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Abstract

MepiAnyn

>10X0¢: To uvahoupovikd ofl amoteAeil pla yAvkolaplvoyAukdvn Tou
EVTOTMi{eTAlL OTOUC TEPLOOOVTLIKOUG LOTOUC OF TOLKIAEG TOOCOTNTEG.
MBavév Aettovpyei we pecoAaBnTnC KAtd TNV MEPLOSOVTLKA avayevvnon,
glag Kat ouvioTtd Ooplkd ouoTATIKO Tou Teplodovtiou Kal dlabetel
avTipAeygovwdn Opdon. O o0TdX0C TNG TAPOUCAG GUCTNUATIKAG
avaokomnong Atav va agloAoyroel ta mbavd oPeAn Tou LAAOLPOVIKOU
08€0G¢ 0Tn Bepamneia MEPLOSOVTIKWY KAl TEPLEPPUTEVUATIKWY VOOWV.
YAlkA Kkalt peBodol  InNUavILKOG aplOPog NAEKTPOVIKWY BAcEwY
eNEyxONKe, KAl OULAAEXBNoav OoeC¢ UEAETEG TAnpovoav  Td
TIPOKABOPLOPEVA KPLTAPLA ELOAYWYNG, O CUPPWViA TAVTIOTE HE TIG
odnyieg PRISMA. A0o KpLTtéC aglohoynoav aveEdptnta TIG HEAETEG WG
mpog To eminedo pepoAnpiag pe TN Ponbela TOL epyaleiov. A
noteAéopata: Ano ta apyikd 3,186 apbpa, 38 TUXALOTIOLNUEVEG KALVIKES
HeEAETEC elonxBnoav TEAIKWC OTnNV avackomnon. Q¢ Tpog TIQ
TIEPLEYPUTEVPATIKEG VOOOUG, 6 PEAETEG €LETAOTNKAV WG TPOG TN
BeAtiwon Twv KAWLKWY TAPAUETPWY META amd TNV E€QApHOYN
vahovpovikol o&€og. H ocuvduaoupévn Bepameia pe valoupovikd ofv
€6elfe OAWV TWV KAWLIKWY TAPAUETPWY Xwpig¢ va mapatnpndolv
ETUMAOKEG. upmépaopa: H epappoyn vaAoupovikol 0&€og pmopei va
odnynoeL otn peiwon Xopnynon Hn OTEPEOELOWV AVTUPAEYLOVWOWY
PaPPAKWY, KaBwWG Kat oe BeATiwon OAWV TWV KALVIKWY TEEPLOSOVTIKWY
TOPAUETPWY. IXETIKA HE TIG TIEPLEUPUTEVPATIKEG VOOOUG TO
LVAAOUPOVLKO OEL EXEL TMAPOLCLACEL OPEAN OTNV TIEPLEPPUTELVPATITLOA KaL
oxL oTnV TepLBAevvoyovitLda.

AEgerg-kAeWdLa: Yaloupovikd ogu, pAeypovn, ouAitida, meplodovtitida,
niepleputevpartitida, meptBAevvoyovitida

Aim: Hyaluronic acid is a viscous glycosaminoglycan
detected in all periodontal tissues in varying
quantities. It may act as a mediator of periodontal
tissue regeneration, because of its presence in
periodontal tissues and its anti-inflammatory
capacity. The objective of this systematic review was
to evaluate the potential effect of hyaluronic acid in
the treatment of periodontal diseases as well as
perimucositis and peri-implantitis. Materials and
methods: A great number of electronic databases
were searched and the appropriate studies were
identified with the use of specific eligibility criteria,
according to PRISMA guidelines. Two reviewers
independently screened and selected the studies and
made the data extraction and the assessment of risk
of bias, by using the Cochrane risk of bias tool.
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Results: Out of 3,186 papers, 38 randomized clinical
trials (8 related to gingivitis therapy, 20 related to
nonsurgical periodontal therapy, and 10 related to
surgical periodontal therapy) were finally included in
the review. Related to peri-implant diseases, four
RCTs and 2 split mouth studies were examined that
showed that although there is a significant
difference in BOP, PD and CAL indices were not
improved, after the use of hyaluronic acid. The
adjunct use of HA combined to all treatment
modalities shows improvement of patients’
postoperative course, in terms of decreased
inflammatory reactions, and changes in periodontal
pocket depth and clinical attachment level.
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No side effects were reported in any of the included
studies. Conclusion: The adjunct use of HA may lead
in the reduction of the prescription of nonsteroid
anti-inflammatory drugs and achieve improved
clinical parameters, including periodontal probing
depth, periodontal inflammation, and clinical
attachment level.

Ewcaywyn

O emMOAACHOC TWV TEPLOdOVTIKWY VvOowv eival
vpnhog  (20-50%) kat n ooBapn Hop®n
nieplodovtitidag amotelel pia amo TIC KUPLEG
atieg anwAelag dovtiwv (Albandar, 1990), evw
OPKETA LYNAOG eival KAl O EMUMOAACHOG TWwV

TIEPLEUPUTEVHATIKWY  voowv  (63% ywa tnv
niepBAevoyovvitida Kat 19% yla v
neplepputevpatitida) (Atieh et al, 2013). H
Bepaneia Twv TEEPLOOOVTIKWY Kat

TIEPLEYPUTEVPATIKWY VOOWV TEPLAQUBAVEL TOCO
OUVTNPNTIKEG 000 KAl XELPOUPYLKEG BEPATIEVTLKEG
nipooeyyioelg (Lindhe et al. 1982, Badersten et al.
1984, Figuero et al. 2014). Mia peyd\n motkiAia
mapayovIiwy €xouv Tpotabei ywa xpnon wg
CUUTIANPWHATIKA peoa OTIG dlabéoipeg
BepamevTIKEG PeBOOOLG, OTIWG AVTILPAEYHOVWOELG
TIAPAYOVTEG, AVTLRLOTIKAG, QVTLONMTLKA, KaBwe Kat
ovcie¢ TOUL OUYBAAANOLY OTNV EMOVAWON Kalt
avaygvvnon Twy LoTwy, OTwg TO LAAOULPOVIKO 0D
(YO) kat Ta mapaywya tng adapavtwvikng BepeAiag
ouoiag (Ramfjord et al. 1975).

To YO avAKel OTNV  OLKOYEVELD  TWV
yAukoZapwvoyAukavwy. Exel yeyalo popLako Bapog
(104 - 107 Da) kat dopikd amoteleitar amo
D-yAukoupoviko o&0 kat N-akeTtuAo-D-yAukoZapivn,
ouvdedepéva peow evahlacoopevwy B-(1->4) kat
B-(1->3) yAukooldikwyv deopwv (Zhao et al. 2016).
To YO aveupioketal oe OAOUG TOUC LOTOUG TOUL
neplodovtiov (ooteivn, MePLPpPilLo, 00TO, 0LAQ) Kal
ouvTiBeTal Ao TIC LAAOVLPOVIKEG ouvBdoeg (HAST,
HAS2  kat HAS3) otoug voBAAOTEG Kal Ta
KEPATLVKUTTAPA TWV OVAWV Kal Tou mepLppLliov,

0TOoUG 00TELVOBAAOTEG Kat 0TOUG
ooteoBAaoteg(ljuin et al. 2001).

YAwka & M£6odot

H napovoa OLOTNUATLKN HEAETN

Tipayyatonolnénke o€ cuppwvia pe TIG 0dnyieg
PRISMA (Moher et al 2009). To KOpLO €PELVNTIKO
epwtnua nTav to €€AG: Eivalr duvatov n epappoyn
LVAAOLPOVIKOU  0E€0G Ot  TEPLOBOVTIKOUG N
TIEPLEUPUTEVHATLKOVG ACOEVELG KATA TLG
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Regarding the peri-implant diseases, the use of
hyaluronic acid as an adjunct may have a positive
effect in peri-implantitis and no noticeable effect in
perimucositis treatment.

