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A kezelés vart sikere és a kapott
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pontatlan diagnozis
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Kiegészito vizsgalatok
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Biokémiai tesztek™
Benzoil-DL-arginin-naftilamid (BANA) *

reagenst a Tannerella forsythia,
Treponema denticola ¢s a Porphyromonas
gingivalis képes enzimatikusan bontani,
ami szinreakcioval kimutathato. Elonye,
hogy choir side kivitelezheto, hatranya,
hogy csak a fenti harom baktérium
kimutatasara alkalmas.
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The ability of the BANA Test to detect
different levels of P. gingivalis, T.
denticola and T. forsythia

Abstract: The aim of this study was to evaluate the ability of the BANA
Test to detect different levels of Porphyromonas gingivalis, Treponema
denticola and Tannerella forsythia or their combinations in subgingival
samples at the initial diagnosis and after periodontal therapy. Periodontal
sites with probing depths between 5-7 mm and clinical attachment lev-
el between 5-10 mm, from 53 subjects with chronic periodontitis, were
sampled in four periods: initial diagnosis (T0), immediately (T1), 45 (T2)
and 60 days (T3) after scaling and root planing. BANA Test and Check-
erboard DNA-DNA hybridization identified red complex species in the
subgingival biofilm. In all experimental periods, the highest frequencies
of score 2 (Checkerboard DNA-DNA hybridization) for P. gingivalis, T.
denticola and T. forsythia were observed when strong enzymatic activ-
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» LES COMPLEXES BACTERIENS

Les especes parodontopathogénes sont présentées schématiquement au sein de complexcs niicrobiologiques
(Socransky et al. 1998)
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A parodontitis a gazdaszervezet
immunvalaszanak a pathologias
megnyilvanulasa a fog es a marginalis gingiva
talalkozdsanal kialakuld bakteridlis biofilmmel
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Abstract

Introduction: Periodontal diseases are the pathological manifestation of the host
response against the hacterial challenge from the dental hiofilm at the tooth/gzingival
interface. The remit of this working group was to update the existing knowledge on the
infections nature of periodontal diseases.

Material and Methods: The literature was systematically searched and critically
reviewed. Four manuscripts were produced in specific topics identified as key areas t
understand the importance of the microorganisms in the etio-pathogenesis of
periodontal diseases.

Results/Conclusions: The results and conclusions of the review process are presented
in the following papers, together with the group consensus statements Aiming to answer
the following questions: (1) Has the use of molecular methods for the characterization of
the human oral microbiome changed our indestanding of the role of bacteria in the
nathosenesis of neriodontal disease orocess? (2 Are the nernodontal microbial comnlexes
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Oral Fluid-Based Biomarkers of Alveciar Bone Loss in

Periodontitis
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Abstract

Perodvutal disease is a bacteria-induced chronic inflammatory disease affecting the soft and hard
sunporting structures encompassing the teeth. When left untreated, the ultimate outcome is alveolar
bone loss and exfoliation of the involved teeth. Traditional periodontal diagnostic methods include
assessment of clinical parameters and radiographs. Though efficient, these conventional techniques
are inherently limited in that only a historical perspective, not current appraisal, of disease status can
be determined. Advances in the use of oral fluids as possible biological samples for objective
measures of current disease state, treatment monitoring, and prognostic indicators have boosted saliva
and other oral-based fluids to the forefront of technology. Oral fluids contain locally and systemically
derived mediators of periodontal disease, including microbial. host-response. and bone-specific
resorptive markers. Although most biomarkers in oral fluids represent inflammatory mediators,
several specific collagen degradation and bone turnover-related molecules have emerged as possible
measures of periodontal disease activity. Pyridinoline cross-linked carboxyterminal telopeptide
(ICTP), for example, has been highly correlated with clinical features of the disease and decreases
inresponse to intervention therapies, and has been shown to possess predictive properties for possible
future disease activity. One foreseeable benefit of an oral fluid-based periodontal diagnostic would
be identification of highly susceptible individuals prior to overt disease. Timely detection and
diagnosis of disease may significantly affect the clinical management of periodontal patients by
offering earlier, less invasive, and more cost-effective treatment therapies.
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enzi mek ' Longitudinal Evaluatican of Elastase as a Marker for the Progression of Periodontitis
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To DETERMINE WHETHER ELASTASE LEVELS in gingival crevicular fluid {GCF) could serve as a marker for the
progression of periodontitis, we monitored GCF elastase and periodontal status in selected sites in 32
pericdontally healthy volunteers and 31 periodontitis patients at intervals over a 6-month period. Clinical
measurements included plaque index, gingival index, bleeding on probing, suppuration, probing depth,
clinical attachment level, and relative attachment level measured with an automated disk probe. GCF
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Relationship between gingival crevicular fluid levels of aspartate aminotransferase
and active tissue dastiuction in treated chronic periodontitis patients.

