavandula Hybrida Oil is the essential oll obtained from the flowers of the Lavandin,
Lavandula hybrida, Labiatae.

CHEMICAL AND PHYSICAL SPECIFICATIONS

Molecular Weight -

Physical State Liquid

Slight yellow to amber yellow liguid with

Organolepfic Froperties characteristic cdour

Solubility Inscluble in water
Partifion c oefficient (Log Pow) -

pH -
Nanomaterials MO
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(Comm

ents:

The exact compaosifion of this il is not known however the presence of the following
substances is stated in the MSDS:

Q.de Nome Numere de identificagio
== 30% - | LINALOLO EAS: 76-70-6 0 Skin I
T " 1314 3.2/2 Skin it 2H315
REACH No: 01-21194740 3.3/2 Eye Imit. 2 H319
T16-42-3000K 3.8/3 STOT SE 3 H235
>=130% - |ACETATO LINALICE | CAS' 5857 | .
3.242 Skin it 2 H315
< 4n% EC: 204-116-4
> 332 Eye Inmit. 2 H319
> 3,03 STOT SE 3 H335
=7 5% |GANFORA CAS: 76-22-2
7 Fl | 1H
C<10%, |NATURALE POLVERE | EC: 2000450 | 5 2771 Flam. Sal. 1 H228
REACH No: 01-21 190661 314 nhal Acute Tox. 4 H332
56-31 3.8/2 STOT SE 2 HIT1
==l - | TERFINEN=4-0LO CAS. 562-74-3 |1 5 14/0ra) Acute Tox 4 HA02
= 59 EC 209-235-5 )
3.2/2 Skin Imit. 2 H315
3.32 Eye lmit. 2 H319
< 28 sTOT SE 3 HAs
==1% - |BORNECLO CAS 507-70-0
2.7/1 Flam. Sol. 1 H228
= 3% EC 208-080-0
3.4.2M1 Skin Sens_ 1 H31T
>=1% - |[RFP-MENTA-18DIE |Numero  601-029-00-7
T | pume ®© 2.6/ Flam. Liq. 3 H226
cas Seeare ¥ 3101 Asp. Tox. 1 HI04
REACH Mo.: 01-21195292 3.2/2 Skin lmit. 2 H315
23-4T-wxxx 3.4 2M Skin Sens. 1 H317
41741 Aquatic Acute 1 H400D
4.1/C1 Aguatic Chronic 1
H410
>=1% - |TERPINEOLD CAS 90555 @ 3202 skan Imit 2 H315
<3% EC: 202-680-6
3.3/2 Eye it 2 H319

IMPURITIES AND/OR ALLERGEN SUBSTANCES

Impurity/Allergen substance

Concentration (%)

Linalool

30-40

Limonens

1-3
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2.2 Stability and reactivity of the raw materials

TEGOSOFT CT

Stability and Re acfivity

Medium-chain triglycerides are stable over the wide range of storage temperatures that can be experienced in tropical
and temperate climates. ldeally, however, they should be stored at femperatures not exceeding 25°C and not exposed
to temperatures above 40°C for long pericds. At low temperatures, samples of medium-chain tiglycerdes may become
viscous or solidify. Medium-chain friglycerndes should be sfored protected from light in a well-filed and well-closed|
container. When stored dry, in sealed containers, medium-chain triglycerides remain stable for many years. Preparations
containing medium-chain tiglycerdes should not come into contact with polystyrens containers or packaging
components since the plastic rapidly becomes britile upon contact. Low-density polyethylene should also not be used
as o pockaging materal as the medium-chain tiglycerides readily penetrate the plosfic. especiolly ot high
temperatures, forming an oily film on the cutside. High-density polyethylens is a suitable packaging material. Closures
based on phencl resins should be fested before use for compatibility with medium-chain triglycerdes. Polyvinyl chloride|
packaging should also be tested for compatibility since medium-chain triglycerides can dissolve some plasticizers. such|
as phthalates, out of the plastic. Matenals recemmended as safe for packaging medium-chain triglycerides are low]
density polyethylens, polypropylens, glass, and metal.

Almond Oil

Stability and Reacfivity

It should be stored in a well-closed container in a cool, dry place and kept away from direct sunlight and odors. It is
incompaficle with oxidizing agents.

Essential Qil

Stability and Reacfivity

Keep the container in a dry and well ventilated palce, away from heat. The product is stable under normal conditions.

2.3 Physical/chemical characteristics of the cosmetic product

Specificafions Method
Organoleptic Properties Yellow liquid with a characteristic odour Ered
pH - -
Viscosity 20-1000 cps [20°C) R
Specific gravity KA R

Comments:

3. Microbiological quality

3.1 Microbiclogical specifications of the raw materials
TEGOSOFT CT

The microbiclogical specifications for this ingredient are unknown.

Almond Oil

The microbiclogical specifications for this ingredient are:
Total viable count: max. 100 CFU/g;

Pathogens (Entercbacteria, Pseudomoenas, Enterococci, Candida alkicans, Staphylococci): absent/g

3.2 Microbiclogical characteristics of the final cosmetic product

The microbiclogical specifications of this cosmetic product are:

{a)] Total aercbic plate count: < 100 CFU/g

45



3.3 Results of preservation challenge test

Thizs cosmetic product is an oil, without water in its composition, therefore the Challenge Test is not necessary to be

performed.

