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S1. Search strategies for each electronic database

PubMed (1979 to 31¢t January 2020)

1. (((((periodontal diseases [mesh]) NOT periodontal cyst [mesh]) NOT gingival diseases
[mesh]) NOT periapical diseases [mesh]) NOT peri-implantitis [mesh]) OR periodontitis
[tw]

2. (dental prophylaxis [mesh] OR subgingival curettage [mesh] OR dental prophylaxis [tw]
OR scaling root planing [tw] OR dental scaling [tw] OR root planing [tw] OR dental
cleaning [tw] OR SRP [tw] OR scaling planing [tw] OR ultrasonic therapy [tw] OR
ultrasonic therapy [mesh] OR ultrasonic scaling [tw] OR root surface debridement [tw] OR
root surface instrumentation [tw] OR periodontal debridement [tw] OR nonsurgical [tw]
OR non-surgical [tw]) NOT (ultrasonic surgical procedures [mesh])

3. (randomized controlled trial [pt] OR controlled clinical trial [pt] OR randomized [tiab] OR
placebo [tiab] OR clinical trials as topic [mesh:noexp] OR randomly [tiab] OR trial [ti] NOT
(animals [mh] NOT humans [mh])) NOT (review [pt] OR systematic review [pt]) [Adapted
from Lefebvre et al. (2019)]

4. (adjunct* [tw]) AND (dental enamel proteins [mh] OR enamel matrix derivative* [tw] OR
Anti-infective agents [mh] OR antibiotic* [tw] OR antiseptic* [tw] OR antimicrobial* [tw]
OR antibacterial* [tw] OR tetracycline [tw] OR chlorhexidine [tw] OR doxycycline [tw] OR
metronidazole [tw] OR minocycline [tw] OR hyaluron* [tw] OR probiotic* [tw] OR
photodynamic therap* [tw])

5. land?2and 3 and 4

MEDLINE via OVID (1946 to 31¢ January 2020)

1. exp Periodontal Diseases/ or periodonti$.mp. or (periodontal adj3 pocket$).mp. or
"periodont$ attachment loss".mp.

2. exp Dental Prophylaxis/ or exp subgingival curettage/ or exp ultrasonic therapy/ or
((dental or oral or teeth or tooth or subgingival) adj6 (scaling or scale$ or
curettage)).mp. or (dental prophylaxis or oral prophylaxis).mp. or (root adj (plane$ or
planing)).mp. or (periodontal adj debridement$).mp. or (root surface adj
debridement$).mp. or (root surface adj instrumentation$).mp. or (non?surgical adj3
periodontal).mp.

3. adjunct$.mp.

4. exp Anti-infective agents/ or (anti?biotic$ or anti?septic$ or anti?bacterial$ or
anti?microbial$).mp. or (tetracycline or chlorhexidine or doxycycline or metronidazole
or minocycline or hyaluron$ or photodynamic or enamel matrix derivative$ or
probiotic$).mp.



5. randomized controlled trial.pt. or controlled clinical trial.pt. or randomized.ab. or
placebo.ab. or drug therapy.fs. or randomly.ab. or trial.ab. or groups.ab. NOT
(review.pt or systematic review.pt) [Adapted from Lefebvre et al. (2019)]

6. land?2and3and4and5

7. (exp animal/ or animal.hw. or nonhuman/) not humans.sh.

8. 6not7

EMBASE via OVID (1974 to 31+ January 2020)

1. exp Periodontal Diseases/ or periodonti$.mp. or (periodontal adj3 pocket$).mp. or
"periodont$ attachment loss".mp.

2. exp Dental Prophylaxis/ or exp subgingival curettage/ or exp ultrasonic therapy/ or
((dental or oral or teeth or tooth or subgingival) adj6 (scaling or scale$ or
curettage)).mp. or (dental prophylaxis or oral prophylaxis).mp. or (root adj (plane$ or
planing)).mp. or (periodontal adj debridement$).mp. or (root surface adj
debridement$).mp. or (root surface adj instrumentation$).mp. or (non?surgical adj3
periodontal).mp.

3. adjunct$.mp.

4. exp Anti-infective agents/ or (anti?biotic$ or anti?septic$ or anti?bacterial$ or
anti?microbial$).mp. or (tetracycline or chlorhexidine or doxycycline or metronidazole
or minocycline or hyaluron$ or photodynamic or enamel matrix derivative$ or
probiotic$).mp.

5. Randomized controlled trial/ or controlled clinical study/ or random$.ti,ab. or
randomisation/ or intermethod comparison/ or placebo.ti,ab. or (compare or compared
or comparison).ti. or ((evaluated or evaluate or evaluating or assessed or assess) and
(compare or compared or comparing or comparison)).ab. or (open adj label).ti,ab. or
((double or single or doubly or singly) adj (blind or blinded or blindly)).ti,ab. or double
blind procedure/ or parallel group$1.ti,ab. or (crossover or cross over).ti,ab. or ((assign$
or match or matched or allocation) adj5 (alternate or group$1 or intervention$1 or
patient$1 or subject$1 or participant$l)).ti,ab. or (assigned or allocated).ti,ab. or
(controlled adj7 (study or design or trial)).ti,ab. or (volunteer or volunteers).ti,ab. or
human experiment/ or trial.ti. [Adapted from Lefebvre et al. (2019)]

6. random$ adj sampl$ adj7 (cross section$ or questionnaire$1 or survey$ or
database$1).ti,ab. not (comparative study/ or controlled study/ or randomi?ed
controlled.ti,ab. or randomly assigned.ti,ab.) or Cross-sectional study/ not (randomized
controlled trial/ or controlled clinical study/ or controlled study/ or randomi?ed
controlled.ti,ab. or control group$1.ti,ab.) or (((case adj control$) and random$) not
randomi?ed controlled).ti,ab. or (Systematic review not (trial or study)).ti. or
(nonrandom$ not random$).ti,ab. or (Random field$).ti,ab. or (random cluster adj3
sampl$).ti,ab. or (review.ab. and review.pt.) not trial.ti. or (we searched).ab. and
(review.ti. or review.pt.) or (update review).ab. or (databases adj4 searched).ab. or (rat
or rats or mouse or mice or swine or porcine or murine or sheep or lambs or pigs or
piglets or rabbit or rabbits or cat or cats or dog or dogs or cattle or bovine or monkey or
monkeys or trout or marmoset$1).ti. and animal experiment/ or Animal experiment/
not (human experiment/ or human/)

7. 5notb6

8. land2and3and4and?7

Cochrane Central Register of Controlled Clinical Trials (CENTRAL) (inception to 31¢ January 2020)

1. MeSH descriptor: [Periodontal Diseases] explode all trees



AR

10.
11.

12.
13.

(periodonti*) OR (periodontal near/3 pocket*) OR (periodont* attachment loss)

#1 or #2

MeSH descriptor: [Dental Prophylaxis] explode all trees

(dental or oral or teeth or tooth or subgingival) AND (scaling or scale* or curettage)
(dental prophylaxis OR oral prophylaxis) OR (root* NEXT plane* or root* NEXT planing)
OR (periodontal NEXT debridement*)

(root surface NEXT debridement*) OR (root surface NEXT instrumentation*) OR ((non
surgical or non-surgical or nonsurgical) near/3 periodontal)

#4 or #5 or #6 or #7

(adjunct*)

MeSH descriptor: [Anti-Infective Agents] explode all trees

(anti biotic* or anti septic* or anti bacterial* or anti microbial* or antibiotic* or antiseptic* or
antibacterial* or antimicrobial* or anti-biotic* or anti-septic* or anti-bacterial* or anti-
microbial*) OR (tetracycline or chlorhexidine or doxycycline or metronidazole or
minocycline or hyaluron* or photodynamic or enamel matrix derivative* or probiotic*)
#10 or #11

#3 and #8 and #9 and #12

Web of Science (All databases) (1980 to 31+ January 2020)

1.
2.
3.

10.

11.
12.
13.
14.
15.

TS=((periodonti*) OR (periodontal near/3 pocket*) OR (periodont* attachment loss))
TS=((dental or oral or teeth or tooth or subgingival) AND (scaling or scale* or curettage))
TS=((dental prophylaxis OR oral prophylaxis) OR (root* NEAR/1 plane* or root* NEAR/1
planing) OR (periodontal NEAR/1 debridement*))

TS=((root surface debridement*) OR (root surface instrumentation*) or (non surgical or non-
surgical or nonsurgical))

#4 OR #3 OR #2

TS=(anti biotic* or anti septic* or anti bacterial* or anti microbial* or antibiotic* or
antiseptic* or antibacterial* or antimicrobial* or anti-biotic* or anti-septic* or anti-bacterial*
or anti-microbial®)

TS=(tetracycline or chlorhexidine or doxycycline or metronidazole or minocycline or
hyaluron* or photodynamic or enamel matrix derivative* or probiotic*)

#7 OR #6

TS=(adjunct*)

TS=(randomized controlled trial or randomised controlled clinical trial OR random* OR
placebo OR clinical trial*)

TI=(review)

#10 AND #9 AND #8 AND #5 AND #1

#12 NOT #11

TS=(animal* NOT human®)

#13 NOT #14

US National Institutes of Health Ongoing Trials Register (ClinicalTrials.gov) (inception to 31¢ January

2020)

Advanced search:

Condition: periodontitis



Other terms: adjunct

Applied filter: Interventional

World Health Organization International Clinical Trials Registry Platform (inception to 31% January 2020)

Periodontitis AND adjunct

ProQuest Dissertations and Theses Global (1879 to 31 January 2020)

1.

