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Resumo

Os estudos experimentais no ambito da protedmica de tecidos orais
fornecem-nos dados que permitem compreender os mecanismos moleculares,
os perfis de expressao proteica, a sua regulacao, a presenca de modificagbes
pos-traducédo e as vias de sinalizacdo modificadas na Diabetes Melitos tipo 2.

O presente trabalho tem como objetivo verificar a relacdo das proteinas
microbianas existentes na cavidade oral de pacientes com Diabetes Melitos
tipo 2 com o estado de glicosilacdo das proteinas salivares humanas e a sua
relacdo com a etiologia desta doenca e das suas complicagdes.

A catalogacao das proteinas orais alteradas no paciente diabético tipo 2
permitiu adicionar 39 proteinas a base de dados do OralCard. A caracterizacao
funcional do Oraloma da DMT2 permitiu identificar alteracfes estatisticamente
significativas (p<0,05) em determinadas vias de sinalizagdo, processos
biolégicos e funcbes moleculares das proteinas orais da DMT2. No que
concerne ao microbioma oral da DMT2, verificou-se existir escassez de
estudos experimentais dirigidos para a sua identificagdo. No entanto, a partir
dos estudos disponiveis foi possivel identificar a Candida glabrata e a Candida
tropicalis exclusivamente na diabetes, em determinados habitats. A andlise
interactdmica realizada permitiu verificar que existe um elevado numero de
proteinas microbianas que interagem com um relativamente reduzido numero
de proteinas orais humanas, sendo que a fibronectina é a proteina humana da
DMT2 que possui a maior rede de interacbes com proteinas produzidas por
microrganismos orais. O género em gue existe maior producdo de proteinas
gue interagem com proteinas humanas da DMT2 é Streptococcus.

Esta andlise do proteoma oral podera permitir o estabelecimento de
alvos para futuros estudos experimentais, identificar novas formas de
intervencao clinica na Diabetes ou compreender os mecanismos moleculares

que levam as complicacdes orais e sistémicas desta doenca.

Palavras-chave: Diabetes Melitos Tipo 2, glicosilagdo bacteriana, proteoma

salivar, microbioma oral, OralCard
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Abstract

Experimental studies of oral tissue proteomics originate data that
enlighten the molecular mechanisms, protein expression profiles, regulation, the
presence of post-translation modifications and altered pathways in Type 2
Diabetes Mellitus.

This paper aims to verify the relationship between microbial proteins in
the oral cavity of type 2 diabetic patients and the glycosylation of salivary
proteins and its relation with the disease’s etiology and complications.

The study of altered proteins in the type 2 diabetic patient allowed the
identification of 39 proteins which were added to the OralCard’s database. The
functional characterization of the type 2 diabetes Oraloma allowed the detection
of statistical significant changes (p<0,05) in certain pathways, biological
processes and molecular functions in the oral proteins of type 2 diabetes. There
is a shortage of experimental directed studies to enable the identification of the
oral microbiome of type 2 diabetes. However with the available studies it was
possible to show that Candida glabrata and Candida tropicalis were identified
exclusively in certain habitats of the oral cavity of diabetes. The interactomic
analysis carried out has sown that there is an elevated number of microbial
proteins interacting with a relatively small number of human oral proteins, of
which fibronectin is the human protein of type 2 diabetes with the largest
interaction network with the oral microbial proteins. The genus that produces
the largest number of proteins that interact with the human proteins of type 2
Diabetes is Streptococcus.

This analysis of the oral proteome allows the establishment of new
targets for experimental studies, the identification of new clinical ways to
intervene in type 2 diabetes mellitus or the understanding of the molecular

mechanisms that lead to the oral and systemic complications of the disease.

Key-Words: Type 2 Diabetes Mellitus, bacterial glycosylation, salivary
proteome, oral microbiome, OralCard
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Nota prévia

Ao longo desta dissertacdo aparecem, por vezes, expressdes em lingua
Inglesa, escritas em italico, por exemplo, os termos de classificacdo de
ontologias. Estas surgem da necessidade de uniformizacdo global dos termos
usados para descrever conceitos biolégicos, entre culturas e linguas diferentes.
A traducéo destas expressdes poderia implicar a distorcdo do seu significado

original e a alteracdo do conceito biolégico que se pretende identificar.
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1. INTRODUCAO

1.1 Diabetes Melitos

1.1.1 Conceito e epidemiologia

A Diabetes Melitos (DM) é uma doenca metabdlica multifactorial
caracterizada por um estado de hiperglicemia crénico e por distarbios no
metabolismo dos hidratos de carbono, lipidos e proteinas, resultantes de
defeitos na secrecao/acéao da insulina ou ambos (1-3).

De acordo com os dados da Organizacdo Mundial de Saude (OMS), em
Setembro de 2012, existiam cerca de 347 milhdes de pessoas no mundo com
Diabetes, sendo que aproximadamente 90 a 95% destes individuos afetados
tém uma forma da patologia classificada como Diabetes melitos tipo 2 (DMT2)
(2). Estima-se que, em 2030, o numero de pessoas afetadas pela Diabetes
Melitos ascenda a 438 milhdes de pessoas (3).

Em 2010, a prevaléncia da Diabetes, em Portugal, era de 12,4% da
populacédo, afetando individuos com idades compreendidas entre os 20 e 0s 79
anos, o que corresponde a um total de aproximadamente 991 mil individuos.
Desde 0 ano 2000 que se assiste a um crescimento do nimero de novos casos
diagnosticados anualmente em Portugal, sendo que em 2010, foram detetados
623 novos casos de Diabetes por cada 100 000 habitantes (4).

A incidéncia desta patologia esta a aumentar exponencialmente, a
escala mundial, essencialmente pelo aumento populacional, envelhecimento,
urbanizacdo, aumento da prevaléncia da obesidade, associada a uma
inatividade fisica e a dietas com altos valores de acUcares e lipidos (1, 2, 5).
Esta patologia constitui um sério problema de saude publica, uma vez que
requer cuidados de saude vitalicios, podendo potenciar a morte prematura e

permanecendo incuravel até aos dias de hoje (3).



1.1.2 Classificacéao

A classificacdo da Diabetes, preconizada pela American Diabetes
Association (ADA) e pela OMS, combina os estagios clinicos de hiperglicemia e
a etiologia da DMT2 (6). A vasta maioria dos casos de Diabetes Melitos esta
inserida nas duas categorias major da patologia, designadas como tipo 1
(DMT1) e tipo 2 (DMT2).

Ao invés da DMT1 em que ocorre uma destruicdo autoimune das células
B pancreaticas (resisténcia absoluta), na DMT2, existe uma combinacédo de
resisténcia relativa a acdo da insulina e de defeitos na sua secrecéao (disfuncéo
das células B). Existem ainda outras duas categorias: Diabetes melitos
gestacional e uma outra categoria que inclui tipos mais especificos de DM
(defeitos genéticos da funcdo das células B; defeitos genéticos da acdo da
insulina; doencas enddcrinas do pancreas; induzidas por farmacos ou
quimicos; induzidas por infecdes; e sindromes genéticos associados a
Diabetes) (2, 6).

1.1.3 Diagnéstico

Segundo a ADA (2012), os critérios instituidos para realizar o

diagnostico da Diabetes Melitos séo os seguintes: (2)

» HbA1c (quantidade de hemoglobina glicosilada) = 6.5%: o teste deve ser
realizado num laboratério usando um método certificado pelo National
Glycohemoglobin Standartization Program (NGSP) e estandardizado
pelo ensaio Diabetes Control and Complications Trial (DCCT);
ou

» Glicose plasmatica em jejum = 126 mg/dl (7.0 mmol/l). O jejum é definido
como a auséncia de ingestéo calorica durante pelo menos 8 horas;
ou

» Glicose plasmatica de 2h = 200 mg (11.1 mmol/l) durante o teste de

tolerancia a glicose: o teste deve ser realizado tal como foi descrito pela



OMS, usando uma carga de glicose que contenha o equivalente a 75g
de glicose anidra dissolvida em agua;
ou, por ultimo,

» Glicose plasmatica = 200 mg/dl (11.1 mmol/l): em um paciente com

sintomas classicos de hiperglicemia ou em crise hiperglicémica.

Actualmente, o diagnéstico da Diabetes Melitos é determinado
exclusivamente pela avaliacdo dos niveis de glicose, ndo existindo ainda um
meétodo que avalie o enquadramento molecular e que caracterize a Diabetes e

as suas complicacdes.

1.1.4 Sintomas e Complicacdes

A Diabetes Melitos é caracterizada pelo aumento dos niveis de glicose
no sangue. Para combater este excesso de glicose, o pancreas produz a
insulina, hormona responsavel pela abertura dos canais do musculo-
esquelético para a entrada de glicose nas células. Nos casos em que existe
resisténcia e/ou défice de insulina, a glicose permanece no sangue em vez de
entrar nas células alvo, desenvolvendo-se, assim, o estado hiperglicémico. O
excesso de glicose é armazenado no figado sob a forma de glicogénio, sendo
gue este 6rgao também € responsavel pelo clearance da insulina (1).

Os sintomas classicos da DM estdo relacionados com o fendtipo
hiperglicémico crénico e sdo a polidria, a polidipsia, a perda de peso
inexplicada, a perda de visdo, cansaco e ocasionalmente a polifagia e a visao
turva. Este estado hiperglicémico crénico pode ainda ser responsavel pelo
comprometimento do crescimento e aumento da suscetibilidade a
determinadas infecdes (2).

A hiperglicemia pode, ainda, ser considerada o fator potenciador das
complicacbes mais frequentes associadas a DM: a retinopatia, a nefropatia, a
neuropatia, doencga cardiovascular, doenca vascular periférica e periodontite (5,
7).

As consequéncias agudas da DM nao controlada podem pér em risco a
vida dos individuos, nomeadamente se a hiperglicemia estiver aliada a

cetoacidose ou o Sindrome diabético hiperosmolar hiperglicémico (2). Com
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efeito, individuos com DM tém um risco aumentado de desenvolvimento de

complicagbes a longo prazo (5).

1.2 Diabetes Melitos tipo 2

1.2.1 Etiologia e Fisiopatologia

A etiologia especifica da DMT2 néo é conhecida, no entanto, a maior
parte dos pacientes diabéticos sdo obesos e a propria obesidade pode
provocar ou agravar a resisténcia a insulina. Pacientes classificados como néo
obesos, pelo tradicional critério do peso corporal, normalmente possuem uma
percentagem aumentada de massa corporal gorda, distribuida
predominantemente pela regido abdominal (2).

A DMT2 ¢é precedida por um longo periodo de hiperglicemia
assintomatica que pode durar varios anos (6), dai que o diagnostico para esta
forma de diabetes nao seja direto. Acontece, porém, que o paciente ndo denota
imediatamente alguns dos sintomas classicos da patologia (2). Neste estado de
pré-diabetes, o0s niveis de glicose pds-pandriais estdo ligeiramente
aumentados, mas o0s niveis de glicose em jejum podem estar dentro dos
padrBes normais. Esta elevacao dos niveis de glicose pos-pandriais € um dos
critérios usados para definir a alteragdo da tolerancia a glicose (IGT), um
estado reversivel ndo-especifico. Cerca de 30% dos individuos com IGT
progridem para Diabetes dentro de 10 anos. Em alguns individuos, as células 3
pancreaticas compensam esta resisténcia a insulina pelo aumento da sua
secrecdo, sendo que nestes casos a patologia ndo se chega a desenvolver. No
entanto, na maioria dos pré-diabéticos, os defeitos graduais na acao/secrecao
da insulina mantém o estado constante de hiperglicemia. A resisténcia a
insulina pode melhorar pela perda de peso e/ou tratamento farmacolégico para
a hiperglicemia, mas raramente volta ao normal. (2).

As células B pancreaticas tém a capacidade de avaliar os niveis de
glicose de forma a adaptarem a secrec¢éo de insulina de acordo com a variacao
da sua concentragcdo sanguinea. Como consequéncia da resisténcia a insulina,

as células B pancreaticas produzem quantidades elevadas de insulina e o
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estado de hiperinsulinemia compensatoria vai mantendo os niveis de glicose
dentro da normalidade. A DMT2 é caracterizada por uma perda progressiva da
funcdo das células B que culmina numa perda total da sua funcdo. Quando a
secrecdo compensatoria de insulina ndo € suficiente e, por isso, falha, e a
manutencdo do equilibrio na concentracdo sanguinea de glicose nao é
conseguida, um estado de hiperglicemia descompensado desenvolve-se. Uma
vez estabelecido, este estado exerce um efeito deletério na secrecdo de
insulina, pela toxicidade da glicose.

O desenvolvimento de DMT2 €& um processo gradual e o seu
estabelecimento e diagnodstico evidente ocorre quando as células B né&o
conseguem compensar a resisténcia a insulina. Assim, os individuos possuem
resisténcia relativa a insulina (8).

Normalmente estes individuos ndo necessitam de injeccdes de insulina
para sobreviverem, o qual constitui um tratamento indispensavel no caso dos
pacientes com DMT1 (6). O desequilibrio da homeostasia da glicose na DMT2
€ maioritariamente devido a uma combinacdo de dois defeitos fisiologicos: a
secrecdo debilitada de insulina e a diminuicdo da sensibilidade periférica e

hepatica a insulina (8).

1.2.2 Fatores de risco

A identificacdo de fatores de risco é essencial para o sucesso da
implementacéo de programas de prevencao primaria (6).

Os fatores de risco para o desenvolvimento de Diabetes Melitos tipo 2
podem ser classificados como modificaveis e ndo modificaveis. Os primeiros
sdo a obesidade, a falta de exercicio fisico, a abstinéncia de alcool, a dieta
pobre em fibras, a dieta rica em gorduras saturadas. Os fatores de risco nao
modificAveis sdo a etnia, a idade, o0 sexo, os fatores genéticos, os antecedentes
familiares de Diabetes Melitos tipo 2, a diabetes gestacional prévia, o baixo

peso a nascenca, o historial de dislipidemia e de hipertenséo (6).



1.2.3 Complicacdes na cavidade oral

A Diabetes Melitos € uma desordem comum com manifestacdes
sistémicas e orais concomitantes com um grande impacto na saude dos
individuos. O estado de hiperglicemia cronico parece ser o fator etioldégico
destas alteracBes verificadas nos vasos sanguineos, coracao, rins, olhos,
nervos e cavidade oral. As alteracdes orais incluem a doenca periodontal (a
mais prevalente na cavidade oral), disfuncdes salivares, xerostomia, alteragbes
do paladar, sindrome da boca ardente, tendéncia aumentada para infecfes
orais (candidiase), caries dentarias, liquen plano, atraso no processo de
cicatrizacdo e halitose (9, 10). A presenca destas alteracdes na cavidade oral
de individuos ndo é um fator patognomonico para o diagnéstico de Diabetes
Melitos, uma vez que em individuos com a patologia controlada estas

alteracdes sdo menos frequentes (11).

1.2.4 Diabetes Melitos e a Doenca Periodontal

A doenca periodontal surge por uma infecdo bacteriana cronica,
desencadeada no hospedeiro, que afeta os tecidos de suporte dos dentes (3,
10, 112).

O biofilme bacteriano que se forma na superficie dos dentes proporciona
um estimulo bacteriano crénico que induz uma resposta inflamatoria local nos
tecidos gengivais. A lesdo inflamatéria incipiente (gengivite) é totalmente
reversivel e resolve-se apos a disrup¢do mecanica do biofilme, conseguida por
uma escovagem regular e eficaz. A acumulacdo, a longo prazo, de placa
bacteriana no nicho dentogengival resulta num enriquecimento e maturagéo do
biofilme e constante inflamacéo local. O sulco gengival que rodeia os dentes
torna-se progressivamente mais profundo, formando uma bolsa periodontal (3).
As Dbolsas periodontais s&o preenchidas por uma diversidade de
microrganismos, presentes em elevadas concentragdes, por toxinas por eles
produzidas e por uma abundancia de nutrientes resultantes da inflamacao

cronica (9). Com o agravamento da patologia, ocorre uma perda irreversivel



das estruturas de suporte dos dentes (fibras de tecido conjuntivo, ligamento
periodontal e 0sso alveolar), desenvolvendo-se assim a doenca periodontal (3).

A associacao entre a Diabetes e a doenca periodontal tem sido relatada
na literatura desde os anos 60. A Diabetes é considerada um fator de risco
para o desenvolvimento de periodontite e contribui para o aumento da
prevaléncia, severidade e progressao da patologia (3, 12). A doenca
periodontal é considerada por muitos autores como a sexta complicacdo
cronica mais prevalente da Diabetes (9, 12, 13). Em pacientes com Diabetes
Melito tipo 2, o risco de desenvolvimento de doenca periodontal € 3 vezes
maior do que na populacdo geral ndo diabética (9). Individuos com diabetes
melitos e individuos fumadores sao mais suscetiveis a destruicdo do periodonto
comparativamente com nédo diabéticos e ndo fumadores (11).

Véarios mecanismos foram propostos para explicar o aumento da
suscetibilidade de pacientes com DM nao controlada a doencas periodontais,
nomeadamente alteracbes na resposta do hospedeiro, metabolismo do
colagénio e vascularidade. Individuos com DMT2 mal controlada apresentam
uma resposta inflamatoria exagerada a acdo bacteriana. Esta resposta
hiperinflamatoria aliada a uma cicatrizacdo e reparacdo tecidular debilitada
pode exponenciar ainda mais a reacao inflamatoria e a destruicdo dos tecidos
periodontais, nestes pacientes (10).

A hiperglicemia crénica resulta na formacédo e acumulacédo de produtos
avancados de glicosilacdo (AGES), resultantes da glicosilacdo ndo enziméatica,
nos tecidos de pacientes com diabetes melitos (14, 15). N&o existem
evidéncias que relacionem esta formacdo de AGEs através de processos de
glicosilacdo enzimatica realizada pelos microrganismos orais. No periodonto,
ambiente rico em glicose nos diabéticos, os fibroblastos, células de reparacéo
primaria, ndo conseguem reparar o colagénio danificado pela ligacdo dos AGEs
aos seus recetores (RAGE), diminuindo-se a capacidade de cicatrizacao dos
tecidos. Também no periodonto, os AGEs causam reabsorcdo Ossea e
quebram as ligacBes das fibras de colagénio, levando a perda de insercéo e
mobilidade dentaria (14). O declinio da fungcdo dos leucdcitos
polimorfonucleares aliado as alteragdes no metabolismo do célcio e a formacao
de AGEs afetam negativamente a estabilidade do colagénio e a integridade

vascular (9). A expressdo aumentada de (RAGE) e de marcadores de stress
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oxidativo, foi demonstrada nos tecidos gengivais de pacientes com diabetes
melitos e periodontite (3).