4. Impurities, fraces, information about the packaging material

4.1 Impurities of the Raw Materials

Besides the pessible impurities that this cosmetic product may contain, it is also included in this section all its allergen

substances.
IMPURITIES AND/OR ALLERGEN SUBSTANCES
Impurity/Allergen substance Total Concenfration (52)
Heavy metals 0.00048
Linalool 0.40000
Arsenic 0.00002
Llead 0.00002
Mercury (0.00002
Limonene 0.03000
Methanal 0.00150
Cadmium 0.00002
Cobalt 0.00002
Chromium 0.00002
Mickel 0.00002
Antimony 0.00002

4.2 Traces of prohibited compounds in the cosmetic product

Thizs product may contain impurities which are listed as substances prohibited in cosmetic product [Annex |l of the
Regulation (EC) Me. 1223/2009). However, according the article 17 of the same regulation, the non-intended presence
of a small gquantity of a prohibited substance, stemming from impunties of natural or synthetic ingredients, the
manufacturing process, storage, migration from packaging, which is technically unavoidable in good manufactunng
practice, shall be permitted provided that such presence is in conformity with Article 3, when used under normal or
reasonably foreseeakle conditions of use. The presence of these traces is technically unavoidakle, even following good
manufactunng practices, because they are impurties of raw materals used, namely: Arzenic, Lead, Mercury, Cadmium,

Chromium, Nickel and Antimony.

It is also important to point out that some of these substances have carcinogenic, mutagenic or reproductive potential,
being listed in Annex VI, part 3, Table 3.1 of Regulation (EC) No. 1272/2008 (list of harmonized classification and labeling
of hazardous substances):

. Lead - Reproductive toxicity Category 1A

. Cadmium — Carcionogenic Category 1B, Mutagenic Category 2 and Reproductive toxicity Category 2

. Mercury - Reproductive toxicity 1B

. Mickel - Carcionogenic Category 2



4.3 Characteristics of the packaging material

The packaging of this product is made of polypropylene [cap and inner container) and is manufactured by woococooos.

The raw matenal polypropylens (xoox) used in the production of this packaging is provided by mececcoccooseecd

According to the supplier, ;oo is random terpolymer polyprepylens for injection blow melding with good transparency
and good gloss. This product is designed to be processed by Injection or injection stretch blow molding application.

wooo offers very high clarity, flexible stiffness and chemical resistance.

woox was also tested by 5GS concerning Heavy Metals (Cadmium, Mercury, Lead and Chromium V1) and Flame
retardants - PBBS/PBDEs and none of these substances were detected.

The supplier xoooox assures that the packaging that they manufacture is made of resins which are used for foodstuffs
and pharmaceutical products, made in accordance with their specifications and good manufacturing practices and
made of matenals which meet all requirements to be used as articles or components of artficles for contact with food.

Quality control analysis performed on xooooox packaging made of Olefin Polymers (PP, PE) showed the following results:

Analysis Test Result Cerfificate
Heavy Metals Mot detected ROHS, 2011/65/EU

Polyethylene terephthalate | Pass

for use in contact with food FDA 21 CFR 177.3297

Colorants for polyrmers Pass FDA 21 CFR 1773257

Bisphenol A Not defected -

Acetaldehyde Mot detected -

IR Anakysis Samea as USP polyethylene and | USP &81
polypropylens spectrum

Thermal Analysis Same as USP  peolyethylene and | USP 8%

polypropylens therm gram

Morvaolatile residue:

- Water <1 mg LISP 641
- Alcohol <l mg
Hexanas <5mg

An in-packoge stability test was performed for this cosmetic product. The results are depicted in the section 2.4 Stability

of the cosmetic product and it was concluded that the product is compatible with the final packaging material.

5. Normal and reasonably foreseeable use

Mode of application This product is intended to be applied on the body skin.

Warnings -

Comments:-
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é. Exposure to the cosmetic product

Product type Leave-on
Retention facter 1.00
Site of application Body
;(&nr:lngo)uni of product applied per application 7392.00
Duration of use Undetermined
Normal and reasonably foreseeable exposure Topica
route(s)

Routes of secondary exposure -
Targeted (or exposed) population(s) Healthy adulis

Possible impacts on exposure due to particle This product dees not contain nanematerials that can affect
sizes hurman health

$

Calcvlation of the Exposure

mg/day 7392.00
mg/cm2 skin/day 0.47
m{kg body weight/day 123.20

7. Exposure to the raw materials

Calculation of the Exposure

Raw material (frade name) Conc. (%) mg/day ma/cm2 skin/day mag/kg body weight/day
TEGOSOFT CT 0K KK XA K
Almeond il XK XK XA X
00K KK XK KK K
K R XK KK K

Essential Oil XK HHH HHK KX




8. Toxicological profile of the substances/raw materials and other
information

8.1 Toxicological profile of the substances (INCI name)

Caprylic/Capric Triglyceride
REGULATORY RESTRICTIONS

(Accoerding to the Regulation EC 1223/2009 and respective amendments there are no restrictions on its use. CIR
({Cosmetic Ingredient Review| considers that caprylic/capric triglyceride is safe as used up to 84%.