Persson GR'. DeRouen TA, Page RC.

+ Author inforaiation

Abstract

Data friom several sources demonstrate that disease-active and disease-inactive periodontal pockets exist, and that
Jdizease progression occurs in bursts of activity. Currently used diagnostic procedures do not distinguish between
disease-active and disease-inactive sites at any given point in time. We report the results of studies aimed at
determining whether levels of the enzyme aspartate aminotransferase (AST) in gingival crevicular fluid (GCF) are
associated with disease activity as assessed by the level of gingival inflammation and probing attachment loss. 25
previously treated periodontitis patients participating in a quarterly recall maintenance program. who had
experienced recurrent periodontal deterioration, served as experimental subjects. Patients were evaluated at 3-
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Az IL1, IL6, IL10, D-vitamin receptor (VDR),
RANK ligand receptor es CD14 genek™
polimorfizmusai bizonyos populaciokban
osszefiiggésben allhatnak a kronikus
parodontitis el6forduldsaval
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Gene Polymorphis: s in Chronic Periodontitis
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We aimed to conduct a review of the literature for gene polymorphisms associated with chronic periodontitis (CP) susceptibility. A
comprehensive search of the literature in English was performed using the keywords: periodontitis, periodontal disease, combined
with the words genes, mutation, or polymorphism. Candidate gene polymorphism studies with a case-control design and reported
genotype [requencies in CP patients were searched and reviewed. There is growing evidence that polymorphisms in the ILI, IL6,
IL10, vitamin D receptor, and CDI14 genes may be associated with CP in certain populations. However, carriage rates of the rare
(R)-allele of any polymorphism varied considerably among studies and most of the studies appeared under-powered and did
not correct for other risk factors. Larger cohorts, well-defined phenotypes, control for other risk factors, and analysis of multiple
genes and polymorphisms within the same pathway are needed to get a more comprehensive insight into the contribution of gene
polymorphisms in CP.



A nyal osszetétele

* Viz
- 99%

Szervetlen ionok
* Szerves molekulak



Nyalszekrecio ketlepcsos hipotezise

 Acinus Ductus
Primer szekrétum Mdsodlagos ductalis modosulds
Izotonids - Hypotonias
HCO3- | Koncentrdcid Nyél
5ie3 . mEq/I
Cl-HCO3~ ki

Na+

100 -

7 — T
10 20 30 40
__Nyadltermelési rata ml/min

Plazma




Ming azok az anyagok amelyek a
‘/erben megtalalhatoak
bekeril(het)nek anyalba is és

~ ottis kimutathatéak.*

Sallva



David%WONG UCLAF nyal gendrhikai és
proteomlkal adatbank feJIesztese haldzatba
sze rvezett kutat0| ntezetek altal

Salivary diagnostics poviered by
nanotechnologies, proteomics and

genomics
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Salivary Transcriptomic Biomarkers for Detection of BRssectable

Pancreatic Cancer sk
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BACKGROUND & AIMS: Lack of detection rechnology
for early pancreatic cancer (ovariably leads to a typical
clinical presentation of :ncurable disease at inital diag-
nosis. New strategies and biomarkers for early detection
are sorely needed. (n this study, we have conducted a
prospective sample collection and retrospective blinded
validation o evaluate the performance and translational
utilities of salivary transcriptomic biomarkers for the
noninvasive detection of resectable pancreatic cancer.