Key-words: Hyaluronic Acid, inflammation, gingivitis,
periodontitis, peri-implantitic, perimucositis

JUPUETEXEL 0 TMANBwpaA BLoAoylkwy dladlkactwy,
OTIWG N KUTTAPLKA onuatodotnon, mpookOAAnon,
ToAAamAaolacpog kat dtapopotoinan, Kabwg Kat
OTn QAayokKuTTApWon Kal oTnv €molAwWOon Twv
lotwv (Hakansson et al. 1980).

To YO yxapaktnpidetar amd uvypnho Ewodeg,
€AAOTLIKOTNTA, BlocupBaToTnTa Kat Bloarnodounon,
TOU TO KaBLoTOUV UTIOOXOHEVO UAIKO yla TN
Bepaneia dapopwy voowv (Zhao et al. 2016).

Ta epmoplka oOKevdopaTa TOU KUKAOPOPOUV
TEEPLEXOUV LYNAOL poplakoL Bapoug YO (1.5 * 108
Da) Kal €Xouv Xpnolyonotn6el w¢ CUUTIANPWHATIKA
HECA TOOO OTN XELPOUPYLIKA OCO Kat oTn KN
XELPOUPYLKN  Bepameia  mePLOdOVTIKWY  Kal
TEEPLEPPUTELPATIKWY VOowv (Dahiya et al. 2013)

Mikpog eival o aplOudg Twv avackoToEWY OTh
BBAloypagia mov e€etadouv tnv enidpacn tov YO
otn Oepameia TwWv TEPLOSOVTIKWY VOOWY, €VW
aKOPa PLKPOTEPOC €ival 0 aplOPog Twv KALVIKWY
MEAETWYV KAl TWV AVAOKOTINOEWYV OXETLKA HUE TNV
E(QAPHOYI| TOU OE TEPLPEPUTEVPATIKEG VOOOUG.

JKomdg ING Tapovoag epyaciag  eivat N
OUCTNUATLKN avackomnon 1tnNg BLBAoypayiag
TIPOKELPEVOUL va blepeuvnBoLV Ta iBavd oPeAn amno
TNV  ETKOUPLKN  €pappoyn Tou YO otnv
QVTLUETWTILON TWwv TIEPLODOVTLIKWV n
TIEPLEPPUTEVUATLKWY VOOWV.

avtioTtolxeg Beparneieg, va odnyroetl oe Bektiwon
TWV  KAWLIKWY  TEPLOGOVTIKWY  TIAPAPETPWY
(pAeypovn, Bdbog TEPLOSOVTIKOL
/MEPLEPPUTEVPATIKOL BUAAKOU, KALVIKO €eTimEdO
TpOCPULONG) OE OLYKPLoN HE Kaia Bepareia n
Bepareia xwpic epappoyn vaAovpovikol 0EEog;
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Kpitiipla elcaywyin¢ Kat anokAgIGHoU cUPYpwWva He Ta Kpttipa PICOS:

B [AnBuopog  (Population): MeAéteg oe
avlpwroug ye TiEPLOdOVTIKA n
TEEPLEPPUTELVUATLK  vOooo. (Meléteg oe
Telpapatoédwa f EpyacTnPLAKEG KAl PEAETEG
oe aobeveic ywpic meplodovikn N
TIEPLEUPUTEVHATLKN VOOO ATIOKAELOTNKAY.)

B MNapepBaon (Intervention): Yaloupovikd o&0

ETLKOLPLKA otnv TEPLOdOVTIKNA n
TEpLEPPUTELPATIKN Bepaneia. (MeAéteg pe
napeppaon Xwpig UVAAOLPOVIKO o€l
aneppipdnoav.)

B >uykpon (Comparison): lMeplodovtikol N
TIEPLEPPUTEVPATLKOL acbeveig  mou  dev
QVTLUETWTIOTNKAY HE EQAPHOYN LAAOUPOVIKOU
0g€og. (Meléteg xwpic opada paptupwv dev
oupmepAngOnoav.)

B Anotéleopa (Outcome): Mehéteg pe dedopéva
KALVIKWYV TIEPLOSOVTOAOY LKWV HETPNOEWV.
(Epyaoieg mou dev mapeixav dedopéva yua TIG
KALVIKEG HETPROELG AMOKAELOTNKAY.)

B Xxedlaopog peAETNG (Study design):
ATIOKAELOTIKA TUXALOTIOLNUEVEG KALVIKEG HEANETEG.

O dvo ouyypageic avackoémnoav aveEdptnta Kat
evoerexwe 19 NAeKTPOVIKEG Baoelg dedopévwy yla
ToUuG TePLodOVTIKOUG aoBeveiq Kal 9 NAEKTPOVIKES
Bdoelg yla Toug TiepledpuTELUATIKOUG aoBeveiq. H
KOpla  OoTpatnylky avalAtnong vyl  Toug
TePLOdOVTIKOUG aoBeveic ouumepléAaBe  TOUG
opoug  Mesh “(hyaluronic OR hyaluronate OR
hyaluronan) and (periodontal OR periodontally OR
periodontics OR periodontitis)”, evw yla TOULG
TIEPLEPPLTELPATIKOVG aoBeveig Toug 6poug Mesh”
(hyaluronic OR hyaluronate OR hyaluronan) and
(periimplant OR periimplantitis)”. Z& kapia ano T1g
600 oTpatnylkég avalntnong odev umApav
meplopopol  w¢  Tpog  Ta  dnuoypagikd
XOPAKTNPLOTIKA TOL TANBUOUOL TWV PEAETWY N TN

yAwooa dnuocicvong 1R TNV nuepounvia
dnuooievong.
EEaywyn 6edbopsvmv

Ot KAWVLIKEG PETABANTEG OXETLKEG PE TN PAEYHOVN
TIEPLOGOVTIKWY Kal TIEPLEPPUTEVHATIKWY LOTWV ,
BaBog TEPLOGVTIKOL 1 TEPLEPPUTEUPATIKOD
BuAdKoL Kal TO KAWIKO eminedo TmpodOPUONG
anoTéAeoav Ta KUPLA KPLTAPLA ATOTEAEOUATOC,
S10TL eival appnkta ouvbedepeveg pe tnv mopeia
TWV TEPLOOOVTIKWY KAl TEPLEPPUTEVPATIKWY
voowyv. To eminedo pepoAnyiag oTig ETUAEYUEVES
gpyaoieg umoAoyiotnke kat amoé Toug Svo
ouYYypaYeic pe TN PonbeLa TOU ETKALPOTIOLNHEVOU
gpyaleiov tng Cochrane yla tov umoAoylopd Tou
ETUMEDOV PEPOANYIAG TUXALOTIOINUEVWY KALVIKWY
pyeAetwy (Higgins et al 2021).
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AnuloupynBnke pia Keviplkr nNAEKTpovikh Bdon
oedopévwy pe OAeg¢ TIC TANpowopieg Twv
ETUAEYHUEVWYV ApBpwV, he TN BonBela ToL AOYLOULKOU
dlaxeiplong BiBAloypapiagc Mendeley (© 2020
Mendeley Ltd). H 6wadwkacia a&loAoynong
TpaypaTtonolnénke avefaptnta amdé Toug Ovo
ouyypageic, oe eminedo TtitAov, MEPIANYNS Kat
TIANPOUG KELPEVOU. T€ KABe 0TAdLO, O60EC PENETES
mAnpoloav Ta KPLTAPLA €L0aywyAg N umnpxav
eAneic mMAnpoopieg, mapguevav pexpL TNV TEALKN
alohoynon. e mepintwon Slapwviag, auvtn
Auvotav pe oulntnon. Ooeg peAéteg mAnpovoav
OAa Ta kptthpla katahAnAdétntag ewonxbnoav otnv
mapovuoa  avackomnon KAl Tpoxwpnoav  otnv
e€aywyn dedbopévwy Kal UTIOAOYLOPO TOU ETUESOL
hepoAnyiag ava epyaoia.