ACUTE TOXICITY

Administration
Route

Adverse effects description LD50O Ref.

(Adverse effects including albbdominal pain and
diarhea were reported by patients consuming diets
based on medium-chain tiglycerdes. In one test on
mice, lethargy and ataxia occurred within ten
minutes after the administration of 25 mifk 8 and
dyspnea was noted in some animals within one hour.
(All animals appeared asymptomatic at the end of
the first doy and no deaths were reported. In the
Oral second mouse test, ataxia, lethargy, dyspnea, and  |[mouse): 29.46 g/fkg: [rat): 33.3 g/kg (rat):
diuresis occurred within 15 minutes, and in several 10g/Kg

animals complete loss of activity was observed within
two hours. Fellowing the two highest doses, three
deaths occured in 24 to 48 hours. All symptoms
disappeared in the survivors by the end of the third
day. Mo necropsy observations were reported from
either tests. From the results of these tests it may be
concluded that the acute cral LD50 in female mice is
higher than 25 ml/kg.

Male rats and guinea pigs in groups often sach were
exposed for six hours in a 40-iter chamber containing
an aerosol of Caprylic/Capric Triglycernde. The
fraction of the aerosol with particles small encugh to
be inhaled into the lung. Three controls of each
species were sham exposed. Observation during the
exposure and for 14 days thereafter revealed no
Inhalation symptoms, abnomal behavior, or effects on body _ 1
weight. One hour after the exposure, three animals
and one control of each species were sacrificed for
pathological examination, and the remaining test
animals were sacrificed at 14 days. Mo gross or
microscopic defects attributable to the substance
'were reported. Examination of the respiratory tract
for adverse effects, including the detection of
accumulated oil droplets, gave negative results.

Dermal - -

Subcutaneous |- -

Comments:

Medium-chain triglycerdes are used in a vanety of pharmaceutical formulations including oral, parenteral, and topical
products, and are generally regarded as eszentially non-toxic and non-irrtant materals (2). In acute toxicology studies in
lanimals and humans, no irtant or other adverse reactions have been observed (2). In humans, administration of 0.5
a/kg body-weight medium-chain tiglycendes to healthy individual:s produced no change in blood or serum triglycendes
compared to subjects receiving the same dose of the long-chain triglyceride triclein (2).




SKIN SENSITIZATION, IRRITATION AND CORROSIVITY

Ref.

hMedium-chain triglycerides were patch-tested on more than 100 individuals and no
Skin Imtation imtation was produced on either healthy or eczematous skin. It is slightly imtating in 3.1.2.4
lguinea pigs.

tedium-chain triglycerides are not imtating to the eyes. The product was applied 3 times
in a Draize Test. It caused slight redness after the first application, which disappeared
Ocular Iritation within 24 hours after the third application. It is not eye imtant for rabbits. Only very small (3,24
effects or no effects were found. Therefore, Myrital 318 is at the most only very mild,
transient imtant to the eye of rabbit. It is non-imtant for humans.

fedium-chain tnglycerides exhibit no capacity for induction of hypersensitivity. It is not a
sensitizer agent for guinea pigs. One hundred and twenty-eight adult males and females
were tested with Caprylic/Capric Triglycerde using a medification of the Draize
repeated insult patch test. All subjects had litfle or no imtation and none was sensitized.
(One subject had barely perceptible erythema at the first reading immediately following
the removal of the fist patch which had been applied for 48 hours.

Sensitization

[There is no data available for dermal absorption for Caprylic/Copric Tnglycende, but
lother Medium-chain triglycendes showed little skin penetration in mice and guinea pigs.
Dermal Abscrption [The CIR Expert Panel recognizes that, reportedly, Triclein and Tricaprylin can enhance the (6
kin penetration of other chemicals, and recommends that care should be exercized in
using these and other Glyceryl Triesters in cosmetic products.

Comments: -

CHRONIC TOXICITY

Administration Adverse effects description Ref.

Route
Chronic toxicology studies in animals have shown no harmful adverse effects associated
'with medium-chain triglycende following oral administration. Groups of 13 male and
female rats were fed a diet containing 17.6% of a medium-chain tiglycerde [75% caprylic

Oral acid and 25% capric acid] for 47 weeks. This diet supported normal growth and 124
development, though growth rate was slightly less than that of rats fed conventional -
dietary fats. At autopsy, the carcass protein, ash levels and organ weights of test rats were
similar to those of control rats but there was less carcass fat and smaller epididymal fat
pads in the test group. Histological study revealed no abnormalities in intestine and liver.
Inhalation Chronic toxicology studies in animals have shown no harmful adverse effects associated o

hwith medivm-chain triglycende following inhalation administration.
In demal imtation testing medium-chain triglycerides exhibit virtually no potential as

Dermal — - - 7
dermal imtants, even with prolonged skin exposure.