METHODS: The Affymetrix HG U133 Plus 2.0 Array
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toward early detection of pancreatic cancer is the devel-
opment of methods thart efficiently identify potentially
affected individuals. Current strategies exist for early
detection of pancreatic cancer;!-1© however, they are
either confined to a small number of patients at greater
risk, often relying on invasive procedures, or they lack the
necessary sensitivity and specificity to make their wide-
spread screening applicable.!'-!? The search for potential
useful biomarkers of pancreatic cancer is further compli-
cated by the existence of several benign pancreartic dis-
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Nyal proteomika™

Fogalomtar

~ Genomika — transzkriptomika — proteomika
DNS RNS fehérje
Honnan jutnak a nydlba ezek a molekulak? *

- nyalmirigybdl a szekrécio soran

- hamsejtekbol
- vérbol

- szajuregi mikroorganizmusokbol

1000 kulonbo6z6
fehérje,
amelybdl
mintegy 300
human feherjét
sikerult

elkuloniteni
JDentRes 2007, 1129-33
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e Az USA az ezredfordulon tébb, jelentds kutatasi
alapot hozott létre

* Ennek is kdszonhetben a ,niyal diagnosztika™
kereses 37.000 talalatot eredményez

 Tudomanyos
attekint?d cikkek — review-k : 100 felett

Az irodalomban leggyakrabban emlitett
felhasznalasi lehetdségek
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Autoimmune
disorders

Cardiovascular
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Endocrine

Infectious diseases
viral discases

Infectious discases
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Renal

Cancer

Phamacologic

Psychiatne
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Review Article I Niadais
i B : Saliva as a diagnostic tool for oral and systemic @CWMJ,, Eoidigt b )

Mohammad A. Javaid ¢, Ahad S. Ahmed ", Robert Durand®,
Simon D. Tran®"

ey t i * Resident, Periodontics at the University of British Columbia, Vancouver, BC, Canada t i ‘ Y
: ® PhD Student, Craniofacial Health Sciences, McGill University, Montréal, Québec, Canada 2 .
© Associate Professor, Faculty of Dentistry, Université de Montréal, Montréal, Québec, Canada

4 Associate Professor, Faculty of Dentistry, McGill University, Montréal, Québec, Canada

fiss il e il L i ARTICLE INFO ABSTRACT
Article history: Early disease detection. (s not only vital to reduce disease severity and prevent complica- Se e 3
. =i Received 14 July 2015 tions, but also crivicul to i.crease success rate of therapy. Saliva has been studied extensively - 3 .
. =TS Accepted 8 August 2015 as a potentiz! diaymostic tool over the last decade due to its ease and non-invasive : X

accessib. 'y 7 atoug with its abundance of biomarkers, such as genetic material and proteins.

e Available online 9 September 2015
e This "ev. evr will update the clinician on recent advances in salivary biomarkers to diagnose

; Keywords: auten.zaune diseases (Sjogren's syndrome, cystic fibrosis), cardiovascular diseases, diabe-
Sy TeR s i . TN Saliva ces, HIV, oral cancer, caries and periodontal diseases. Considering their accuracy, efficacy, . SeyTaales
At Diagnostics ease of use and cost effectiveness, salivary diagnostic tests will be available in dental offices. : At
£ : Salivary it is expected that the advent of sensitive and specific salivary diagnostic tools and the : £
establish of defined guidelines and results following rigorous testing will allow salivary
diagnostics to be used as chair-side tests for several oral and systemic diseases in the near
: ol future. :
i : 4 L POTRS i 2015 Craniofacial Research Foundation. Published by Elsevier B.V. All rights reserved. it
Dekt SR PR — St undetected until a late phase where morbid symptoms eV s Sty i 5
12 o “ become apparent. To overcome these challenges, researchers ) 4 )

are unravelling biomarkers. These biomarkers include genetic

Early diagnosis of diseases is crucial to prevent complications
that could have a negative impact on a patient's quality of life.
For instance, ovanan cancer, the fifth most common cancer
and cause of death in females, has a S-year-survival rate of 10%
when detected at stage 4 in comparison to 93% if diagnosed at
stage 1." Similarly, type 2 diabetes, which affects 7% of the
adult population, can be solely controlled by diet and change in
lifestyle if the diagnosis is made earlier.” Furthermore, despite
the regular screenings and check-ups, many diseases are
* Corresponding author.
E-mail address: simon.tran@mcgill.ca (S.D. Tran).
http//dx doiorg/10.1016/j jobcr.2015.08.006