To epyaleio auTto emutpemnel tnv aflohoynon enta
SdlapopeTikwy Tediwv: TuXAlOTIOINON €lLoayWwyNg
deiyuatog  (random  sequence  generation),
andékpuyn TPOTOU KATAVOPAG Tou deilyparog
(allocation concealment), “TupAwon”
OUPMETEXOVTWY Kal Tmpoowrtukol (blinding of
participants and personnel), "topAwon” katd tnv
alohoynon Ttou amoteAéopatog (blinding of
outcome assessment), avemapkn dedopéva
anoteAeopatwy  (incomplete  outcome  data),
ETUAEKTIKA avapopd TmAnpopoplwv (selective
reporting), kat Aowtd ¢€idn pepoAnyiag (other
biases).

Kabéva mebdio aflohoyrbnke eite pe xaunhod R
vPnAS f adleukpivioto eninedo pepoAnyiag.
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AnoteAéopata
H mapoboa  avaockomnon  mpayupatomnoinoe
nmapaAnAa 0o  avefaptnteg  duadikacieg

aglohoynong tng BLBAloypagiag mpwTa OXETIKA e
Toug TeplodovTikoUG LoToUG Kal &v  ouvexeia
OXETIKA PE TOUG TEPLEPPUTELUATLKOVG LOTOLG. Na
TIC avaykeg tng mpwtng dtadikaciag eleyxbnoav
19 NAEKTPOVIKEG Bdoelg dedopevwy
OLYKEVTPWYOVTAG apxtkad 3,186 peAéteg (Ewkova 1).
Meta Tnv  agaipeon  Suthotimwv 2,200
dnuooleloelg eAéxdnoav pe Baocn tov Titho. Ev
ouvexela, 151 peAéteg aflohoynbnkav o eminedo
epiAnyng, evw POALG 85 gpyaciag mAnpoloav ta
KpLtApla yla va gheyxbolv oTo TMARPEG Keipevd
TouG. Ev TéAeL, 38 TUXALOTIOLNUEVEG KALVIKEG
HEAETEG TANPWVTAG OAA Ta KPLTAPLA €L0aYWYNG
eTUAEXONOAy, Kal Ta KOPLO XAPAKTNPLOTIKA auTwy
napouotadovtal otov MNivaka 1 ( Jentsch et al 2003,
Pistorius et al 2005, Rodrigues 2010, Sapna et al
2011, Sahayata et al 2014, Gizligoz et al 2020,
Al-Shabeeb 2019, Abdulkareem et al 2020, Engstr¢m
et al 2001, Xu et al 2004, Johannsen et al 2009, Pilloni
et al 2011, Koshal et al 2012, Gontiya et al 2012,
Bevilacqua et al 2012, Chauhan et al 2013, Eick et al
2013, Rajan et al 2014, Polepalle et al 2015, Sharma
et al 2016, Shah et al 2016, Mallikarjun et al 2016,
Omer et al 2018, Al-Shammari et al 2018, Lobato et al
2019, Mahmood et al 2019, Ibraheem et al 2020,
Aydinyurt et al 2020, Galli et al 2008, Fawzy El-Sayed
et al 2012, Briguglio et al 2013, Kumar et al 2014,
Gupta et al 2017, Pilloni et al 2019, Reddy et al 2019,
Marwa et al 2020, Pilloni et al 2021, Mamajiwala et al
2021). Oktw epyacieg agopovoav Bepaneia
OoUAiTIOag, 20 peAéteg oxetidoviav e TN HN
XELPOUPYLKN TEPLOdOVTIKN Oepameia kat ol
urtodotneg 10 pPe TN XELPOUPYLKH TEEPLOOOVTIKN
Bepaneia.
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MeTagl Twv SLaPOPWY XELPOUPYLKWY TEXVLKWY, Ol
TIEPLOCOTEPES EPYACIEG avaPEPOVTAV OTNV AVOLXTH
Xelpoupylkn amnofeon (7 peNETeg), 2 HeAETEQ
eMEAEEAV TOV PUALKA PETATOTULIOUEVO KPNUVO EVW
MOALG pia peA€Tn TNV ouvAekTopr. Ocov agopd TO
eninedo pepoAnyiag, 2 epyacieq PBpednkav pe
XaunAoé eminedo otnv opdda yia tn Bepamneia Tng
OULAiTIOOG, POALG 1 peA€tn otnv opdda Tn un
XELPOUPYLKNG Bepaneiag tng meplodovtitidag kat
TéNOG 6 epyaciegc otnv opdda TNG XELPOULPYLKAG
Bepaneiag tng meplodovtitidag (Mivakag 2A-T). Ot
TIEPLOCOTEPEG aduvapieg TWV HeEAETWV
evromiotnkav oto medio TNg "TOUPAwWoONG” Twv
OUUPETEXOVTWY Kal TOU TIPOCWTILKOU.

To Oevtepo Oldypappa pong ouvumeplédapes 9
NAEKTPOVIKEG PBdoelg 6edopévwy Katalnyovtag
apxtkda oe 103 apbpa. (Ewkova 2). 'Yotepa amo tnv
apaipeon dumhotlOTWY, 88 ApBpa agloloyndnkav e
Bdon tov TitAo. AKoAoLBwC, 20 dpbpa eAéyxdnoav
pe Baon tnv mepiAnyn evw POALG 7 dnpooLleLoELS
aflohoynbnkav oto MANpPeg Keipevd toug. TeAlka, 6
KAWVIKEG PEAETEG TIOL TIANpoLoav OAa Ta KpLThpla
eloaywyng emAgxbnoayv, Ta KOpLA XAPAKTNPLOTIKA
TWV oToilwvV TepLypapovtat otov Mivaka 3.(Bertl et
al 2017, Lopez et al 20174, Lopez et al 2017b, Nobre
et al 2009, Séanchez-Ferndndez et al 2021,
Soriano-Lerma et al 2020). ATd auTEG TIG 6 PEAETEG
HOALG pia afloloynbnke pe xYaunAho eminedo
pepoAnypiag. Ou aduvapieg oxedlaopold TwWvV
umtoAoinwy peletwv oxetidovrav pe ta media
TOPAWONG”~ TWV  OCUPUETEXOVIWV KAl  TOU
TIPOOWTILKOV, OTIWG Kal KAtd tnv agloAoynon Tou
anoteAéopatog (Mivakag 4).
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Ewkova 1. Aldypapya pong Tng €mAOYNG HEAETWY
000V aYopd TLG TIEPLOSOVTLKEG VOOOUG

Identification

Eligibility Screening

Included

3186 records identified from 19
electronic databases

PubMed = 274

Scopus = 1263

Science Direct = 220

Google Scholar = 132

Cochrane CENTRAL reviews = 1
Cochrane CENTRAL protocols = 0
Cochrane CENTRAL trials = 86
Cochrane oral health = 4

Web of Science = 226

Ovid =175

BMJ Evidence-based Medicine = 14
Proquest = 271

Graylit.org =0

Opengrey.eu = 1

Ethos =0

CADTH evidence driven = 0
MEDPILOT = 396

ClinicalTrials_.gov = 29

Meta register of controlled trials = 94

—

—— 986 duplicates were removed
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2200 records were screened by title

-

151 records were screened by abstract

'

85 records were screened by full text

47 records were not eligible:
» 42 studies with combined interventiens
+ 2 studies had no control group
« 1 study was chapter of a book
= 2 studies were case series

38 papers included in the systematic review

MNivakag 1. Kopla XapakTnpLoTIKA HEAETWV TOU OXeTidovtav He TEPLOdOVTIKOUG acbeveic Kal
OUUTIEPLEANPONOCAV. (ACC: peTaBoAr ooTikAG akpohopiag, API/PI: Seiktng mhdkag, BI/BoP: awpoppayia katd tnv avixveuon, BH:
OYog 0oToU, CAL: KALVIKO emtinedo ipoopuong, RAL: oxeTLKO emtinedo mpoopuong, Gl: ouAikdg deiktng, KT: kepativomotnuévol LoTod,
PD: BdBog meplodovTikol Buldkouv, DF: mAfipwon ooTikAg BAARNG, LGM: onpeio ouAtkng mapueng, RD: Babog vyignong, GRH: byog
OUALKAG LPiZnong, MRC: péon kakuyn piZag, CRC: mARPNG KAAuyn picag)

