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Perioperativ antibiotika vid implantatkirurgi
_ 1 perspektiv p& kunskaps utveckling och evidens-

Empirisk konsensusbaserade rekommendationer 1977

Systemisk antibiotika behandling pre op och
under den initiala sarlakningen (10 dagar/extended treatment)
Adell et al. 1985

Profylax och korttidsbehandling i anslutning till kirurgi
(1-3 dagar/short term prophylaxis) Flemming et al. 1990

Profylax / engangsdos

Evidens baserade rekommendationer

Profylaktisk engangsdos
kan dvervagas 2012
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Cochrane systematic review Esposito et al. 2003

A Inga jamfoérande studier (RCT) med
Antibiotics to prevent complications following dental implant minst 3 ménaders UppfOIJnlng pOSt op

treatment (Review)

identifierade
Esposita M, Coulthard F. Oliver R, Thomsen F, Worthiagtoa HV A BAada CCT's hbg risk for bias:
2003 studiekvalitet-metod/evidensniva lag

A Gér ej att pa vetenskaplig grund
bedbma vardet av profylaktisk AB for att
forebygga implantatforluster eller
komplikationer i samband med

Main results

implantatkirurgi
Mo RCTs were identified.
Authors’ conclusions
THE COCHRANE There is not appropriate scientific evidence to recommend or discourage the use of prophylactic systemic antibiotics to prevent

CDLLA BO RAT'ON ® complications and failures of dental implants. Even though the present review did not assess the effectiveness of prophylactic antibiotics

. . for patients at risk for endocarditis, it seems sensible to recommend the use of prophylactic antibiotics for patients at high and moderate
2CCT (Controlled clinical trlals) risk for endocarditis, with immunodeficiencies, metabolic diseases, irradiated in the head and neck area and when an extensive or

A Dent et al. 1997 and Laskin et al. 2000 Pm](mgcd surgery 15 :IDI[C[PEEEC'.
A Gynther et al. 1998
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Cochrane systematic review Esposito et al. 2008
2 RCT studier

Interventions for replacing missing teeth: antibiotics at dental

implant placement to prevent complications (Review) Abu-Ta'a et al. 2008 (80 pat)
| = 40 pat: 1g Amoxicillin 1h pre op+ 500mg x 4 i 2 dgr post op
Esposito M, Gruscvin MG, Talati M, Coulthard P, Oliver I, Worthingtoa HY C = 40 pat |ngen AB
2008 Utvardering ej blindad = oklart redovisad

Ingen statistisk skillnad mellan grupperna i antal Lag pOES

implantatforluster ) ) ) L
HGg risk for bias: Studiekvalité?

Esposito et.al 2008 (316 pat)

| = 158 pat: 2g Amoxicillin 1h pre op

C =158 pat: Placebo

Utvardering blindad Lég power
THE COCHRANE Ingen statistisk skillnad mellan grupperna i antal
COLLABORATION® implantatforluster

Meta analys (en RCT hdg risk for bias):

A Signifikant fler implantatférluster bland pat som ej erhéll AB profylax pre op
A NNT=25

A Misslyckande frekvensen inte lagre vid fortsatt AB behandling post op
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2010 SBU Rapporten

Table 4.14.4 Implant surgery.

Author Study Population Anﬁb]otikaprofylax Control Results Withdrawal  Study qualicy

characteristics o 2 Mumber Dirop outs and relevance
Vid kiru rgiSka ingrepp ndbviduats Comments
Esposito Pts whao had implant C: Plasebod vt a Erasthasic failua Adore iTLT) Madarats
2008 treatment. Placebo P 0o [o]
controlled. Blinded En m!* & “gf‘.n,mn;kt :; For fa d e Itag are

"1 Hog risk for bias (LRCT) |

was underpowered
Ll o' |

Totalt 396 pat

— |=198/C = 198

Esposito Systematic) Antibiotic prophylaxis C1: Placebo Implant fifure 14 pts reazson  Moderate
2008 FEVIEW at dental implant surgery C2: Mo antibitics I: 2 implant given
11 2RCT C: 8 implant Systematic review of high
i n=1%& RR 0.22 {95% quality. Only 2 studies,
Cl 0.06-0.848) underpowered, 1 not

blinded. ¥Wrong reference
to dose of amoxicillin in
1 smudy

C = Contrel group; Cl = Confidence interval; | = Intet
ptz = Patients; RCT = Randomized controlled trial; RR
site infection