A interagdo hospedeiro-microbioma nos tecidos periodontais resulta na
libertacdo de metaloproteinases da matriz (MMPs), fator de necrose tumoral
(TNF) e na formacdo de stress oxidativo, aumentando a suscetibilidade a
destruicéo tecidular. A diabetes por si s6 € uma condi¢éo pro-inflamatoéria, mas
a presenca de elevados niveis de citocinas pro-inflamatérias e espécies
reativas de oxigénio (ROS) agrava a inflamacéo caracteristica da periodontite
(14). Assim, a acdo dos microrganismos num ambiente com expressao
aumentada de RAGE, como o periodonto de um individuo com diabetes
melitos, promove o0 aumento da inflamacdo e uma diminuicdo da reparacéo
tecidular, o que resulta numa acelerada e severa destruicdo do periodonto (3).

O estado de inflamacédo cronica induzido pela periodontite pode
contribuir para a resisténcia a insulina e o agravamento do controlo glicémico
(10, 12, 16). Evidéncias sugerem que a bacteremia induzida pela periodontite
pode causar um aumento das citocinas pro-inflamatorias e espécies reativas de
oxigénio levando a etiopatogénese do sindrome metabdlico e aumento da
resisténcia a insulina (3, 10). Uma meta-analise desenvolvida por Engebretson
e Kocher, em 2013, concluiu que a terapia periodontal parece melhorar os
parametros metabdlicos, pela avaliacdo do HbAlc, dos pacientes com DM (17).
Resultados de inumeros estudos desenvolvidos nos Ultimos dois anos
corroboraram a nogéo de que a terapia periodontal pode reduzir os mediadores
inflamatorios circulantes, como a proteina C-reativa, TNF, IL-6 e fibrinogénio, e
aumentar os niveis de adiponectina em individuos com diabetes melitos (3).

A Diabetes melitos e a periodontite sdo duas patologias cronicas
interligadas: individuos diabéticos tém uma maior suscetibilidade a desenvolver
periodontite e a periodontite tem um efeito negativo no controlo glicémico (12,
16).

O papel do Médico Dentista deve ser ativo: este deve ter pleno
conhecimento dos mecanismos moleculares associados a estas duas
patologias de forma a poder alertar os pacientes para a importancia da
manutencdo e melhoria da higiene e saude oral e controlo dos niveis de

glicose.



1.2.5 Diabetes Melitos e alteracdes nas glandulas salivares
e saliva

A Diabetes Melitos é considerada um dos fatores etiolégicos da sialose,
uma patologia multifatorial das glandulas salivares, caracterizada por um
crescimento bilateral, indolor, que afeta maioritariamente as glandulas
parétidas (9, 18). A sialose, nos diabéticos, ndo é considerada uma patologia
neoplasica, nem tumoral, mas degenerativa. Esta associada a uma alteracéo
da neuroregulacdo glandular autbnoma provocada por uma desmielinizacdo e
atrofia das células mioepiteliais (18). O aumento de volume das glandulas
ocorre por infiltracdo adiposa do parénquima ou por hipertrofia acinar (18). Este
crescimento geralmente promove uma diminuicdo da producdo de saliva, dai
que muitas vezes, o0s pacientes diabéticos refiram possuir a boca seca
(xerostomia). A xerostomia esta geralmente associada a uma diminuicdo da
producdo de saliva e é referida por cerca de 10 a 30% dos pacientes
diabéticos. Esta hiposalivacao pode causar glossodinia, ulceras, queilite, lingua
fissurada, lingua saburrosa, perdas dentérias, e perda da capacidade da
aderéncia das proteses, que por sua vez promove o trauma dos tecidos moles,
a tendéncia a infecbes orais (candidiase), a halitose, o aumento da
concentracdo de mucinas e glicose, a producdo/acao debilitada de muitos
agentes antimicrobianos, a auséncia de gustin, proteina responsavel pela
constante maturacdo das papilas gustativas, e a proliferacdo de
microrganismos patogénicos (9).

Além da diminuicdo do fluxo salivar, também foram descritas alteracdes
bioguimicas na saliva de pacientes com Diabetes Melitos (18). Estas alteracdes
estdo relacionadas com a concentracdo da glicose, niveis totais de proteinas,
niveis de proteinas especificas (albumina, lisozimas, peroxidase, amilase, IgA)
electrélitos (sédio, potassio, cloro, fésforo, magnésio e calcio) e capacidade
tampéo (9). Um estudo experimental desenvolvido por Jurysta et al (2009)
comparou a concentracdo de glicose na saliva de pacientes com diabetes e
controlos saudaveis sem diabetes e concluiu que a concentracéo de glicose na
saliva € maior em pacientes diabéticos (19). Os resultados de um estudo
desenvolvido por Pacheco et al (2005) com o objetivo de identificar as

mudancas que ocorrem no fluxo salivar e na composicdo na saliva de
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diabéticos tipo 1 e tipo 2, ambos comparados com controlos saudaveis, indicam
que os pacientes com diabetes tipo 1 apresentam alterac6es nos niveis de
fosfato enquanto os pacientes com diabetes tipo 2 possuem alteracdes do fluxo

salivar e concentracdes de calcio (9).

1.2.6 Alteragcdo no Microbioma oral da Diabetes Melitos

A cavidade oral estd extensamente colonizada por microorganismos, o
que inclui virus, protozoarios, fungos, archaea e bactérias, com comunidades
bacterianas altamente complexas, constituidas por cerca de 1000 espécies.
Contrariamente ao microbiota comensal encontrado nos outros locais do corpo
humano, que vivem tipicamente em harmonia com o hospedeiro, 0 microbiota
normal da boca é responsavel pelas duas doen¢as mais comuns do homem: a
carie e a doenca periodontal. A simples presenca de um microbiota oral,
presente em quase todas as superficies da cavidade oral, inibe a colonizacao
por patogénios, fendmeno designado resisténcia a colonizagdo. A importancia
deste efeito pode ser verificada, uma vez que a disrup¢cdo do microbiota
comensal pela acdo de, por exemplo, agentes antimicrobianos, permite o
aparecimento de infe¢cdes oportunistas, por exemplo, por espécies de Candida
e Staphylococcus aureus (20).

A cavidade oral inclui varios habitats microbianos, nomeadamente
os dentes, o sulco gengival/bolsa periodontal, gengiva aderida, lingua,
bochecha, labio, palato duro e palato mole. Contiguamente a cavidade oral
estdo as tonsilas, faringe, eséfago, tubo de Eustaquio, ouvido médio, traqueia,
pulmdes, sinos e cavidades nasais. O microbioma oral humano é definido como
o conjunto de todos o0s microrganismos que podem ser encontrados na
cavidade oral humana e nas extensfes contiguas (terminam no esofago distal)
(21). A figura que se segue fornece alguns exemplos de espécies
frequentemente identificadas nos diferentes nichos ecologicos da cavidade oral
(Figura 1).
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Nicho da cavidade bucal

Géneros mais comuns

Espécies em maior proporcio

Placa dental supragengival  Shreplococcus spp., 5. sanguinis 8. govdonii, 5. mutans.
Actinomyces spp. A naeslundii, A. viscosus
Fusobacterium spp F. nucleatum

Placa dental subgengival Actinonyces spp. A naeslundii, A. viscosus
Fusobacterium spp., F. nucleatum,
Forplyromonas spp, Treponemas P gingivalis,T. denficola, Tannerela
spp. e outros Zéneros anaerobios.  formythensis® Pravetella spp

Dorso da lingna Feillonela spp., V. parvula, V. dispar
Streptococcus spp., 5. salivarius, 5. sanguinis, S

parasanguis, 5. mitis, 5. mutans

Actinonyces spp. A. odontolyticus.
Prevotella spp., P melaninogénica.

Mucosa da bochecha, palato, Strepfococcus spp. 5. mitis, 5. oralis, 5. constellatus

assoalho bucal FVeillonela spp., I7. parvula.

Saliva Eeflete microbiota dos dentes e

dorso da linena

Figura 1 — Distribuicdo de espécies bacterianas mais frequentemente identificadas nos diferentes
nichos ecolégicos da cavidade oral. Adaptado de Mager et al 2003 (22)

A cavidade oral € um grande ponto de entrada de todo o corpo humano.
A comida entra na boca, € mastigada e misturada pela saliva, dirigindo-se para
o0 estdbmago e trato gastrointestinal e, por sua vez, o ar entra pela boca e pela
cavidade nasal na passagem pela tragueia e pulmdes. Deste modo,
microrganismos que colonizem uma determinada area da cavidade oral tém
uma probabilidade significativa de se disseminarem sucessivamente por areas
contiguas a cavidade oral. Evidéncias sugerem que 0S microrganismos da
cavidade oral podem estar associados ao desenvolvimento de varias patologias
sistémicas, de entre as quais a diabetes melitos (21).

A Diabetes melitos pode provocar alteracdes do ambiente oral, o que
pode resultar numa comunidade de bactérias periodontais diferente daquela
presente em individuos ndo diabéticos (23). Existem estudos que apontam para
a existéncia de uma flora alterada nos pacientes com diabetes, sendo que o
papel exato destes microrganismos ainda ndo foi determinado (11). Os
resultados de outros evidenciam exatamente o contrario, como é o caso de um
estudo desenvolvido por Field et al (2012) cujos resultados indicam que nao
existem diferencas significativas no microbiota subgengival de pacientes com

DMT2 comparativamente a controlos saudaveis, sem DMT2 (24).
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Os niveis aumentados de glicose no sangue, na saliva e no fluido
crevicular gengival podem potenciar o aumento do numero de bactérias
sacaroliticas, associadas as céries radiculares. A elevada concentracdo de
acidos organicos produzidos pelas bactérias como resultado do metabolismo
da glicose podem causar desmineralizacdo da superficie do dente e céries
dentérias (25).

1.2.7 Diabetes Melitos e a tendéncia aumentada a infec¢cdes
bucais

Os pacientes diabéticos sdo mais suscetiveis a desenvolver infecoes e
abcessos, 0 que pode prejudicar o controlo glicémico. A suscetibilidade a
infecBes orais, como a candidiase, é favorecida pela hiperglicemia, diminuicdo
do fluxo salivar e alteragbes na composicdo da saliva, principalmente o
conteudo de proteinas antimicrobianas (26).

Os fungos sdo microrganismos naturalmente presentes na cavidade oral
de individuos saudaveis, mas a sua incidéncia e viruléncia parecem estar
aumentadas em individuos imunocomprometidos. As espécies de Candida:
Candida albicans, Candida kusei, Candida glabrata, Candida spp, sendo que a
Candida albicans a mais prevalente, podem ser encontradas primariamente
nas superficies das mucosas, placa dentaria, infecbes endodonticas, lesdes
peri-implantares, biofilme subgengival das bolsas periodontais, especialmente
em pacientes HIV-positivos e em pacientes diabéticos (27-30).

Nos diabéticos, os elevados niveis de glicose presentes na saliva, a
diminuicdo da secrec¢do salivar, a diminuicdo da funcdo dos neutréfilos e a
resposta exacerbada das citocinas dos mondcitos/macrofagos podem potenciar
o crescimento destes fungos e a sua adeséao as células epiteliais orais (29, 31,
32).

A candidiase oral e orofaringea é uma das infe¢cfes oportunistas mais
frequentes em pacientes diabéticos ndo controlados pela diminuicdo da
imunidade celular e humoral, angiopatia e neuropatia (31). Diabéticos com
hébitos tabagicos possuem um risco ainda mais elevado de colonizagdo por
parte destes fungos (9), bem como os individuos diabéticos edéntulos
portadores de protese acrilica (33).
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Existe, ainda, uma tendéncia aumentada para o diabético desenvolver
outros tipos de infecdes orais, uma vez o funcionamento do sistema
imunolégico se encontra debilitado. A quimiotaxia e a fagocitose estdo
diminuidas o que promove uma diminuicdo da adesao bacteriana as células
polimorfonucleares. A microcirculacdo também pode ser afetada pela
diminuicdo do suprimento sanguineo (oxigénio) o pode contribuir para o
aumento da suscetibilidade dos diabéticos a infe¢des, ndo s6 na cavidade oral,

mas em todo corpo (9).

1.2.8 Diabetes Melitos e 0 atraso no processo de
cicatrizacéao

O processo de cicatrizacdo envolve hemostasia, inflamacao, proliferacao
celular e remodelacao. A primeira fase de hemostasia inicia-se imediatamente
apos a realizacao da ferida, com construcao vascular e formacdo do coagulo
de fibrina. A fase inflamatdria € caracterizada pela infiltracdo sequencial de
neutrdéfilos, macrofagos e linfécitos. A fase de proliferacdo sobrepde-se a fase
inflamatoria e é caracterizada por proliferacdo e migracéo epitelial pela matriz
provisoria da ferida, vascularizacéo, sintese de colagénio e formacdo de matriz
extracelular. A remodelacdo do colagénio, maturacdo vascular e regressao
ocorrem na fase de remodelacdo. Existem mdltiplos fatores locais e sistémicos
que podem debilitar o processo de cicatrizacdo, sendo a Diabetes melitos um
exemplo de um fator sistémico (34).

O paciente diabético possui uma diminuicdo da circulacao vascular, pela
presenca de desordens vasculares, causando hipoxia o que potencia as
reacOes inflamatdrias iniciais e aumenta os radicais livres oxidantes, atrasando
a cicatrizacdo. Estes radicais livres oxidantes sdo exponenciados pela
presenca de elevadas concentracdes de glicose e promovem a formacdo de
AGEs, inibindo a vascularizacdo. Os radicais oxidantes sdo ainda responsaveis
pela formagéo incompleta e alterada das gap junctions dos vasos sanguineos.
Os elevados niveis de acgucares sdo diretamente responsaveis pela formagéo
incompleta das gap junctions, mesmo na auséncia de stress oxidativo e
também promovem a producdo de TNF-a, fator envolvido na inibicdo da
hemangiogénese (34). O excesso de AGEs quebra as ligagbes das fibras de
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colagénio o que impede a formacdo do coagulo de fibrina, desenvolvendo-se
um estado de hipofibrindlise, caracteristico dos diabéticos.

A alteracdo da concentracdo de glicose e insulina no sangue é
responsavel pela supressdo da imunidade inata: diminuicdo do numero de
neutrofilos, aumento dos depdsitos de AGEs que promovem a diminuicdo dos
infiltrados de neutrofilos e da sua atividade de quimiotaxia, bem como a
diminuicdo da atividade de quimiotaxia dos mondcitos. A alteracdo destes
mecanismos € responsavel por uma cicatrizacéo debilitada (34).

Os pacientes diabéticos estdo sujeitos a um estado de
imunossupresséo, que esta relacionado com um aumento da suscetibilidade a
infecdes. As infecdes locais sdo diretamente responsaveis pelo atraso na
cicatrizacdo e o atraso na cicatrizacdo aumenta a suscetibilidade a infecdes.
(34).

A Diabetes Melitos tipo 2 € um fator de risco para o desenvolvimento
reacOes adversas apds a colocacdo de implantes dentarios. Isto ocorre uma
vez que a formacdo Ossea é menor e a osteointegracdo é reduzida,
maioritariamente no osso trabeculado, uma vez que nao existe alteracdo no
0sso cortical. Por esta razdo, o processo de cicatrizacdo é mais facil de obter
na mandibula do que na maxila, onde esta presente mais 0sso trabeculado (9).
Assim, a doenca microvascular que leva a uma resposta imunitaria e reduzida
remodelacdo 6ssea possam ser um fator contribuinte na falha dos implantes
em pacientes diabéticos (35).

A débil cicatrizacdo das feridas nos pacientes diabéticos €
particularmente importante na Medicina Dentaria, uma vez que pode ser um

fator de risco para tratamentos dentarios cirdrgicos invasivos.

1.2.9 O Proteoma da Diabetes Melitos

A andlise exaustiva da fisiopatologia celular levou a necessidade de
desenvolver novos estudos que permitissem esclarecer 0S mecanismos
fisiopatoldégicos moleculares da DMT2. Neste ambito, surgem o0s estudos

experimentais realizados no nivel da protedmica de tecidos (36).
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O proteoma representa 0 conjunto de proteinas expressas pelo genoma
de uma espécie, um 0Orgdo, ou uma célula nhum momento particular e em
condi¢cdes especificas (1). Os estudos de protedmica permitem analisar o
conjunto de proteinas que sao efetivamente expressas a partir do genoma do
individuo, as situacdes e 0s niveis em que 0 sdo e a presenca de modificacdes
pés-traducdo. Estes dados permitem elucidar os mecanismos, funcdes
biolégicas, caraterizacdes funcionais e redes de funcionamento celular de um
dado sistema biolégico nos contextos fisioldgicos/patolégicos, ou seja
esclarecer o fisioma oral, designado por OralOma (37).

O mesmo tipo de célula pode apresentar diferentes proteomas em
resposta a diferentes ambientes, variando com a acdo de farmacos, infecdes
por agentes patogénicos, poluicao e diferentes tipos de stress abidtico (36). Os
estudos de proteGmica tém como objetivo a comparacdo de proteomas em
diferentes condi¢cbes, em determinados tecidos em situagdes normais ou em
doenca, de forma a identificar expressfes proteicas anomalas (8).

No estudo da Diabetes, inicialmente, 0s ensaios experimentais de
proteémica foram dirigidos a analise de diversos tecidos como o musculo, o
figado, o tecido adiposo, e as ilhotas pancreaticas (8). Mais recentemente
surgiram os estudos experimentais de proteémica dirigidos aos tecidos orais,
recorrendo a técnicas de protedmica salivar, usando como grupos pacientes
com DMT2 e pacientes sem DMT2, de forma a poder estudar e comparar as
alteracdes moleculares caracteristicas da doenca (38). Esta identificacdo dos
componentes moleculares capazes caraterizar o Oraloma da DMT2 através da
recolha de saliva potencia a sua utilizacdo como fluido de diagnéstico e
prognéstico desta patologia. A utilizacdo deste fluido de diagndéstico apresenta
inUmeras vantagens comparativamente com a andlise do sangue e dos seus
componentes, nomeadamente o seu baixo custo, ndo invasivo, de facil
utilizacdo e recolha menos invasiva para o paciente e mais segura para 0S
profissionais (39).

Na ultima década foram publicados inUmeros estudos experimentais que
forneceram dados de protedmica salivar de pacientes com DMT2. No entanto,
estes dados nao existem de uma forma integrada, estdo espalhados nestas

publicacdes, tornando dificil a sua compilacdo e interpretacdo, de forma a
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poder estabelecer relagdes e tirar conclusdes a luz das evidéncias cientificas
(40).