material (e.g. DNA, RNA) and protein molecules that reflect the
current physiological state of an individual and hence help
scientists to better understand the underlying cause of a
disease.® Over the years, studies have shown that alterations
in human genetics can be detected by molecular diagnostics,
and anomalies in nucleic acids and proteins present in the
patient's body fluids such as blood, cerebrospinal fluid (CSF)
and urine can be used as effective biomarkers for disease
diagnosis.** However, many obstacles remain such as lack of

2212-4268/v 2015 Craniofacial Research Foundation. Published by Elsevier B.V. All rights reserved.



A fogagybetegseg dlagnosztlkal
folyamatabraja

Sz(irévizsgalattad
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Velesziiletett/szerzett

A betegség biologiai

GENETIKAI FAKTOROK manifesztéciéja

betegseg

O

GENETIKAI Teszt MIKROBIOLOGIAITeszt NYAL Teszt Klinikai vizsgalat

RTG vizsgalat
I— ~ Kimutathato szub-klinikai fazis J _ _

- Salivary diagnostics for periodontal diseases
5 William V', Giannobile
0 JADA 2012:143(10 suppl):6S-118
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 Brendan és mtsai mintegy 15 fehérjét izclaitak
kronikus parodontitisben szenvedd paciensek kevert
nyugalmi nyalabol - koztuk kiemeiten a S100
proteinek csaladjaba tartozd S100A8/A9/A6
fehérjet*
— amelyeknek jeleniéte es mennyisege szoros
0sszefuggesben all a betegsegga! o

Journal of Clinical Peaadontology (37) 3, 241-247, March 201




Az informaciok lehetséges felhasznalasa

Szuirés és korai tumor diagnozis

A tudo, emlo, vastazbel és ovarium
tumorok tobk, mint 60%-at csak
metasztatikus vagy/és inoperabilis
szakkan sikerul diagnosztizalni!



Korai tumor diagnozis™

- Foleg nyalmirigy, fej-nyak, szajureg
es gar at-gége lokalizacio AmJSurg 168:429-32, ClinCancerRes2004,8442-50

- em |6 Cd rC| NOMa rxpert.Rev.Proteomics 4(3), 329-332 (2007)
- maj, epeholyag, tudo, prosztata, ovarium és
tOVé b bl. ‘SZe rve k Nature Reviews Cancer 3, 267-275 2003



Korai tumor diagnosztika - SZAJUREG

* A PTE Fogaszati és Szajsebészeti Klinikajan 200% ota vegziink
nyal biomarkerekre vonatkozo vizsgalatokat

Dr. Szanto Ildikoé €s munkatarsai a szzitvegi lapham
carcinomaban szenvedd paciens2% nyalat vizsgaltak
proteomikai modszerekkel

Feherje neve Kontroll Tumoros
Annexin 1 Il 0/5 4/4
Peroxiredoxin - 2 0/5 4/4

A tahiazatban jeloltik azokat a fehérjeket, amelyek minden tumoros
mintaban el6fordultak és minden nem tumoros mintabdl hianyoztak.
Szantd I., Sandor B., Mark L., Bona A., Maasz G., Gelencsér G., Turi Z., Gallyas F.: High-

throughput proteomic analysis of saliva for monitoring putative tumormarkers: A
pilot studyTechnology in Cancer Res & Treatment 2011



Nagy atbocsatoképességu diagnosztikal
modszer szajluregi dagar:atok korai

felismerésére

Doktov {PhD) értekezés

Készitette:
Dr. Balasné Dr. Szanto lidiké

PTE KK Fogaszati és Szajsebészeti Klinika



Korai tumor diagnosztika

* Az eredményeket tovabb gondolva folytattuk a

kutatasokat €s munkacsoportunk uj kérdeseket tett
fel:

Vajon el6fordulnak-e szajliregi lapham carcinomara
utalo nyal biomarkerelk rakmegel6z6 allapotokban?