Comments:

Six groups of 5 male rats each were injected intrapentoneally with single doses of Caprlic/Capnc Trglyceride ranging
from 1 to 24mL/Kg. There were no deaths. After doses of 8mL/Kg and higher, the rats showed a lack of appetite and
decreased mobility during the first 2 days. Subsequently, the animals became normal in these respects. Mecroscopy after|
14 days revealed some unabsorpbed test materal in the stomaoch area and "slight vascular complications”. Mo

histological observations were descnbed. Though no LDS0 could be calculated, this test shows that the infraperatonial
LD50 of this product in the rat is greater than 24mL/Kg (4).

CARCINOGENIC, MUTAGENIC EFFECTS AND REPRODUCTIVE TOXICITY

Ref.

Ca rcinogenicifvhhere iz no data available on the carcinogenic effects of this ingredient.

Studies in vivo and in vitro show that this ingredient is not mutagenic. In a 3. thyphimurium

Mutagenicity Reverse Mutation Assay, it did not have mutagenic effects.

3.4

[There was no evidence that intravenous (iv) or dietary administration of medium-chain
triglycendes adverely affected the reproductive performance of rats or resulted in fetal toxicity
or teratogenic effects at doses up to 428 g/kg body weight/day (iv] or 12500 mg/kg bedy
weight/day (dietary]. There was no evidence that dietary administration of medium-chain
triglycendes adversely affected the reproductive performance of pigs or resulted in fetal
toxicity or teratogenic effects ot doses up to 4000 mg/kg body weight/day in the diet.

Teratogenicity

Comments:




In a repreduction study, young adult male and female rats were fed a balanced diet containing 19.6% of a triglyceride
of 75% caprylic and 25% capric acid for th tee weeks before mating. Litter size and birth weight of the test animals were
similar to those of rats on conventional or low fat diets, but mortality during lactation was somewhat higher, and there
'was less weight gain due to a smaller volume of milk secreted. After wean in 8, the F1 generation was fed as the FO
lgeneration had been and showed a weight gain comparable to that of control rats on an cleo oil diet (1).

PHOTO-INDUCED TOXICITY

Phototoxic properiies were tested on hairless mice with 30% substance. There were no phototoxic properties found (4).

Prunus Amygdalus Dulcis Oil

REGULATORY RESTRICTIONS

(Accerding to the Regulation EC 1223/2009 and respective amendments, there are no restrictions on the use of this
ingredient in cosmetic products. CIR (Cosmetic Ingredient Review) considers this ingredient is safe as used up to 77%.

ACUTE TOXICITY

Administration

Adverse effects description LD5D Ref.
Route

It is nen-toxic when ingested. Undiluted Sweet
[Almond Oil and products containing 2%-18% Sweet
(Almond Qil were tested for acute oral toxicity. Test
materials were administered to groups of five to ten
animals, at one or more dose levels. Animals were
then observed for 5-14 days for signs of toxicity, as
well as changes in appearance or behavior. In some
studies, animals were sacrificed and necropsied at
the end of the observation perod. Results of these
tests indicate that undiluted Sweet Almeond Oil and
products containing up to 16% Sweet Almond Qil are
practically non-toxic.

Oral (rat): > 5 afka: rat): > 147 alkg 5

Inhalation (It may cause respiratory tract imtation. - E

Undiluted Sweet Almond Oil is practically non-toxic

Dermal by percutaneous absorption [guinea pig).

guinea pig): > 3 g/fkg &)

Guinea pigs were injected subcutaneously with
single or multiple doses of a 10% 3weet Almond Qil
emulsion in saline (1 mi/dose). After a single injection,
minute ol emboli were found in the lungs of these
animals. After six to ten hours, embol caused local
Subcutaneous |infiltration of ecsinophils in the lung parenchyma. Six - (3]
days after repeated oil injections, investigators
observed a peripheral blood eosinophilia, which
reached a maximum increase of 16.5% by the third
week. The ecsinophilio was suggested to be a non-
allergic reaction.

Comments:

Almond oil is used therapeutically as an emollient and to soften ear wax. As a pharmaceutical excipient it i employed
as a vehicle in parenteral preparations, such as cily phenol injection. It is also used in nasal spray. and topical
preparations. Almond oil is also consumed as a food sulbstance (2). |t is generally regarded as a non-toxic and non-
imtant matenal (2).
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SKIN SENSITIZATION, IRRITATION AND CORROSIVITY
Ref.
FProducts containing vp to 25% Sweet Almond Qil are practically non-iritating to rabbit
skin. In clinical studies, undiluted Sweet Almond Oil and products containing up to 25%
Sweet Almond were practically non-imtating (repeated insult patch test; 6904 subjects).
Skin Imtation A zingle insult patch test (SIPT) was used to determine the imtancy of undiluted Sweet ]
Almond Oil. The test matenal was applied under occlusion to the backs of 101 subjects;
45 hours later, the patches were removed and the sites scored. Sweet Almond Ol
produced no reactions in the test subjects and was determined to be non-imitating.
[The Draize method or a modification of it was used to test the eye imtancy of undiluted
Sweet Almond Oil and cosmetic formulations containing up to 25% Sweet Almond Qil.
[The test material was instiled intfo one eye of each of three to six rabbits; the other eye
Ocular Imitat served as an unireated conirol. Imitation was evaluated one hour, as well as one, twa, 5
cularimratnon three, four, and seven days later. Undiluted Sweet Almond Qil was practically non-
imtating or minimally imtating. Fermulations containing up to 25% Sweet Almeond Qil were
non-irritating to minimally imtating. In most instances, reactions that occured were
limited to conjunctival imtation, which cleared by the third day of observation.
[There has been a single case reported of a 5-month-old child developing allergic
dermatitis attibuted to the application of almond oil for 2 months to the cheeks and
Sensitization outtocks (Handkbeock data). In clinical studies, undiluted Sweet Almond Oil and products 8,2
containing up to 25% Sweet Almond were practically non-sensitizing (repeated insult
patch test; 8906 subjects).
IThe percutanecus akbsorption of Sweet Almond Oil was studied in adult albine rats. A
zolution containing this ingredient and physostigmine was applied to the skin of each
Dermal Absorofion animal; latency time to muscle contraction was then measured. When compared to
Some other oil mixtures tested, Sweet Almond Qil-physostigmine had a relatively long latency
time, indicating lower percutaneous absorption. The authers concluded that increased
amounts of short chain and polyunsaturated fatty acids in oils favor their percutansous.
(Comments: -
(CHRONIC TOXICITY
Adminisiration Adverse effects description Ref.
Route
Oral -
Inhalation -
When applied to the skin over a long period of time, undiluted Sweet Almond Oil is slightly
Demal ST - . A &
imtating; whereas, at 10% it is practically non-imtating.
Comments: -
CARCINOGENIC, MUTAGENIC EFFECTS AND REPRODUCTIVE TOXICITY
Ref.
[Carcinogenicity|There is no data available on the carcinogenic effects of this ingredient.
Mutagenicity ([There is no data available on the mutagenic effects of this ingredient.
Teratogenicity [There is no data available on the teratogenic effects of this ingredient.
Comments: -

PHOTO-INDUCED TOXICITY

Formulations containing 0.1%-2.0% Sweet Almond Oil were tested for photo-sensitization in a total of 744 subjects. These
products did not manifest photo-sensitivity in any of the test subjects.
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oo Ol

REGULATORY RESTRICTIONS

(According to the Regulation EC 1223/200% and respective amendments, there are no restrictions on the use of this
ingredient in cosmetic products.

ACUTE TOXICITY

Administration

Adverse effects description

LD50

Ref.

Route
Limenene may cause alouminuria and hematuria if
Oral [n_ges_fed in suﬁicin_snf qyunﬁw. Mo_reover.- H_ causes Limeonene: (rat): 5 gfkg bw (Linalocl] 20,21.22.23
imtation of gastrointestinal tract. Linalool: Linalool is (rat): 2750 mglkg bw -
a volatile oil with low oral toxicity.
The monoterpenes (such as limonene] are major
lcomponents of the resin from many common
Inhalation [softwoods and are associated with mouth and - 20,21
throat imtation, shertness of breath, and impaired
lung function.
Dermal exposure to d-Limonene ($8%) for 2 hours in
lone subject caused burning, itching, aching, and a [Limonene: [rabbit): 5 g/kg bw (linalool)
Dermal leng-lasting purpuric rash. Linalool: Linalocl is a (rat): 5610 mg/fkg bw 20.24.21.22.23
volatile il with low dermal toxicity.
Subcutaneous|- -
‘Comments:

Limonene is listed in the list of synthetic flavoring substances and adjuvants for human consumption that are generally
recognized as safe for their intended use. Exposure to limonene affects the amount and activity of different liver
lenzymes, liver weight, cholesterol level: and bile flow. These changes have been noted in mice, rats and dogs. In male
rats, exposure to d-limonene causes domage to the kidneys and induces renal tumors. However, it should be mentioned
that the development of renal tumors is not relevant to humans (20).

53



SKIM SENSITIZATION, IRRITATION AND CORROSIVITY

Ref.

Skin Imitation

miniature pigs it is not imtating. Although Limonene can be imtating to the skin, when
tested in an imtation test at 20% in petrolatum and produced no imtation after a 48
hours closed patch test in 25 human subjects.

Linaloal was imtating to rabbit skin. In guinea pigs, linalocl is moderately imtating while in

20.25,26,23

sense of smell) volunteer, linalool produced eye iritation at o measured vapor

Ocular Imtation  |days 1 and 2, 2/3 animals showed contracted pupils and one of the less of cormeal

tissue. On day 3 slight corneal opacity was distributed over at least half of the comea,
the ins showed circumcomeal injection and there was still well-defined to severe
redness, but chemosis and discharge were only remarkakle in 1/3 animals; all three

the eyelid. On day 8, with the exception of sight comeal ocpacity in one male, all
animals were free of quantified symptoms, one male showed small evelid retractions,
marginal vasculanzation of the comea, loss of hair at marging of eyelids and loss of
icorneal fissue. On day 13, there were no quantified reactions in any animal, but one
male still showed small retractions of the eyelid and loss of hair at the margins of the
eyelid.