O desenvolvimento do OralCard veio colmatar esta falha, uma vez que é
uma ferramenta bioinformatica que reune informacdes consideradas essenciais
acerca das proteinas orais identificadas em varias bases de dados biomédicas
e em estudos experimentais de proteOmica salivar. Esta ferramenta, em
constante actualizagao, permite analisar a extensa informag&o obtida, (agrupa
dados referentes a proteina, organiza e relaciona as informacdes biologicas),
facilitando a interpretacdo desta informacao e o esclarecimento de mecanismos
moleculares e fisiopatologicos (37, 40). Os dados presentes no OralCard
permitem ainda caraterizar as alteracdes da expressdo das proteinas salivares
na diabetes melitos. Actualmente, esta ferramenta bioinformatica possui
informacdes relativas a 445 proteinas consideradas alteradas (sobre ou sub
reguladas) na diabetes melitos tipo 2 (40).

O desenvolvimento das bases de investigagdo da saliva, surte aos
investigadores de Medicina Dentaria fundamentos cientificos fundamentais
para desenvolver novas ferramentas clinicas que permitam pesquisar amostras
de saliva, de forma precisa, em busca da presenca ou auséncia de
biomarcadores especificos da DMT2 (41).

1.3 Glicosilagcdo Enzimatica de Proteinas

A (glicosilacdo enzimatica de proteinas, caracterizada pela adicdo
covalente de um motivo de acucar a aminoacidos especificos, € considerada a
modificacdo pos-traducdo mais comum de todas as modificacdes pds-traducéo,
estimando-se que cerca 50% das proteinas expressas nas células possam
sofrer glicosilagdo (42). A (glicosilagdo difere das outras modificagbes
covalentes proteicas, como a fosforilagao, aceptilacédo e formilacdo no tamanho
e na complexidade do grupo adicionado e na magnitude de maquinaria celular
dedicada a sua sintese e modulagéo (43).

A glicosilacao proteica permite monitorizar o estado do folding proteico,

atuando como um mecanismo de controlo de qualidade das proteinas. Os
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motivos de acucar podem funcionar como ligandos para recetores na superficie
celular, mediando a ligagéo celular ou estimulando as vias de transducéo (44).
Estes oligossacarideos podem ser grandes e volumosos e afetar as interacdes
proteina-proteina, ajudando ou inibindo a ligacdo das proteinas a dominios de
interaccdo. Para além disso, pelo facto de serem hidrofilicos podem ainda
alterar a solubilidade das proteinas e, consequentemente, a sua funcao (45).

As proteinas glicosiladas (glicoproteinas) podem ser encontradas em
praticamente todos o0s organismos Vivos, incluindo eucariotas, eubacteria e
archae, sendo que os eucariotas possuem a maior variedade de organismos a
expressar glicoproteinas, desde seres unicelulares até aos organismos
multicelulares complexos (46).

A diversidade de glicoproteinas € inigualavel por qualquer outra
modificacdo pos-traducdo. Esta variabilidade provém do facto de este

fendmeno poder ser alterado em varios aspetos, nomeadamente: (47)

— Ligacdo glicosidica: o local de ligacao do glicano (oligossacarideo)

— Composicao do glicano: os tipos de agucares que estéo ligados a uma
proteina em particular

— Estrutura do glicano: cadeias ramificadas ou nao ramificadas

— Extenséao do glicano: cadeias de oligossacarideos curtas ou longas

A glicosilagdo enzimatica além de ser considerada a modificagdo pos-
traducdo mais comum é também a mais complexa devido ao elevado numero
de etapas enzimaticas envolvidas. As enzimas responsaveis pela transferéncia
de mono ou oligossacarideos de moléculas dadoras para cadeias crescentes
de oligossacarideos ou proteinas e sdo denominadas glicosiltransferases (47).
Estas enzimas possuem elevadas especificidades, dai que cada enzima possa
apenas adicionar um tipo de aclcar naquela ligacdo especifica. Apesar de
cada (licosiltransferase ser altamente especifica, existem varias
glicosiltransferases com especificidades similares (43). Contrariamente as
glicosiltransferases, as glicosidades sdo enzimas que catalisam a hidrodlise da
ligacdo glicosidica, removendo 0s grupos acucar das proteinas, sendo que
cada uma destas enzimas também demonstra especificidade para a remocéao

de um acucar especifico (48).
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A glicosilacao é controlada pela movimentacdo das proteinas para areas
com concentracdes enzimaticas diferentes; a célula sequestra as enzimas para
compartimentos especificos para regular a sua actividade (48).

As proteinas ndo estdo restritas a um tipo particular de glicosilacéo.
Muitas vezes, as proteinas séo glicosiladas em multiplos locais com diferentes
tipos de ligacdes glicosidicas (48). Contrariamente a sintese de DNA/RNA, a
glicosilagdo é um processo que ndo segue nenhum “modelo” pré-definido.
Apesar de todas as células do organismo possuirem 0S mesmos genes
codificadores de glicosiltransferases, estes ndo sao expressos a toda a hora.
Dependendo da idade do organismo, do tecido, do estadio celular, diferentes
padroes de transferases sao expressas, originando diferentes estruturas de
glicanos. Assim, algumas cadeias de glicanos caracteristicas podem ser
usadas como marcadores para diagndéstico, potenciais alvos terapéuticos em

determinadas doengas como o cancro (43).

1.4 Glicosilagdo N@o Enzimética de Proteinas

A glicosilagcdo ndo enzimética de proteinas é um processo no qual as
proteinas reagem com moléculas redutoras de acucares para formar AGEs
(43). Também conhecida como reaccdo de Maillard, € uma reaccdo nao
enzimatica entre os grupos amina (predominantemente o grupo €-amino da
lisina e o grupo guanidina da arginina) e os grupos cabonyl de acuUcares
redutores (42).

A possibilidade de ocorréncia destas glicosilagbes ndo enziméticas
resulta da presenca de agentes glicosidantes, nomeadamente a glicose ou 0s
seus metabolitos, como a frutose, relacionando-se directamente com a sua
concentracdo no meio. Um meio com glicose em abundancia, hiperglicémico,
caracteristico da DMT2, permite que exista muita disponibilidade desta
molécula ou dos seus metabolitos para ocorra a unido quimica entre o grupo
amina das proteinas e as moléculas redutoras de acgucares (42).

A glicosilagdo ndo enzimética, nestes pacientes, vai ocorrer tanto no
sangue como na saliva, fluidos em as concentragdes de glicose se encontram

aumentadas (19).
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O aumento da glicosilacdo ndo enzimatica em pacientes com DMT2
pode conduzir a uma formacao acelerada de AGEs, que uma vez acumulados
podem apresentar efeitos deletérios. Esta acumulacdo € extremamente
importante nas proteinas com uma semi-vida biolégica longa, como por
exemplo o colagénio, que neste caso estd associado a patogénese e

complicagbes da Diabetes Melitos (43).

1.5 A glicosilagcao e aresposta imune

O papel fisiologico dos hidratos de carbono e dos seus ligandos é
extremamente diversificado e inclui o desempenho de funcdes criticas na
comunicacgdo e adesédo celular, estabilidade estrutural das proteinas, estrutura
membranar e sinalizacdo celular. Os glicanos e os seus agentes de ligacao
realizam um papel fundamental em praticamente todos o0s aspetos da
imunologia (49).

Todas as células possuem a sua superficie essencialmente revestida por
recetores imunes (glicoproteinas), incluindo recetores de reconhecimento de
padrées (PRRs), complexos proteicos de histocompatibilidade (MHC de classe
| e Il), recetores de quimiocinas, recetores de citocinas, co-recetores de células
T e B. O papel dos glicanos nestas moléculas é tdo variado como as proprias
moléculas em si. Outros componentes do sistema imune sdo as diversas
proteinas que se ligam aos glicanos (GBPs) ou lectinas, que incluem lectina
tipo-C, sialic acid-binding immunoglobulin-type lectins (SIGLECS), e galectinas.
Através da ligacdo a lectinas e da modulagdo estérica de interacgbes
moleculares, o0s glicanos participam numa diversidade de mecanismos
celulares que contribuem para as respostas imunes inata e adaptativa (49).

As glicoproteinas secretadas no sistema imune incluem quase todas as
citocinas e quimiocinas, muitos dos componentes do complemento e
anticorpos. As glicosilagbes podem assim modular a atividade dos anticorpos,
vias de ativacdo de complemento e a atividade de citocinas/quimiocinas (49).

No que concerne aos microrganismos, a vasta maioria dos seus
imunogénos sao glicanos ou glicanos conjugados, e quase todas as bactérias e

virus estdo revestidas por uma espessa camada de glicocélice (revestimento
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de acucares). Algumas bactérias estdo completamente encapsuladas com
polissacarideos, enquanto outras tém espessos revestimentos de endotoxinas
e outras de glicolipidos. As bactérias gram positivas possuem pepidoglicanos
expostos externamente. Um ponto importante é o facto de muitos agentes
patogénicos terem desenvolvido hidratos de carbono similares aos do
hospedeiro e a sua superficie celular mimetizar a do hospedeiro, o que lhes
pode permitir escapar da detecao imune (49).

Observacgdes pioneiras evidenciam a existéncia de uma remodelacao
programada dos glicanos da superficie celular na transicdo de tecidos normais
para tecidos inflamados. Estas alteracdes afetam a emigracéo e o trafego das
células imunes para o local da inflamacdo. A glicosilagdo pode controlar a
inflamacédo e a autoimunidade através da modulacdo de outros checkpoints
homeostaticos (49).

Durante a infe¢do, mediadores inflamatorios, como o TNFa, aumentam
as concentracdes das moléculas de selectina na superficie das células
endoteliais, perto do local da infecdo. Estas moléculas de adeséo ligam-se aos
leucdcitos na circulagéo via glicanos na superficie celular para facilitar a recruta
de leucdcitos para o local da infecéo. Este processo € muito importante para a
eficAcia da resposta imune e esta altamente dependente das estruturas dos
glicanos que estdo presentes na populacdo dos leucdcitos. Deste modo, €
espectavel que alteracdes nestes glicanos possam alterar a capacidade das
células se deslocarem até aos pontos de infecdo de modo a desencadearem a
resposta imune apropriada (50).

A barreira epitelial constitui a primeira linha de defesa contra agentes
patogénicos e 0s glicanos desempenham um papel critico na adesdo e
comunicacdo celular. Nas superficies das mucosas, as mucinas, proteinas
extremamente glicosiladas, desempenham um papel fulcral na barreira fisica
entre o hospedeiro e o micrébio. Alteracdes das estruturas dos glicanos destas
proteinas podem comprometer a barreira epitelial, permitindo a penetracdo
destes microbios (50). Alteracdes da glicosilagdo, associadas a doencas,
podem estar diretamente associadas com um aumento da susceptibilidade a
infecdes (50).

Assim, os processos de inflamacao e infecdo podem alterar e modelar

0S mecanismos de glicosilagdo do hospedeiro, desencadeando alteracdes
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estruturais nas suas proteinas e consequentemente nas suas funcdes
celulares. Por outro lado, as alteracbes nos mecanismos de glicosilagao das
proteinas do hospedeiro podem levar ao desenvolvimento da inflamacao,

aumento da suscetibilidade de infecéo e disfuncao imune (50).
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2. OBJECTIVOS

A realizac&o do presente trabalho parte da identificacdo de modificacoes

no Oraloma de pacientes com Diabetes Melitos tipo 2 associadas a alteracdes

de glicosilacdo proteica e do conhecimento de que 0s microrganismos

presentes na cavidade oral possuem as enzimas necessarias para

glicosilar/desglicosilar proteinas. A proposta para esta dissertacdo surge da

auséncia de estudos que relacionem as proteinas microbianas predominantes

nos tecidos orais de pacientes com DMT2 com as alteracbes dos mecanismos

moleculares que ocorrem na cavidade oral destes pacientes.

Os objetivos, desta dissertagéo, serao:

Catalogar todas as proteinas humanas e microbianas da cavidade
oral de pacientes com DMT2 e anotar manualmente informagdes
relevantes para a interpretacdo de dados de protedmica nesta
patologia;

Actualizar o OralCard com a informacao levantada no decorrer
deste trabalho;

Avaliar as implicagbes funcionais das proteinas humanas orais
identificadas no proteoma salivar de DMT2;

Identificar glicosiltransferases e glicosidases produzidas pelos
microrganismos mais prevalentes do paciente diabético;

Avaliar a atividade de glicosidase e glicosiltransferase das
proteinas produzidas pelos microrganismos que interagem com

as proteinas orais da DMT2.
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3. MATERIAIS E METODOS

Esta secc¢édo inclui as metodologias realizadas no decurso do presente

trabalho de modo a atingir os objetivos propostos.

Oraloma humano da DMT2

Composicéao

Foi realizada uma pesquisa bibliografica com recurso a ferramenta de
pesquisa avancada do portal PubMed, usando como palavras-chave os termos
Mesh: “Type 2 diabetes mellitus and salivar proteom*”, “Diabetes mellitus type 2
and oral and saliva* (protein* or proteom*)”.

Foram incluidos os artigos com resultados experimentais referentes a
espécie Homo sapiens e com data de publicagdo compreendida entre
01/01/1997 e 18/12/2012. A selecédo de artigos a analisar incluiu os resultados
experimentais de estudos de protedmica de tecidos orais. Foram excluidos
artigos que nédo fossem referentes a DMT2 ou estudos experimentais com
amostras ndo provenientes da cavidade oral de pacientes pertencentes a
espécie Homo sapiens.

Com base nestes artigos foi atualizada a base de dados do proteoma
salivar do OralCard referente ao OralOma da Diabetes Melitos tipo 2. Foi
realizado um levantamento de todas as proteinas salivares alteradas no
paciente com DTM2, que ainda ndo estavam incluidas na base de dados do

proteoma oral do OralCard.

Anotacdo manual de informacéo relativa as proteinas da DMT2

A andlise de cada um dos estudos experimentais permitiu anotar
manualmente uma série de informacfes consideradas essenciais para a
interpretacdo dos dados catalogados. Esta inclui dados de identificacdo de
cada uma das proteinas, o local de obtencdo da amostra, a relacdo de cada
proteina com os estados de saude e de doenca, a caracterizacdo do dador da

amostra, a caracterizacdo dos meéetodos de amostragem e de analise, bem
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como a presenca de modificacdes pés-traducdo associadas a cada proteina
(Figura 2). Esta informacdo pode ser igualmente Gtil em casos onde seja

necessario realizar uma andlise comparativa de discrepancias de resultados de

estudos.
LT Hame Organism | Parotid P SMISL Minor Whple Crew?.ular Mucosa
AC Exosome Saliva Fluid
&‘}i‘fﬁfﬂ Methods |Methods
Dizease . Social of of
Tongue Health or (MeSH 1) Regulation| Age group| Gender* Habits* sampling* |Analysis*
Digseases . .
Database)
Type of ) )
PTM Biomarkergation (NCBI|Obs.
Study

Figura 2 — Cabecalhos que permitem a organizacdo da informacdo recolhida dos diferentes
estudos de protedmica da cavidade oral (proteinas salivares da DMT2 anotadas manualmente)
numa tabela em Microsoft Excel 2010

Origem das proteinas orais da DMT2

As possiveis origens das proteinas orais da DMT2 anotadas s@o as
glandulas parétidas, o0 exossoma da glandula parétida, glandulas
submandibulares e sublinguais, glandulas minor, fluido crevicular, mucosa oral,
saliva total e lingua (Figura 3).

Parotid Whole |Crevicular

Parotid Exosome SMISL Minor saliva Fluid Mucosa Tongue

Figura 3 — Cabecalho da tabela em Microsoft Excel 2010 relativa a origem das proteinas da DMT2
anotadas manualmente

A analise dos dados relativos a origem das proteinas salivares, descritas
na tabela acima, foi realizada com recurso a uma ferramenta especializada no
calculo e desenho de Diagramas de Venn

(http://bioinformatics.psb.ugent.be/webtools/Venn/). Esta permite calcular as

intersec¢Oes de diversas listas de elementos (maximo de 30 listas). Com a sua
utilizacado obtém-se um resultado textual que permite identificar que elementos

estdo em cada uma das intersec¢cdes ou sédo Unicos numa determinada lista.
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Fornece a possibilidade de criacdo de um diagrama de venn simétrico (padrao)

ou assimétrico.

INPUT section

upload files:

file 1. | Escolher ficheiro | Nenhum ficheiro selecionado [Remove|

file 2: | Escolher ficheiro | Nenhum ficheiro selecionado [Remove|

file 3: | Escolher ficheiro | Nenhum ficheiro selecionado Remave|
lédd Another File|

upload lists:

k.»\\.»
m m

W4
m
@

m
g ‘

list &: s

[Add Another List

(%]
]
©
o
o

ubmi

QUTPUT control

Venn Diagram Shape: @symmetric Mon-Symmetric

Figura 4 — Visualizacdo da ferramenta Diagrama de Venn apds a insercdo dos dados das quatro
listas a intersectar

O resultado obtido consistiu num diagrama representativo da interseccao

das quatro listas introduzidas (Figura 4).

Relacdo com os estados de saude e de doenca

A anotacédo da relacéo das proteinas da DMT2 com os estados de saude
ou doenca permite inferir se as proteinas em andlise estdo presentes
exclusivamente em individuos saudaveis, se apenas sao produzidas ou estdo
presentes na saliva de individuos com uma determinada patologia ou se estao
presentes em ambos os casos. Para identificar a patologia foi anotado o seu
OMIM ID (Online Mendelian Inheritance in Man) e o seu cédigo MESH (Figura
5).

Dizease
N Dizeaze
Health or (MeSH ID) Reqgulation
Dizseases
Databaze)

Figura 5 — Cabecalho da tabela em Microsoft Excel 2010 referente a relagdo das proteinas anotadas
da DMT2 com os estados de saude e doenca
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A regulacdo de uma determinada proteina corresponde a variacao da
sua expressdo na doenca em relacdo ao controlo saudavel. A regulacdo das

proteinas salivares da DMT2 teve em consideracao a fold change calculation:

Numero de ocorréncias na doenca

— = Valor
Controlo de ocorréncias no controlo

Hipotese a) valor 21: regulagao positiva (+)

Hipotese b) 0 <valor <1: regulacdo negativa (-)

Em b), € necessério realizar o quociente abaixo descrito para que se obtenha

uma regulacéo com valor negativo:

1
Valor

=Y (a este é atribuido o valor negativo = - Y)

Este quociente permite uma melhor interpretacdo dos dados, uma vez que uma
fold change calculation com um valor de, por exemplo, 0,5 corresponde a uma
diminuicdo na quantidade de expressédo da proteina de 2 vezes. Realizando o
guociente descrito em b) obtemos diretamente o valor de -2, o que torna a

interpretacdo dos dados mais directa.