Author (yeon) Study Ourcome Limitafionsas stated by
(place of studyl design  Sample Inezrvention Folowwp  crterio Resuts Conclusions _ authors
Gingivitss thempy
1 Jenwcheral, AT S0male prs imLoithegelon  3weeks AP,TF,PB  PisgimprovementiortheHA  Benefical Notreported
(2003)" (Germany) (25with 0.2% theinflamed buceal oupfromday 4 effectin
HA and 25 with gingive Bisig.improverrent for theHA  plaque-
placebo gel) @rous from day 7 induced
gingivitis
7 Pstorkserd RCT 60pis (A0with A HAsprayhtheHA 7 days AP SBLPEl  SBl:decrease forthe test groupat  Potential Uneertaln ¥ the long-
2005) 7 (Germany) 2nd 20 withcut HA)  group for 7 days day 3and dey 7 usefuladjunct  term useleads in side
whie roplacebo for PHi: sig. improvement for the st to gingivitis effects in the cral
thecontrol group Foup mucosa
3 rodngew etal "R aspw (15wmh mouthinstwee  adays A58 mhewaterbasedgouphad  sgnifcant shortime fame of
R010)” (india) HArime, 15with  dailyfer | minute the lowest improvermen t while benefielal study, xyhiol usedas a
CHXrinse, 15 with  without mechanical the CHX group showed a slichtly  effect presenative may have
waterbasedninse)  oral hygiens bigaer reduction in #1 than the ant-plaqueacrion,
HA group paralel design could
s no stat. difference among have affected the results
roups
4 Sapractal @011 RACT 28pm (xR inthefrstd weeks, & weeks P, GLGEI #1,Gl,and GBI sig.imerovement Local Thecomplicared sy
(Indlla) onlyscaling, 7 the scalng was amang allgoups teneficial design
QRsaalingand done, and in the Togical and intrasulcular HA L
topicdl HAgel, 2rd  following 3weeks seemed to be equivalent o
QRony topeal HA  thediflerentHA sealing, whereas only topical HA
el ath QR topical  were made showed the smallest efiect
andintasulodar
HAgd)
5 Sahayataetal RCT 105 pts (35 Negative control 4 weeks AP, G PBI Gland PBIshowed sig. Significant smallsamplesize, a
20147 (Indiz) negative control graugs only scaling Improvement in the t=<t group beneficial shar tevaluation period
oroup, 35 paccbo  Placebo control compared to theother groups at effect
conmolgroup, 35 grougsaling and Aweds
testoroup) placebo geltwice
dally for 4 wesks
Testgrous scaling
and 0.2% HA gel
twice cally for 4
weeks
6 Giligaz ctal RACT 33pts.(3sequence  Twice dailyfor4 days 39 days PLMGLGCE,  Pisig reduction for CHkfollowed  Better shortterm evalugtion
Q0197 (Turkey) ‘reatments for with 10 days of wash questionnaire  byHA acepmnce period
eachone 0.2% ‘out before the next MGl and GCF: no sig differences from patients.
CHXmouthwash,  mouthvash between CHX and HA @ an adjunct
0.025% HA Questionraire: betrertaste, less  compared 1
mouthwash, sensitivity, buming sensation, chiothexidine

distlled water only
oncofthem incach
time period)
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mauth diryness, and numbness
pereeption for HA compared to
the other two mouthwa shes.
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Mivakag 1. KOpla XOPAKTNPLOTIKA PEAETWV TOU OxetTidovrav peE TEPLOOOVTILKOUG acbeveig
oupmeplenpOnoav (cuvexela)

7 M-shabedh etal RCT 25pie (eftsideol  Thres omes daily 1 wesk B, PEI, 1 Both sides revealed sig. Beneficial Mot reported
zotgf grag) (spli- maxdla only scaling, applcation of 0.2% differences in all indices effectin
mouth) right sideaf macilla  Ha gel inthe half of measured butthe improwement  ginglvitis
scaling and HAgel)  the mouth was bigger for the rightside
8  Abdukaremetal RCT B0pt= (200.12% Twice dally after 1 week A, BOR Pi: sig. decrease foral groups Benefical Shortevaluation period,
(2020 (Iraq) (parallel  CHX, 20distilled brushing teeth guestionraire  butCHX showed sig difference inbleeding caseswi thout severe
design) wiaker, 20 0.025% compared to other groups reduction, inflammation
HA, 20 water-based BOP: all groups led in sig. better
antioxidant] reduction accepianos
Questionnair: shade changes bythe
with all and pis. preferred HA participants
Nonsurgical perlodontal theropy
4 Engemmmet . RCT (split- 9 pis. Contrel site: SR 12 months PD, P, BOP BH  BH: nosig difference between 2 Mo sigrilficant Mot re ported
(20017 (Sweeden)  mouth) Testsie: SAP+HA (3 slies at 12 months influenc e of
times with | -wesk PO, P, BOP: all were reduced in Hé {in contact
Inerval) both dreswithowt sig. difference 1o bone and
a 12months soft tlssue]
1o immune
HEem
Al Hu etal.| 200477 RCT (split- 20 pts. Contrel site: SHS 12 weeks BOR PO, CAL PO, CAL, BOP:sig change for Beneficial Mot reported
[Germany) maouth) Testsite: SAP + both groups whereas no sig effect only in
0.2% HA weekly difference between 2 groups for reduction of
for 6 weeks (7 all parameters at 12 weeks suleus fluid
applcations) Tlowr mte
m lahanmsenctal, RCT Gplit- 12 pts Contral site: SRP 12 weeks BOPPD,CAL  BOR PO, CAL all parameters Beneficial Mot reported
(20097 (Sweeden)  mouth) Testsite: AP +0.2% wereimproved for both groups,  effect
HA gzl whemas ther wes nosig.
difference between groups at12
wesks
12 Pillanietal (20117 RCT [split- 19pts Contral dve: OH 3 wesks B, Gl BOR PO,  PPO, Gl BOP: dig. greaer Benefidal Mot re porred
ficaly] mauth) Testsite: OH-+HA ealL reduction for thetest group effect
qgeldaily compared 1o theconrol group
PLL PAL: no sig, dilfersnce
Ferween the two groups
13 koshal et al. RCT (split- 52pits Contral site: SRP + 3 months P, BOP FD, BOP: sig. greaer Benefioal Mot reported
(20127 punited mouth) placebo Improvement forthetest group effect
Kingdom) lestsite: SHP 4+ compared to thecontrol group
0.8% HA gel (single
applcation)
14 Contiyaetal. RCT 16pts (120 sites) Control group (50 12 wecks M, Gl BI, FD, Bl, Gl sg. difference in favor of Mot reported
2012 (indiai sites): P RAL testgroun at 1 2wecks

Testgroup {60 skes):
SRP+ 0.2% HA gel
(BL, 15, 2ne, 3rd
weck

P RA L no sig. difference
between groups at 12 weeks
Intragroup analysis: all

parameters showed sig.change at
12weeks and the improvements
were higher for the testgroup

30

Kat

periodontology.gr



E-EAIZEI> 2>THN MEPIOAONTOAOrI'IA

Mivakag¢ 1. KOpla XOPAKTNPLOTIKA HEAETWV TOU OxeTidovrav pe TeEPLOdOVTIKOUG acBeveig Kal
ouunepleAn@enoav (cuvexela)