7.
8.
9.

((periodonti*) OR ("periodontal near/3 pocket*"') OR ("periodont* attachment loss")) NOT
ti(implant* or gingivitis or mucositis or orthodont* or endodont*)

("dental prophylaxis" OR "oral prophylaxis") OR ("root* NEAR/1 plane*" OR "root* NEAR/1
planing") OR ("periodontal NEAR/1 debridement*") OR ("root surface debridement*') OR
("root surface instrumentation*") OR ("non surgical” or "non-surgical" or "nonsurgical") OR
(dental or oral or teeth or tooth or subgingival) AND (scaling or scale* or curettage)
adjunct*

(anti?biotic* or anti?septic* or anti?bacterial* or anti?microbial*) OR (tetracycline or
chlorhexidine or doxycycline or metronidazole or minocycline or hyaluron* or
photodynamic or enamel matrix derivative* or probiotic*)

randomi?ed control* trial OR random* OR placebo OR clinical trial*

ti(review OR (in?vitro) OR (ex?vivo) OR (in?vivo) OR (cross?section*) OR retrospective OR
observational OR experiment* OR literature)

sl and s2 and s3 and s4 and s5

s7 not s6

su((animal*) NOT (human®))

10. s8 not s9



Table S1. Studies excluded after full-text screening and reasons for exclusion.

Exclusi
No Author(s) Year Title of study Journal Volume Page xctusion
reason(s)
The use of controlled release locally delivered
Ahamed, S.; Jalaluddin, M; 10% doxycycline hyclate gel as an adjunct to Journal of 1080 No
1 Khalid, I.; Moon, N.; Shaf, 2013 scaling and root planing in the treatment of Contemporary 14 1086 randomization
T. K,; Ali, F. M. chronic periodontitis: clinical and Dental Practice ando ato
microbiological results
, A MRomano Fr o e e Joummal of 52 B N control
Guzzi, N.; Carnevale, G. P p.p . & . Periodontology 853
aggressive periodontitis
Aimetti, M.; Romano, F.. Debljldement anél locall application of . ' .
.. tetracycline-loaded fibers in the management Journal of Clinical 166- Discontinued
3 Torta, I.; Cirillo, D.; 2004 . . . . 31 .
. . of persistent periodontitis: Results after 12 Periodontology 172 adjunct
Caposio, P.; Romagnoli, R.
months
Journal of
Akincibay, H., Senel, S., Application of chitosan gel in the treatment of Bl,o medical 290- Adjunct n o
4 2007 . ; . Materials Research. 80 commercially
and Ay, Z. Y. chronic periodontitis . 296 .
Part B: Applied available
Biomaterials
Al Habashneh, R., Mashal, Clinical and biological effects of adjunctive .
. . Journal of Lasers in 139- No
5 M. A, Khader, Y., and 2019 photodynamic therapy in refractory . . 10 .
. 2. Medical Sciences 145 randomization
Qudah, R. periodontitis
Balata, M. L., Andrade, L. . . . - .
aam ndrade Photodynamic therapy associated with full- . Failing sites
P.D., Santos, D. B. N., . : . Journal of Applied
. mouth ultrasonic debridement in the treatment . 208- retreated per
6 Cavalcanti, A. N, Tunes, 2013 of severe chronic periodontitis: a randomized- Oral Science: 21 214 initial basic
U.D. R, Ribeiro, E.D. P,, P R Revista FOB
. controlled clinical trial therapy
and Bittencourt, S.
7 Bizzarro, S., Van der 2016 LOCZI d('i;i:tfet(C)tLC;I;i‘;VItzr?(?j;iEﬁi};ﬁ:hlc-n:e as Journal of Clinical 43 778- Used systemic
Velden, U., and Loos, B. G. J . P . py: Periodontology 788 antimicrobials
randomized controlled trial
International
Blomléf, L., B E.
F(();r;g(;; dh, Ae I%IE:SH'L ’ A clinical study of root surface conditioning Journal of 561 Experimental
8 Larsson, A., Sioberg, B., 2000 with an EDTA gel. I. Nonsurgical periodontal Periodontics & 20 565 adjunct

Uhlander, L., et al.

treatment

Restorative
Dentistry




Bogren, A., Teles, R. P.,

Torresyap, G., Haffajee, A. Locally delivered doxycycline during Journal of 827- Repeated
9 2008 . . . 79 ..
D., Socransky, S. S., and supportive periodontal therapy: a 3-year study Periodontology 835 application
Wennstrom, J. L.
Bosco, J., Lopes, B., Bosco, Local application of tetracycline solution with Quintessence Adjunct not
10 A.F., Spolidorio, D. M., 2009 a microbrush: An alternative treatment for . 40 1 29-40 commercially
. . . .\ International .
and Marcantonio, R. A. persistent periodontitis available
Bundidpun, P, Ch(l;lcal teffe;:t;of ph(;tlodl}tmaml? ther?py as gn dAc?]u.ntcts .
11 Srisuwantha, R., and 2018 adjunctfo . m?u {1 rasomie sea mg an Laser Therapy 27 1 3339 ~ acmmstere
L. root planing in treatment of chronic one week after
Laosrisin, N. . ..
periodontitis SRP
Capouvns, 1. Cionca. N Treatment of residual pockets with
ppuyns, &, Y photodynamic therapy, diode laser, or deep Lasers in Medical 979- Not used as
12 Wick, P., Giannopoulou, 2012 . . . . 27 5 .
. scaling. A randomized, split-mouth controlled Science 986 adjunct
C., and Mombelli, A. . .
clinical trial
Carvalho, J., Novak, M. ], Evaluation of the ‘,Eff,eCt of .subgmglval' Journal of 997- Repeated
13 2007  placement of chlorhexidine chips as an adjunct . 78 6 .
and Mota, L. F. . . Periodontology 1001 application
to scaling and root planing
Carvalho, V.F., Andrade,
P.V., Rodri .F. Antimi ial ph ic effi
. A% odrlgu.es, M.F., nt.lmlcrobla P f)tOdYI.’lamIC effect .to treat Journal of Clinical 440- Not used as
14 Hirata, M.H., Hirata, R.D., 2015 residual pockets in periodontal patients: a Periodontol 42 5 447 diunct
Pannuti, C.M., De Micheli, randomized controlled clinical trial eriodontology adjunc
G.etal.
Chiang, C. P Hsieh, O,  reen Aiode rsers therapy forwertmg . Journal of e Incomplete
15 Tai, W. C., Chen, Y.]J., and 2019 & . . Py . & Formosan Medical P
refractory periodontitis: A randomized . data
Chang, P. C. . . Association
controlled trial with in vitro assessment
Cortelh,. J-R., Aquino, DR, A double-blind randomized clinical trial of
16 Cortelli, S.C., Carvalho-F, 2008 subgingival minocycline for chronic Journal of Oral 50 3 259- No CAL data
J., Roman-Torres, C.V., and &g erio dgntitis Science 265
Costa, F.O. P
Cc;\r/{tegl, ]A'(I;'I'ir?;%ld; r 5. Longitudinal clinical evaluation of adjunct Journal of 161
17 Ricardo, L. H., and Pallos, 2006 minocycline in tk'le treat'rr.1ent of chronic Periodontology 77 2 166 No CAL data
D periodontitis
1 CortelliS.C, Cavallin, F, -~ Chnealand microblological effects ofan - jinical Oral b, I
Alves, M. F. R., Bezerra, A. essential-oti-containing MOUth rinse apphied n Investigations 194 © ata

the “one-stage full-mouth disinfection”




A., Queiroz, C. S., and
Cortelli, J. R.