Caracterizacdo do dador da amostra

A caracterizagdo do dador da amostra inclui a sua faixa etaria, género e
habitos sociais (por exemplo o tabagismo), uma vez que estes fatores podem
ser modificadores da expressdo proteica dos individuos. Os critérios de
exclusdo definidos pelos autores de cada estudo analisado foram igualmente

anotados (Figura 6).

Social

Age group| Gender* Habits*

Figura 6 — Cabecalho da tabela em Microsoft Excel 2010 referente a caracterizagdo do dador da
amostra de saliva
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Métodos de amostragem e analise

Os métodos de amostragem e andlise permitem caracterizar a
metodologia utilizada na colheita, na identificacdo e na andlise das proteinas
salivares. Esta informacdo € essencial para interpretar dados de protedmica
uma vez que se sabe que diferentes técnicas de amostragem (por exemplo a
recolha de saliva de forma estimulada versus ndo estimulada) ou diferentes
metodologias de analise, como por exemplo técnicas de proteémica top-down
ou bothom-up permitem identificar diferentes proteinas (Figura 7).

Methods |(Methods

of of
Sampling® |Analysis™

Figura 7 — Cabecalho da tabela em Microsoft Excel 2010 referente aos métodos de amostragem e
analise das proteinas salivares da DMT2

Outras informagdes

Foram ainda anotadas informacgdes acerca do tipo de estudo, presenca
de modificacBes pods-traducdo nas proteinas identificadas e viabilidade definida
pelo autor do estudo da utilizacdo de determinada proteina como biomarcador
molecular da patologia. No caso especifico da DMT2 a anotagdo das da
glicosilagdo das proteinas orais € de extrema importancia no estudo e
compreensao dos mecanismos moleculares desta patologia nos tecidos orais

dos individuos que a detém.

Caracterizacao funcional

Com o objetivo de compreender o papel fisiolégico das proteinas orais
da DMT2 estas foram classificadas funcionalmente de acordo com a sua
ontologia, nomeadamente o processo biologico em que intervém, a funcéo
molecular que desempenham e vias de sinalizagdo em que participam. Esta
classificagdo foi realizada com recurso a ferramenta PANTHER (Protein
ANalysis THrough Evolutionary Relationships) (http://pantherdb.org) (51). O
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PANTHER permite a obtencdo de informacéo acerca de um gene de interesse;
explorar familias de proteinas, fun¢cdes moleculares, processos bioldgicos,
componentes celulares e vias de sinalizacdo; gerar listas de genes que
pertencem a determinadas familias ou subfamilias de proteinas, que tém uma
determinada funcdo molecular ou participam num processo biolodgico ou via de
sinalizacdo; e analisar listas de genes, proteinas ou transcritos de acordo com
categorias baseadas na familia, funcdo molecular, processo bioldgico,

componente celular e via de sinalizacao.

PANTHER

Classification System LOGIN REGISTER  CONTACT LS

e
- e e e L

Click to view details

1. Enter ids and or select file for batch upload. Else select file or
list from workspace for comparing to a reference list.
Enter IDs: zzEas

Supported |Ds - = IDs by a spac= .
e
Upload IDs: Nenhum ficheiro salecionado

File format

Plzazz login o be able to select lists from your workspace.

Select List Type:

3.  Select Analysis.
i@ Functional classification viewed in gene list

™ Funclicnal classification viewed in pie chart
{7 Statistical cvemepresentation test

(7 Statistical enrichment test

submit

Figura 8 - Sistema de analise em grupo da ferramenta de classificagdo do PANTHER. As opcdes
selecionadas correspondem as definicdes utilizadas para analisar 0os conjuntos de proteinas
anotados na DMT2

Inicialmente, inserem-se o0s cddigos do UniprotKB de identificacdo de
proteinas anotadas da DMT2, seleciona-se a espécie humana e o tipo de
analise desejado, obtendo-se como resultado uma lista com uma série de
informacdes acerca das proteinas inseridas (Figura 8).

Posteriormente, escolhe-se o tipo de classificacdo desejado: segundo as
funcdes moleculares, os processos biologicos, os componentes celulares, as

classes proteicas e/ou as vias de sinalizacao (Figura 9).
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PANTHER |

Classification System

Click to view details
PANTHER GENE LIST(® customize Gene list
Convert List to: |-select- [-] Sendlistto: -select- [r]

MF Pie Chart
BP Pie Chart
ICC Pie Chart
PC Pie Chart

Pathway Pie Chart

Display: |30 [] items per page Refine Search
Hits 1-30 of 53 [ page: (1) 2] Number of mapped ids found 53 IDs not found

Gene ID o PANTHER GO Molecular
Family/Subfamil
Gene Symbol Family/subiamily
cir ﬂ Mapped IDs Gene Symbol
Ortholog

Figura 9 — Selecdo do tipo de classificagdo por ontologia desejado, na ferramenta PANTHER.

Nesta abordagem foram apenas utilizadas as classificagdes segundo as

funcdes moleculares, os processos bioldgicos e as vias de sinalizacéo.

Comparacdo com o OralOma Normal

O objetivo desta anadlise foi determinar estatisticamente se as diferentes
ontologias das proteinas salivares da DMT2, resultantes da classificacdo obtida
com recurso a ferramenta PANTHER, se encontravam acima ou abaixo dos
valores esperados comparativamente a individuos normais, sem patologias
associadas (OralOma normal). Para tal, cada lista de proteinas salivares da
DMT2 classificada segundo uma determinada ontologia PANTHER (funcéo
molecular, processo biolégico ou via de sinalizacéo) foi comparada com uma
lista de referéncia (OralOma normal) e foi aplicado um teste binomial descrito
por Cho & Campbell, TIGs, em 2000, (52) para obter a significancia estatistica
expressa segundo um nivel descritivo (p-value). O p- value representa a
probabilidade de erro envolvida em aceitar o resultado observado como valido,
isto € como representativo da “populagdo”. Dizer que um resultado é
estatisticamente significativo significa que as diferencas encontradas sao
grandes o suficiente para ndo serem atribuidas ao acaso, com uma certeza
estabelecida.

A lista de referéncia (OralOma normal) derivou da base de dados do
OralCard (http://bioinformatics.ua.pt/OralCard/) (37, 40). Esta ferramenta

bioinformética, em constante atualizacdo, reune os dados de protedmica

salivar, provenientes de amostras de saliva, identificados a partir estudos
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experimentais, permitindo a caracterizacdo das proteinas segundo o local de
producdo da proteina, a sua funcdo molecular, a presenca de modificacdes
pés-traducédo, a sua associacao a doencgas, entre outros.

O supra-sistema oral na DMT2

Microbioma Oral da DMT2

No sentido de identificar o microbioma oral da DMT2, foi realizada uma
pesquisa bibliografica com recurso a ferramenta de pesquisa avancada do
portal PubMed, usando como palavras-chave os termos Mesh: “Type 2
diabetes mellitus and oral bacteria”’, “Type 2 diabetes mellitus and oral and
microbiota”, “Type 2 diabetes mellitus and oral and microflora”.

Foram incluidos os artigos com resultados experimentais referentes a
espécie Homo sapiens e com data de publicagdo compreendida entre
01/01/1997 e 18/12/2012. A selecao de artigos a analisar incluiu os resultados
experimentais de estudos de protedmica de tecidos orais. Foram excluidos
artigos que nao fossem referentes a DMT2 ou estudos experimentais com
amostras ndo provenientes da cavidade oral de pacientes pertencentes a
espécie Homo sapiens.

Esta pesquisa permitiu realizar o levantamento dos todos os
microrganismos alterados na microflora oral do paciente com DMT2 e anotar
uma série de informacfes consideradas essenciais para a interpretacdo dos
dados catalogados. Esta inclui dados de identificacdo de cada um dos
microrganismos, o local de obtenc&o da amostra, a sua relagdo com os estados
de salude e de doenca, a regulacao, a caracterizacdo do dador da amostra, a
caracterizacdo dos métodos de amostragem e de analise, tal como foi realizado
para caracterizar o proteoma salivar da DMT2.

ApGs a identificagdo dos microrganismos alterados nos tecidos orais dos
pacientes com DMT2, recorreu-se a utilizacdo da ferramenta de pesquisa de
Taxonomy da base de dados do NCBI/GenBank

(http://www.ncbi.nlm.nih.gov/Taxonomy/Browser/wwwtax.cqi) para obter

informagdes acerca da classificagio e nomenclatura de todos os

microrganismos identificados.
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Com o objetivo de identificar as proteinas bacterianas produzidas pelos
microrganismos do microbioma oral da DMT2, recorreu-se a base de dados do

UniprotKB (http://www.uniprot.org/) (53). Esta base de dados possui informacao

estrutural e funcional sobre cada proteina, bem como os seus diferentes
nomes, estados de revisdo, organismos onde foram identificadas, dominios,

interagdes, estruturas tridimensionais, entre outros (Figura 10).

Search Blast Align Retrieve 1D Mapping
Search in Query
Protein Knowledgebase (UniProtkB) |Z| | [ Search ] [Advanced Search » ] [ Clear ]
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comprehensive, high-guality and freely accessible resource of protein sequence UniProt release 2013 07 - Jun 26, 2013

and functional information.
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Swiss-Prot - TIEMBL
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1 Swiss-Prot, which is manually annotated and :
reviewed. W Follow @uniprot 523 followers

TrEMBL. which is automatically annotated and is
not reviewed.

SITE TOUR

Includes complete and reference proteome sets.

UniRef Sequence clusters, used to speed up sequence similarity
searches.
UniParc Sequence archive. used to keep track of sequences and
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Learn how to make best use of the tools and data on this site.
¢ Text search
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¢+ Sequence alignments PROTEIN SPOTLIGHT

Figura 10 - P4gina de rosto da base de dados do UniprotKB

Nesta base de dados, recorreu-se a ferramenta search, inserindo-se o
nome de cada um dos microrganismos identificados como alterados, de forma

individual, para se identificar as proteinas por ele produzidas (Figura 11).

Search Blast Align Retrieve ID Mapping
Search in
Protein Knowledgebase (UniProtkB)

[ Search ] [Advanced Search » ] [ Clear]

Figura 11 - Ferramenta search da base de dados do UniprotkB

A ferramenta retrieve permitiu obter informacdo personalizada e
adaptada as necessidades do utilizador para todas as proteinas anteriormente
obtidas (Figura 12).
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Figura 12 - Ferramenta retrieve da base de dados do UniprotKB

Apés a identificacdo de todas as proteinas produzidas pelos
microrganismos pertencentes ao microbioma oral da DMT2 foi necessario
agrupar todas aquelas que possuem capacidade de glicosilar/desglicosilar
outras proteinas. Para tal, recorreu-se a base de dados Brenda

(http://www.brenda-enzymes.info/) (54) que reune toda a informacao

estrutural/funcional de enzimas. Esta permitiu identificar as classes de enzimas
catalisadoras de reacdes de modificacdo proteica pela adicdo ou remocao de
acucares, sendo agrupadas de acordo com o seu EC Number. O EC Number é
dado pela IUBMB (International Union of Biochemistry and Molecular Biology) e
as classes das enzimas sado definidas de acordo com o tipo de reacdo que
catalisam. Um EC Number é composto por quatro niumeros divididos por um
ponto. Uma vez identificados os EC Number das enzimas com capacidade de
adicionar ou remover acucares, foi realizado um filtro na tabela Microsoft Excel

2010 gerada anteriormente.
Interactoma microbiota-proteoma humano oral na DMT2
Uma vez identificado o proteoma oral da DMT2 foram inferidas as suas

redes de interac6es com as proteinas bacterianas presentes nos tecidos orais
humanos, recorrendo ao Oralint (http://bicinformatics.ua.pt/software/oralint.).

Este € o primeiro modelo computacional que permite prever as interacdes
proteina-proteina (PPIs) inter-espécies na cavidade oral humana, ou seja,
permite prever o interactoma humano-bacteriano. Este modelo inclui 4707
proteinas identificadas nos estudos de protedmica como presentes nos tecidos
orais da espécie Homo sapiens, disponiveis na base de dados do OralCard e
uma compilacdo de dados provenientes de cinco bases de dados que
continham informacéao de interacbes proteicas determinadas
experimentalmente com elevada qualidade. Os dados de protedmica séo

inseridos no modelo e o resultado final é filtrado segundo os niveis de
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confianca das PPIs. A previsibilidade do modelo provém do facto de os
dominios de ligacdo das proteinas possuirem elevada afinidade estrutural e
fisico-quimica, com uma certa conservacdo e da presenca de evidéncias de

gue os seus homologos proteicos interagem frequentemente do mesmo modo.

O GlicoOralOma da DMT2

O OralCard possui informacao acerca da presenca de modificacdes pos-
traducdo nas proteinas salivares e de qual a modificacdo a que a proteina pode
estar sujeita. Estes dados permitiram a recolha de todas as proteinas salivares
com possibilidade de sofrer modificacdes poOs-traducado de glicosilacdo dos
tecidos orais dos individuos saudaveis. Posteriormente foi realizada a
interseccdo destes dados provenientes do OralCard com o proteoma oral da
DMT2 previamente anotado, obtendo-se, assim, o conjunto de proteinas

salivares da DMT2 com possibilidade de sofrer glicosilacdes.
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4. RESSULTADOS E DISCUSSAO

4.1 OralOma humano da DMT2

A definicdo do OralOma humano da DMT2 é essencial para
compreender os mecanismos moleculares desta patologia e a forma como ela

se reflete na cavidade oral.

4.1.1 Composicao

A identificacdo das proteinas presentes na cavidade oral de pacientes
com Diabetes Melitos Tipo 2 foi conseguida recorrendo a uma extensa
pesquisa e andlise de resultados de estudos experimentais de protedmica oral.
A anadlise dos resultados destes estudos permitiu identificar os perfis de
expressdo proteica caracteristicos dos tecidos orais destes pacientes e
atualizar a base de dados do OralCard em 39 proteinas. A atualizacdo da
informacdo existente nesta base de dados € indispensavel pela constante
publicacdo de estudos experimentais de protedmica salivar com resultados que
podem possuir dados que identifiquem proteinas com perfis de expressao
alterados, ainda néo identificados, ou corroborar resultados experimentais
conseguidos por outros autores com desenhos de estudos experimentais
semelhantes. Toda esta informacdo que caracteriza a DMT2 esta reunida na
base de dados do OralCard e permite aos seus utilizadores a sua colecao de
uma forma simplificada e sistematica.

A tabela 1 indica as proteinas orais da DMTZ2, identificadas nos

resultados dos estudos experimentais analisados no decorrer deste trabalho.

Tabela 1- Proteinas salivares identificadas nos tecidos orais da DMT2

Ratio Fold
. Change
UmF;rgtKB Nome (Control Referéncia
VS.
Diabetic)
A1XBS5 Protein FAM92A1 -91,53 Border MB
095969 Secretoglobin family 1D member 2 ou Lipophilin-B 17,47 et al (2012)
P01023 Alpha-2-macroglobulin 1,711 (55)
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P01036
P01037
P01833
P01834
P01842
P01857
P01876
P02533
PODJI8
PODJI9
P02768
P02774
P02787
P02810
P04406
P04745
P04908
P05976
P06733
P08118
P09960
P11684
P11684
P12273
P19961
P19961
P23280
P23280
P23280
P25311
P28325
P30044
P31025
P48723
P52566
P54108
P55042
Q06830
Q07654
Q53EPO
Q5F1R6
Q6P5S2
Q6P5S2

Cystatin-S

Cystatin-SN

Polymeric immunoglobulin receptor
Ig kappa chain C region

Ig lambda-1 chain C regions
Ig gamma-1 chain C region
Ig alpha-1 chain C region
Keratin, type | cytoskeletal 14
Serum amyloid A-1 protein
Serum amyloid A-2 protein
Serum albumin

Vitamin D-binding protein
Serotransferrin

Salivary acidic proline-rich phosphoprotein 1/2
Glyceraldehyde-3-phosphate dehydrogenase

Alpha-amylase 1
Histone H2A type 1-B/E

Myosin light chain 1/3, skeletal muscle isoform

Alpha-enolase
Beta-microseminoprotein
Leukotriene A-4 hydrolase
Uteroglobin

Uteroglobin
Prolactin-inducible protein
Alpha-amylase 2B
Alpha-amylase 2B

Carbonic anhydrase 6
Carbonic anhydrase 6
Carbonic anhydrase 6
Zinc-alpha-2-glycoprotein
Cystatin-D

Peroxiredoxin-5, mitochondrial
Lipocalin-1

Heat shock 70 kDa protein 13
Rho GDP-dissociation inhibitor 2
Cysteine-rich secretory protein 3
GTP-binding protein RAD
Peroxiredoxin-1

Trefoil factor 3

Fibronectin type Il domain-containing protein 3B
DnaJ homolog subfamily C member 21

UPF0762 protein C60rf58
UPF0762 protein C60rf58
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-2,44
-4,27
-6,63
-1,58
-1,52
1,52
-5,40
-5,77
-5,00
-5,00
4,08
2,61
-1,64
7,16
-3,59
4,02
15,09
-2,41
-3,12
16,91
3,52
1000
204.62
-1,72
2,27
1,78
1,99
2,92
2,09
-1,56
-3,08
-3,38
-1,59
3,23
-10,71
-2,51
-63,41
10,16
-1,92
-2,17
-9,81
-2,75
2,60



Q8NGYO0
Q8TAX7
Q8TDL5
Q96DA0
Q96DA0
Q99102
Q9HC84
Q9HC84
QINP55
QINP55
Q9UGM3
QoUIV8

Q9Y5J9

Q6CRY5
Q92210

Q9HD89
P10809
P02808
P02808

P02808

P01133

P10645

P01876
P61626
P02788
P02768
P22079
P05164
P01876
P61626
P02788
P02768
Q9UBU3

Q9UBU3

P04745
Q9UBU3

Q9UBU3

Olfactory receptor 10X1

Mucin-7

BPI fold-containing family B member 1
Zymogen granule protein 16 homolog B
Zymogen granule protein 16 homolog B
Mucin-4

Mucin-5B

Mucin-5B

BPI fold-containing family A member 1
BPI fold-containing family A member 1
Deleted in malignant brain tumors 1 protein

Serpin B13

Mitochondrial import inner membrane translocase
subunit Tim8 B

Elongation factor G, mitochondrial
Phosphoribosylaminoimidazole carboxylase

resistin

Hsp60 (heat shock protein 60 - mitocondrial)
statherin

statherin

statherin

Epidermal growth factor (EGF)

Chromogranin A

Secretory IgA (slgA)

Lysozyme

Lactoferrin

Albumin

Salivary peroxidase SPO
Salivary myeloperoxidase MPO
Secretory IgA (slgA)

Lysozyme

Lactoferrin

Albumin

Ghrelin (Q9UBUS - 1) active (DMT2 e obesos)

Ghrelin (Q9UBUS - 2) des-acylated (DMT2 e
obesos)

Alpha-amylase (DMT2 e obesos)

Ghrelin (Q9UBU3 - 1) active (DMT2 e ndo obesos)

Ghrelin (Q9UBUS - 2) des-acylated (DMT2 e ndo
obesos)
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-9,18
-4,43
2,69

-2,64
-1,95
13,17
-2,16
-1,82
47,20
47,10
-1,82
6,54

1,90

702,46
4,32

2,27
4,25
-4,84
-3,39

-3,64

1,21

9,50

1,30
1,26
1,70
1,25
1,42
2,28
1,25
1,15
1,59
1,42
-2,10

-1,32

1,25
-1,63

-1,23

Yin J et al
(2012) (56)
Yuan J et al
(2011) (57)
Isola M et al
(2012) (7)
Isola M et al
(2011) (58)
Isola M et al
(2011) (59)
Oxford GE
et al (2000)
(60)

Soell M et al
(2010) (61)

Dodds MW
et al (2000)
(62)

Aydin S
(2007) (63)



P04745 Alpha-amylase (DMT2 e ndo obesos) 1,24

P22894 MMP-8 1,71 Collin HL et
P02768 Albumin 1,19 al (2000)
P04745 Amylase 1,14 (64)
P22894 Matrix metalloproteinase (MMP-8) 4,00

Costa PP et
P05231 IL-6 . | 17,47 al (2010)
000300 OPG (Tumor necrosis factor receptor superfamily 200 (65)

member 11B)

Para além das proteinas identificadas neste trabalho, foram ainda
utilizadas 445 proteinas ja anotadas no OralCard relativas a DMT2, totalizando
484 proteinas que foram utilizadas nas andlises subsequentes (Anexos —
tabela A).