Authar year) Study Qutcome Umitationsas stated by
lplrce of study) design Sample Intervention o lowr- up criteria Results Conciusions authors
15 Bevilacouactal. RCT (split- 11 pts. Control growp: SRP+  Control: 45 APLBORCAL  PPD, BOP: sig. changefor both Benchidal ot reported
20121 fta ] mouth) placebo gel days PPD qroups at 45 days efect
Testgroup: SHP+ Test: 90 days AR, CAL:no sig. differences
Ha gel
16 Chauhanetal RCT 60 pre. [ 20 pts In Group liconmol:SRP 3 months Pl GLFPPD, PPD, CAL: geaterchange In EBeneficlal Results can be used only
(201377 (India) each group GrupIESRP+HAgel CAL greup | compared to grop I at effect & preliminary data
Group It SRP+CHX Smeniths
gel
17 Eiketal.2013™  RCT 3 pts. (17 pts. in Control group; SRP 6 months P, BOE PO, PO and CAL sig. decreased in Fotential Mot reported
(Germany] each group) Testgroum SRP+ HA CAL both groups. beneficial
gel + HA rinse twice P and mduction of the number  effect
daily for 2 weels of pockets with PO 5 mime sig.
higher in the test group after &
manths
CAL, BOP and Fi: no difference
between groups at 6 months
18 Ragnetal (Eo14)®  ACT phn- 33pro Canmrol group: SRP 12 weslhs Gl Pl BOR BOP: sl decreasein bothgroups  Beneficlal MoT repored
(India} mouth) Testgroups SRP+ PPD, CAL at 1Zweeks while the estgroup effect
0.2% HAgd (after showed greater reduction
SRPand 1week PI, Gl, PPL: sig. reduction for bath
after) groups at 12 weeks
CAL: sig. difference between the
groups at 12 weeks
12 Polkepalk eral ACT (gplit- 18 pte. Cantrol group: SRP 12 weeks Gl PLFFD, Pi, BOF, PO and RAL sig. greater Sigrificant small sample, shorer
(21057 (Indis) miouth) Testgroup: SRP+ RAL improvement for the rest group beneficial evgluation period
LR HAgs (alier al 17 weeks effect
SRPand 1 wesk
after)
20 Shamactal RCT (split-  24pts, Group A SAP + & werks PLELPD,CAL  PLEB|PC and CAL no sig. Beneficial Mot reported
201617 (ndia) mouth) coenzyme 010 g=l differenos among groups at & efect
Group & SAP + 08% weeks wheress in intragroup
HAgel companson all groups showed
Group C: AP dg changes regarding all
parameters ar 6 weeks
Fi | shaheta @o16)¥  RCT (splie- 9pts Control group: SRP 12 wesks P, G PO, RAL  Pland G mo sig. difference Benefidal Mot reported
india) meLh) Testgroup SRP+ between groups at 17 weeks eflect
0.5% HAgel PP and RAL: sig. improvement
for test group compared to
control groupat 12 wecks
22 Malikarjun ztal RCT (split- 20 pts. Contral group: SRP & wecks Pl GL PPDL Pl Gl PPD, RA L no sig, difference Bemefidal Mot reparted
(20067 (Inclial mouth) Test groug: SRP 4 RAL between groups até weeks while  effect
0.2% HAgel there was sqg. improvement
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within each group from BLat &
weeks
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ouumEpLEANPONCav (CuvEXELQ)

3

a5

26

Fi

28

omeretal. pona®
(aweaden)

Al-shammeri et al
J2018)" Saudi
Arabia)

Lobam_e't al.
(20197 Portugal)

Mzhmood etal.
20197 [Img)

Iorah cem etal.
(20207 [Iq)

Aydinyurt eral.
(20200 (Turkey)

RCT

RCT (split-

mouth)

RCT (split-
mouth)

RCT

T

RCT

33pn

24pts

16pts

30pts (10 ptsin
each groug)

20 pts (10 pts in
each group)

24 pes, |6 pts.in
each groug)

Conrol group {17
PEskE SHY
Testgroup (16 pis):
SRP -+ 0.2% HA ged
Contral group: SRP
Test group: SRP+
0.8% HA gel

Control group: SRP
Test group: SRP +
0LB% HA gel [single
application)

Group I: RED 4+ 0.2%

HA ged

Group RSO+ MTZ
gel

Group Ik RSD

G1and G2: Initially
the gel was set
intrasulcularky

and then applisd
supragingivally
twice dailly
Group | {10 ptsg: SW*
+08% HA gel
Group 1{10 pts); SAP

Group 1:5FF | saline
Group Il SRP + HA

a=l
Group ;SRR + HA
rrouthrinse

Group IV: SEP = HA
mouthrinse + Agel

6 weeks

12 weeks

sand 1
wieeks

2

4wecks

4 wecks

32

Pl G, PPD,
CAL

PI,GLFH,
PP, CAL

PI, G, BOP, P,
AL

Pl GLPPD

PU, G, BOP

P, GLBOR
PO, GRH, CAL
1GM

Test group: sig. change In PPD
and CAL ate weeks

Control group: no sig change in
FPDand CAL até weeks

BI, Gl, PR PPD, and ColL: showed
decrease at 12 weeks In both
groups Moreover, all parameters
ewoeptfor CAL were sig reduced
in test compared to control group
o 12 weeks

Both groups sig. Improvernent of
F, Gl, BOR PD, CAL after 1 2weeks
Test growp: sig. different BOP
rompared with the control fest,
whereas no sig. difference as
regands PD and CAL

Intragroup aralysiz PI, Gl FRD
revealed high sig. changes
between Bl and 1 week
Intergrou p analysis sig. changes
for Gl and high sig. changes for
PPL, while no sig. changes for Pl

Group I: highly ska. difference for
BOP and no sig. difference for
Pl and Gl between the 2nd and
I wisit

Group li: highly sig. d fference
for Gl and sig. for PLIand BOP
between the 2nd and 3rd visit
Intergroun comparison:

highty sig, difference in 15t visit
for PLI and BOP In 3rcd visic

M, Gl BOR PD, GRH, CA L LGM:
sig. improvement in all groups

Benediclal

Beneficial
eflect

Benefidal
effect

Benchdal
eflect

Benchdial
effect

Mo beneficial
eflect

periodontology.gr

Mot repored

Mot repor ied

shortevaluation period,
single applcation of
yalu ronic acid

Motreported

Motreported

Shortevaluation period,
lack of microbiological
el tion and
comparson of doses
end application
differences



Mivakag 1. KOpla XOpakTnploTIKA HEAETWY TOU OxeTidovriav HE TEPLOOOVILKOUG

E-EAIZEI> >THN MEPIOAONTOAOrI'IA

oupmepleAnpOnoav (cuveExeLa)

aoBeveic kal

Authaor fyrear) Study Cutcame Lirndtation s as stated by
(pkace of study) e ign Fample Irterwention Ferllow-up eritaria Remuls e husdons auithuos
Surgical perfodanta therapy
29 Galiet al. @008 RCT T2pts (36with Single application 10 days Wound Wound healing: no sig difference Mo beneficial Study design
[itaky) 08% HAand 36 after suturing for 2 Fuealing, between the groups effect
with placeba) minutes Adverse Mo post-operative complications
cvEnts, post oradverse events were recorded
cperative
coanplications
k1] Fawry Fl-Sayed BT (aplit- 14 pts {contml Initielly SAP and Fmdé PD, CAL GR, Te=t growsa; g greaer gain in Reneficial Mot reporter]
etal. 20" mouth) MWF and placebo after Bwesks 2pairs months Fi, &l BOP AL and sig. more eduction in effect
|EQypT) el and test MWF of premolars and GH compared to control group
and O8% HA gel) rnolars recelved n 3 and 6 months. Mo ag.
MWF + pdacebo or differences as regards PL PI, BOP
MWF + HA Both groups showed sig.
mprovement in CAL, PO, P, BOP
3 Briguglio etal RCT A0pts. (200FD + Initially AP and the 12 and 24 Pl, BOR CAL, Test group: sig. greater gain in Beneficial Mot reported
[20137* [Haly) EDTAand 20 0FD+  remahing infrabeny  months PO CALond sig more mduction in cfiect
EOTA + HA fibers) defects scheduled PD compared to control group at
Tor OFD with or 12and 24 manths
wiithout HA Pl ard BOP: no s differences
but ther values decreased in
both groups at 12 and 24 months
32 Kumar etal. RCT (spit- 10 pts/20Miller | CAF with orwithout 6 months EDy PED) CAL  Both groups showed sig. Beneficial small sample, kow
[20145* (India) mouth) defects (10 defects QL2% HAgel difercnoes as regards AD, PPD, effect statistical power, no
CAFand 10 defects CAL compared &0 baseline, histmolegical evaluation
CAF+HA g=l) wheras ther wias no sig.
difference between the groups at
any parameter
inicaly, test group seemed 1o
e more stable at 6 months
33 Guptaetal. (017} RCT (spit- 10pts/20siteswith Group A: OFD = & mionths Fl, GBI, PFD, P, GBI, PPD, R AL hotl zontal Beneficial smiall sample, short
Inedim) muouthy furcation GRADEN QLB HA HAL and vertical component: sig. efect evaluation perod, no
Group B OHD difference for both groups from hismlogical evaluation