A diabetes mellitusban szenvedd paciensek nyalmintait
eiemeztuk proteomikai modszerekkel



Diabetes mellitus-ban szenvedd paciensek
nyalaban el6fordulo tumor biomarkerek

---------

dependens protein, gyomor és
colorectalis dagantatokban irtak
lel
2.Prcizin: Peroxiredoxin - 2:
c10z6leg OSCC betegekben
detektaltak?2

- 7 3.Protein: Tirozin - protein foszfataz: korabban

colon carcinomaban irtak le, tovabbi elemzések
szukségesek, hogy megértsiik szerepét az OSCC
IMinta! Nem az eredeti pe'!cany! , <

' patogenezisében3

1.R Duncan, B Carpenter, LC Main, C Telfer and GI Murray: Charactéerisation and protein expression profiling
of annexins in colorectal cancer. British Journal of Cancer (2008) 98, 426-433.
2.2.A. Wood, L.B. Poole, PA. Karplus .: Peroxiredoxin evolution and the regulation of hydrogen

peroxide signaling. Science 2003 (300) 650—653.
3.:Ostman A.: Protein-tyrosine phosphatases and cancer. Nat.Rev.Cancer.2006 apr;6(4):302-20
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Pécsi Tudemanyegyetem, Klinikal Kdzpont, Fogaszali és Szajsebészeti Klinika,
Maxillofacidlis Részleg

Nyalbdl izolalt szajuregi laphamkarcinéma biomarkerek vizsgalata
2-es tipusu diabéteszes betegekben

DR. JANCSIK VERONIKA AGNES, DR. MARK LASZLO, DR. GELENCSER GABOR, Dii. OLASZ LAJOS

A szajuregi laphamrak morbiditasi és mortalitasi rataja folyamatosen ridvekvd tendenciat mutat vilagszerte, ezért a be-
tegség korai felismerése kiemelkedd szerepet jatszik. A diabéresz és a laphamrak kapcsolatat ez idaig epidemiologiai
és allatkisérletes modelleken bizonyitottak. Szerzdk célja a:nek az dsszeflggeésnek az igazolasa volt, human nyalbdl
izolalt, nem invaziv detektalé mddszerrel nyerhetd bicinerkerek segitségével.

Kulcsszavak: 2-es tipusu diabétesz, Nyal biomari:erek, Proteomika, Oralis laphamkarcinéma

Bevozatés

A klinikai proteomika egy relative fiatal diszciplina, mely
az elmult eay eviized soran igen nagy utemben fejlé-
dott. Ennelk a technikai fejlédésnek kdszonhetéen ma
mar kepesek vagyunk nem csak sejt szinten, de feher-
jek s peptidek szintjén is vizsgalni az emberi szerve-
zetben zajlo folyamatokat [1, 2].

Az un. ,omics” technolégiakkal ma mar nem csak
biopsziabdl nyerhetd szévettani mintakat tudunk ele-
mezni, hanem veérbdl és nyalbdl izolalhato peptide-

saga cukorbetegek koréeben elerte a 8%-ot [8, 9, 10, 11,
13, 14].

Ma Magyarorszagon a cukorbetegseg nepbetegseg-
nek szamit. A lakossag kézel 10%-a szenved a diabe-
tesz valamelyik formajaban, és ez a szam a kovetkezo
évtizedekben valésziniisithetéen emelkedni fog. Erde-
kes parhuzam, hogy az intenziv kutatasok és szurd-
programok ellenére a szajuregi laphamrakban szenvedd
paciensek szama az elmult évtizedekben is rohamo-
san gyarapodott [5, 6, 7]. Ezért mind prevencios, mind

| a korai diagnosztika szempontjabdl fontos lehet olyan
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Fert6z0 betegségek chair-side diagnozisa
Gyogyszer €s drog monitorozas

_ Hormonszint méras — fertilitas
_ Elvezeti szere¥, szocidlis drogok
- Doppingszerek
— Virus-teszt
DNS-vizsgalatok, ,Apasagi-tesztek”



Virusfert6zések kimutatdsa nyalmintabdl
HIV, HCV, HPV

Published in final edited form as:
J Am Dent Assoc. 2012 October ; 143(10 0): 12S-18S.