Linaloal: In a study with human anosmic (loss of sense of smell] and normosmic [normal

concentration of approximately 320 ppm. 3 white Vienna rabbits were dosed by single
application of 0.1 mL of undiluted test substance to the conjunctival sac of the right eye,
the substance was not washed out. The untreated eye served as the negative control.
After 1 hour, all three animals showed well defined chemosis and conjunctival redness
plus clearly to distinctly increased eye discharge; additienally, 1/3 showed contracted
pupil. After 1 day, all animals showed slight comeal opacity with atf least one-quarter of
the cornea involved, well defined to severe conjunctival redness, slight te no chemosis
land slightly increased discharge; this pattern remained for ancther day (day 2); on both

lanimals showed contracted pupils, loss of comeal tissue and 1/2 had small retfractions in

25.26,22,23

Limenene was tested at concentration of 20%, in petrolatum and proeduced no
sersitization reactions. However, reports of contact allergy to Limonene have already
appeared. Linalool: 76 patients out of 1781 patch-tested wers determined to have

Sensitization

cosmetic allergy. In 3 instances, linalocl was identified to be the causative allergen with

certainty or high probability. Linalool was present in one case each as an ingredient of 20,24,22.23

dry shampoo, hair lotion and after shave It was concluded that fragrances and
fragrance chemicals were responsible for the maojorty of reactions [{45.1%). In most cases
(23 out of 37 frogrances) the individual fragrance components were not determined,
but when they were, the most frequent causes were hydroxycitronellal [6/37) and
linalocl [3/37).

Dermal Abserption

Linalool: Linalool may permeate porcine (and by extension also human) buccal mucosa

in function of its concentration (14.46% wiw) and of formulation as in the essential il of 2223

Salvia descleana Atzei & Picci. Nevertheless, Linalool applied to mouse skin was not

absorbed within tweo hours.

Comments: -

(CHRONIC TOXICITY

Adminisiration Adverse effects description Ref.
Route
Oral -
Inhalation -
Linalool: Repeated application on sheep skin caused signs comparable to acanthosis A
Dermal case of occupationally related allergic contact dematitis from limonene in wax polish 23,25
'was described.
Comments: -
CARCINOGENIC, MUTAGENIC EFFECTS AND REPRODUCTIVE TOXICITY
Ref.
Carcinoasnicity NS iz no data available on the carcinogenic effects of this ingredient. Linalool: not listed as 23
g ycuminogenic by IARC [International Agency for Research on Cancer, 2015)
ere is no data available on the mutagenic effects of this ingredient. Linalool: the mutagenic
and antimutagenic effects of inalocl were evaluated by the bacterial reverse mutation assay
on Salmonella typhimurium TAS8 and TAT00, and on Escherichia coli WP2uvrA strains. Linalool
Mutagenicity [did not show mutagenicity. Linalool was also devoid of antimutagenic activity against 2- 23

nitroflucrene [2ZMF), sodium czide (3A), methyl methane sulfonate (MMS) and 2-
aminoanthracene [2AA). Linalool was negative in Salmonella study using strains TA1533, TAFY,
AlQD, TAT104, TAFS, and TAT02 with or without 5-7 activation.

Teratogenicity h'here is no data available on the teratogenic effects of this ingredient.

Comments: -

PHOTO-INDUCED TOXICITY

There iz no data available on the photo-toxic effects of this ingredient.

8.2 Toxicological profile of the mixtures

This product does not contain mixtures.
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8.3 Data for calculation of systemic exposure dosage and margin of safety of the substances

(INCI name)
Caprylic/Capric Triglyceride
Dermal absorption (%) Justification of dermal absorption valve Ref.
There is no data available for demal absorption for Caprylic /Caprc
10.00 Triglyceride, but other Medium-chain triglycerides showed little skin &
penetration in mice and guinea pigs.
Valve (mg/kg/day) | Specie(s) Type of Study
NOAEL maternal toxicity of rabbit; intfravenous 7

1000.000 rabbit

administration

Prunus Amygdalus Dulcis Qil

Dermal absorption (%) Justification of dermal absorption valve Ref.
Although this oil is poorly absorbed into skin, a vestigial dermal absorption
1.00 ) . 8
of 1% will be considered.
NOAEL Valve (ma/ka/day) Specie(s) Type of Study :

unknown

8.4 Exposure to the substances, calculation of respective systemic exposure and margin of

safety
Total Conc.
of the .
Substance | ma/kg body Dermr:|l Systemic NOAEL or Margin of | Margin of
Substance (INCI) . . . absorption Exposure Other "
in the weight/day () (ma/ka/day) | Parameter Safety Safety/2
Cosmetic e
Product (%)
Caprylic/Capric oo oo 10 oo 1000 ook na
Triglyceride
— K 000 10 00K _ - _
soox O K 000 XK 00K _ - _
Prunus Amygdalus Dulcis 300 W08 0K 200 : ~ :
Qil
o000 o o o o 540 00K 430

* Additional factor applied for substances for which the Margin of Safety was calculated taking info account NOAEL

obtained from oral studies.
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8.5 Possible impacts on the toxicological profile due to particle sizes (including
nanomaterials), impurities and interaction of the substances

The cosmetic product does not contain nanomaterials and interactions between its substances are not expected to
occur. This product contains allergens that accerding to the Annex Il of the Regulation EC 1223/200% are substances
which cosmetic products must not contain except subject to some restictions. In this case, they must be indicated in the
list of ingredients in the labeling, when its concentration exceeds 0.001 % in leave-on products or 0.01 % in rinse-off
products. Once this cosmetic product is a leave-on product, every substances exceeding 0.001% must be in the list of
ingredients and they are the following: Limonene and Linalool. The presence of these allergens in the final cosmetic

product can cause sensitization reactions in individuals with more sensible skin.