33

baselineto 6 maonths

Gingival margin position:no sig.
difference for both groups fram
baseline to 6 months

Na sig. differences beteresn the 2

OFOUPS 3 &My Parameter
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E-EAIZEI> >THN MEPIOAONTOAOTI'IA

aoBeveig Kkat

34 PFillonietal.(2015°" RCT 30pts with Miller]  Control group: CAF 18 months RR, CAL-gain,  RR: sig. higher in the &5t group Benehial Small sample, lowr
ey recession Testgrour CAF + PPOLKT.CRC,  PPI:sig. incremsed inboth groups effect quality of petiemts’
cmas-link HA MRLC, post- KT gain: no sig. difference morbidity evaluation,
operalive bestweem grougs study had not split-
iorbidity CRC: dg. higher % for the test mouth design
graup
WHC: sig. higherfor test group
Swelling and discomfort: sig.
lower values for the test group
Pain intensity: no sig. difference
between groups
35 Reddyetal. (2019)% RCT 30pts [Group K& For each group: & weeks Pl G, Pl, Gl GE: slg. Improvement Shght Srall samnple
{Pakistan) LLI, Group 8: 0.2% application st GH, pan within the groups. On imtergroup  beneficial
HA gd, Group C: 3rd, Tth day after pomeption comparnson, GE revealed sia efiect
Herbal gel) gingivectomy differences only for Group A
Pain perception: the least for
Group A
I Marwaetal RCT 16 ptsf20inrabony  FLAP +0.8% HA or dand & PPDy CAL, Pl, Gl PPD and CAL: no sig. Beneficial Mot reported
(20201 (Egypt) defects FLAP + PRF 2T FLAP  months Gl P difference among groups whike  effect
I DB% HA | FRF er there was sig.improvement for
FLAP anly mch group in different time point
37 Pillanietal (302174 BT 37pla A7 deferts. Tedgroup DL2%HA 12,18 and Cal PN RFC, A 2 ranths both groups esclied  Reneficial Absence of radiographic
[maly + 5FA 24 months BOP In gig. PO reduction and CALgain,  effect bane fill as an sutoome
Control group: EMD wiile only FD reduction was found parameter
+ SR sig higher for the contral group
comparcd to test group
REC: sightly kower for test group
ROP: i sig. differ=nce belween
areps
38 Mamajwalaetal, RCT 20ptzMCbiateral  Testgroup OE%HA  6and 12 Pl Gl PD,CAL,  After 12 months, the test group Fotental Only contained defects
120211 (India) intmbony defects  gel + OFD menths GH. DF, AT, shiowed sig. greater CAL gain, eneficial included, practically
(20 defectsin cach  Contrel group: DR OF, and mean FD reduction effect impossible to indude

aroup)

OFD +placebo gel

compared to the control growp
Thesconired group g inceases
in GR compared ta the test group
after 12 months

anly defects with
srmilar morphokagy
rganding mesicdistal
and buccalingua

dimension, grade land Il
furcation defects might
hawe influenced the
mEgeneratie cuTome,
possblewashout of
hyzlumnic acid in gel
fanm, no histedogical
envaluation

ACC, alveolar crest changes; AP| approximal plague index; BH, bane height; Bl bleeding index; BOP, bleeding on probing CAL, dinkal amachment leved; CAC, complete root coverage; OF, bonedefect
fill; DR, defect resoluion; GEI, gingival 2n largement index; G|, gingival indes; GR, gingival recession; GRH, gingival recession height; KT, keratinized tiss ues; LGM localization of the ginghal marging miGl,
modified gingival index; MRC, mean root coverage; PAL, probiing attachment level: PRI, papilla bleeding indes; PO, pocker depth; P, placue index; PPD, probing pocket depth; RAL, relative attachment
level; RO, recesslon depth; RBEC, recession; RA, recession mduction; 5B, sulcus bleeding indes; TP Turesky placgue index

Nivakag 2A. Eninedo pepoAnyiag otig eloaxbeioeg peAETEG OXETIKA pe TN Beparmeia ovAiTLdag.
(+: xapnAo eninedo pepoAnyiag, - : YNAO emtinedo pepoAnyiag, ?: adlevkpivioto eminedo pepohnyiag )

Random Blinding of Biinding of  Incomplete

sequence Allocation participantsand  outcome outcome Selective Other  Ovenall
Author (year) generation concealment  personnel assessment  data reporting  bias bias
Jentsch etal. (2003)"® + 4+ + E - + + -
Pistorius et al. (2005)"® + + + + + + + ¥
Rodrigeus et al. (2010)* + + - - + + + .
Sapna etal. (2011)" + + + - + + + -
Sahayata et al. (2014)% + + + - + + + .
Gizligoz et al. (2019)2 + + + - + + + .
Al-Shabeeb et al. (2019)** ? 7 - - + & + -
Abdulkareem et al. (2020) + + + + + + + +
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Nivakag 2B. Eninedo pepoAnyiag otig eloaxbeioeq PEAETEG OXETLKA PJE TN HN XELPOULPYLKN Bepameia
nieplodovtitidag.
(+ : xapnAo emninedo pepohnyiag, - : LYPNAO eninedo pepoAnwiag, ?: adlevkpivioTo emninedo pepoAnyiag )

Random Blinding of Blinding of  Incomplete
sequence Allocation participantsand  outcome outcome Selective Other  Owverall
Author (year) generation concealment  personnel assessment  data reporting  bias bias
Engstrom et al. (20017 + + - " + + + -
Xu et al. (200417 - - - . + + + B,
Johannsen et al. (2009)** + * . - + + + .
Pilloni etal. (2011)% + + - - + + + .
Koshal etal. (2012)% + & + - + + + -
Gontlya et al.(2012) + + - - + + + -
Bevilacqua et al. (20122 + + - - + + + -
Chauhan et al, (2013)* + + - - + + + -
Eick et al. (2013)** + + - + + + + -
Rajan et al. (2014)*° + + - - + + + .
Polepalle et al. (2105)* + + - - + + + .
Sharma et al. (2016) * + . + + + + .
Shah et al. (2016)* + + - - + - + -
Malikarjun et al. [2016)* - + = - + + + -
Omer et al. (2018)* + + + + + + + +
Al-Shammari et al (2018)" + + - - + + + -
Lobato et al, (2019)% + + . + + + + -
Mahmood et al. (2019)* + + - - + ¥ + -
Ibrahieem et al. (2020)* - . . . + + + .
Aydinyurt et al. (2020)* + + - - + - + -

Nivakag 2l Eminedo pepoAnyiag otig eloaxbeioeg PEAETEC OXETIKA UE TN XELPOLPYLKA Bepameia
nieplodovtitidag.
(+ : xapnAo eninedo pepoAnyiag, - : vYnAo eminedo pepoAnyiag, ?: adlevkpivioTo eminedo pepohnyiag )

Randaom Biinding of Biinding of  Incomplete

sequence Allocation participantsand  outcome outcome Selective Other  Owverall
Author (year) generation  concealment  personnel assessment  data reporting  bias bias
Galli et al. (2008)* + - + + + + + +
Fawzy El-Sayed et al, (2012)% + + + + + + + +
Briguglio et al. (2013)* + + + + + + + +
Kumar et al. (2014)* + + . - 4+ + + .
Gupta et al. (2017)%® + + - + + + }
Pilloni et al. (2019)% " 4 1 ¥ 1 " T +
Reddy etal.(2019)* + + = = + + + R
Marwa et al. (2020)* + - - - + + + -
Pilloni et al. (20217 + + + 1 + + I +
Mamajiwala etal. (2021)* + - + + + + + +
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Ewova 2. Aldypappa pong ETAOYNG HEAETWY 00OV aPopd TIG TIEPLEPPUTEVHATIKEG VOOGOUG.