4.1.2 Relacdo com os estados de saude/doenca

O conjunto das 484 proteinas identificadas nos tecidos orais do paciente
com DMT?2 foi também identificado nos controlos saudaveis, ou seja, ndo foram
identificadas proteinas orais exclusivas dos estados de saude ou doenca.

A presenca de repeticdes de codigos de proteinas orais associados a
varias Ratio Fold Change (Control vs. Diabetic), na tabela 1, identificadas no
estudo experimental desenvolvido por Border et al (2012) (55) pode ser
explicada pela presenca de varias sequéncias peptidicas capazes de identificar
a mesma proteina oral.

Pela andlise da tabela 1 € ainda possivel inferir a identificacdo repetida
de inimeras proteinas salivares em diversos estudos, nomeadamente a serum
albumin, a amylase, a statherin e a MMP-8. Para estas proteinas salivares
humanas, os valores de fold change calculation indicam um aumento ou
diminuicdo consistente nos resultados dos estudos experimentais que as
identificaram. Uma analise mais detalhada de cada uma destas proteinas sera
necessaria para avaliar a sua influéncia fisiopatologia molecular da DMT2.

A amylase é a enzima mais abundante na cavidade oral e é responsavel
pela hidrolise do amido (66). Esta proteina foi identificada como sendo um
constituinte abundante da pelicula de esmalte adquirida e dos compostos
salivares priméarios que aderem selectivamente a superficie do dente (66-68). A

amylase pode actuar como um receptor para a adesao bacteriana a superficie
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dos dentes, uma vez que esta pode ligar-se a varias espécies de Streptococci,
por exemplo o Streptococcus gordonii ou o0 Streptococcus sanguinis. Os
resultados de um estudo experimental desenvolvido por Baik et al (2012)
indicam que a alpha-amylase é uma proteina com elevada afinidade de ligacao
ao LPS do Aggregatibacter actinomycetemcomitans, interferindo com a adeséo
bacteriana e na formagdo do biofiime. Os resultados deste estudo sao
coincidentes com os resultados de estudos prévios que indicam que a alpha-
amylase podia inibir a formacdo do biofilme de outros patogénios como o
Staphylococcus aureus, Vibrio cholerae e Pseudomonas aeruginosa (67). A
alpha-amylase parece ser uma molécula essencial na imunidade inata da
cavidade oral (67). Os resultados do estudo desenvolvido por Choi et al (2011)
indicam que a alfa-amylase e a serum albumin sdo proteinas com capacidade
de ligacdo ao LPS do Porphyromonas gingivalis (68). Estes dados sugerem
que a ligacado da alfa-amylase é vantajosa para as bactérias, uma vez que as
ajudam na colonizacdo da cavidade oral (66-68). Estudos prévios demonstram
qgue a alpha-amylase contribui para a adesdo a hidroxiapatite de bactérias que
se ligam a alpha-amylase (68).

A serum albumin é um constituinte fundamental do plasma, mas também
€ um constituinte da saliva humana, constituindo cerca de 6% do seu total
proteico (68). Esta parece estar envolvida em mecanismos que facilitam o
estimulo da resposta imune (67, 68). E conhecido que a albumina se liga ao
LPS de bactérias Gram negativas e ao LOS (lipoologissacarideo) da Neisseria
meningitidis (67). Os resultados de um estudo desenvolvido por Choi et al
(2011) indicam que a serum albumin é uma proteina com afinidade de ligacdo
ao LPS do Porphyromonas gingivalis e ao LPS do Aggregatibacter
actinomycetemcomitans (68).

A MMP-8 é uma enzima presente no tecido conjuntivo, com capacidade
de degradar a matriz extracelular e o colagénio. Esta enzima deriva dos
leucdcitos polimorfonucleares (PMN) e é libertada durante a fase aguda das
doencas inflamatodrias, como por exemplo a periodontite. A MMP-8 degrada
colagénio tipo I, o principal constituinte colagenoso do 0sso e membrana
periodontal. Resultados de estudos prévios indicam que niveis elevados de
MMP-8 no fluido crevicular gengival estdo associados com o aumento da

severidade da doenca periodontal (69). Nos diabéticos, o fendtipo
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hiperglicémico promove o aumento da expressdao de AGEs, induzindo o
aumento da expressdo de MMPs nos tecidos periodontais diabéticos (64). O
facto de esta proteina estar aumentada em pacientes com DMT2 é coerente
com a relacdo intima que esta patologia possui com a periodontite.

A statherin € uma pequena proteina salivar com uma grande afinidade
para a hidroxiapatite. Esta liga-se ao esmalte dentario e forma, em conjunto
com as proteinas ricas em prolina, uma pelicula que recobre o esmalte da
coroa dos dentes. Adsorvida no esmalte, desempenha multiplas atividades
relacionadas com a manutencdo da saude dentaria. A capacidade da statherin
inibir a precipitacdo espontanea do fosfato de calcio, ajuda na promocao da
supersaturacdo  salivar que permite uma relacdo Otima da
desmineralizacdo/remineralizacdo do dente, podendo por isso ser considerada
um indicador do risco de desenvolvimento de caries. A ligacdo ao esmalte
causa alteracdes na conformacéao espacial da statherin, permitindo a ligacdo de
microrganismos e a consequente formacdo da placa bacteriana aderida a
superficie dentaria. Uma elevada atividade da statherin foi demonstrada nos
granulos serosos das glandulas parétida e submandibular, confirmando o facto
de que estas glandulas serem uma importante fonte de statherin na saliva
humana. Existem evidéncias de que a incidéncia de céries, perdas dentarias,
doenca periodontal e candidiase afeta fortemente os diabéticos, dai que a
diminuicdo da producédo desta proteina possa estar associada com o aumento
da incidéncia de complicacdes orais em diabéticos. Os resultados do estudo
desenvolvido por Isola et al (2011) indicam que existe uma diminuicdo da
secrecdo de statherin por parte das glandulas submandibulares, glandulas
parétidas e glandulas minor. A reducdo da producdo de statherin parece ser
consequéncia do aumento do stress oxidativo nos tecidos dos diabéticos (7, 58,
59).

4.1.3 Caracterizagédo do dador da amostra

A caracterizacdo do dador da amostra inclui a analise da sua faixa
etaria, do seu género e habitos sociais relevantes. O intervalo de variagéo geral

da faixa etaria das populag¢des incluidas em todos os estudos analisados esta
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compreendido entre os 18 e os 75 anos. Esta grande amplitude prevé uma
grande variabilidade nos resultados de regulacdo das proteinas observadas,
uma vez que a idade é um fator modificador da expressdo proteica nos
individuos. O avancar da idade tem associadas alteracfes na cavidade oral
gque podem promover o aumento da expressao de determinadas proteinas orais
e a diminuicdo da quantidade de saliva produzida. De notar a variabilidade em
termos de raca e de género, uma vez que foram incluidos, nas populacdes dos
estudos experimentais, individuos de raca caucasiana e afro-americana, e
individuos do sexo feminino e masculino. A presenca de habitos sociais como o
tabagismo pode exponenciar a inflamacédo e o stress oxidativo, presente nos
diabéticos e amplificar o dano da fungao das células 3 e a alteracio das células
endoteliais (70). Esta heterogeneidade dificulta a andlise dos dados de
protedbmica no seu todo e tem de ser tida em conta a quando da sua
interpretacgéo fisiologica.

De referir que a caracterizacdo do dador da amostra nos estudos
analisados néo inclui a anélise dos factores de risco para o desenvolvimento da
diabetes (modificaveis e ndo modificaveis). A futura anotacdo desta informacao
podera revelar-se util potenciando uma melhor interpretacdo dos resultados
dos estudos de prote6mica em pacientes com DMT2.

4.1.4 Métodos de amostragem e anélise

A extensa pesquisa bibliografica realizada obteve como resultados
estudos de protedmica gerais, com a identificacdo de numeros elevados de
proteinas orais em DMT2 e estudos mais dirigidos, com a identificacdo de um
namero reduzido de proteinas orais em DMT2. Os estudos dirigidos
pretenderam analisar proteinas que normalmente ndo séo identificadas nos
estudos gerais de proteOmica e que poderdo desempenhar um papel
importante na patologia molecular da DMT2 na cavidade oral, uma vez que,
normalmente, j existem evidéncias da sua possivel implicagdo na doenca. Por
outro lado, o facto de o estudo ser dirigido por evidéncias prévias limita a
capacidade de identificar novas fungbes e implicacbes moleculares. Outra das

grandes limitacbes destes estudos € o reduzido numero de proteinas que
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identificam, ndo permitindo inferir conclusdes significativas acerca das redes de
sinalizagdo moleculares orais da DMT2. Para contrariar este facto sera
vantajoso realizar estudos gerais de protedmica oral, mais abrangentes, com
desenhos de estudo similares entre eles, de forma a identificar um vasto leque
de proteinas e se poder relacionar as variacbes da expressao proteica na
DMT2 relativamente ao Oraloma normal.

A heterogeneidade dos métodos de amostragem e andlise dos dados
dos estudos analisados torna dificil a sua interpretacdo e a execucao de uma

avaliacao fidedigna dos resultados dos estudos.

4.1.5 Origem das proteinas orais da DMT2

A saliva analisada nos estudos de proted6mica oral pode ser proveniente
da secrecéo especifica das glandulas salivares ou da mistura de fluidos orais
presentes na cavidade oral dos individuos, bem como proteinas ndo exclusivas
das secrecdes glandulares. Do total das proteinas orais da DMT2, 493 séo
provenientes de amostras de saliva total, 6 das glandulas parétidas, 4 das
glandulas SM/SL (Figura 13). A analise das proteinas orais secretadas pelas
glandulas salivares é relevante, uma vez que pode indicar algum tipo de
alteracdo da secrecédo proteica de uma glandula salivar especifica, decorrente
de modificacbes sistémicas, como por exemplo a hiperglicemia (55). Esta
analise podera permitir identificar uma secre¢éo glandular predominantemente
alterada que possa indicar algum tipo de comprometimento da funcdo da

mesma e revelar-se um bom alvo terapéutico.
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Saliva tota

2

Parétida
Figura 13 - Diagrama de Venn representativo da distribui¢cdo das proteinas salivares segundo a sua
origem

A andlise da Figura 13 permite verificar que existe previsivelmente um
predominio de proteinas identificadas a partir de estudos cuja amostra provém
da saliva total, uma vez que a andlise diretamente das glandulas salivares
implica a remocdo e analise de fragmentos glandulares. A identificacdo do
proteoma salivar caracteristico dos tecidos orais da DMT2 através de amostras
de saliva exponencia o crescente papel da saliva como fluido para detecao de
potenciais fatores patologicos e fisiolégicos para o diagndéstico e tratamento da
DMT2 (1).

4.1.6 Outras informacdes

Como referido na seccdo material e métodos, sub-seccdo “Outras
informagdes”, foram também anotados outros tipos de informacao
considerados importantes para a andlise e interpretacdo dos dados de
proteébmica. Foram, por exemplo, anotadas quais as proteinas de DMT2 que
foram detectadas como estando glicosiladas na cavidade oral cuja informacao
€ interpretada e discutida na secg¢ao “GlicoOraloma da DMT2”.

A sugestdo de biomarcadores por parte dos autores dos artigos
analisados também foi examinada. Neste seguimento, foram propostos por

Border et al (2012) biomarcadores moleculares para a DMT2 na cavidade oral.
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Os biomarcadores proteicos sobre regulados propostos por Border et al (2012)

estdo indicados na Figura 14 e os sub regulados estao indicados na Figura 15:

Glycosylation sites/

Gene  Protein Function Location post-translational modifications Sequence ID

No glyscosylation, but several other P04406
modifications including acetylation,
methylation, phosphorylation,

and deamidation. Reversible
S-nitrosylation of Cys-152 inhibits
enzymatic activity and increases
endogenous ADP-ribosylation,
which inhibits the enzyme in a
non-reversible manner. The latter
modification is more likely to be a
pathophysiological event associated
with inhibition of gluconcogenesis

GAPDH Glyceraldehyde- Independent of its glycolytic
3-phosphate activity it is also involved in
dehydrogenase membrane trafficking in the

carly secretory pathway.

Cytoplasm. (Perinuclear
region). Membrane.
Mote: postnuclear

and perinuclear regions.

SAA Serum amyloid Major acute phase reactant. Expressed by the liver; N4,N4-dimethylasparagine P02735
A protein Apolipoprotein of the HDL secreted in plasma.
complex.
PIP Prolactin- Inhibitor of T lymphocyte Expressed in pathological ~ N-linked glycosylated P12273

inducible protein programmed cell death induced by conditions of the mammary
cross-linking of CD4 and T-cell gland and in several exocrine
receptor; an aspartyl protease with tissues, such as the lacrimal,
specific fibronectin-degrading ability salivary, and sweat glands

Figura 14- Tabela indicativa dos biomarcadores orais sobre regulados em pacientes com DMT2,
sugeridos por Border et al (2012)

Gene Protetn Fusetion Losesa thony Gilyeoaylation Sites Saquencs D
CAH &  Carbonic Revemnible hydration of carbon Secreted fmajor constitwent  NIA F232%)
anhydraie dioadde. Its mole i saliva is of saliva.
wnknowi.
UTER Ulteroglobin May bind androgens and Highest enpnesadon was MA P116%4
other sterodds, may sl bind Tound in akeletal muscle.
entramsEtine, a chemotherapeutie  Expressad as well
agent wied for prostate canesr. in thymus, traches, kidney,
May b wider transeriptomal sterodd responsive Banes
regulation of sterodd hormiomes. (prostate, i, wierus,
bnzaat and ovary) and
salivary gland.
PLUMC® Proten Plune May be imvolved fn the atrway SBecreted [Tound in the A QANPSS
(palate, lung, and inflammatory response alter masal mueus, Apical slde
naaal epithel ium expodre Lo ire s, May be of arway epithelial celk.
carcitoma asmoctated  asoctated with tumor progrsson. Detected in netal muews.
prted ) May play & role tn dnnate inm une
respodses of Uhe wpper arways,
AMYIH® amylae JH Binds 1 caleium jon per subumit)  Secneted 'parotid, MN-linked glycosylated AMAASITS
binds 1 chloride jon per subumdt.  salvary, pancreatie.
TRFE Serotran derrin Tranaferring are tron binding Expreazed by the bver MN-linked and O-Hnked FOZTE?
tranaport proteins which can nd — and secnsted in plasma, lyeoaylated, Phospho-Tyr,
two Fe'" jons in assoctation with Omega-MN-methylated Arg
the binding of &n amon, wually
Tdearbodsate. It 13 responsible for
the tranaport of iron from sites off
absorption and heme degradation
tor thase of storage and wiiBzat on.
Serum transferrin may also have a
Turther role n stmulating esll
profifemtion.
AMY1 Alpha-anmylaze 1 Bimds 1 calefom jon per subumt.  Secneted B-linked glyeosylated Qe DX2
Binds 1 chloride jon per subumdt.
AIMG Alpha-2-macoglbulin 1 able to inhdbdt all four elaees of Secsted in plasma Melinked glycosylated POI023

proteinases by a wmgue “tapping’
mechamam. This proten has a
peptide streteh, called the “ledt
reon’ which eontatng sped e
claavage & ies for dilferent
proteinaces. When a proted nase
cleaves the bait fegion, a
conforma tional chanps 1a indwosd
in the protein which traps the
proteinaze, The entrapped eneyme
teftaing active againat kow
maodecular wedght subsirates
{activity apanst hieh maokeular
wedght subsirates 14 greatly
reduced). Following cleavags in
the bait meglon a thicester bomnd
15 hydmolyzed and mediates the
covalent binding of the proten Lo
the protetnase.

Figura 15 - Tabela indicativa dos biomarcadores orais sub regulados em pacientes com DMT2,
sugeridos por Border et al (2012)
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Table 3 Diabetes-related biomarkers

Study ~ Hittle Rao Hirtz
(REF: Our study Li er al.” er al*® et al® et al’
sample) (saliva)  (serum) (muscle) (saliva) (saliva)

GAPDH U U

SAA U U

PIP U D
CYTS U

CYTN
CAH 6
UTER
PLUNC
TRFE
AMY1
A2MG

U

U

U
D D
D

viviviviviviw

U

REF: reference number; U: upregulated; D: downregulated; N: no
significant change.