However, os it con be seen on the table below, the margin of safety of Limonene is a value greater than 100 (which is
the reference value considered as minimum to assume the ingredients' use as safe when long term studies in animals are
considered). The margin of safety of Linalool 5 a value lower than 300 (which is the reference value considered as
minimum to assume the ingredients’ use as safe when short term animal studies are considered). The maojor significant
risks to human health associated to the use of this substance, under normal conditions of use of the final product, iz skin
sensitizotion. Mevertheless, a 48-hour Patch test under occlusion was performed (see section 10. Information on the
cosmetic product] for the product under evaluatfion and it was concluded that the test product is not imtating to the
skin. Moreover, the systemic exposure value of this essential oil is low - 0o malkg/day. Taking into account these
considerations, it can be considered that there are no significant risks to human health associated to the presence of

these allergens, under normal conditions of use of the final product.

Total Conc. of
the kg bod Dermal Systemic NOAEL or Margin of Margin
Substance (INCI) | Substance in mg,. ﬁf’: ¥ absorption Exposure Other ;.'?lno of Safety
the Cosmetic welght/day (%) (mag/kg/day) | Parameter ety 2+
Product (%)
Linalocl 04 0.49280000 50% 0.4928 17 237 19
Limonene 0.03 0.03494000 50% 0.036%4 150 4058 2029

* Additional factor applied for substances for which the Margin of Safety was calculated taking inte account NOAEL
obtained from oral studies.

The raw materials used on this product contain some other impurities [os listed in section 4.1), but their respective
concentrations in the finished product are very low. Therefore, under normal conditions of use, no significant hamful

reactions or adverse effects to human health are expected due to these impurities.

9. Undesirable effects and serious undesirable effects

Until the date of this report it has not been observed any undesirable effects or sericus undesirable effects due to the

application of the product.

10. Information on the cosmetic product

The acute imtation potential of this cosmetic product was assessed after a single application of pure product in

occluded conditions duning 48 hours on the upper back of 10 subjects.

It was concluded that the test product BODY OIL is non-irtating.
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PART B — Cosmetic Product Safety Assessment

1. Assessment conclusion

The Safety Assessment of the cosmetic product "BODY OIL" was performed according to Regulation [EC) No. 1223/200%
and respective amendments. It was concluded that this cosmefic product is safe for human health under normal or

reasonably foreseeable conditions of use taking inte account its presentation, labeling, instructions for use and disposal

and warnings.
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2. Labeled warnings and instructions of use

The information that must be printed on cosmetic product labels (contoiners and packaging) is regulated under Article

17 of the Regulation (EC) No. 1223/200%. The following iterms are compulsory labeling requirements of the Regulation:
. Mame or registered name and the address of the responsible person,
. Country of origin for cosmetic products imported into the EU,

. Mominal content at the time of packaging by weight or by velume,

. Date of minimum durability preceded by the symbol or the words: ,best used before the end of”. -
Indication of the date of minimum durability is not mandatory for products with a minimmum durability of more
than 30 months. For such proeducts except where the concept of durakility after opening is not relevant an

indication of the period of time after opening has to be indicated for which the product is safe and can be

<z

used without any harm to the consumer. This information shall be indicated by the symbol followed by

the period (in months and/or years, but usually in months as “x M"),

. Information regarding possible precautions to be cbserved in use. Note especially the compulsory information
listed in Annexes lll to VI. In the case of this cosmetic product, there are no mandatory warnings to be included

in the labelling,

. Batch number or reference to identify the final cosmetfic product. When products are too small, such

information only need to appear on the secondary packaging,
. Function of the cosmetic product, unless it is clear from its presentation,
. List of ingredients (INCI) - May be indicated on the packaging only, must be preceded by the tem

singredients” - the full INCI list of this cosmetic product (including cllergens) is presented in secfion *1.3

Quantitative and qualitative compaosition of the cosmetic product by INCIl name".