protocol —a randomized doubled-blinded
preliminary study

Cortelli, S.C., Cortelli, ].R.,
Holzhausen, M., Franco,

Essential oils in one-stage full-mouth

19 G.C.N., Rebelo, R.Z., 2009 dlsm'fectlon: double-bh'n(.:l, rand'omlz.ed clinical ]ourr'lal of Clinical 36 333- No CAL data
. trial of long-term clinical, microbial, and Periodontology 342
Sonagere, A.S., Queiroz, salivary effects
C.DS. etal. y
Cosyn, Jan; Wyn, Iris; De Long-term clinical effects of a chlorhexidine Journal of 406
20 Rouck, Tim; Sabzevar, 2006 varnish implemented treatment strategy for . 77 No CAL data
. . . L. Periodontology 415
Mehran Moradi chronic periodontitis
da Cruz Andrade, P.V,,
Alves, V.T.E., de Carvalho, Photodynamic therapy decrease immune- . .
21 V.E., Rodrigues, M.D.F., 2017 inflammatory mediators levels during Lasers 1.r1 Medical 32 9-17 Not gsed as
) ) . Science adjunct
Pannuti, C.M., Holzhausen, periodontal maintenance
M., De Micheli, G. et al.
D'aiuto, F., Parkar, M., Periodontal infections cause changes in
” Nibali, L., Suvan, J., 2006 traditional and novel cardiovascular risk American Heart 151 977- No PPD/CAL
Lessem, J., and Tonetti, M. factors: Results from a randomized controlled Journal 984 data
S. clinical trial
Dannewitz, B., Lip}?ert, K, Slllpportive perilodO?tal therapy 9f furc.:ation Journal of Clinical 514- Subset of
23 Lang, N. P., Tonetti, M. S., 2009 sites: Non-surgical instrumentation with or . 36 .
X . . . Periodontology 522 Tonetti 2012
and Eickholz, P. without topical doxycycline
De Li ., R A.
e Lissovoy, G., Rentz, The cost-effectiveness of a new chlorhexidine Journal of the .
24 M., Dukes, E. M., Eaton, C. 1999 delivery system in the treatment of adult American Dental 130 855- Extension of
A, Jeffcoat, M. K., Killoy, Yoy odomtitts Aeecniation 862 Jeffcoat 1998
W.]., and Finkelman, R. D. P
Dean, J. W., Branch-Mays, Compendium of
G. L., Hart, T. C, Topicall lied min line microspheres: Continuin 247
25 Reinhardt, R. A., Shapiro, 2003 opically appie . ocycine microspheres: © .u g 24 No control
. why it works Education in 258
B., Santucdi, E. A., and Dentistr
Lessem, J. y
Del Peloso Ribeiro, E., . .
. Failing sites
Bittencourt, S., Ambrosano, . Lo .
- Povidone-iodine used as an adjunct to non- Journal of 211- retreated per
26 G. M. B,, Noditi Jr, F. H., 2006 . L . 77 . .
surgical treatment of furcation involvements Periodontology 217 initial basic

Sallum, E. A., Sallum, A.
W., and Casati, M. Z.

therapy




Drisko, C.L., Cobb, C.M.,
Killoy, W.J., Michalowicz,

Evaluation of periodontal treatments using

27 B.S., Pihlstrom, B.L., 1995 controlled-release tetracycline fibers: clinical I,O urnal of 66 8 692- Dlsco.ntmued
Periodontology 699 adjunct
Lowenguth, R.A., Caton, response
J.G., etal.
Clinical outcomes of adjunctive antimicrobial htt,p ://www.w'ho.mt
hotod - th 1 the treat tof /trialsearch/trial2.as I |
28 DRKS00005389 2014  Plotodynamicierapyin the treatment o pX? neomp
patients with severe chronic periodontitis—a . ete data
. . . trialid=drks0000538
controlled randomized clinical trial 9
Eickholz, P., Kim, T.S., . . .
”1c ,0 z 1 Non-surgical periodontal therapy with . 15% DH not
Biirklin, T., Schacher, B., . . . . . Journal of Clinical 108- .
29 . 2002  adjunctive topical doxycycline: a double-blind . 29 2 commercially
Renggli, H.H., Schaecken, . . Periodontology 117 .
MT. Holle R.. ot al randomized controlled multicenter study available
Feng, H.S., Bernardo, C.C., Adiuncts
Sonoda, L.L., Hayashi, F., Subgingival ultrasonic instrumentation of . ,] .
. . . .. . L. Journal of Clinical 637- administered
30 Romito, G.A., De Lima, 2011 residual pockets irrigated with essential oils: a Periodontolo 38 7 643 one week after
L.A.P.A,, Lotufo, RF.M. et randomized controlled trial 8y
al SRP
. . Adjunctive controlled topical application of
Flem"ml'g, T. F, Weinacht, tetracycline HCl in the treatment of localized . . .
S., Riidiger, S., Rumetsch, . . L. Journal of Clinical 914- Discontinued
31 . 1996  persistent or recurrent periodontitis: Effects on . 23 10 .
M., Jung, A., and Klaiber, .. . Periodontology 921 adjunct
B clinical parameters and elastase-al-proteinase
' inhibitor in gingival crevicular fluid
Friesen, L. R., Williams, K. . . . Adjunct not
32 B., Krause, L. S, and 2002 Clorr‘:oruetilocﬂ f;ht‘;eryt;f ;ett“f‘cycrlim; V;‘ft‘l b rlf‘;r“r?tl (l’f 73 1 1319  commercially
Killoy, W. J. polymer strips e treatment of periodontitis eriodontology available
Fulvi, L., Polizzi, E. and EffeFtlveness of l(?cal antlblotlc.therapy ph.Js Prevenzione E Adjunct .not
33 .. 2011 scaling/root-planing: An experimental split- . 37 2 33-43  commercially
Calderini, A. Assistenza Dentale .
mouth study available
Garrett, S., Johnson, L., Two multi-center studies evaluating locally
34 Drisko, C.H., Adams, D.F., 1999 delivered doxycycline hyclate, placebo control, Journal of 70 5 490- Not used as
Bandt, C., Beiswanger, B., oral hygiene, and scaling and root planing in Periodontology 503 adjunct
Bogle, G., et al. the treatment of periodontitis
Garrett. S. Adams. D.F The effect of locally delivered controlled-
35 Bogle, G., Donly, K., 2000 release d.oxycyclme or scaling and. root planing ].ournal of - 1 22:30 Subset of
on periodontal maintenance patients over 9 Periodontology Garrett 1999

Hastings Drisko, C.,

months




Hallmon, W.W., Brady
Hancock, E., et al.

Combined photoablative and photodynamic Adjunct
Giannelli, M., Formigli, L., diode laser therapy as an adjunct to non- Journal of Clinical 962- administered
36 L . 2012 . . . . 39 10
Lorenzini, L., and Bani, D. surgical periodontal treatment. A randomized Periodontology 970 one week after
split-mouth clinical trial SRP
Effi f i h lative-
oo maniediode lncr herspy adjomcive Adjunct
Giannelli, M., Formigli, L., P y . py, ) . ,V Photomedicine and 473- administered
37 . . 2015 to scaling and root planing in periodontitis: 33 9
Lorenzini, L., and Bani, D. ) . . . Laser Surgery 480 one week after
randomized split-mouth trial with 4-year SRP
follow-up
Treatment of severe periodontitis with a laser
Giannelli, M., Materassi, F., and. hghf—emlttlng.dlode (LED) proc.edure . . Aq]gnct
. .. adjunctive to scaling and root planing: a Lasers in Medical 991- administered
38 Fossi, T., Lorenzini, L., and 2018 . . . . . 33 5
Bani D double-blind, randomized, single-center, split- Science 1002 one week after
T mouth clinical trial investigating its efficacy SRP
and patient-reported outcomes at 1 year
Giannopoulou, C., Effect of photodynamic therapy, diode laser,
Cappuyns, L, Cancela, J., and deep scaling on cytokine and acute-phase Journal of 1018- Not used as
39 . . 2012 . N . . . 83 8 .
Cionca, N., and Mombellj, protein levels in gingival crevicular fluid of Periodontology 1027 adjunct
A. residual periodontal pockets
Effects of root debridement and adjunctive Photodiaenosis And Failing sites
Goh, E. X,, Tan, K. S., Chan, photodynamic therapy in residual pockets of & . 342- retreated per
40 . 2017 ) . . Photodynamic 18 . .
Y. H, and Lim, L. P. patients on supportive periodontal therapy: A Thera 348 initial basic
randomized split-mouth trial Py therapy
G les, J. R., H. k, L., .
onzaies J arnac A novel approach to the use of subgingival .
Schmitt-Corsitto, G., 1. . . Adjunct
controlled-release chlorhexidine delivery in Journal of 1131- .
41 Boedeker, R. H, 2011 chronic periodontitis: A randomized clinical Periodontolo 82 8 1139 administered
Chakraborty, T., Domann, P o &Y before SRP
trial
E., and Meyle, J.
Gopinath, V., . .. . .
opna Effect of a controlled release device containing Journal of Indian No mention of
Ramakrishnan, T., . . . .
42 . 2009  minocycline microspheres on the treatment of Society of 13 2 79 method of
Emmadi, P., Ambalavanan, hronic periodontitis: A comparative stud Periodontol randomization
N., and Mammen, B. chronic periodontitis: A comparative study eriodontology andomizatio
isi, D. C., Sal . L.
G_HSI', €., Salvador, S. L., Effect of a controlled-release chlorhexidine .
Figueiredo, L. C., Souza, S. . .. . . . Journal of clinical 875- Repeated
43 2002 chip on clinical and microbiological . 29 10 ..
L., Novaes Jr, A. B., and periodontology 881 application