Figura 16 - Tabela indicativa dos biomarcadores orais sub regulados em pacientes com DMT2,
sugeridos por Border et al (2012) e por outros autores

O aumento da incidéncia e prevaléncia da DMT2 a escala mundial torna
imperativa a realizacao de técnicas de diagnostico precoce, de prevencao, e a
implementacdo de terapéuticas adequadas de forma a aumentar a taxa de
sobrevida e qualidade de vida dos individuos. A descoberta de biomarcadores,
que permitam o diagnéstico precoce da doenca, avaliar a sua progressao ou
que atuem como potenciais alvos terapéuticos pode ser um contributo
fundamental para a avaliacdo e tratamento das suas complicacdes na cavidade
oral. Qual a caracteristica que torna uma proteina num biomarcador molecular
fidedigno? A sua especificidade: o facto de poderem ser encontradas
unicamente na DMT2, ndo sendo expressas em estados de saude, ou
aumentadas/diminuidas especificamente na DMT2, mesmo que estejam
presentes também em estados de saude. Sera necesséario inferir se o facto de
estas proteinas estarem aumentadas/diminuidas poderd ser util para o
diagndstico ou para o prognéstico das complicacfes orais da DMT2.

Os resultados de estudos como este amplificam a possibilidade de
utilizacao da saliva como fluido de diagndéstico e monitorizacdo dos estados de
saude e de doenca, sendo obtida por métodos nao invasivos, alternativamente
ao sangue e aos seus componentes. No entanto, sera necessaria a validacéo
destes biomarcadores propostos, através da realizagdo de ensaios clinicos

com populacdes maiores.
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4.1.7 Caracterizacao funcional

4.1.7.1 Vias de sinalizagao das proteinas orais da DMT2

As proteinas orais da DMT2 foram catalogadas de acordo com a
ontologia “Pathways”, recorrendo a ferramenta PANTHER (Mi 2010, Thomas
2003), de acordo com “Material e Métodos — seccéo Caraterizagdo funcional’.
Esta analise permitiu catalogar as vias de sinalizacdo em que participam a

totalidade de proteinas orais identificadas nestes pacientes (Figura 17).
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Figura 17 - Distribuicdo das proteinas identificadas em pacientes com DMT2 segundo as vias de sinalizagdo em que
participam, recorrendo a ferramenta PANTHER (Mi 2010, Thomas 2003). E mostrada a diferenca fraccional entre as proteinas
de DMT2 e o OralOma normal. A amarelo estdo indicadas as vias de sinalizacdo com uma alteracdo em relacdo ao OralOma

normal considerada estatisticamente significativa (p<0.05).




Pela analise da Figura 17 destacam-se com relevancia estatistica
significativa para a DMT2 (barras coloridas a amarelo), alteracdes na Blood
coagulation, com um p-value<0,01, na Parkinson’s Disease, com um p-
value<0,01 e no Purine metabolism, com um p-value<0,02, comparativamente
com o Oraloma normal.

Na DMT2, o fendtipo hiperglicémico e a resisténcia a insulina, sédo
responsaveis pelo desenvolvimento de uma tendéncia pro-trombdtica
multifactorial. Esta surge pela afecdo de varios processos, homeadamente a
cascata de coagulacdo, a funcdo endotelial, a adesividade plaquetaria, a
adesividade de mondcitos, a funcdo dos macrofagos e fibrindlise. Deste modo,
individuos portadores desta patologia metabdlica sdo caracterizados por
disfuncdo endotelial, hiperactividade plaguetaria, um estado de
hipercoagulacédo associado a uma capacidade reduzida de fibrindlise, tal como
descrito por Amaral D. (2011) (71). Os resultados expressos na Figura 17,
indicativos de alteracdes significativas na via de sinalizagcdo da coagulacao
sanguinea, estdo em concordancia com os dados obtidos pelo estudo
desenvolvido por Amaral D., em 2011 e conferem-lhe um forte peso estatistico.

Como referido anteriormente, uma das vias de sinalizagdo mais alterada
na DMT2 em relacdo ao OralOma normal é a que envolve proteinas
relacionadas com a doenca de Parkinson. Isto parece sugerir uma estreita
relacdo destas duas patologias. Efetivamente, sabe-se que a doenca de
Parkinson é caracterizada pela perda progressiva da funcdo motora, com
sintomas tipicos de bradicinesia, tremores, rigidez e instabilidade postural,
resultantes da degeneracdo e morte dos neurdnios produtores de dopamina
(neurotransmissor), numa regido do cérebro, denominada substancia nigra
(72).

A relacdo desta patologia com a DMT2 tem vindo cada vez mais a ser
objeto de estudo na comunidade cientifica (72). Pensa-se que a ligacédo entre
as duas patologias possa estar relacionada com uma via de sinalizacéo
partiihada por ambas ou possa surgir como consequéncia indireta da
hiperglicemia ou hiperinsulinemia cronicas, caracteristicas da DMT2 (73). A
hiperglicemia cronica promove o stress oxidativo e a produgdo de espécies
reativas de oxigénio (ROS), implicadas na destruigdo das células  na DMT2.

Este aumento da producdo de ROS pode também ser promotor da
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perda/destruicdo das células dopaminérgicas, no cérebro. A insulina pode atuar
como um fator de crescimento no cérebro, pode reduzir o stress oxidativo e
pode regular a concentragdo de dopamina. Em ratos, a elevacdo da
concentracdo de glicose no sangue, a niveis equivalentes aos produzidos por
uma refei¢cdo ou stress, suprimem a libertacdo de dopamina pelos neurdnios da
substéancia nigra e previnem ou revertem o aumento das taxas de libertacao de
células dopaminérgicas, normalmente realizadas pelo haloperidol (antagonista
dos recetores de dopamina) (73). A resisténcia a insulina presente na DMT2 vai
exponenciar o défice de transporte de insulina para o cérebro,
diminuindo/suprimindo os niveis de dopamina (72).

Outros estudos indicam que a diabetes pode potenciar o
desenvolvimento da doenca de Parkinson através da inflamacédo, da doenca
cerebrovascular e da disfuncdo mitocondrial. A Diabetes & caracterizada por
uma inflamacdo crénica de baixo grau e estudos recentes indicam que a
neuroinflamacao desempenha um papel importante na patogénese da Doenca
de Parkinson (72).

Os resultados de um estudo prospectivo desenvolvido por Driver et al,
em 2011, indicam que a presenca de DMT2 estava associada a um risco
aumentado de desenvolvimento da doenga de Parkinson, mas ndo sugerem
gue a diabetes seja um fator de risco precedente a doenca de Parkinson (74).
As conclusbes de uma meta-andlise desenvolvida por Cereda et al, em 2011,
indicam que a Diabetes parece ser um fator de risco para o desenvolvimento
da Doenca de Parkinson (72).

Assim, depreende-se que a relacdo exata entre a diabetes e a doenca
de Parkinson ainda nado esta totalmente esclarecida, dai que seja necessaria a
realizacdo de mais estudos que relacionem as moléculas comuns as duas
patologias e possam contribuir para esta elucidacéo.

Relativamente a outra via de sinalizacdo que mostrou estar
significativamente alterada no diabético do tipo 2 relativamente ao OralOma
normal, a via Purine metabolism, parecem ndo existir evidéncias que

relacionem estas alteracdes com mecanismos fisiopatolégicos da DMT2.
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4.1.7.2 Processos bioldgicos das proteinas orais da DMT2

A identificagdo das proteinas salivares caracteristicas dos tecidos orais
da DMT2 permitiu a sua catalogagdo de acordo com a ontologia “Biological
Process”, recorrendo a ferramenta PANTHER (Mi 2010, Thomas 2003) de
acordo com “Material e Métodos — seccdo Caraterizacdo funcional”. Esta
andlise permitiu catalogar os processos biol6gicos em que intervém o total das
proteinas orais destes pacientes (Figura 18).

Processo Biolagico

Figura 18 - Distribuicdo das proteinas salivares de pacientes com DMT2 segundo 0S processos
biolégicos em que intervém, recorrendo a ferramenta PANTHER (Mi 2010, Thomas 2003) . E
mostrada a diferenca fracional entre as proteinas de DMT2 e o OralOma normal. A laranja estao
indicados os processos biolégicos com uma alteragdo em relagcdo ao OralOma normal considerada
estatisticamente significativa (p<0.05).

A andlise da Figura 18 permite inferir a existéncia de processos
biolégicos com aumentos estatisticamente significativos (p<0,05) na DMT2
(colunas com preenchimento a laranja), comparativamente com o Oraloma
normal. A response to stimulus e o0 immune system process estédo
significativamente aumentados na DMT2 com um p-value<0,01, a cell adhesion
e 0 metabolic process possuem um p-value<0,02.

A presenca aumentada de proteinas pertencentes a estes processos
biol6gicos alterados na diabetes é consistente com o conhecimento de que
existe uma inflamacao cronica de baixo grau associada persisténcia clinica da

patologia e desenvolvimento de complicacdes (75).
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O aumento dos niveis de proteinas orais que intervenham em processos
de adesdo celular aliado as alteragbes na composicdo e secrecdo das
glandulas salivares caracteristicas dos diabéticos, podem estar relacionadas
com o aumento das colonizacdes oportunistas verificadas nestes pacientes.

Por outro lado, o aumento das proteinas envolvidas no metabolismo
reflete, provavelmente, o aumento do metabolismo dos agucares observado na

DMT2 como consequéncia do estado hiperglicémico que a caracteriza.

4.1.7.3 FuncBes moleculares das proteinas salivares da DMT2

Os dados do proteoma oral dos pacientes com Diabetes Melitos tipo 2
foram catalogados de acordo com a ontologia “Molecular Function”, recorrendo
a ferramenta PANTHER (Mi 2010, Thomas 2003) de acordo com “Material e
Métodos — seccao Caraterizacao funcional”. Esta analise permitiu identificar as
funcdes moleculares desempenhadas pelo total de proteinas orais identificadas

nestes pacientes (Figura 19).
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Fun¢ao Molecular

Figura 19 - Distribuicdo das proteinas salivares de pacientes com DMT2 segundo as funcgdes
moleculares que desempenham, recorrendo a ferramenta PANTHER (Mi 2010, Thomas 2003). E
mostrada a diferenca fracional entre as proteinas de DMT2 e o OralOma normal. A laranja estao
indicadas as fun¢cdes moleculares com uma alteracdo em relagdo ao OralOma normal considerada
estatisticamente significativa (p<0.05).

A analise da Figura 19 permite identificar as funcdes moleculares
estatisticamente aumentadas na DMT2 (barras com coloracdo a laranja),
comparativamente com o Oraloma normal. As proteinas orais com antioxidant
activity possuem um aumento estatisticamente significativo na DMT2 com um
p-value<0,01, as envolvidas em funcdes de catalytic activity estdo aumentadas
em DMT2 com um p-value<0,05 e por fim as que desempenham funcdes de
enzyme regulator activity estdo estatisticamente aumentadas com um p-
value<0,02.

A explicacdo para o aumento do numero de proteinas orais com funcéo
antioxidante pode estar associada ao facto de os pacientes com Diabetes
Melitos terem uma maior tendéncia a sofrer stress oxidativo. Nestes pacientes,
0 stress oxidativo atua inicialmente como um mediador da resisténcia a
insulina, ajudando na sua progressao para a intolerancia a glicose e

posteriormente para a instalagdo da Diabetes, possivelmente contribuindo para
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0 aparecimento de inumeras complicacbes micro e macro vasculares
associadas esta patologia. O mecanismo preciso envolvido na resisténcia a
insulina ainda ndo esta totalmente esclarecido, mas infere-se que 0s niveis
elevados de acidos gordos livres, o stress oxidativo, a expressdo genética
alterada, a disfuncdo mitocondrial e a inflamacao crénica subclinica possam ser
os responsaveis (75). Bandeira et al (2012) defendem que a hiperglicemia pode
ser considerada como geradora de stress oxidativo e que em certos casos de
stress oxidativo severo podem ocorrer danos celulares capazes de provocar
uma diminuicdo da funcdo das células B pancreaticas (76). Sera que as
mesmas conclusdes podem ser inferidas para a saliva destes pacientes? A
saliva possui uma elevada percentagem de proteinas com a¢do antioxidante,
pelo facto de a cavidade oral estar exposta a elevados niveis de stress
oxidativo (37, 77). Estas proteinas modelam e controlam os danos oxidativos
nos tecidos orais (78). Os resultados obtidos na figura 19 vdo assim ao
encontro do expectavel: a presenca de um elevado nimero de proteinas com
acdo antioxidante na saliva dos pacientes portadores de DMT2 de forma a
combater o aumento e os danos provocados pelo stress oxidativo.

As proteinas orais com catalytic activity e enzime regulator activity
possuem fungdes redundantes e de amplo espectro, uma vez que muitas das
proteinas com atividade catalitica, também possuem atividades de ligacao,
regulacdo enzimatica, e vice-versa. A redundancia destas duas categorias
pertencentes a ontologia das funcdes moleculares do Panther dificulta a
interpretacdo dos dados, comparativamente a funcdes mais especificas, como
por exemplo a atividade antioxidante anteriormente descrita. No entanto, uma
analise mais detalhada das subcategorias (PANTHER) das proteinas com
catalitica permite tirar algumas elacbes acerca do papel destas proteinas na
DMT2 (Figura 20):
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GO Molecular Function

Level 1: catalytic activity (GO:0003824)
Total # Genes: 182 Total #function hits: 208

Click to get gene list for a category:
M ENA splicing factor activity, transesterification mechanism (G0:0031202)
M deaminase activity (G0:0019233) .}

helicase activity (GO:00043867 0

hydrolase activity (GO:0016787]) 1]
isomerase activity (G0:0016853) 2]
ligase activity (G0:0016874) +]

B lvase activity (GO:0016825] ®
B cxidoreductase activity (GO:0016491) ]
transferase activity (GC:0016740) ]

S Web
Colar picker powered by "5~ ' VisiBane

**Chart tocltips are read as: Category name (Accession): # genes;
Percent of gene hit against total # genes; Percent of gene hit against
totzl # Function hits

Figura 20- Grafico representativo da distribuicdo das proteinas de DMT2 anotadas no nivel 1 da
ontologia “Molecular Function” do PANTHER como tendo fungao catalitica.

A andlise da Figura 20 indica que a vasta maioria das enzimas com
atividade catalitica possuem atividade de hidrolase. Se avaliarmos a subdivisdo
(Panther) das enzimas que possuem atividade de hidrolase obtemos a seguinte

figura (Figura 21):

GO Molecular Function
Level 1: catalytic activity (GO:0003824)

Level 2: hydrolase activity (GO:0016787)
Total # Cenes: 102 Total # function hits; 82

Click to get gene list for a category:
B GTPase activity (G0:0003924) @&
hydrolase activity, acting on ester bonds (G0:0016788) @
hydrolase activity, hydrolyzing N-glycosyl compounds (G0O:0016799)
hydrolase activity, hydrolyzing O-glycosyl compounds (G0:0004553)
B peptidase activity (GO:0008233) @
B phosphatase activity (G0O:0016791) @
Web

. o} Colars by
Color picker powered by "5 1 VisiBone

**Chart tooltips are read as: Category name (Accession): # genes;
Percent of gene hit against total # genes; Percent of gene hit against
total # Function hits

Figura 21 - Gréfico representativo da distribuicdo das proteinas de DMT2 anotadas no nivel 2 da
ontologia “Molecular Function” do PANTHER como tendo fungao de hidrolase.

A presenca predominante de enzimas com atividade de peptidase é

consistente com o aumento estatisticamente significativo verificado na via de
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sinalizacdo da coagulagdo sanguinea, p-value<0,01, onde as peptidases
desempenham um papel preponderante, tal como foi analisado em pormenor
no estudo realizado por Amaral D. (2011). Este estudo identificou inibidores de
proteases serinicas presentes na saliva de pacientes com DMT2 com a sua
funcdo comprometida, com consequente perturbacdo na formacdo do coagulo
de fibrina e na sua fibrindlise.

As restantes proteinas pertencentes a esta subclasse estéo
maioritariamente relacionadas com o fendtipo hiperglicémico presente nos
diabéticos, uma vez que séo responsaveis pelo combate do excesso de glicose

presente nos seus tecidos orais.

4.2 O supra-sistema oral na DMT2

4.2.1 Microbioma oral da DMT?2

O conhecimento de que existem alteracbes do microbioma oral no
paciente com DMT2 levou a realizacdo de uma extensa analise de estudos
experimentais com o0 objetivo de identificar 0s microrganismos
predominantemente alterados na cavidade oral destes pacientes.

A tabela 2 indica a prevaléncia dos microrganismos encontrados nos
tecidos orais do paciente com Diabetes Melitos tipo 2, resultantes da analise

dos resultados de estudos experimentais.

Tabela 2 — Prevaléncia de microrganismos encontrados nos tecidos orais do paciente com
Diabetes Melitos tipo 2, comparativamente a controlos sem DMT2, resultantes da analise dos
resultados de estudos experimentais

. . Origem de origem da Prevaléncia A
Nome do microrganismo Referéncia
amostra na DMT2
Sulcos subgengivais T SrerEslE oL Eal
(2008) (79)

Bolsas periodontais Ebersole JL et al

Placa subgengival (2007) (25)

Hintao J et al

Placa supragengival (2007) (25)

subgengivais T (2008) (79)
Sardi JC et al

Aggregatibacter Zonas de furca (molares) l (2011) (30)
Actinomycetemcomitans Bolsas periodontais 2 5 mm l Sérgiff(géfl
T Hintao J et al
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Actinomyces naeslundii

Placa subgengival

Hintao J et al
(2007) (25)

Placa supragengival

Hintao J et al
(2007) (25)

Actinomyces spp.

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Campylobacter rectus

Placa subgengival

Hintao J et al
(2007) (25)

Placa supragengival

Hintao J et al
(2007) (25)

Campylobacter spp.

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Candida

Palato e mucosa oral

Dorocka-
Bobkowska B et al
(2010) (33)

Saliva total estimulada

Sashikumar R e
Kannan R (2010)
(80)

Saliva total ndo estimulada

Sashikumar R e
Kannan R (2010)
(80)

Saliva total

Kumar BV et al
(2005) (81)

Candida spp.

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Candida albicans

Saliva total estimulada

Tsang CS et al
(2007) (82)

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Zonas de furca (molares) Sardi JC et al
(2011) (30)
. . Sardi JC et al
Bolsas periodontais = 5 mm (2011) (30)
Zonas de furca (molares) Sardi JC et al
. o . (2011) (30)
Candida dubliniensis =
Bolsas periodontais = 5 mm SEITlJC el
B (2011) (30)
Sardi JC et al
Zonas de furca (molares) (2011) (30)
Sardi JC et al

Candida glabrata

Bolsas periodontais = 5 mm

(2011) (30)

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Candida kefyr

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Candida krusei

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Candida lipolytica

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Candida parapsilosis

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Candida stellatoidea

Saliva total estimulada

— ol == > | > | > —)i—)—)(—(——)—)

Bremenkamp RM
et al (2011) (31)
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Candida tropicalis

Zonas de furca (molares)

Sardi JC et al
(2011) (30)

Bolsas periodontais = 5 mm

Sardi JC et al
(2011) (30)

Saliva total estimulada

Bremenkamp RM
et al (2011) (31)

Capnocytophaga spp.