P melewhe brrabh aidon
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Cochrane systematic review Esposito etal. 2010 6q risk of bias/studiekvalité

Interventions for replacing missing teeth: antibiotics at dental 4 RCT StUdier [o]
implant placement to prevent complications (Review) Abu_Ta‘a et al 2008 (80 pat) Power Iag
1g Amoxicillin 1h pre op+ 500mg x 4 i 2 dgr post op / ingen AB
A Ingen statistisk skillnad mellan grupperna i antal implantatforluste

Esposita M, Warthingtoa HV, Lali ¥, Coulthard I Grusovia MG

2010 eller postoperative infektioner
o
Esposito et.al 2008 (316 pat) Power Iag
2g Amoxicillin 1h pre op / Placebo
A Ingen statistisk skillnad mellan grupperna i antal implantatférluster
eller postoperative infektioner
o]
Jgﬁ_ﬁgﬁgﬁ?ﬁm Esposito et.al 2010 ( pat 509) Power Iag

2g Amoxicillin 1h pre op / Placebo
A Ingen statistisk skillnad mellan grupperna i antal implantatférluster

eller postoperative infektioner
Heterogenitet i studierna:

A M_uIticenter/_priva_ltprakt_ik Anitua et al. 2009 (105 pat) Power Iég
A Sjukhus/_umve_rsﬂetskll_nlk 2g Amoxicillin 1h pre op / Placebo
A Enbart singel impl (Anitua) A Ingen statistisk skillnad mellan grupperna i antal implantatférluster

eller postoperative infektioner
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§ E_l E u Figure 3. Forest plot of comparison: | Antibiotics versus placebo/no antibiotics, outcome: |.| Implant
g 2 F & failures.
5 8 82 8
= & 2 B Artibiotics Mo antibiotics Risk Ratio Risk Rafio
_ Stuyor Subgroup Events  Total Events  Total Weight ©M-H, Random, 95% CI M1-H, Randum, 5% CI
® ® | ®|® | rdequste sequence generstion? Ahu-Ta'm 2008 o 40 2 10 BE® 014001, 268 —_—
Anitua 2008 2 82 2 53 15.4% 1.02[0.15, 6.47| —r
® ® | @ | = |snocationconcesimnent? Espasito 20083 2 158 B 158 243% 0.25[0.05,1 16| —e
oleolele| Esposiio 2010 5 152 12 254 538% 0.42[015,1.17] —H
Total (95% ¢ 502 505 100.0% 0,40 [0,19, 0,34
@@ @@ | ncomolete outcome datz addra cea dT Tut:I ﬂsl g 95 : : -
Heterogeneity: Tau= 0.00; Chiz= 177, df=3 [P = 0.62); F= 0% | | ! !
Free of select rting? - _ 0.004 0.4 10 1000
. . . . 2 OTSE e e Testforoverall effect 2= 2.41 (F = 0.02) Favours artibiotics  Fawvours no artibioti
@ @ @@ | rFresoratneroEs?
' Meta analys 4 RCT studier
g z A 1007 inkluderade patienter (1I=502 pat / C=505 pa)
E_ > A Statistiskt fler patienter férlorade implantat i gruppen som inte fick AB profylax
% 2 A NNT 33
= % A Andra utvarderade variabler visade ingen skillnad mellan grupperna:
2 ) A Postoperativ infektion
A Biverkan
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Profylaktisk antibiotika vid odontologiska riskingrepp pa friska
patienter

_ litteraturéversikt. 2010 SBU-rapport nr 200. ISBN 978-91- | s
85413-36-2.

Antibiotikaprofylax vid kirurgiska ingrepp. En systematisk

Er systemate Grarvaronerikt

Esposito M, Worthington HV, Loli V, et al. Interventions for
replacing missing teeth: antibiotics at dental implant

placement to prevent complications. (Review) The Cochrane
Library 2010 Issue 7.