< Pubmad=5
103 records identified from 9 Soopus=40
electronic dalabases Somnce dewct=3
scholar=3

Coctvane CENTRAL reverws =1
Cochvane CENTRAL prolocols=0
Cochwans CENTRAL triaks=T
Web of sclence=3
Onad=41

15 guphcates wene remaved

E 88 records wore screenad by tile

|

20 reconds wane soreansed by abatract

l

T records were screened by full bext

|

g 6 papers induded in the systematic reves

E igpalety
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MNivakag 3. KopLa xapakTnpLoTIKA KAWVIKWY HEAETWYV OE TIEPLEPPUTEVPATIKOVUE ACOEVEIG.

(RCT: Tuxatomotnpévn KAWvIKn HENETN, PD: meplodovtikdg B0AaKog, BL: ootikn anwela, BoP: atgoppayia kata tnv avixvevon, Mob:
KlvNTIKOTNTA, Sup: Tuoppola, AL: emtinedo mpoopuong, DIM: andoTtacn avxéva epeuTelPATOg amo mapuen ovAwy, PT-CP: andotaon

KOPUYPNG HecoddvTLag BnAAg amnd onueio emapng, Pl: deiktng mAdkag)

Author (year) Study design Sample and Outcome Follow-up Results
Intervention criteria
Nombre., et al. 2009 RCT 18 patients PD, Mob, Sup, AL | 12 months Success rate: 55% for HA
Group 1:0,2% CHX DIM and 899 for CHX.
gel Sig. improvement in
Group 2: 0,8 HA gel clinical indices.
No sig. differences found
between the two groups in
treatment success.
Bertl. et al. 2016 RCT 22 patients (with PD, BL CAL 3 months, 6 | No significant differences
deficient papilla) PT-CE months in the area of black
Groupl: twice HA MPIS. Pain level triangle, in distance
Group 2: twice saline after between PT-CP and in
solution injection MPIS. Similarly
was recorded on insignificant differences
VAS between groups in gingival
volume changes, bone
level, and esthetic
appearance.
Lopez., et al. 2017 Pilot study 5 patients, PL TL PD, BOP 15 days No sig. difference in
(split-mouth) HA was injected in PD. Improvement of Bl
one arch on HA side and 60%
deterioration in the
control side. TI and PI:
100% improvement in
both sides
Lopez., et al. 2017 Pilot study 5 patients, P1L TL PD, BOP 15 days No sig. difference in PD in
(split-mouth) HA was injected in 15 days. Improvement of
one TI and PI tartar without a
arch clear correlation with the
injection of HA
Soriano-Lerma. et al. RCT 54 patients 108 Non specific 45 days In the 1st group no
2019 samples were bacterias, difference was observed
analyzed, 3 strata Streptococcus, while in the 2nd and 3rd §
microbiomes were Veillonella, of the bacteria
studied which had Bothia,
received HA Granulicatella,
Group 1: non specific Prevetella,
bacterias, Group Campylobacter
2: Streptococcus,
Veillonella, Rothia,
Granulicatella,
Group 3: Prevetella
and Campylobacter
Sanchez-Fernindez., et RCT 61 patients (100 PD,CALBLIL- | 45days 3 1 PD in the test group in
al. 2021 implants): 1B, TNF-a months 45 and 90 days, 4 BOP in
test group, control 90 days in test group than
group 1, control in the control group 2,
group 2 implants with PD =5mm

had T IL-18 in the control
group 2 than in the test

group

RandomizedClinical Trial: RCT, Probing Depth: PD, Bone Loss: BL, Bleeding on Porbing: BOE. Mobility: Mob, Suppuration: Sup,
Attachment Level: AL, Distance between implant shoulder and mucosal margin: DIM, Papilla Tip and Contact Point: PT-CF,
Modified Papilla Index Score: MFIS, Visual Analogue Scale: VAS, Plague Index: Fl, Tartar Index: Tl
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MNivakag 4. Eninedo pepoAnypiag otig eloaxbeioeg HEAETEG OXETIKA e TN Bepaneia MEPLEPPUTEVPATIKWY

VOOWV.

(+: xapnAo eninedo pepoAnyiag, - : LYNAO eminedo pepoAnyiag, ?: adlevkpivioTto eminedo Pepohnwiag )

E-EAIZEI> >THN MEPIOAONTOAOTI'IA

Author (year) Random Allocation Blinding of | Blinding of | Incomplete | Selective | Other | Owverall
sequence | concealment | participants outcome outcome | reporting | bias bias
generation and assessment data
personnel
Nombre.. et al. 2009 - + ? 7 + + "
Bertl. et al, 2016 - + + + .
Lopez., et al. 2017 7 7 T ? + - +
Lopez. et al. 2017b ? ? 7 ? + + +
Soriano- Lerma.. et al. - + + + + +
2019
Sanchez-Fernandez., - + + + + + + +
etal. 2021

zugnTnon

H mapouoa cuoTnUATLKR avaockomnon oToXeUEL
otnv afloAoynon Ing emibpaong Tng TOTIKAG
epappoyng YO otn Bepaneia meplodoviikwy Kat
TIEPLEPPUTEVPATIKWY VOOWV.

To YO amoteAei pia pn  Bewwpevn
yAukoZapivoyAukavn, n omoia eviomidetal oTo
e€wKLTTAPLO UTIOCTPWHA OAwv Twv
OoTOvOUAWTWY, HE ONUAVTLK CUHPETOXN OTNV
eMoOVAwon Twv lotwv. [pdopata, €xel
XpnotygomotlnBei cupmAnpwHATIKA oTn Bepaneia

TIEPLOBOVTLIKWY KAL TIEPLUEPUTEVHATIKWY VOOWV.

Oocov apopd tn Xprion Tou oTn Bepamneia Twv
vOOWV Tou TepLOdOVTioy, N TAELOVOTNTA TWV
HEAETWV aVAPEPEL OTATIOTIKA  ONPAVTIKN
enidpaon Tng epappoyng touv YO otn GAeypovn,
OXL OpWG 0To BABOG BUAAKOUL Kal OTNV AnMwAELa
mpoéopuong.  ATO  KATOLOUG  CUYYPAYE(G
uTooTNPiXOnKe CLVOALKA BeTIKN €mibpaon amd
NV e@appoyn Tou, AOyw Tng Tdong ToOu
mapatnpnenke yua BeAtiwon Twv
anoteAeopdtwy TngG Beparneiag, mapolo mouv dev
epTace o€ emnineda OTATIOTLKAG
ONUavTKOTNTAG.

Mo ouykekplpéva yla tn xpnon tou YO otn un
XELPOULPYLKN Bepaneia, otn peAETN Twv Pistorius
Kat ouv. (2005) mapatnpenlnke onUAvVTLKA
peiwon otn Aeypovn oTLG 3 Kal OTLG 7 NPEPEG,
EVW Ot pia AdAAn mapd 1O yeyovog OTL Og
onuewdnkav dlapopeg oTnV aipoppayia otnv
avixvevon, OlamotwOnke TPoOTiUNon  Twv
aoBevwy yla 1o YO, AOyw TwV XPWOTIKWYV TIOU
€ixe wg anotéAeopa n xprnon CHX (Abdulkareem
et al. 2020).
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Emiong, otnv yeAétn twv Omer Kat ouv., n xprion gel
02% YO OUUTIANPWHATIKA OTNn HN XELPOUPYLKN
TeplodovTikn Bepamneia, BeAtiwoe onuavilkd TO
BaBog Buldkou kat To eninedo mpdoPpuLONG.