Grisi, M. F.

parameters of periodontal syndrome




Clinical and microbiological effects of multiple

Photodiagnosis And
h-Leéniak, K. licati f anti ial ph i
44 Qrzec esniak, K., 2019 app 1catc10nS(.) antlbacterlla p otodynémlc Photodynamic o7 4450 No CAL data
Gaspirg, B., and Sculean, A. therapy in periodontal maintenance patients.
. .. Therapy
A randomized controlled clinical study
Kok kkai
Clinical and microbiological study concerning © u.lbyo Gakkai .
. . . : Zasshi. The Journal No mention of
Hagiwara, S., lida, M., and effects of scaling and root planing. 2. The 301-
45 . 1993 ) . . of The 60 2 method of
Ishikawa, 1. effects of mechanical debridement until one . 312 L.
. . . . Stomatological randomization
year and of minocycline application topically .
Society, Japan
Harmouche, L., Courval, Impact of tooth-related factors on Photodiaenosis and
A., Mathieu, A., Petit, C,, photodynamic therapy effectiveness during & . 167- Repeated
46 2019 . . . photodynamic 27 .
Huck, O., Severac, F., and active periodontal therapy: A 6-month split- thera 172 application
Davideau, J. L. mouth randomized clinical trial Py
Eflnke,vf/: ]]' Sdflrll C:'II; 1]3' An economic evaluation of a chlorhexidine Journal of The 1557 No final
47 oy, W . et Dby 2001 chip for treating chronic periodontitis: the American Dental 132 11 PPD/CAL
Evans, C.J.; Finkelman, CHIP (chlorhexidine i iodontitis) stud A it 1939 1569 ted
R.D.; Villa, K.F. et al. (chlorhexidine in periodontitis) study ssociation ( ) reporte
I 1., Dimitriadi .
OOt 1 imitriadis, N., The effect of locally delivered doxycycline in Journal of Oral & No
Papadimitriou, K., Vouros, . . .. . . .
48 . 2011 the treatment of chronic periodontitis. A Maxillofacial 1 4 el randomization,
1., Sakellari, D., and .. . . .
e clinical and microbiological cohort study Research no control
Konstantinidis, A.
Jentsch, H.R., Roccuzzo, 0059: Flapless application of enamel matrix Journal of Clinical Less than 6
49 M., Marini, L., Kasaj, A., 2018 derivative (EMD) as an adjunct to scaling and . 45 26-27 months
) . . Periodontology .
Fimmers, R., Jepsen, S. root planing — a multi-center RCT duration
Jeffcoat, M. K., Palcanis, K. . 1 ..
G., Weatherford, T. W., Use of a biodegradable Chl,o rhex1'd%ne C,hl_p mn Journal of 256- Subset of
50 2000 the treatment of adult periodontitis: clinical . 71 2
Reese, M., Geurs, N. C,, and radioeraphic findines Periodontology 262 Jeffcoat 1998
and Flashner, M. grap &
. . L Only adjunct
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2002) mouth y eriodontitis sites with
P PPD 6-8 mm
and BOP
. . . moderate to
- >
(Heas;gglr; etal UK r;}:)Efch single urm;ersu NR seve.re chr(.)r}ic PI:I? d_BS Onllm 42.6 +12.6 (34-59) 8/18 NS
periodontitis
moderate to Interproxima
(Paolantonio et Italy split- 4 universit NR dvanced I sites with NR (33-65) 34/82 NS
al. 2008a) mouth y Z‘rizgoi‘;ﬁs PPD > 5 mm
P and BOP
moderate to Interproxima
(Paolantonio et Italy split- . universit 1 sites with
al. 2008b) mouth single v NR ac}vzncii' PPD > 5 mm NR (31-63) 33/49 NS
periodontitis and BOP
Nonadjacent
(Reddy et al. India . universit chronic sites with
2016) parallel  single y NR periodontitis ~ PPD =5 mm NR NR NS
and BOP
Interproxima
lized 1 single- 4635+ 4875
Ilari et al. iversi jal BN &
(Sakz Oirol)et a Greece  arallel  single un“;mﬁ commercia chronic rooted sites 731 1015  14/11  13/12  9/50 (18)

periodontitis ~ with PPD 5-7  (36-64)  (37-75)
mm




Chlorhexidine varnish

PPD = 6 mm
universit and BOP,
(Cosyn et al. Belgium y and NR chronic radiographic 49+13 52+12
1lel 2 9/8 7/9 NS
2007) paratie private periodontitis boneloss (>  (30-75)  (30-75) / /
practice 1/3 of the
root length)
Chlorhexidine xanthan gel
. chronic
India lit niversit NR localized or
(Jain et al. 2013) SP single o OCatZEE O ppD 5.7 mm NR (30-60) 17/13 NS
mouth y generalized
periodontitis
(Kranti et al. India split- single universit NR C.hronlcl . PPD 5-8 mm NR (25-65) NR NS
2010) mouth y periodontitis
50.0 +
li 2+
(Matesanz et al. Spain arallel  sinele universit ~ commercial ge?;rrgnlizced PPD >4 mm 8.3 9560 (3;: 5/5 3/9 5/22
2013) P & y S and BOP  (36-59) 22.7)
periodontitis 71)
I .
(Paolantonio et Ttaly split universit NR moderate to rllt;igcxilga
al. 2009) mouth 4 y ac.lvgncii. PPD > 5 mm NR (24-58) 39159 NS
periodontitis and BOP
Doxycycline hyclate gel
(Agan et al. chronic Nonadjacent
2006A) periodontitis  single-rooted 55 (41-49) 6/4
) Turkey split- single universit NR ' sites with NR
(Agan et al. mouth y aggressive PPD > 6 mm, 25 (19-31) 4/4
2006B) periodontitis ~ CAL >3 mm
and BOP
. . . generalized i
(Deo et al. 2011) India parallel  single universit NR chronic PPD 5-7 mm 36.8:+4.87 (30-45) 25/35 NS
Y periodontitis
Brazil research Anterior sites 4045+ 42.00 +
(Machion et al. . universit fund chronic . 4.47 4.38 43/43
1lel 1 h PPD 2 19/24
2004) parafiel  singie y periodontitis > NR)  (NR) o (100)

mm and BOP




research

Tomasi et al. Sweden . universit fund moderate to PPD 25 mm 52(87- 5462 15/32
arallel  single advanced 67) 70) 9/10 6/7
2008) P & y seriodontitis 219 BOP (46.9)
Metronidazole gel
Nonadjacent
. Turkey . . . chronic sites with
(Budl;(r)lgil) etal. Spll’:h single untversit commercial periodontitis PPD >5 mm 41.1+49 (35-50) 8/10 NR
ot ¥ and CAL >4
mm
moderate to 46 (34-63) 18/27 15/45
(Griffiths et al. UK split- 5 universit commercial azlgf;;iecd PPD > 5 mm (33.3)
2000) mouth y . L - 47 (34-71) 19/43
periodontitis 24/19 (44.2)
. Proximal
(Leiknes et al. Norway split- . universit research c.hromc. . sites with 50.3 (NR)
2007) mouth single y fund periodontitis PPD > 5 mm 10/11 NR
and BOP
(Stelzel and Germany . . . chronic
lit- — 2
Flores-de- sphit single universit commercial ~ periodontitis ~ PPD 25 mm 47.(23-70) 35/24 5/59
Jacoby 2000) mouth y (42.4)
Minocycline gel/ointment
moderate to
. . . . . PPD >5 mm
(Jain et al. 2012) India split- single universit NR seve.re chr(.)rTlc and CAL > 4 NR NR NS
mouth y periodontitis
mm
. Interproxima
. ' ' . locahz?d | sites with 43.67+ 44.00 =
(Soeroso et al. Indonesia . universit  commercial chronic 6.88 6.93 7/33 9/31
2016) parallel single eriodontitis  LLD O™y co) (30-55) NS
y P CAL >4 mm
and BOP
moderate to
>
(Zhao et al. China allel  single | Umiversit NR advanced PI;: d‘BS Onllm 49.46 (38-71) 64/0 64/64
2006) P & y periodontitis (100)