P

Indikationer for antibiotikaprofylax i

’ ) ' tandvarden. Information fran
/N LAKEMEDELSVERKET | 5 oo delsverket 2012; 5: 22-35

ol
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Lakemedelsverket 2012

A Det finns begréansad evidens for nyttan av antibiotikaprofylax vid
implantatinstallation

A En svag reduktion av antalet implantatforluster (fran 5% till 2%)

A Misslyckande frekvensen inte lagre vid fortsatt AB behandling
post op

A Forlangd behandling férebygger inte postoperativa infektioner

Antibiotikaprofylax kan 6vervagas vid implantatkirurgi

Profylax engangsdos 60 minuter fére ingrepp:
AAmoxicillin 2g (vuxna) / Amoxicillin 50mg / kg kroppsvikt (barn)
AKlindamycin 600mg (pc allergi vuxna) / Klindamycin 15mg / kg kroppsvikt (pc allergi barn)
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Forskrivningsmonster vid implantatkirurgi 2008-2012

CLINICAL ORAL IMPLANTS RESEARCH
|

Dalia Khalil Antibiotic prescription patterns among
Margareta Hultin = = . .
Tinds Andersson Fred Ewedlsh dentists working with dental
Nina Parkbring Olsson implant surgery: adherence to

Bodil Lund .

i recommendations

Journal of Clin Oral Implants Res 26; 20015: 1064-1069

Enkéatstudie 2008 och 2012 i Stockholm

Svarsfrekvens 70% (2008) / 88% (2012)

Fragor relaterade till: preparatval, dosering och duration
Utbildning efter examen

o Too Joo T To
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Demografska data:

A Majoriteten av implantatkirurger & mén
79% (2008), 75% (2012) som ar aldre
an 45 ar

A Andelen specialister 46% (2008), 40%
(2012)

A 53% (2008) respektive 64% (2012) har
O 10 -rs erfarenhet

Forskrivningsmonster av antibiotika i samband med implantatkirurgi



Forskrivningsmaonster av peri-operativ AB bland tandlakare som utfor implantatkirurgi i

Stockholm

Andelen tandlakare som i samband med
implantatkirurgi forskriver:

A Amoxicillin har 6kat

A Endos profylax har 6kat

A Langre AB behandling har minskat

Table 2. Number of dentists using local clinical
guidelines and the frequency of antibiotic pre-
scriptions

2008 2012
n (%) n (%) Pyalue
Use clinic guidelines
Yos 73 (B&) 97 (74 0.038
Mo 12 (14) 34 (26)
Routinely prescribe antibiotics
Yeos 75 (B8) 98 (74 0.010
Mo 10 (12} 35 (26)

80%
70%
60%
50%
40%
30%
20%
10%

0%

Fig. 1. Substances used, and duration, of prophylactic
antibiotics prescriptionin 2008 and 2012

67% 65%

= 2008

m 2012

Amoxicillin Penicillin (PcV) others single dose >2 days

Antibiotic substances Antibiotic duration

Odontologisk Riksstamma 2016 Hultin

Khalil et al. 2015




Forskrivningsmonster peri-operativ AB

Table 3. Prescription regimens for phenoxymethylpenicillin, amoxicillin, metronidazole, and clinda-

myecin in 2008 and 2012

PeV

E =2

8

291 hpre-op+2g6 h postop
291 hpre-op+1g6 h postop
191 h pre-op = 1 g evening
1 g pre-op
2 g pre-op
3 g pre-op
1 gbid = 7-10 days
2 g bid = 7-10 days
1gtid = 3-5 days
1gtid x 56 days
1gtid = 7-10 days
2gtid x 10days
1gtid = 30 days
Amoxicillin
1.5 g pre-op
2 g pre-op
750 mg = 3 pre-op
3 g pre-op
750 mg = 21 h preop = 750 mg = 26 h postop
291 hpreeop = 2 g6 h postop
750 mg = 31 h preop = 750 mg = 36 h postop
300 mg b.id = 10 days
750 mg b.id x 5 days
750 mg b.id =« 7-10 days
500 mg tid x 5-7 days
1gb.id = 7-10 days
2 g pre-op + 500 mg tid x 7 days
2-3 g Amoxicillin pre-op + PeV 1 g t.id = 7 days
Metronidazole
400 mg = 5 days
Clindamycin
300 mg b.i.d = 10 days
600 mg 1 h pre-op

A NI == ary

COO=S WO SO NNNO
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Ett stort antal olika antibiotika regimer
Kvantitativa och kvalitativa skillnader
Ej statistiskt signifikanta

Hur ser foljsamheten ut i dag 2016
vid implantatkirurgi??
Behandling under sarlakning??