Ocov apopd TN XELPOUPYLKA  AVTLPETWTILON
TepLodovVTIKWY BAABWY, Ol TEPLOCOTEPEG HEANETEQ
a&lohoynoav tn xpron YO w¢ cUUTANPWHATLKO PECO
OTOV KPNUVvO TpdoBaong Kal o€ TIOAAEG Ao AUTEG
mapatnpnénke peyalutepn peiwon Tou BaBoug
BuAdkou kat peyalltepo kEpdog pocpuong (Fawzy
et al. 2012, Briguglio et al. 2013, Mamajiwala et al.
2021), kaBwg kat pikpotepn vpidnon (Fawzy et al.
2012, Pilloni et al. 2021) oT0 YKPOUTI GTO OTIOIO EiXE
xpnotyorotnBei YO, o S1apopeg XPOVIKEG OTLYHEG.

e pia peAétn omou afloloynlnke n xprnion YO
OUUTIANPWHATIKA Ot OUAEKTOUEG, Olarmotwenke
KALWVIKA, OXlL OPWG KAl OTATIOTIKA OnuavTiki,
ehdttwon tng pAeypovng (Reddy et al. 2019), evw ot
Pilloni kat ouv. (2019) mapatfipnoav PeyaAlTEPN
peiwon tng uvPidnong Kat HeyaAUTEPO TOCOOTO
KaAupng tng pidag oe pehétn omou 1o YO €ixe
XpnotyorotnOei ETILKOUPLKA o€ HUALKA
peTaToT{OPEVOUG KPNUVOUG.

Ooov agpopa tn xpnon touv YO w¢ CUUTIANPWHATIKO
PECO OTn Bepaneia MEPLEPPUTEVPATLKWY VOOWVY, de
(PAVNKE KATOLO ONUAVTIKO OpeAog amd Tnv
epappoyn tou. MIKpeg Kal Oxt KALVIKA CNHAVTLKEG
dlapopeg mapatnpndnkav petafy Twv SLapopwyv
Tapap€Tpwy Tou aflohoyndnkav. To yegyovog OTL
oTn peA€éTn Twv Araujo Nobre kat cuv. (2007)
mapatnpneénke Alyotepn QGAEyHOVI GTO YKPOUTL OTO
omoio epappootnke YO KATA TOUG MTPWTOUG 2 PAVEG
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emMolAwoNg peTA TNV  duecn  @OpTLON
EUPULTEVPATWY propel  va  ogeileTal oTo
OULVOALKO OENOG amod TN cuvdLaopEvn Bepaneia
pe CHX mtou akoAolBnoe Katd Toug endpevoug 4
MAVEG.

To yeyovog OTL N TMAELOVOTNTA TWV HEAETWV
Tmpaypatonow|dnkav otnv Aocia, pmopei va
oxetidetat pe TN OuoKoAia AAWNG nBIKAG
€YyKplONg yla TNV Tpaygatomoinon TETOLWV
TUXALOTIOLNKEVWY  KALWVIKWY  HEAETWV  OTIG
dlapopeg  XwpegG. MeydAn molkihopop@ia
mapatnpnonke HeTafld TwWvV HPEAETWY OTIC
XPNOLLOTIOLOVPEVEG  OUYKEVTPWOELG YO Tou
€PAPHOOTNKE, OTN HOPPH TOU OKEVACUATOG, OTN
ouXVOTNTA EPAPHOYACS KaBwWGE Kal atnv mepiodo
TapakoAovBnong, oto peyebog Tou belypatog
Kal otn povada mapatrpnong (dovti- acbevng).
IXETIKA ye Ta okevdopata Tov
xpnotgomownOnkav ot  dldpopeg  HEAETEG
ONUAVTIKA €TEPOYEVELA TAPATNPNONKE PETAEL
TWV OULOTATIKWY TOUG Kablotwvtag OUOKOAN
Tnv aneuBeiag olykplon Twv HEAETWV.
AmotéAeopa Tou dLaopeTikoL oxedlacuol Kat
TWwv HEBOdWV TWv HeEAETWV Tou
oupmepLANPONKav eivat n aduvapia kaboplopoL
NG KATtAAANANG  popeng (poptakd  Bapog,
OUYKEVTPWON) KAl TNG KATAAANANG ouxvoTnTag
epappoyng tou YO.

JUUTIEpACHAaTA

H eg@apuoyry vahoupovikol of€og pmopei va
odnynoel otn Peiwaon xopriynon pn otepeoELdwy
QVTLPAEYHOVWOWY PapPAKwWY, Kabwg Kal o€
BeAtiwon OAwWV TwV KAWVIKWY TEPLOSOVTIKWY
TIAPAPETPWV. IXETIKA ue TIQ
TIEPLEYPUTEVPATIKEG VOOOUG TO UAAOUPOVLKO

o€l €XEL  TAPOUOCLACEL 0PENN otnv
TepleppuTELUATITION Kat oxL otnv
niepBAevvoyovitida.

E-EAIZEI> >THN MEPIOAONTOAOTI'IA

Oocov apopd tnv acpdAlelwa otn xpnon YO wg
OUHTIANPWUATLKO HECO foany Bepaneia
TIEPLOOOVTIKWY KAl TEEPLEPPUTEVHATIKWY VOOWY, OE
Mia povo peAlétn afloloyndnke n TmubavoTnTa
EPPAviong aveteuunTwy EVEPYELWV Kat
HETEYXELPNTLIKWY ETUTTAOKWY ATIO TNV EQAPUOYR TOU
YO, To omoio xpnotyotolndnke yia tn BeAtiwon tng
EMOVAWONG PETA aMd EVOOOTOUATIKEG XELPOUPYLKES
eneppBaoelg (Galli et al, 2008). Xtn pekétn avtr dev
avagepdnkav aveTluPNTEG EVEPYELEG n
METEYXELPNTLKEG €TUTAOKEG. Emunmpdobeta, oTIG
HEAETEG TOU CUUTIEPLANPONKAV GTNV AVACKOTINGN
dev gxel avapepbei TOEkOTNTA yla TOV AVOpWTO
amno TIC XpNOlPoTolovPeveg ouykevipwoelg YO.
Juvoypigovtag, n xpron YO wg CUUTIANPWHATIKO
HECO Bepaneiag PTopEL va XapakTNPLoTEL A0PAAnG.
Y11 HENETEG IOV GUUTIEPLANPONKAV yla avdAuon, de
yivetal avagopd KaL o€ CUYXUTIKOUG TAPAYOVTEQ
(confounding factors) mou 6a pmopovoav va
EMNPEACOUY TO OepameuTiKO amnoTéNEOUa, WE
e€aipeon kaAmoleg HEAETEG TOV avePepav eAeLBEPO
LATPLKO LOTOPLKO TWv OUHHETEXOVTWV.
Mapadeiypata TETOWY TIAPAYOVTIWY amoTeAolV TO
KAmviopa, To OTPEG, N TAXVoapKia, To HETABOALKO
oUVOpOUO KABWGE Kal CUCTNUATLKEG VOOOL, OTIWG O
oakyxapwdng dtaprtng (Hughes, 2018).

MapoAa avutd, véeg PeAETEQ Pe KANO oxedlaoud
anattobVTal TIPOKEIYEVOL va OlevkplvloTtoly Tad
deatd doooloylkd oxuata mov Ba odnyfnoouy oTa
MEYLOTA KAWVIKA O@EAN amd TNV EMKOULPLKK
€Qapuoyn tou valoupovikol 0f€og, TéCO KATA TN
Bepaneia Twv TEPLOGOVTIKWY OCO Kal Twv
TIEPLEPUPUTEVPATIKWY VOOWV.
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