Minocycline microspheres




moderate to

>
(Aboelsaad et Lebanon split- sinele universit NR severe chronic g:;dLP_PA]L)n;r; 37 (31-49) 5/15 20/20
al. 2014) mouth & y periodontitis = (100)
mm
New moderate to Interproxima
(He;;d;;(s);l et Zealand r;}:)ﬂ;l single universit ~ commercial se\ef:;;dcolzt(i)zzc | sites with 46.3 (35-69) 7/8 6/15 (40)
' y P PPD 6-9 mm
moderate to
(Van Dyke et al. USA parallel  single universit NR .severe. . PPD > 6 mm NR NR NR
2002) y periodontitis
USA commercial . PPD 6-9 mm 10.1 (31-76)  69/52 151/368
*(103A 2 llel R
(1034 2000) patafie 8 N chronic and BOP  (29-76) Vehicle , (42.2)
periodontitis 47T+ Vehicle:
147.7 + -
9.7 (29- 67/56
77)
SRP
alone:
moderate to 47.7 + SRP
advanced 49.6+ 9.5 (29 alone:
USA commercial ] PPD 6-9 mm 10.2 ’ } 65/63 65/61 120/380
*(103B 2 llel R 72
(1038 2000) patafie 8 N chronic and BOP  (29-75) ) Vehicle:  (31.6)
periodontitis Vehicle 77/49
146.7 +
10.3
(29-79)
Tetracycline fibers
(Reddy et al India universit NR chronic Ns?tl:sdw]/:ict;nt NR
2016) parallel  single v periodontitis PPD > 5 mm NR NS
and BOP

Hyaluronic acid gel




moderate or 54.82 + 54.06 +
(Eick et al. 2013) Germany parallel  single universit ~ commercial severe Chr(.)ITIC PPD > 5 mm 9.35 9.81 8/9 6/11 NS
y periodontitis (42-70)
(41-72)
Sulfonic/sulfuric acid gel
research generalized PPD > 5 mm
Isol L lit- iversi i y
(Isola et a Italy split single universit fund c.hroruc. ' and BOP, no 16.7 (27-65) 19/17 NS
2018) mouth y periodontitis .
furcations
Antimicrobial photodynamic therapy (aPDT)
Indocyanine green (ICG)
USA and moderate to
(Gandhi et al. India split- . universit NR severe chronic
single . . PPD 25 mm NR (30-60) NR NS
2019) mouth y periodontitis
one single
and one
chronic
(G. Hill et al. Germany split- . universit ~ commercial . L multi-rooted
2019) mouth single y periodontitis tooth, PPD > 61.1 (NR) 3/17 NS
4 mm per
quadrant
Methylene blue (MB) 0.005%
Minimum 4
chronic
(Berakdar et al. Germany split- . universit NR . . teeth with
2012) mouth single y periodontitis PPD > 5 mm 59.3 +11.7 (38-74) 12/10 NS
and BOP
(Miller . . . . chronic PPD >4 mm,
lit- 12/27
Campanile et al. Switzerland ni}())liih single p:;z;z commercial periodontitis CAL>1mm 62.8 (37-77) 14/13 ( 44/ 1)
2015) P and BOP '
Methylene blue (MB) 1%
. . 40.8 +
(Betsy et al. India , universit  "esearch chronic - Single rooted g o0 38Ax ) )
2014) parallel  single fund periodontitis sites with (NR) 9.6 15/29 NS
y PPD 4-6 mm (NR)
(Dilsiz et al Turkey split universit research chronic sI;ItZIslaI(’iI]’aDce;;
' i ingl i iti ey 40773 (30- 10/14
2013) mouth single y fund periodontitis mm, BOP 0.7 +7.3 (30-58) 0/ NS

and




radiographic
bone loss

one buccal or
lingual class

50.75 +
h hroni IIf i 24 +
(Luchesi et al. Brazil . universit researc CRromic. urcation 8.18 5024+ 7/14
2013) parallel  single fund periodontitis ~ (Hamp et al. (NR) 10.89 6/15 NS
y 1975) with (NR)
PPD 25 mm
and BOP
. NR (24-55)
PPD >
Malgikar et al. India split- universit NR chronic DZOMIM, e 3673 + 8.46
& P ingl riodontiti radiographi 15/9 NS
2016) mouth 08 y Periodontits — TadlograbC  pomale: 34.33 +
bone loss
6.80
Phenothiazine chloride (PC)
.y 1
(Alwaeli et al Jordan split universit NR chronic Mp;];:;ir;
2015) mouth single y periodontitis teeth with 40.96 +13.34 (NR) 5/11 NR
CAL 24 mm
The . . , chronic 0.6 48.3 +
(Chondros et al.  Netherlands arallel sinele universit commercial eriodontitis PPD >4 mm 9.2 79 5/7 5/7 7/24
2009) P & y P andBOP  (NR) ' (29.2)
(NR)
The . 43.7 +
(Christodoulide  Netherlands arallel sinele universit commercial e:ik(::loorll::itis NR 7.3 4;2; 5/7 6/6 3/24
s et al. 2008) P & y P (NR) ' (12.5)
(NR)
Toluidine blue O (TBO)
(Theodoro et al Brazil split universit research chronic Ns?tl:sdw]/:ict;nt
2012) mouth single v fund periodontitis PPD 5-9 mm 43.12 £ 8.2 (NR) 12/21 NS
and BOP
Subgingival antiseptic irrigation
research moderate to PPD >4 mm
(Denez et al. Belgium split- single universit fund seve.re chr(.)rTic ar.1d BOP', 45+ 9.7 (28-60) 10/18 NS
2016) mouth y periodontitis  radiographic

bone loss




research generalized 28.54 28.57
(do Vale et al. Brazil . universit fund aggressive PPD 25 mm +4.14 ’ 9/5
llel 1 +4. 12/2
2016) patafiel  sihgie y periodontitis  and BOP NR) Y / NS
(NKR)
51.82+
, 10.61 5/12
generalized )
(Kriick et al Gerrr?j Y universit refs ez;Ch moderate e 51.00+
2012) ) Swita orland parallel single u chronic PPD 4-6 mm W 1265 ——mMm 9/8 NR
z y periodontitis P (34.75)
9.74 8/9
(34-71)

NR—not reported; NS—nonsmokers; *103A and 103B are two separate studies with individual data reported under one document (FDA Center for Drug
Application Reviews 2000).

Table S3. Clinical outcome assessment of included studies.

Use of
Study citation Blinding Examiners Calibration Probing type s::not Gingival bleeding indices Plaque indices
. Silness and Loe
(Azmak et al. 2002) single 1 NR Manual NR Saxer and Muhlemann 1975 1964
. Manual (PPD), Computer Silness and Loe
(Heasman et al. 2001) single 2 Yes assisted (CAL) NR Muhlemann 1977 1964
(Paolantonio et al. 2008a) single 4 Yes Manual yes Lobene 1986 Loe 1967
(Paolantonio et al. 2008b) single 1 NR Manual NR NR NR
(Reddy et al. 2016) NR 1 NR Manual NR NR NR
(Sakellari et al. 2010) single 1 Yes Manual NR NR NR
. Quigley and
(Cosyn et al. 2007) single 1 yes Manual NR Muhlemann and Son 1971 Hein 1962
. . Muhlemann and Son 1971, Loe Silness and Loe
(M. Jain et al. 2013) single 1 NR Manual yes and Silness 1963 1964
(Kranti et al. 2010) triple 1 NR Manual yes Loe 1967 Loe 1967
(Matesanz et al. 2013) triple 2 Yes Computer assisted NR Loe 1967 Loe 1967
(Paolantonio et al. 2009) single 3 Yes Manual yes Loe 1967 Lobene 1986
o . Quigley and
(Agan et al. 2006) single 1 NR NR NR Saxer and Muhleman 1975 Hein 1962
igl
(Deo et al. 2011) single 1 NR Manual NR Muhlemann and Son 1971 Quigley and