Forskrivningsmonster peri-operativ antibiotika

A Implantatkirurger som uppger att de last refererade
publikationer var mer benégna att forskriva
engangsdos AB

A Allmantandlakare mer benagna att forskriva
antibiotika utdver preoperativ profylax/engangsdos

A Specialister forskriver engangsdos AB i storre
utstrackning

Utbildning och nationella
rekommendationer ar mycket viktiga!!

HT 2016 T5



Kunskapslaget i dag - 2016

Systematiska och komplexa
°versi kter? Late
Trodde det rackte om jag foljer
rekommendationen ???

CLINICAL ORAL IMPLANTS RESEARCH

Bodil Lund Complex systematic review -
Muargareta Hultin . . =L.* . .
Softs Tranams PEnlupErarth ElrIltlhlL'lltll:E- in
Aron Naimi-Akbar conjunction with dental implant Bast att ge alla
Bjorn Klhinge antibiotika, det
Pl acement star kan
Overvagas

Journal of Clin Oral Implants Res 26 (Suppl 11) ; 20015: 1-14

Abstract
Objectives: The aim of this study was to revisit the avail able scientific literature regarding

perioperative antibiotics in conjunction with implant placement by combining the recommended
methods for systematic reviews and complex systematic reviews.

Odontologisk Riksstamma 2016 Hultin
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Table 1. Issues of interest according to study population, intervention, control group and outcome
measures (FICO)

Parameters for eligible studies

I P Patients subjected to implant placement
Ku nSkapSIag et fo rtS I Antibiotis on day of surgery Le. short-termed prophylaxis
Antibiotics more than day of surgery i.e. “extended” prophylaxis
Head-to-head comparison of different antibiotic compounds or regiments
C No antibiotic treatment
Placebo
Other non-antibiotic treatment e.g. such as antibacterial rirsing
Otherfcomparing antibiotic treatment (alternative compound)
0] Loss of implant
Infection

Pain So6kning

Granskning enligt definierade protokoll ddiigi;;ggre
A AMSTAR (systematiska oversikter)

A GRADE (Primérstudier) | I |

Table 4. Grading guality of evidence according to GRADE (Atkins et al. 2004; Guyatt et al. 2011) OverSI kter Prl ma'r StUdIer
Levels of lit
S (RCT)

evidence Definition

Strong PR P Based on studies with high guality without weakening factors. Further research 7 10
is very unlikely to change the estimated effect

Moderate R Based on studies with high guality with occurrence of single weakening factors.
Further research is likely to have an important impact on the estimated effect

Limited P00 Based on studies of high to moderate quality with weakening factor. Further
research is very likely to have an important impact on the estimated effect and
will probably change the estimate

Insufficient @O Sdentific evidence is lacking. Available studies are of low quality or shows
contradictory results. Any estimated effect is very uncertain
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Kunskapslaget forts

Table 6. Systematic reviews with moderate risk of bias

Estimated
level of Knowledge/Knowledge Level of risk of bias
Author (year)  Objectives Main results* evidence* gaps*® Comments
Esposito & (1) Assess beneficial or Meta-analyses displayed (1) Moderate Antiblotics are beneficial Moderate
Worthington harmiful effects significantly higher number quality. for reducing implant failures. Studies with high risk
(2013 of systemic antibiotic of implant failures in patients (2) Evidence is Unknown if postoperative of bias included in
prophylaxis at not receiving antibiotic. lacking antiblotics are benefidal the meta-analyses
implant placement. Antibiotic prophylaxis had no and which is the most
(2) If antibiotics are effect on postoperative effective compound
beneficial, to infection rates.
determine type, dosage n==6
and duration NNT =25
of treatment
Chrcanavic To investigate the effects The use of prophylactic High risk of bias: Evidence suggesting that Moderate
et al. (2014) of prophylactic antibiotics significantly seven o Tt et ool b
antibiotics during implant reduced the number of Mode [o) . e .
placement implant failures. of bia T t t k kt
on implant failure and Antibiotic prophylaxis had Low r Va SyS e m a I S a Ove rS I e r
postoperative no effect on postoperative six sty .
infections in healthy infection rates. k ft k AM STAR
patients n =13 (implant failure) Va'r e er grans nlng

n = B (postop infect)
NNT =50

*According to authors. n, number of studies included in meta-analyses, MNT, numbers n

trolled trials.