Detecting viruses by usirig salivary diagnostics

Dr. Paul L.A.M. Corstjens, FhD [Assistant professor],
Department of Moleculzr Cell Biology, Leiden University Medical Center, Leiden, Netherlands

Dr. William R. Abrams, PhD [Research professor], and
Department ;¥ 8asic Science, College of Dentistry, New York University, New York City

Dr. Daniel Malamud, PhD [Professor]
Department of Basic Science, College of Dentistry, New York University, New York City,
Department of Medicine, School of Medicine, New York University
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Resources
OraQuick ADVANCE® Rapid Order Online »
HIV-1/2 Antibody Test

Rapid
Antlbod
OraQuick® HCV Rapid —Or a QU’ CIC s
ADVANCE® I1IV-1/2
N
OraSure QuickFlu™ Rapid e hE
Flu A+B Test Detection is the first step in prevention. Stop the spread of HIV one
c{i— simple test at a time.
T
OraSure® HIV-1 Oral Specimen
Collection Device The OraQuick ADVANCE® Rapid HIV-1/2 Antibody Test detects
/ antibodies to HIV-1 and HIV-2 in 20 minutes.
~
Patient Informaticn
« Rapid
Provides results in 20 minutes, enabling patients to learn their status in a
single visit and allows HIV positive patients to be connected to care
immediately.
« Flexible v
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Step 1 - Collect Step 2 - Insert the device Step 3 - Read between 20
sample. into the buffer. and 40 minutes.

¢

~N—

Swab between the teeth and Non-Reactive
upper and lower gum once. Line inthe C Zone

Rapid (.: :

=OraQuick::
ADVANCE® MaEING 7S =

Preliminary Positive
Lineinthe C and T Zones

1. CraQuick ADVANCE® Rapia “Ylv-1/2 Antibody Test Package Insert

Z. GMHC 2008 HPLS Prewscigiion

3. Revised Recommaercations for HIV Testing of Adults, Adolescents, and Pregnant Women in Haslth-Care Settings, MMWR, September
22, 2008/Vol 5eNo. RR-14

4. Csmpsmitn M &t al, MMWR, Cctober 2008

5. Eslustes of New HIV Infaection in the United States, COC HIV/AIDS Facts, August 2008

¢. COC, B. Branson, HIV Testing: 2035 Updste prasentation, Juns 8, 2005
2

Group Intervention to Raduce HIV Transmission Risk Behavior Among Passons Living with HIV/AIDS, S C. KKalichman, Behavior

Modification, March 2005
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* Gyogyszer és drog moriitorozas
- Hormonszint méves — fertilitas
- Elvezeti szerek
- Doppirngszerek



Amphetamln Opiatok, Benzodlazepln THC (Maruuana) Methamphetamm kokam és
metabolltjalnak quantltatlv detektalasara nyalban

Saliva Oral Screen Multl Drug
 Test Kit

Saliva Oral Screen Multi D"ru'g Test Kit

Item Number: DST-6
R | Retail Price $14-95
‘ 02 Apte $11.15
\ J el L e You Save 25%

g X 1 -4 pieces $11.15 e3
, S - 9 pieces $10.54 ea
| 10 - 24 pieces $10.17 e3
( 25 - 49 pieces $£9.67 ea.

. / 50 - 99 pieces $8.71 ea.
N 100 + pieces $8.26 ea.
For Larger Quantities Please Ca

Quantity: 1

'l | W ADDTOCART W
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Accuracy Data

Table'l Comparison of Positive Drug Prevalence Rate by Oral Fluid Testing

to Federally Mandated And General Workforce Urine Drug Testing Proprerits

Drug Testing
Positivity Prevalence Index: Drug Testing Index:

Rate: Oral Fluid General Workforce

Federally Mandated (DOT)

Drug Testing VL_H"\? Linig Urine:Drug Testing
festing

Jan-Oct 2001 Jan-Dec 2001 Jan-Dec 1002
Drug.Category (N=77,218) (N>1,000,000) (N>5,200,000)
THC 3.22 1.72 3.17
Cocaine 117 0.6 0:69
Opiates * 0.23 0.26 0.29
PCP 0.03 0.05 0.02
Amphetamines 0.47 0.29 0.29

Total (%) 5.06 2.92 4.46
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