Hein 1962




(Machion et al. 2004) single 1 Yes Computer assisted Yes NR NR
(Tomasi et al. 2008) single 2 Yes Manual NR NR NR
(Buduneli et al. 2001) single 1 NR Manual NR Saxer and Muhleman 1975 Amaml(;;: d Bay
(Griffiths et al. 2000) single 2 Yes Manual Yes Muhleman 1977 NR
(Leiknes et al. 2007) single 1 NR Computer assisted NR NR NR
(Stelzel and Elorés-de- single NR NR Manual NR NR NR
Jacoby 2000)
. . Ainamo and Bay
(Jain et al. 2012) NR NR NR NR Yes Silness and Loe 1964 1975
(Soeroso et al. 2016) single NR NR Manual NR Muhlemann and Son 1971 Loe arl‘;l 65711‘“’55
(Zhao et al. 2006) single 1 NR NR NR NR NR
il L
(Aboelsaad et al. 2014) single 1 Yes Manual NR NR St neslsgz;r;d o¢
Henderson et al. 2002 single 1 NR Manual NR Muhlemann 1977 Silness and Loe
& 1964
Van Dyke et al. 2002 double 1 NR Computer assisted NR Loe and Silness 1963 Silness and Loe
y p 1964
(103A 2000)* single 8 Yes Manual NR NR NR
(103B 2000)* single 8 Yes Manual NR NR NR
(Eick et al. 2013) Non 1 NR Manual NR NR Lange 1977
. Quigley and
(Isola et al. 2018) single 1 yes Manual NR Muhlemann and Son 1971 Hein 1962
(Gandhi et al. 2019) double NR Manual NR Loe 1967 Loe 1967
(G. Hill et al. 2019) single NR Force controlled NR NR NR
(Berakdar et al. 2012) single 1 NR Manual NR Loe and Silness 1963 Sllneslsga;;d Loe
(Miiller Campanile et al. . . Silness and Loe
2015) single 1 NR NR NR Loe and Silness 1963 1964
(Betsy et al. 2014) single 2 Yes Manual NR Ainamo and Bay 1975 Sllneslsgz;r;d Loe
(Dilsiz et al. 2013) double 1 Yes Computer assisted Yes Loe 1967 Loe 1967
(Luchesi et al. 2013) double 1 Yes Manual Yes Muhlemann and Son 1971 Amaml(;;;l d Bay
il L
Malgikar et al. 2016 triple 1 Yes Manual Yes Loe and Silness 1963 Silness and Loe
g p

1964




(Alwaeli et al. 2015) single 2 Yes Force controlled yes NR NR
(Chondros et al. 2009) Single 1 Yes Manual NR NR O'Leary 1972
(Christodoulides et al. 2008) single 1 Yes Manual NR NR O'Leary 1972
(Theodoro et al. 2012) single 1 Yes Manual Yes NR NR
il L
(Denez et al. 2016) single 1 yes Manual Yes Loe 1967 St nesls 96161(1 ¢
. Ainamo and Bay
(do Vale et al. 2016) single 1 yes Manual Yes Muhlemann and Son 1971 1975
(Kriick et al. 2012) Non 3 yes Manual NR NR NR
NR—not reported; *additional data from Williams et al. (2001).
Table S4. Intervention characteristics of included studies.
Perio- Test group Control group
Perio-dontal dontal Area of
Stud Status of thera re thera inter Frequenc Appli
o Y perio- . PYP Py . Inter- 4 . Y . p? Inter- Debride-
citation ‘e inter- post- vention . of appli- Dressing cation . Operator .
dontitis . . vention . . vention ment time
vention interv- FM/PM cation time
ention
Chlorhexidine chip
(Azmak et al. >6mprior  FMSP and . Periochip® single .
2002) Untreated to BL OHI PM -1 site +SRP NR NR SRP NR 5 min/tooth
Dental
FM - PPD . . hygienist
®
(Heasmanet oo irrent  SPT>3m NR >5mm L eriochip single NR NR SRP (SRP), 5 min/tooth
al. 2001) + SRP .
and BOP Dentist
(chip)
(Paolantonio >6mprior FMSP and . Periochip® single 5 min/site; 2
PM-1 R R RP R
ctal 2008a)  Unireated to BL OHI M-lsite  orp N N 5 N h/session
(Paolantonio >6mprior  FMSP and . Periochip® single 5 min/site; 2
PM-1 R R RP R
ctal 2008b)  nireated to BL OHI M-lsite " orp N N 5 N h/session
(Reddy et al. >3 mprior  FMSP and . PerioCol®- single
2016) Untreated to BL OHI PM—1 site CG + SRP NR NR SRP NR NR
(Sakellari et >12 m prior PM—4 Periochip® single 5-10
al.2010)  ntreated to BL OHI sites + SRP NR NR SRP NR min/tooth
Chlorhexidine varnish
(Cosyn et al. EC40°+ single .
2007) Untreated NR NR FM SRP NR NR SRP NR 3 h/patient




Chlorhexidine xanthan gel

(M. Jain et al. > 6 m prior . Chlo-Site® single No time
2013) Untreated to BL NR PM—1 site + SRP Yes NR SRP NR restriction
(Kranti et al. >6mprior FMSPand FM—PPD  Chlo-Site® single Placebo
2010) Untreated to BL OHI 5-8 mm + SRP NR NR  orp NR NR
> 6 m prior
(Matesanz et FMSPand PM—4-10  Chlo-Site® single Placebo
R BL PT Y R R R
al. 2013) ecurrent  toBLor5 OHI sites + SRP s N + SRP N N
>1 year
(Paolantonio >6mprior FMSP and . Chlo-Site® single 5 min/site, 2
etal. 2009)  ntreated to BL OHI PM—lsite —  orp NR NR SRP NR h/session
Doxycycline hyclate gel
(Agan et al. >6mprior FMSP and PM—2 Atridox® + single 10
2006) Untreated to BL OHI sites SRP Yes NR SRP NR min/tooth
(Deo et al. . Atridox® + single Placebo
2011) Untreated NR OHI PM—1 site SRP NR NR + SRP NR NR
(Machion et > 6 m prior FMSPand FM—PPD  Atridox®+ single . No time
R R RP E
al. 2004) Untreated to BL OHI >5mm SRP N N 5 xperienced  triction
(Tomasi et al. >12mprior FMSPand FM—PPD  Atridox®+ single Dental No time
2008) Untreated to BL OHI >5mm U/s No NR uis hygienist _restriction
Metronidazole gel
(Buduneli et > 6 m prior PM—2-3 Elyzol® + 2x (BL, 1 9-12
al. 2001) Untreated to BL OHI sites SRP w) NR NR SRP NR min/tooth
(Griffiths et >6mprior FMSPand FM—PPD Elyzol® + 2x (BL, 1 Max 60
al. 2000) Untreated to BL OHI >5 mm SRP w) NR NR SRP NR min/arch
(Leiknes et . Elyzol® + 2x (BL, 1 No time
R PT >2 HI PM—1 R R RP R
al. 2007) ecurrent 5 y o M—1site SRP w) N N 5 N restriction
(Stelzeland 1y ooted, >3 m prior FM—PPD  Elyzol®+  2x(BL, 1
Florés-de- ’ P NR y ' NR NR SRP NR NR
Jacoby 2000) recurrent to BL =5 mm SRP w)
Minocycline gel/ointment
(Jain et al. PM—22 Dentomyci  3x (BL, 2w, Cyano-
2012) Untreated NR FMSP sites 1® + SRP 4wt acrylate NR SRP NR NR
(Soeroso et > 6 m prior Periocline® 4x (BL, 1w,
R F R R RP R R
al.20le)  mreated to BL N M +SRP  2w,3w)F N N 5 N N
(Zhao et al. FMSP + FM—PPD  Periocline® 4x (BL, 1w, 10
2006) Untreated Never OHI >5mm +SRP 2w,3w)¢ NR NR SRP NR min/tooth

Minocycline microspheres




(Aboelsaad >6mprior FMSPand FM—PPD  Arestin®+ single
etal.2014)  onureated to BL OHI >5 mm SRP NR NR SRP NR NR
(Henderson > 6 m prior PM—2 Arestin®+ single . 90
R R RP D
etal 200y  Untreated to BL N sites SRP No N 5 entist  in/patient
(Van Dyke et PM—-2 Arestin®+ single
R R R R RP R R
al. 2002) Untreated N N toeth SRP N N S N N
(103A, 103B > 6 m prior FM—PPD Arestin®+ single SRP, No time
' Untreated P NR 8 NR NR  Placebo NR -
2000)* to BL >5mm SRP restriction
+ SRP
Tetracycline fibers
(Reddy et al. >3 mprior FMSP and . PerioCol®- single
PM—1 R R RP R R
2016) Untreated to BL OHI M—1 site TC + SRP N N S N N
Hyaluronic acid gel
(Eick et al >12 m prior FMSP + 0.8% single
' Untreated P M Gengigel®+ & NR NR SRP Periodontist NR
2013) to BL OHI
SRP
Sulfonic/sulfuric acid gel
(Isola et al. >12 m prior FMSP + PM—1 HybenX®+ single NaCL+ . . 9 min/
2018) Untreated to BL OHI quadrant SRP NR 60s SRP Periodontist quadrant
Antimicrobial photodynamic therapy
Laser:
(Gandhi et >6mprior FMSPand FM—PPD single 100 mW . . . .
I RP 2 RP P h
al. 2019) Untreated to BL OHI > 5 mm CG+S and min S eriodontist 5 min/toot
810 nm
PM -2 perio Laser:
(G. Hill et al. >6mprior FMSPand quadrants o single 100 mW
2019) Untreated to BL OHI PPD > 4 gr;(lzr;j + and NR SRP NR NR
mm 808 nm
Laser:
_ . - .
(Berakdaret 1 eated NR FMSP PM—2 Periowave single 75 nWand  1min  SRP NR NR
al. 2012) teeth M+ SRP
670 nm
(Miiller Laser:
_ . - .
Campanileet Recurrent SRP>3-12m  OHI PM—4  Periowave single 280 mW Imin  Oonam* NR NR
al. 2015) sites M+U/S and u/s
' 670 nm
(Betsy et al. FM—PPD MB 1% + single Laser: . Experienced No time
2014) Untreated NR OHI 4-6 mm SRP IWand o™ SRP O odontist  restriction