AVi sar
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Primarstudier / RCT
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Kvalitets vardering av evidens i priméarstudier GRADE

5 RCT H0g risk for bias (exkluderas fran meta analys)

2 RCT Moderat risk for bias (El-Kholy 2014 exkluderas / jamfor olika
regimer)

3 RCT LAag risk for bias

Kvar till meta-analys:
Anitua 2009, Esposito 2008, Esposito 2010, Tan 2014
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Experimantal Lot Risk Ratio Risk Ratia
Shady o Bubgreu Evarils  Tolal Evenls Total Weight  W-H, Random, 85% Cl M-H. Ramdos, $5% Gl
Aninas FH0A ¥ 53 S 831 156% 1.0 [ 95, 6,87
Esposiio 2008 2 1568 L 50 244% D25 [0, 1.146] - &
Espasilo 2370 5 i) 13 4 543% 042 [095, 1.17) ——
Tan 2014 i FLE] ili} S8% .11 [0, 2.63]
Talal [95% CI) ™ 545 100.0% 0,38 016, LE4) il
ol wennis L Al
Hutteogoreity: Tad® = 0.00; O = 1.83, dlf = 3 (P =0.59]; F= 0% t } t |
Tl for gversll sfect 7 = 2,81 (P & 0.07) ain o 1 i b
Faveirs [eapaimaental) Favours [congal)
"_I' Y. Femmu= plowf =0l =i | of oo peemn s erwaes s oect s pep piees e plssabn S T4 CRE OETES ATTE CWLT DTS SEl
Espar rearal Comtral Risk Diffaramos Rish Ditfarance
Stady or Subgreup  Evenis  Tolal Events Talal Weight  B-H, Bandom, 85% €I M-H. Bandem. #8% €1
Aniua 2000 Z 52 4 53 6.2% 0.20 [-0.07, 007
E spesiti 2008 2 it & 158 126% =004 [-0.08, 0:00]
Esmoaibe 2010 [ 2hs 12 2b8  34.0% 0.03 [=0.08, 0.30]
Tas 304 [ 240 1 B 372% =001 [-0.,04, 0.02]
Total (#5% T (b 5 19.0% —0UGE [=0.04, =3.00]
Tekal avanis 9 rul

Heterogenaty: Tau® =000; Chi*= 1.8, =3 (P =086 " =0

Tl for overall affecl: 2 = 2.42 [P = 1.02]

1 25 a =k

Favours [experimenial Favours [comoral)

Fr. 4. Pomaz ploe |=ak dSeware) of compuseon erwan senor elisn pomph viaes v plesho, for cha ouscomee pasess s wish implaes lom

Slutsats:

A Preoperativ AB reducerar risken
for implantatforlust med 2%

A NNT=50

A Sub-analys singel implantat visar
ingen effekt

A Priméarstudier visar stor klinisk
heterogenitet avseende
intervention (typ av kirurgi) och
rékning

Vid okomplicerad kirurgi har profylaktisk AB troligtvis ingen effekt!!
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Kunskapsluckor i pagaende forskning

AAntibiotikaprofylax vid implantatkirurgi
A Placebokontrollerade studier med hog kvalitét

A Tillracklig power

A Tillater subgruppering i kliniskt homogena grupper (typ av intervention)

AAntibiotika vid bentransplantation och i samband med implantatinstallation
A Tillgangligt kunskapsunderlag i dag - Pagaende komplex systematisk 6versikt

A Pagaende retrospektiv studie fran kakirurgiska kliniker i Stockholm, Jonkdping, Boras
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Implantatkirurgi:

Inte bara
Ja eller Nej
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Tack for er uppmarksamhet!
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