3. Reasoning

Caprylic/capric tiglyceride is included in the chemical group of medium-chain triglycendes, which are used in a varety
of pharmacevtical formulations including oral, parenteral and topical products, and which are generally regarded as
essentially non-toxic and non-iritant materials. It is not expected that coprylic/capric tnglycende cause imtation to the
skin or to the eyes neither reactions of hypersensitivity. Medium chain triglycerdes showed litle skin penetration in mice
and guinea pigs, however, some of these triglycerdes can enhance the skin penetrafion of other chemicals, so CIR
Expert Panel recommends that care should be exercised in using these triglycendes in cosmefic products. According to
the Regulation EC 1223/200% and respective amendments there are no restrictions on its use in cosmetic products. The
CIR expert panel evaluated the :cientfific data and concluded that caprylic/caprc triglycerde is safe for use as
cosmetic ingredient at concentrations up to 84%. The concentration of this ingredient in the cosmetic product is
according to the CIR Expert Panel recommendation. The margin of safety calculated for this ingredient is XXX (based on
intravenous studies performed in animal species], which is a value greater than 300 (which is the reference value
considered as minimum to assume the ingredients’ use as safe when short term animal studies are considered). Hence,
there are no significant systemic nisks to human health associated to the use of this substance, under normal conditions

of use of the final product.

Almond oil is used therapeutically as an emolient and to soften ear wox. As o pharmaceutical excipient, it is employed
as a vehicle in parenteral preparations, such as cily phenol injection and it is also used in nasal spray, and topical
preparations. Morsover, almond oil iz alse consumed as a food substance. It is to point out that it is generally regarded
as a non-toxic and non-irmtant materal. Actually, this il is non-toxic when ingested and it is practically non-toxic by
percutaneous absorption. Moreover, almond oil does not cause human skin imtation neither sensitization nor photo-
sensitivity reactions. Undiluted Sweet Almond Oil and formulations containing up te 25% Sweet Almond Oil are practically
non-imitating or minimally imtating to the eyes. On the other hand, it may cause respiratory tract imtation if inhaled and
when applied to the skin over a long period of time, undiluted Sweet Almond Oil is slightly imtating (whereas, at 10% it is
practically non-imitating). According to the Regulation EC 1223/200% and respective amendments, there are no
restrictions on the use of this ingredient in cosmetic products. CIR considers this ingredient is safe as used up to 77%. The
concentration of this ingredient in the cosmetic product is occording to the CIR Expert Panel recommendation. As
MOAEL for this ingredient is unknown, it is not possible to determine its margin of safety under normal conditions of use.
Based on its toxicological profile and low systemic exposure value [0.XXX mg/lka/day), there are no significant nsks to

human health associated 1o the use of this substance, under normal conditions of use of the final product.

Essential Qil is a fragrance for which the exact compeosition is not known. Considering the allergens Linalool and
Limonene: These allergens are considered skin imtants and also sensitizers. Also, these allergens are considered eye
imtants. These allergens may be regarded has having low dermal toxicity. According to the Regulation EC 1223/200%
and respective amendments, thigre are no restrictions on the use of this ingredient in cosmetic proeducts. As NOAEL for
this ingredient is unknown, it is not possible to detemmine its margin of safety under normal conditions of use. Considering
the allergen Limonene, the margin of safety is 2029, which iz a value greater than 100 (which is the reference value
considered as minimum to assume the ingredients' use as safe when long term studies in animals are considered).
Considering the allergen Linalool, the margin of safety is 119, which is a value lower than 300 (which is the reference
value considered as minimum to assume the ingredients’ use as safe when short term animal studies ore considered).

The majer significant risks to human health associated to the presence of this allergen, under normal conditions of use of
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the final product, is skin sensifization. However, a 48-hour Patch test under ccclusion was performed with the product
under evaluation and it was concluded that the test product is not imitating to the skin. Moreover, the systemic exposure
value of this essential cil is low - 0.XXX ma/lkg/day. Taking into account these considerations, it can be considered that
there are no significant risks to human health associated to the use of this raw materal, under normal conditions of use of

the final product.

Considering the type of formulation, the composition, the available stability data and the fact that no interactions

between the substances can cccur, it is unlikely that physico-chemical degradation occurs, putting in risk human health.

Considering that the product in study is an oil and has no water in its composition, it is not expected that its microbial

contamination (which can be threat to human health) occurs. Therefore, the Challenge Test is not mandatory.

Considering the packaging matenal used in the cosmetic product as well as the results of compatibility test packaging
materal-cosmetic product, it is not expected that any risk to human health can be triggered due to the packaging

selected.

A 45-hour patch test under occlusion was performed to determine the acute imiation potential of this cosmetic product

and it was concluded that BODY OIL is not imtant to the skin.

There are no mandatory wamings or instructions of use to be included on the product labeling.

The Safety Assessment of the cosmetic product "BODY OIL" was performed according to Regulation (EC) No. 1223/200%
and respective amendments. It was concluded that this cosmetic product is safe for human health under normal or
reasonably foreseeable conditions of use taking intfo account its presentation, labeling, instructions for use and disposal

and warnings.

4. Assessor’s credentials and approval of part B

Name of the Safety Assessor Yogeeta Nautamlal Babl da Rocha

INOVAPOTEK. Pharmaceutical Research and Development Lda UPTEC.
Address Parque de Ciéncia e Tecnologia da Universidade do Porio, Rua Alfredo
Allen n.°455/461 4200-135, Porto Portugal

Qualifications of the safety assessor PhD Degree in Pharmaceutical Sciences

Approval of Part B Signature / Date XXXX
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