655 nm

Laser:
(Dilsiz et al. Untreated >6mprior FMSPand FM—PPD MB 1% + single 100 mW 3 mi Sham + NR No time
2013) nireate to BL OHI >5mm SRP and mm SRP restriction
808 nm
(Luchesi et > 6 m prior MB 1% + single Laser: Sham +
FMSP  PM—1si ’ 1 mi R R
al. 2013) Untreated to BL MS M—1 site SRP 60 mW and min SRP N N
660 nm
(Malgikar et > 6 m prior PM—>1  MB1%+ single Laser:
& Untreated P OHI _ & 1Wand  3min  SRP NR NR
al. 2016) to BL site SRP
980 nm
PM—-2 Laser:
(Alwaeli et FMSP and  quadrants =~ HELBO® + single 100 mW . .
1- RP D R
al. 2015) Untreated None OHI PPD > 4 SRP and 3 min S entist N
mm 660 nm
(Chondros et FM—PPD HELBO®+  single Laser: Dental No time
Recurrent SRP>6 m NR 75 mW and 1 min SRP . .
al. 2009) >4 mm SRP therapist restriction
670 nm
(Christodoul . ° . Laser: .
ides et al. Untreated > 2y prior to NR FM HELBO®+ single 75 mW and 1 min SRP Experienced No mele
BL SRP restriction
2008) 670 nm
Laser: SRP
. 0, 7
(Theodoro et Untreated 12m prior  FMSP and PM—1 site TBO 0.01% Single 30 mW and 1 min Sham + NR NR
al. 2012) to BL OHI + SRP
660 nm SRP
Subgingival antiseptic irrigation
. o . 0.9%
(Denez et al. Untreated >3 m prior OHI PM_4 10% PVP-1 single NR 60 s NaCl+  Periodontist 1'5,
2016) to BL sites + SRP SRP h/patient
(do Vale et >6mprior  FMSP and 10% PVP-1 Single 45
F R R R
al.201g)  nreated to BL OHI M +U/S N N u5s N min/session
) 0.12% CHX single NR 0.9%
(Kriick et al. + SRP .
Untreated NR NR FM NR NaCl + NR 5 min/tooth
2012) 7.5% PVP-1 sinele NR SRP
+SRP &

NR—not reported; FM—full mouth; PM—partial mouth; BL—baseline; SPT—supportive periodontal therapy; FMSP—full mouth supragingival prophylaxis;

*additional data from Williams et al. (2001), “considered as single application per manufacturer’s instruction.



Table S5. Outcomes data of included studies.

Follow- — Test group — Control group
Study citation up. size Mean Mean Mean size Mean Mean Mean Adverse Statistical
duration PPD CAL BOP Adverse events PPD CAL BOP
BL/end ] ] . BL/end . . . events notes
(months) reduction gain  reduction reduction gain  reduction
of study of study
Chlorhexidine chip
(Azmak et al. 1.70 £ 1.60 + End data in
6 22/20 2.40+0.63 NR NR 22/20 2.10+0.63 NR NR
2002) / * 0.56 / - 0.56 graphs
1 non-intervention SE
H 1. 43 + 15+
(Heasman eta 6 26024 078+061 " 1082051  related aphthacof 2624 045066 °F  059+051 NR converted to
2001) 0.76 0.46
the buccal mucosa SD, ITT
SE
Paol i 1.10 + 50 +
(Paolantonio et 6 116116 1504108 “10F  \R NR 116/116  090+108 0 AR NR converted to
al. 2008a) 1.08 1.08
SD
Assumed
(Paolantonio et 1.10+ 0.50 + SE
2/82 1.50 +0.91 9 R 2/82 90+0.91 y R
al. 2008b) 6 82/8 00915 o 86% N 82/82  090£091 4 85% N converted to
SD
(Reddy et al 213 + 0.88 = SE
cady etak 12 16/16 356126 .- NR NR 16/16 294101 o~ NR NR converted to
2016) 1.14 1.06
SD
Mean
llari L. 1.40 + 1.40 +
(Sakellari et a 6 27/25  1.79+1.02 0% 0254041 None 29/25  2.05+0.90 0% 33+039 None difference
2010) 1.19 1.48
NR
Chlorhexidine varnish
(Cosyn et al. 0.36 + 0.39 +
2007) 6 17/15 1.13+0.71 114 0.56 +0.42 NR 16/14 0.96 £0.53 0.95 0.48 £0.52 NR
Chlorhexidine xanthan gel
. Mean
(M. Jain et al. 6 3030 2804073 7% 1s56:078 NR 3030 2204092 2% 1444096 NR difference
2013) 3.55 2.67
NR
(Kranti et al. 311+ 244 +
2010) 6 10/10 3.11+047 0.65 0.93+£0.21 NR 10/10 2.44 +0.55 0.98 0.62+0.25 NR
SE, CI
(Matesanz et al. 0.23 + 0.04 + §
2013) 6 10/10 0.34 +0.41 0.70 0.14 +0.19 None 12/11 0.20 +0.40 0.70 0.17+0.17 None converted to

SD




(Paolantonio et 1.40 £ 0.50 + End data in
6 98/98 2.33£0.99 NR NR 98/98 1.50 £ 0.99 NR NR
al. 2009) / * 0.99 / - 0.99 graphs
Doxycycline hyclate gel
(Afg&‘:)al' 10/10 3.00 1.56 NR 10/10 3.06 1.44 NR
(Agan et al 6 None None No SD
’ A1 1. R 2.7 1.4 R
2006B) 8/8 3 55 N 8/8 5 0 N
2.00 + 1.13 +
(Deo et al. 2011) 6 30/30 3.03+0.92 0.64 NR None 30/30 2.30 +0.65 107 NR None
(Machion et al. 1.63 + 1.04 +
2004) 6 NR/22 2.17£0.93 0.93 37 +30 None NR/21 1.76 £ 0.63 0.71 36+33 NR
4—painkillers, 4— 4—chewing I
(Tomasi et al. 0.80 = 26% + chewing discomfort 0.90 + 31% + discomfort
2008) ? NRA9 110041 0r 356% due to root NR/A3 - 110£050 ) o 37% due to root Cor“’gged to
sensitivity sensitivity
Metronidazole gel
(Buduneli et al. 2.06 + 212+
2001) 12 18/18 3.20+0.82 0.59 NR NR 18/18 3.41+0.74 0.53 NR NR
SE
(Griffiths et al. 0.80 + 0.40 = provided,
9 88/84 1.50 +3.89 35% NR 88/84 1.00 +3.89 26% NR
2000) / * 3.89 " / * 3.89 “ converted to
SD
(Leiknes et al. 1.60 + o 1.00 = o
2007) 6 21/21 1.90+1.26 172 38% NR 21/21 1.80+£0.92 202 33% NR
(Stelzel and . .
1.01 + 36% + None, bitter taste in 094 + 28% +
Flores-de- 4 1.37 £ 0. ! 4 1.19+0.97
orés-de-Jacoby ’ 6459 137208509 159 1 of patients 64/59 7x07 450 352% None
2000)
Minocycline gel/ointment
. 214 + 1.62 +
(Jain et al. 2012) 9 15/13 2.36 +£1.04 174 0.363 None 15/13 1.39 +1.02 1.80 0.116 None ITT
Mean
(Soeroso et al. 6 280 179:065 0 0341041 NR 02 187:084 C0F 048041 NR differences
2016) 0.65 1.79
NR
1.90 + 121+
(Zhao et al. 2006) 6 32/29 2.11+£0.57 0.63 55% NR 32/29 1.44 +0.58 0.57 59% NR