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Eikenella corrodens

Placa subgengival

Hintao J et al
(2007) (25)

Placa supragengival

Hintao J et al
(2007) (25)

Eubacterium spp.

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Fusobacterium
nucleatum

Placa subgengival

Hintao J et al
(2007) (25)

Placa subgengival

Kamaraj DR et al
(2011) (83)

Placa supragengival

Hintao J et al
(2007) (25)

Lingua

Kamaraj DR et al
(2011) (83)

Fusobacterium spp.

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Lactobacilli > 10 CFU/1.5 . Hintao J et al
cm2 Saliva total (2007) (25)

. Placa subgengival Hintao J et al
Lactobacillus (2007) (25)

acidophilus Placa supragengival Hintao J et al
(2007) (25)

Mutans streptococci > Saliva total Hintao J et al
20 CFU/1.5cm?2 (2007) (25)

Sardi JC et al

Porphyromonas
gingivalis

Zonas de furca (molares)

(2011) (30)

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais = 5 mm

Sardi JC et al
(2011) (30)

Placa subgengival

Hintao J et al
(2007) (25)

Placa subgengival

Kamaraj DR et al
(2011) (83)

Placa supragengival

Hintao J et al
(2007) (25)

Lingua

Kamaraj DR et al
(2011) (83)

Prevotella intermedia

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)
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Subgengival plaque

Hintao J et al
(2007) (25)

supragengival plaque

Hintao J et al
(2007) (25)

Prevotella nigrescens

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Placa subgengival

Hintao J et al
(2007) (25)

Placa supragengival

Hintao J et al
(2007) (25)

Selenomonas noxia

Placa subgengival

Hintao J et al
(2007) (25)

Placa supragengival

Hintao J et al
(2007) (25)

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Placa subgengival FITED & G
Streptococcus (2007) (25)
intermedius Placa supragengival Hintao J et al
(2007) (25)
Placa subgengival Fitz J e 6l
(2007) (25)
Streptococcus mutans -
Placa supragengival Hintao J et al
(2007) (25)
Placa subgengival Fitz J e 6l
. (2007) (25)
Streptococcus oralis -
Placa supragengival Hintao J et al
(2007) (25)
Placa subgengival RITE®) ChEl
Streptococcus (2007) (25)
sanguinis Hintao J et al

Placa supragengival

(2007) (25)

Streptococcus spp.

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Tannerella forsythia

Zonas de furca (molares)

Sardi JC et al
(2011) (30)

Sulcos subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais
subgengivais

Ebersole JL et al
(2008) (79)

Bolsas periodontais = 5 mm

Sardi JC et al
(2011) (30)

Placa subgengival

Hintao J et al
(2007) (25)

Placa subgengival

Kamaraj DR et al
(2011) (83)

Placa supragengival

Hintao J et al
(2007) (25)

Lingua

Kamaraj DR et al
(2011) (83)

Treponema denticola

Sulcos subgengivais

e e et e e D e D D e e B e e N e o el S S B D e N S

Ebersole JL et al
(2008) (79)
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Bolsas periodontais Ebersole JL et al

subgengivais T (2008) (79)
. Hintao J et al
Placa subgengival T (2007) (25)
. Hintao J et al
Placa supragengival T (2007) (25)
o Ebersole JL et al
Sulcos subgengivais —> (2008) (79)
Bolsas periodontais PN Ebersole JL et al
Veillonella parvula subgengivais H(izn(t)e(l)g)J(Z??aI
Placa subgengival T (2007) (25)
. Hintao J et al
Placa supragengival T (2007) (25)
Yeasts 11 CFU/mI of oral Saliva total Hintao J et al
rinse T (2007) (25)

Na tabela 2 foram incluidos os resultados de cerca de 9 estudos
experimentais nos quais existe a comparacao da prevaléncia de determinados
microrganismos na cavidade oral de pacientes diabéticos tipo 2 com controlos
saudaveis, sem DMT2. A escassez de estudos analisados surge da auséncia
de estudos experimentais com as caracteristicas necessarias para a
identificacdo do microbioma oral da DMT2. Os estudos disponiveis estdo mais
dirigidos para a detecdo de microrganismos periodontopatogénicos nos tecidos
orais de pacientes diabéticos, com um grupo de pacientes com doenca
periodontal e outro grupo sem doenca periodontal, ndo existindo um grupo de
controlo, sem diabetes.

As amostras analisadas nos estudos experimentais tém como origem 0s
sulcos gengivais, as bolsas periodontais, bolsas periodontais com mais do que
5mm, zonas de furca de molares, placa subgengival, placa supragengival,
palato, mucosa oral, lingua e a saliva total (estimulada e ndo estimulada). Esta
grande heterogeneidade dos locais de colheita das amostras determina a
variabilidade na prevaléncia encontrada para um determinado microrganismo,
uma vez que cada microrganismo pode ter um nicho e superficie colonizavel
preferencial. A prevaléncia de determinados microrganismos pode ainda ser
influenciada pela exposi¢cdo ao oxigénio por parte dos mesmos. Os aerobios
necessitam obrigatoriamente de oxigénio molecular para obter energia, dai que
nao seja espectavel a sua presenca em habitats com privacdo desta molécula.
Os anaerébios obrigatérios, por exemplo a Porphyromonas gingivalis, que

requerem a auséncia de oxigénio molecular ndo vao estar presentes em
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grande numero em zonas com elevado aporte desta molécula. Os anaerébios
facultativos, por exemplo o Streptococcus mutans, podem usar 0 oxigénio para
obter energia ou sintetiza-la através de fendmenos de fermentacao.

Da andlise da tabela 2 ha ainda que salientar a presenca de
determinados microrganismos, com locais de colheita especificos, apenas em
estados de saude, ou seja, hos grupos controlo sem DMT2 e outros apenas em
estados de doenca, ou seja, nos grupos com DMT2. A presenca de
determinados microrganismos exclusivamente na DMT2, em determinados
habitats, como € o caso da Candida glabrata e da Candida tropicalis pode
indicar que estas espécies possam ser consideradas espécies indicadoras
orais da DMT2. H4, no entanto, que ter em consideracdo a limitacdo de
estudos analisados, dai que seja necessario realizar mais estudos que
possibilitem a validacdo destes possiveis espécies indicadoras.

Apo6s a identificagcdo do microbioma oral da DMT2 foram identificadas as
proteinas produzidas pelos microrganismos orais e estas foram separadas de

acordo com a sua capacidade de modificar acucares (Figura 22).
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Figura 22 - Nomero de proteinas com E.C. Number 2.4 e 3.2 identificadas nos estudos que
identificaram o microbioma da DMT2

Os valores elevados de proteinas classificadas com EC Number de 2.4
(glicosiltransferases) ou 3.2. (glicosilases) produzidas pelas espécies dos
microrganismos podem ser justificados pelo tipo de metabolismo que estas
possuem.

O conjunto de espécies sacardlicas presentes na figura 22 é constituido
pelas espécies: Treponema denticola, Prevotella nigrescens, Prevotella
intermedia, Actinomyces naeslundii, Streptococcus sanguinis, Streptococcus
oralis, Streptococcus mutans, Streptococcus intermedius, Agreggatibacter
actinomycetemcomitans, Eikenella  corrodens, Selenomonas  noxia,
Lactobacillus acidophil. O conjunto de espécies assacarodlicas presentes na
figura 22 é constituido pelas espécies: Porphyromonas gingivalis, Tannerella

forsythia, Campylobacter rectus, Fusobacterium nucleatum, Veillonella parvula
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(84). As espécies de Candida possuem actividade sacarolitica e assacarolitica
(85).

A presenca de valores elevados de proteinas com EC Number 2.4 e 3.2
por parte das espécies de Streptococcus pode ser justificada pelo seu
metabolismo sacarolitico (glicose e os seus derivados). Para espécies como a
P. gingivalis, com metabolismo assacarolitico (degradacdo de proteinas), a
producdo de elevados numeros de enzimas com capacidade de adicionar ou
remover acucares nao sera espectavel.

O aumento da prevaléncia de bactérias sacaroliticas, como por exemplo
as espécies de Streptococcus, na placa supragengival, dos individuos com
DMT2, ver tabela 2, aliado a disfungcdo salivar encontrada nestes pacientes,

pode ser responsavel por um incremento de incidéncia de céries (9).

4.2.2 Interactoma microbioma-proteoma humano oral da
DMT2

O conhecimento do papel das interacgées do microbioma oral com o
proteoma oral do hospedeiro tem uma importancia vital para o entendimento
dos mecanismos moleculares dos tecidos orais dos individuos. Estas
interaccdes sdo importantes no estabelecimento e manutencdo da flora oral
capaz de desencadear a formacdo da placa bacteriana, responsavel pelo
desenvolvimento das caries e da doenca periodontal, bem como das alteracfes
patolégicas verificadas na diabetes melitos (66).

A identificacdo do proteoma oral da DMT2 permitiu fazer o levantamento
das interacBes que estas possuem com as proteinas bacterianas orais, através
do algoritmo Oralint. A figura que se segue expde essas mesmas as interacdes

em detalhe, através da ferramenta de visualizacao, Cytoscape (Figura 23):
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Figura 23 - Interac¢des das proteinas orais da DMT2 (circulo mais a direita) com as proteinas
bacterianas orais (circulo mais a esquerda), gerada através do algoritmo Oralint, cuja visualizagdo
foi realizada com recurso a ferramenta Cytoscape

Na Figura 23, os pontos com coloragéo rosa, localizados no circulo mais
a esquerda, representam as proteinas produzidas pelas bacterias orais que
interagem (interagd@o representada pelas linhas azuis) com as proteinas orais
humanas da DMT2, também coradas a rosa e localizadas no circulo mais a
direita, determinadas pelo algoritmo Oralint. Na regido mais a direita da figura
23 pode ainda verificar-se a presenca de uma proteina humana em destaque
(com preenchimento a amarelo). Esta representa a proteina oral humana da
DMT2, a fibronectina, que possui a maior rede de interacdes com proteinas
produzidas por microrganimos orais. Esta proteina humana esta envolvida em
processos de adesdo celular e cicatrizacdo, cujas alteracbes na DMT2 sé&o
estatisticamente significativas, ver figuras 18 e 17, respectivamente. A
presenca de um elevado numero de interacdes desta proteina com proteinas
produzidas pelas bactérias orais podera estar relacionada com as alteracdes

verificadas na DMT2.
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A figura que se segue indica 0os géneros dos microrganismos orais que
produzem um maior nimero de proteinas que interagem com proteinas orais
humanas da DMT2 (Figura 24)

Streptococcus

Rothia

Peptoniphilus Bacillus
acteroides
Yersinia
Clostridium Actinomyces

Fusobacterium
Delftia
Acinetobacter
Variovorax

Rhizobium

Lactobacillus

Parvimonas . .
Neisseria

Bifidobacterium

Staphylococcus
Escherichia

Porphyromonas

Haemophilus Campylobacter

Leptotrichia

Pregg Pseudomonas

Il
éghgromyces
Mycobacterium

Figura 24 — Géneros dos microrganismos orais que produzem um maior namero de proteinas que
interagem com proteinas orais humanas da DMT2

A andlise da figura 24 indica que o género em que existe maior produgéo
de proteinas que interagem com proteinas humanas da DMT2 é Streptococcus.
A fatia do grafico que esta legendada com o nome “others” representa o
conjunto de géneros com producédo de proteinas interactuantes com proteinas

orais da DMT2 compreendidas entre 1 e 25 proteinas.
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4.2.3 GlicoOraloma da DMT2

O GlicoOraloma da DMT2 representa 0 conjunto de proteinas orais
humanas glicosiladas na totalidade de proteinas da DMT2. Para determinar
este conjunto de proteinas, foi realizada uma pesquisa na base de dados do
OralCard, onde estdo depositadas todas as proteinas orais humanas que ja
foram encontradas glicosiladas na cavidade oral. Seguidamente foi realizado
um cruzamento dessa lista de proteinas orais da DMT2. A figura que se segue
indica as proteinas orais humanas glicosiladas na DMT2 (figura 25):

Proteinas glicosiladas na cavidade oral

Proteinas da cavidade oral da DMT2
Figura 25 - Diagrama de Venn representativo da intersecc¢ao da lista correspondente as proteinas

orais glicosiladas presentes na cavidade oral (fonte OralCard) e da lista das proteinas orais da
DMT2

A andlise da figura 25 indica que existem cerca de 136 proteinas orais
que poderao ser glicosiladas na DMT2 devido a glicosilagdes ndao enzimaticas
provocadas pela hiperglicemia caracteristica do diabético, bem como devido a
glicosilagbes enzimaticas promovidas por enzimas produzidas pelos
microrganismos que colonizam a cavidade oral dos diabéticos. Desta forma,
verificou-se quais as proteinas bacterianas orais com capacidade glicosidica
(glicosiltransferase — coloracéo a azul ou glicosidase — coloragéo a rosa) e que
interagem com proteinas humanas orais da DMT2 (Tabela 3):
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Tabela 3 - Proteinas bacterianas orais com capacidade glicosidica (glicosiltransferase — coloragéo
a azul ou glicosidase — coloracdo arosa) e que interagem com proteinas humanas orais da DMT2

C.c')digo Nome das proteinas Organismo EC
UniprotKb Number
A7BDNO 1,4-alpha-glucan branching Actinomyces odontolyticus ATCC 24118
enzyme GlgB 17982
A7BEJ4 . Actinomyces odontolyticus ATCC 2411
17982
Lactobacillus acidophilus (strain
Q5FLUO Glycosyltransferase ATCC 700396 / NCKSF(JS / N2(/ NCFM) 2.4.1.-
Nicotinate
Q10641 phosphoribosyltransferase Mycobacterium tuberculosis 24.2.11
pncB1l (NAPRTase pncB1)
A8SMD6 Uridine phosphorylase Parvimonas micra ATCC 33270 2.4.2.3
.O rotate Streptococcus mutans serotype ¢
Q8DTV2 phosphoribosyltransferase (strain ATCC 700610 / UA159) 2.4.2.10
(OPRT) (OPRTase)
C2LR37 Glucosyltransferase-SI Streptococcus salivarius SK126 2.4.15
C2LQ65 Levansucrase Streptococcus salivarius SK126 2.4.1.10
C2LR38 Glucosyltransferase-SI Streptococcus salivarius SK126 2.4.15
C2LR36 Glucosyltransferase-| Streptococcus salivarius SK126 2.4.1.5
E2NO15 Periplasmic beta- Capnocytophaga sputigena ATCC 321.21
glucosidase 33612
D2BNNY Fg{;ﬁgﬁ;ﬁfggg;gﬁzm Lactococcus lactis subsp. lactis (strain 32223
glycosylase) KF147)
C2LRH8 Alpha-amylase Streptococcus salivarius SK126 3.2.1.1

A andlise da tabela 3 indica que a producdo de proteinas com
capacidade glicosidica por parte dos microrganismos que interagem com as
proteinas orais da DMT2 esta fortemente relacionada com o seu tipo de

metabolismo, sacarolitico ou assacarolitico.
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5. Conclusao

Neste trabalho foi realizada uma analise de resultados de estudos de
protedmica e microbiologia oral, com amostras obtidas da cavidade oral de
individuos com DMT2, sendo realizada uma anotacdo manual de informacdes
consideradas essenciais para a interpretacdo dos dados catalogados. Esta
pesquisa permitiu a atualizacédo da base de dados do OralCard.

A caracterizagdo funcional do Oraloma da DMT2 permitiu inferir a
presenca de uma relagédo entre a DMT2 e a Doencga de Parkinson, uma vez
que na cavidade oral dos pacientes diabéticos existe um aumento
estatisticamente significativo, p-value<0,01, da expressdo de proteinas orais
relacionadas com a Doenga de Parkinson. A relagdo exata entre estas duas
patologias ainda ndo esta totalmente esclarecida, dai que seja necessaria a
realizacdo de mais estudos que relacionem as moléculas comuns as duas
patologias e possam contribuir para esta elucidacéo.

Verificou-se a presenca de um elevado numero de proteinas com acao
antioxidante na saliva dos pacientes com DMT2, cujo aumento pode estar
associado a um mecanismo usado pelo hospedeiro para combater stress
oxidativo e os danos por ele provocados.

A presenca predominante de enzimas com atividade de peptidase é
consistente com o aumento estatisticamente significativo verificado na via da
coagulacédo sanguinea, p-value<0,01. Existe ainda um aumento da expresséo
de proteinas responsaveis pelo metabolismo do excesso de glicose presente
nos tecidos orais dos diabéticos.

No que concerne ao microbioma oral da DMT2, conclui-se que existe
uma escassez de estudos experimentais com as caracteristicas necessarias
para a sua identificacdo. Ainda, assim, a presenca de determinados
microrganismos exclusivamente na DMT2, em determinados habitats, como é o
caso da Candida glabrata e da Candida tropicalis pode indicar que estas
espécies possam ser consideradas espécies com impacto na saude oral do
diabético do tipo 2.

A analise de interactomica oral da DMT2 mostrou que existe um elevado

namero de proteinas microbianas que interagem com um relativamente
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reduzido numero de proteinas orais humanas. A fibronectina é a proteina
humana da DMT2 que possui a maior rede de interagbes com proteinas
produzidas por microrganismos orais. Esta proteina humana esta envolvida em
processos de adesdo celular e cicatrizacdo, cujas alteracbes na DMT2 sao
estatisticamente significativas.

O género em que existe maior producdo de proteinas que interagem
com proteinas humanas da DMT2 é Streptococcus, sendo que a producdo de
proteinas com capacidade glicosidica por parte dos microrganismos que
interagem com as proteinas orais da DMT2 esta fortemente relacionada com o

seu tipo de metabolismo, sacarolitico ou assacarolitico.
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7. Anexos

Tabela A

Lista de proteinas orais da Diabetes Melitos tipo 2 identificadas até ao
momento na cavidade oral e depositadas na base de dados do OralCard
(Tabela A).
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:2"”"'“ Parotid | SMISL ‘2’;::': Health | Regulation | Age group | Gender | Social Habits |Methods of Sampling Methods of Analysis PTM Biomarker °"“"‘:;"“°B'
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X -2,3 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P62258 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X -3 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
Q04917 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P61981 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
P31947 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P63104 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P05387 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P52209 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
095336 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P11021 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 33 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
P39687 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P68133 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 3,4 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
P61160 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
015143 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
015144 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 6,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
015511 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
P61158 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P07108 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
P23526 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
Q01518 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
Q10588 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P43652 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two- liquid cl graphy (2-DLC) and LC-tandem mass
P14550 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X -2,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di | liquid cl graphy (2-DLC) and LC-tandem mass
P30838 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
X X -3,3 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
060218 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q55TX8 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P02763 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
3,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P01009 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P04217 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P02765 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P01023 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
A8K2UO no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P12814 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P06733 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P54802 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P01019 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-3,6 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P04083 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-4,3 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07355 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,7 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P12429 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P03973 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P01008 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q10567 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P02647 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P02652 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-4,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P04114 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P05090 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
095445 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P08519 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
QouLz3 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P05089 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P17174 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P00505 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P06576 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
075882 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P20160 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
5,4 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q7M4Q5 no pregnancy _[frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P02812 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P02749 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P61769 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P07686 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
000462 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
5,5 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
QINP55 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q96DR5 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q8TDLS no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P80723 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q4LES2 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9BRF8 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q14CN2 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P27482 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
QINZT1 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-7,7 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P27824 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P07384 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q59HE3 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q53G71 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-4,4 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P00915 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;
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-5,5 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P00918 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
3,8 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P23280 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q53H57 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P16870 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P31997 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P04040 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P49913 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P07858 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07339 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P08311 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
PO7711 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P25774 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,9 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9UBR2 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q6YHK3 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q1T7A3 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
043866 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P13987 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q8N274 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q62W64 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P29373 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
QoY3ES no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,7 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P36222 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q15782 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
000299 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q13185 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
075390 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q00610 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P10909 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q14019 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P23528 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P02452 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P12109 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P00736 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P06681 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P01031 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
4,8 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P13671 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P10643 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07357 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P07358 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07360 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P02748 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P00751 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P08603 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P05156 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
075367 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9UBG3 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P31146 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,4 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P01040 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P01034 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P28325 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P54108 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P32320 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P04839 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P30046 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9UGM3 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q02487 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q02413 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P32926 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-5,9 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P15924 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P09417 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q01459 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P53634 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
QOUHL4 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P27487 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P27695 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q4awW4Y1 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q15075 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q9BW34 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P19957 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P26641 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P13639 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
QI9NZ08 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P30040 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q9BS26 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P14625 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q92817 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P12724 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P61916 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q96HE7 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q16610 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P15311 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P52907 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P47755 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,6 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q01469 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q86UX7 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P02671 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P02751 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P23142 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
000602 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
075369 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-6,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P30043 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P15328 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P09467 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P04075 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q53XB4 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P16930 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P09958 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q08380 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q92820 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P17900 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
095479 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P46926 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P14314 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P00367 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P35754 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P00390 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P78417 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P09211 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P48637 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P04406 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
33 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P06737 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P46976 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q92896 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q8NBJ4 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-7,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P28676 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P28799 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6ICNO no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P34932 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P04792 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P07900 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P08238 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q9Y574 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q14103 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P31943 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q53F48 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P61978 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P22626 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q5U071 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P04196 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q4vB24 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P04908 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6FI13 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q99877 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q8N1c8 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P00492 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P11215 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P05107 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q8WWAQ no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
3,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
A2RTY6 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,8 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P19827 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q14624 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q12906 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P07476 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P06870 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-5 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
043240 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9UBX7 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
QIUKR3 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P01042 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-3,3 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
QSTCI8 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P20700 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q03252 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P02750 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P30740 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P09960 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6FGLO no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P00338 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07195 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P51884 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,3 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
095274 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q14210 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P42785 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P40121 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P40925 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P40926 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
075556 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P08582 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P16035 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
QouJ68 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P28482 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P26038 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P0O8571 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q8WXI7 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P98088 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P98088 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P24158 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P41218 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P60660 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P19105 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
QouUL88 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P20933 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
095865 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
014745 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
QouJ70 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P15586 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q96PD5 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q53H01 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q5TD07 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
31 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q09666 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,4 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P22894 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
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Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P14598 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q15080 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P59666 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-dil ional liquid c graphy (2-DLC) and LC-tandem mass
P08246 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P80188 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P43490 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P05204 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-dil ional liquid c graphy (2-DLC) and LC-tandem mass
P10153 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q9UNZ2 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

2,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P80303 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q6UX06 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P26022 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
075594 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P19021 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
QOVDC6 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P62937 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P23284 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
060664 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
060437 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,6 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q06830 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P30044 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P30086 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P36871 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q96G03 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-3,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P00558 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q53G35 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q6P4A8 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P55058 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P36955 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P03952 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q5VY30 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P00747 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P13797 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P43034 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q15149 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P21128 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P09668 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
043490 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P27918 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q14914 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q16651 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q06323 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P25786 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P25787 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P25789 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P28066 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P60900 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
014818 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-6,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q86U62 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P20618 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P49721 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P49720 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P28062 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P02760 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07237 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P30101 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q15084 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q99497 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q96BQ1 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9NUQ9 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q57949 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P31949 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P80511 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P29034 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P26447 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,9 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P31151 no pregnancy _[frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
+ 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-dil i liquid cl graphy (2-DLC) and LC-tandem mass
P06702 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q70199 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q08188 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P22735 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P22061 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P00734 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P07988 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P00491 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P55786 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
060361 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
000764 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
3,5 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P14618 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P50395 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6FHRO no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P46940 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P51149 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q7Z3Y5 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9HD89 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q15300 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
AON5G5 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
AON5G3 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
A2J)1M4 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
A2JIN6 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P52565 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P52566 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P13489 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
3,8 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07998 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
000584 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P02810 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
QONQ38 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P29508 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q4VAX6 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P27169 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q5VXV3 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
075368 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q9H299 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P62316 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P35326 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,9 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q96RM1 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q9UBCY no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q14515 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P02549 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q13813 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q01082 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q59FPS no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P02808 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
000391 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P00441 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P04179 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6UWP8 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q99536 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
000560 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q9Y490 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6FGD7 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q9BRA2 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P30048 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q59E99 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6FGX5 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P37837 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P20061 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P61586 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P37802 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P55072 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q53EM5 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P13693 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q15631 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,1 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
060235 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q9UL52 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker;

Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with

Five saliva samples each from the control and DM groups were pooled separately and

36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P02766 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,4 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P02766 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q07654 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
014773 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
QINYL9 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker, no
intake of
antibiotics in the . " . . : o :
+ 35-65 M/F Non-stimulated whole expectorated saliva; Subjects refrained from eating, drinking, and oral hygiene.
last 6 months, no
pregnancy or
000300 factation ELISA 20192865
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P09758 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P78324 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P68036 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P61088 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P22314 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q969H8 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q6P552 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
10,4 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P11684 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q53F10 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q5NVI1 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q5NV82 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
075436 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-dil ional liquid c graphy (2-DLC) and LC-tandem mass
095498 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P50552 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q12907 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P08670 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-dil ional liquid c graphy (2-DLC) and LC-tandem mass
P18206 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P02774 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P04004 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q14508 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
075083 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P12956 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q96DA0 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P09871 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P23141 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q13126 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q16881 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q6XQN6 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
043278 no pregnancy [frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P06753 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P07910 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P11413 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P25788 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P31946 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P54819 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
P58499 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
4,8 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
P60953 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-3,8 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
P67936 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q08209 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di to two-di i liquid cl graphy (2-DLC) and LC-tandem mass
Q12805 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
-2,2 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i to two-di ional liquid cl graphy (2-DLC) and LC-tandem mass
Q13231 no pregnancy _|frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452
Non-smoker; |Unstimulated saliva (20mL). Briefly, at 8 a.m. (before breakfast), the subjects were asked to rinse their mouths thoroughly with Five saliva samples each from the control and DM groups were pooled separately and
2,6 36-62 M/F Non-alcoholic; |water, then to tilt their heads forward and allow saliva to flow into a sterile container for 5 min. These specimens were i di toty i i liquid cl graphy (2-DLC) and LC-tandem mass
Q14624 no pregnancy |frozen and stored at -80 °C until analysis. spectrometry (LC-MS/MS) analysis 19118452




Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample

Non-smoker;
! |
91,53 55.75 ME Non-alcoholic; All sample i was .befcre lunch
o pregnancy (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
preg collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using 1sional liquid
A1XBS5 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; tion Al sample collcton was competed before lunch
17,47 55-75 MF Non-alcoholic; P : i
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
095969 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel ) ' ! P
244 55.75 ME Non-alcoh All sample was before lunch
’ 1o pregnanc ” (9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using isional liquid
P01036 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 6 any Vel ) ' ! P
427 55.75 ME Non-alcoh All sample was before lunch
" 1o pregnanc " |(9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P01037 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel . ! | P
All sample was before lunch
-6,63 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P01833 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel ) ' ! P
All sample was before lunch
41,58 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P01834 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel ) ' ! P
All sample was before lunch
11,52 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P01842 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vet . ' | P
All sample was before lunch
1,52 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am=12 pm). B4 ml of unstimulated whole saliva sample was
Pre8NaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P01857 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel ) ' ! P
5.40 55.75 ME Non-alcoh All sample was before lunch
v 1o pregnanc " |(9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P01876 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel . ' ! P
All sample was before lunch
5,77 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P02533 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel . ' ! P
5.00 55.75 ME Non-alcoh All sample was before lunch
’ 1o pregnanc " |(9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
PODJI8 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel . ' | P
All sample was before lunch
-5,00 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am=12 pm). B4 ml of unstimulated whole saliva sample was N4,N4-
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid dimethylas
PODJI9 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) paragine Selected sal{ 22314925




Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample

08 o575 E N”Li"'s,m‘ike” All sample was before lunch
! 1o pregnanc " |(9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBnaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P02768 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
1,64 55-75 MF | Non-alcoholic; X X X
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was N-linked
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid and 0-
P02787 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) linked Selected sal{ 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
4,02 55-75 MF | Non-alcoholic; ; h i
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was N-linked
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid glycosylate
P04745 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) d Selected sal{ 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
22,41 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P05976 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; tion Al sample collcton was competed before lunch
16,91 55.75 MF | Non-alcoholic; P ! \
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P08118 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
1,72 55-75 MF | Non-alcoholic; 5 h i
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was N-linked
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid glycosylate
P12273 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) d Selected sal{ 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
2,27 55-75 MF | Non-alcoholic; ; h i
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was N-linked
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid glycosylate
P19961 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) d Selected sal{ 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
1,78 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P19961 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) Selected sal{ 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
11,56 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P25311 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
1,59 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P31025 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 h bef I
Non-smoker; p g any vgiene habits 2 hours before sample
All sample was before lunch
3,23 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P48723 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; tion Al sample collcton was completed before lunch
63,41 55.75 MF | Non-alcoholic; P ! \
1o pregnanc (9 am=12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein expression analysis using sional liquid
P55042 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925




Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample

Non-smoker; All sample was before lunch
2,17 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
QS53EPO aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel . ' ! P
All sample was before lunch
9,81 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q5F1R6 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel ) ' ! P
All sample was before lunch
9,18 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q8NGYO aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vet ) ' | P
443 55.75 ME Non-alcoh All sample was before lunch
v 1o pregnanc ” (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q8TAX7 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; tion Al sample collcton was competed before lunch
1317 55.75 MF | Non-alcoholic; P ! \
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q99102 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel ) ' ! P
All sample was before lunch
22,16 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q9HC84 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 6 any Vel ) ' ! P
All sample was before lunch
11,82 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am—-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q9HC84 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel ) ! ! P
654 55.75 ME Non-alcoh All sample was before lunch
4 1o pregnanc " |(9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
QouIv8 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; P 8 any Vel . ' ! P
All sample was before lunch
1,90 55-75 MF | Non-alcoholic; X X
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q9Y5J9 aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Patients were asked to refrain from drinking, eating,
and practicing any oral hygiene habits 2 hours before sample
Non-smoker; tion Al sample collcton was competed before lunch
702,46 55.75 MF | Non-alcoholic; P ! \
1o pregnanc (9 am-12 pm). B4 ml of unstimulated whole saliva sample was
PreBNaNSY | collected and centrifuged. The supernatant was placed into d label-free differential protein exp analysis using sional liquid
Q6CRYS aliquots of 250 ml and i frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Non-smoker; . . o : - . " :
432 55.75 MF Non-alcoholic: Patients were asked to refrain from drinking, eating, and practicing any oral hygiene habits 2 hours before sample collection. All
’ 1o pregnanc ’ |sample collection was completed before lunch (9 am—12 pm). B4 ml of unstimulated whole saliva sample was collected and d label-free differential protein expi analysis using. 1sional liquid
Q92210 preg! i centrifuged. The supernatant was placed into aliquots of 250 ml and il diately frozen in liquid nitrogen. chromatography/tandem mass spectrometry (2D-LC-MS/MS) 22314925
Non-smoker; |Other studies on HSPs have attempted to control for environmental stresses by asking patients to refrain from exertion, smoking,
4,25 18-66 MF Non-alcoholic; |caffeine and alcohol for 2-24 h and not taking samples from subjects with active bacterial or viral infection or other illness. Similar ~ [ELISA
P10809 no pregnancy _|restrictions were applied to our participants. 21748374
Patients were instructed to expectorate every 6 h into pre-labeled sterile collection tubes. Unstimulated whole resting saliva
Non-smoker; |(approximately 3 ml) was obtained from each
1,21 |7 years old; f| MF Non-alcoholic; |patient by passive expectoration at 0, 6, 12, 18, 24, 30, 36 and 42 h. Patients were asked to collect approximately 3 ml of whole Quantikine Human EGF Immunoassay
no pregnancy [saliva without the assistance of chewing material. No time limit was enforced to collect the requested volume of material. Samples
P01133 were stored at §20°C until evaluated. 10989322
Saliva samples were taken from ST patients each with or without diabetes type Q. All samples were taken without oral salivary
Non-smoker; : N N . . . . : :
9,50 MF Non-alcoholic: gland stimulation. The patients were instructed to salivate directly into Falcon tubes (Falcon fT ml, Germany) including fTTul RL Electrophoresis
’ o pregnanc ’|(Qv,Qf,Qd) buff er with protease inhibitors (Complete cocktail tablets, Roche, P
P10645 preg Y Germany) for preserving proteins from degradation processes. biomarker 20192923




P01876

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P61626

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P02788

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P02768

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P22079

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P05164

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P01876

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P61626

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514

P02788

34-65

MF

Non-smoker;
Non-alcoholic;
no pregnancy

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated

parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between
8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
micropipette connected to a mini-vacuum pump (14). Salivary stimulation was

achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min).

ELISA

11014514




Non-smoker;

subjects were requested not to eat, drink or perform oral hygiene measures after midnight the night before saliva collections.
Unstimulated whole (UW) saliva, stimulated
parotid (SP) and stimulated (SS) and unstimulated (US) submandibular/sublingual saliva were collected from each subject between

1,42 34-65 MF Non-alcoholic; . . . N . . ELISA
nz" :ew"a‘:: 8:00 and 10:00 a.m. SP saliva was collected using a modified Carlson-Crittenden cup (13) and US and SS saliva was collected with a
preg v micropipette connected to a mini-vacuum pump (14). Salivary stimulation was
achieved by swabbing the lateral surfaces of the tongue with 0.1 mol/L (2% w/v) citric acid every 30 s. The sequence and times of
P02768 collection of saliva was as follows: UW (5 min); US (5 min); SP (5 min after 2 min to establish a flow); SS (3 min). 11014514
Non-smoker; |Subjects were asked not to eat, smoke or drink (except water) for an overnight fast prior to Ghrelin was measured in unstimulated total saliva using the same human-ghrelin-RIA kit,
-2,10 38-66 MF Non-alcoholic; [collection of saliva samples. Their diets were similar with respect to protein content and uptake of fat and carbohydrates. which is designed to test any biological fluid with sufficient levels of the peptide to be
Q9UBU3 no pregnancy |Socioeconomical status was similar for both groups (survey data). determined. 17244479
Non-smoker; |Subjects were asked not to eat, smoke or drink (except water) for an overnight fast prior to Ghrelin was measured in unstimulated total saliva using the same human-ghrelin-RIA kit,
-1,32 38-66 MF Non-alcoholic; [collection of saliva samples. Their diets were similar with respect to protein content and uptake of fat and carbohydrates. which is designed to test any biological fluid with sufficient levels of the peptide to be
Q9UBU3 no pregnancy [Socioeconomical status was similar for both groups (survey data). determined. 17244479
Non-smoker; |Subjects were asked not to eat, smoke or drink (except water) for an overnight fast prior to Ghrelin was measured in unstimulated total saliva using the same human-ghrelin-RIA kit,
-1,63 38-66 MF Non-alcoholic; [collection of saliva samples. Their diets were similar with respect to protein content and uptake of fat and carbohydrates. which is designed to test any biological fluid with sufficient levels of the peptide to be
Q9UBU3 no pregnancy |Socioeconomical status was similar for both groups (survey data). determined. 17244479
Non-smoker; |Subjects were asked not to eat, smoke or drink (except water) for an overnight fast prior to Ghrelin was measured in unstimulated total saliva using the same human-ghrelin-RIA kit,
-1,23 38-66 MF Non-alcoholic; [collection of saliva samples. Their diets were similar with respect to protein content and uptake of fat and carbohydrates. which is designed to test any biological fluid with sufficient levels of the peptide to be
Q9UBU3 no pregnancy [Socioeconomical status was similar for both groups (survey data). determined. 17244479
Non-smoker; [Subjects were asked not to eat, smoke or drink (except water) for an overnight fast prior to | vt
1,25 38-66 MF Non-alcoholic; [collection of saliva samples. Their diets were similar with respect to protein content and uptake of fat and carbohydrates. amylase activity . .
) ) o 'was determined by the colorimetric method of Winn-Deen and coworkers
P04745 no pregnancy |Socioeconomical status was similar for both groups (survey data). 17244479
Non-smoker; |Subjects were asked not to eat, smoke or drink (except water) for an overnight fast prior to . it
1,24 38-66 MF | Non-alcoholic; |collection of saliva samples. Their diets were similar with respect to protein content and uptake of fat and carbohydrates. oA .
) 3 e \was determined by the colorimetric method of Winn-Deen and coworkers
P04745 no pregnancy _|Socioeconomical status was similar for both groups (survey data). 17244479
The study
included
patientes with " i
1,19 4564 MF  |habits of colormetric
3 methods
smoking and
alcohol
P02768 consumption Subjects were told not to eat or smoke for one hour prior to the ination. 11005153
The study
included
patientes with Boshri MPR 3 \
g . oehringer a-amylase
1,14 45-64 MF hab|t§ of EPS method
smoking and
alcohol
P04745 consumption Subjects were told not to eat or smoke for one hour prior to the ination. 11005153
Non-smoker;
0,00 35-65 MF Non-alcoholic; ELISA
P05231 no pregnancy [Subjects refrained from eating, drinking, and oral hygiene for 2 hours prior to saliva collection. 20192865