Minocycline microspheres




(Aboelsaad et al. 1.10 £ o 0.45 + o
2014) 6 20/20 1.88 £ 0.56 0.22 19% None 20/20 0.95+0.46 071 18% None
Adjacent
and remote
(Henderson et al. 210+ 1.35+ sites
15/1 2.50 £ 1.4 479 R 15/1 1.70 + 1. 439 R
2002) 6 15 250£140 ) o o N 5/15 0£158 ) 45 3% N combined
and
averaged
. Reported in
2—black hairy
(Van Dyke et al. 1.02 + 0.54 + SE,
12/12 1.94+0.7 R 12/1 1.66 + 0. R
2002) 6 / 94 +0.73 0.90 N tongtflerfrr:(iiakr)lscess /10 66 +0.69 0.62 N None converted to
ormatio D
- - s
e e e seon G 2
% . sy o X V. y . K (o]
(103A 2000) 9 21715 122079 6 25009 tooth caries, 312 09.e0y 087 19%: SRP
infection, dental oo 0.87 22.33% alone—543;
pain, gingivitis, 0.99 + 28% + vehicle— ITT
109+ 39% + headache, stomatitis, 1261115 13208 1.01 27.58% 589; same
(103B 2000)* 9 128/124  1.63+0.8 S ? o flu syndrome, dental AE as test
1.03 27.21% infection, accidental ~ 126/118  1.3+0.81 092+ 23% £
L e 0.94 27.5%
injury
Tetracycline fibers
SE
R L 1.13 + .88 +
( eigi’ 6§t a 12 1616 300+1.14 f’; NR NR 16/16  2.94+1.01 olsg 6+ NR NR converted to
) ' SD
Hyaluronic acid gel
. 1.24 + 7.5% + 1.34 + 52% +
(Eick et al. 2013) 6 21/17 1.07 £0.36 0.58 24.73% None 21/17 0.82 +0.36 0.57 19.33% None
Sulfonic/sulfuric acid gel
1.94 + 64% + 0.74 + 35% +
(Isola et al. 2018) 12 17/15 2.73 £0.65 0.33 3.49% None 16/14 1.8+0.52 0.42 429 None
Antimicrobial photodynamic therapy
(Gandhi et al. 1.46 + 0.55 +
2019) 6 30/26 1.59 +1.07 117 0.96 NR 30/26 0.52+0.52 0.56 0.73 NR
4-6 mm
(G. Hill et al. 0.93 + o 0.95 + o subgroup
2019) 9 20/20 1.16 +1.11 1.95 20% None 20/20 1.16 £1.08 177 18% None data used,

higher n




(Berakdar et al.

No SD or SE

2012) 6 2/2 29+08 250 86% NR 2/22  24+06  2.00 77% NR provided
for CAL
Mean
(Miller 370+ 3.00 dlfirlsnce
Campanile et al. 6 28/27  340+194 48% 2 —pain/discomfort 28/27  290+1.84 . _ 19% None ’
2015) 3.10 2.58 repeated
arm
removed
Median,
IQR
2.30 + o 1.53 + o reported,
(Betsy et al. 2014) 6 50/44  240+0.86 75% None 50/44  140£090 25% None o
mean, SD,
ITT
KTP arm is
(Dilsiz et al. 1.54 + 50% + 1.50 + 46% + removed
2013) 6 2424 1542059 052 None 2424 1422088 o 050 None ot of
interest)
Luchesi et al. 78+ 1.00 +
( uc2 (;s;)e ta 6 21/16  1.59+1.11 01 S 4+ 63% None 2121  150+1.73 102; 55% None
lgi 1 255+ 2.63+
(Ma %101;2 eta 6 24/24  2.57+0.53 05: 4+ 1.79 + 0.49 None 24/24 250054 06:; 1.78 +0.37 None
(Al“;%ell;;t al. 12 21/16  1.51+1.54 1i4889i 64% None 21/16  0.6+1.66 0'113; 13% None
(Chondros et al. 0.7 + 50% + 0.5+ 10% +
12/12 8+0. 12/12 9+0.
2009) 6 / 08£05 5 29.6% None / 09£08 ¢ 42.9% None
(Christodoulides 0.7 + 44% + 0.5+ 39% +
ct al. 2005) 6 1212 09:03 15,59 None 1212 07:07 204 None
1.98 +
33/33  271+155 70%
Th L 1.56 + 213
( eozcz)‘;rz‘; eta 6 33/33 233 +1.60 2556 6+ 48% None 199+ None
' 33/33 340+132 64%
241
Subgingival antiseptic irrigation
Assumed
(Denez et al. 1.95+ 1.93 + SE,
2016) 6 2820 1902134 [ 0F 130036 2—NR 28/20  192£054 - 153£013  2-NR _ °

SD




(do Vale et al. 0.73 + 1.18 +
2016) 6 17/14 1.97 £0.52 1.07 NR NR 17/14 2.05+0.68 1.05 NR NR
1.28 + 27% +
17/17 1.23 +0.61 9
(Kriick et al. / 32061 g1 20% L5 2k Mean
2012) 12 148+ 28% < None 17/17 1.25+0.56 151 27% None difference
1717 1.39+052 =~ . ' NR
0.88 29%

NR—not reported; ITT —intention to treat; *additional data from Williams et al. (2001).



S2. Sensitivity analyses

Studies with certain design parameters were removed to check for bias that could affect the effect in
several sensitivity analyses.

Sensitivity Definition
analyses
High risk of Studies at high risk of bias were excluded. High of bias was defined using the criteria in
bias the Cochrane Collaboration’s Risk of Bias tool (RoB 2.0) (Sterne et al. 2019) and overall
risk of bias determined using the provided Excel worksheet (RoB2 Development Group
2019).
Imputed In studies whereby standard deviations were not provided by the study authors, the
standard values were re-calculated using appropriate formulas (Higgins and Green 2011; Wan et
deviation al. 2014). These studies with imputed standard deviations were excluded.
The possible influence of placebo controls was examined using two sensitivity analyses:
a) Head-to-head studies
Placebo Entire placebo-controlled studies were gxcluded even though studies had two or more
active arms.
b) Only active arms
Placebo arms from selected studies were excluded, but the remaining active arms of the
studies were kept.
Study design Studies with split-mouth or pa.rallel groups were excluded. The design with the most
studies were kept as comparator.
Duration Studies with a duration of less than twelve months were excluded.

Below, the results from the changes in heterogeneity in each sensitivity analysis are presented.

Table S6. Sensitivity analyses of specific parameters.

Sensitivity analysis

n
PPD CAL studies
Including only included
studies with % of % of
T variance L b T variance L b
(%)  value (%)  value
(2 (2)
. <
Unadjusted 0.27 - 66.4 0.0001 0.22 - 48.4 0.00 45
Low and some <
concerns of overall  0.29 11.61 67.2 0.19 -26.72 37.6 0.05 29
. . 0.0001
risk of bias
Original standard <
deviations 0.27 -4.50 66.4 0.0001 0.22 -2.27 48.8 0.00 41
Activearms (o o 1359 597 000 021 -1170 429 002 35
placebo control)
Excluding placebo <
arms from three arm  0.27 -0.73 65.8 0.0001 0.24 15.75 52.5 0.00 38
trials ’
Split mouth design 0.05 -96.24 6.6 0.38 0.12 -71.80 21.1 0.22 26
Duration of less <
than 12 months 0.27 1.03 68 0.0001 0.21 -12.05 46.1 0.00 40

As it can be seen from the table above, removing the parallel groups from the analysis had the
most important impact on the results (96% and 72% reduction of the variance). Therefore, the analysis
is divided into split-mouth and parallel design with high risk of bias studies removed.



Table S7. Comparison of probing pocket depth (PPD) mean differences (95% CI), P-score and ranks from complete analysis and having removed studies at high

risk of bias (ROB).

All studies (45 trials)

Studies without high ROB  Only split-mouth design without high ROB  Only parallel design without high ROB

(29 trials) (16 trials) (13 trials)
Intervention Rank Rank Rank Rank
MD 95% CI P- MD 95% CI (P- MD 95% CI MD 95% CI
(P-score) (P-score)
score) score)
19 15 12 9
D onl
SMD only 0 02 ° (0.21) 0 (0.16) 0 (0.24)
- -0.45;
’ 13 - -0.49; 10 9 6
Placebo 0.19 0.07 (0.40) 021 0.08 (0.39) -0.20 -0.65; 0.25 (0.34) -0.17 -0.45;0.11 (0.44)
- -1.45; -
! 2 - -1.46; - 2 4
PDT I . 31 4 -0.92 -1.38; -0.4 i k
a CG 0.88 0.3 (0.90) 0.88 0.29 (0.87) 0.9 38; -0.46 (0.82) Not in networ
- -1.11; -
aPDT ! 4 - -1.13; 4 6
. . ’ -0.54 -0.99; -0.1 i k
MBoooss% 06 000 073) 056  0.01 (0.69) 05 0.99;-0.10 (0.60) Not in networ
- -0.72; -
aPDT ’ 8 - -0.75; 8 10 2
37 .01 / -0.1 -0.54;0.1 -0. -1.14; -0.24
MB 1% 03 0.0 059) 037  0.004 (0.56) 0.18 0-54;0.19 (0.32) 069 70 (0.85)
- -0.67;
aPDT PC ’ 11 - -0.59; 12 7
21 2 ! i -0.07 -0.49; 0.34
0 0.25 (0.44) 0.06 0.46 (030) Not in network 0.0 0.49; 0.3 (034)
aPDT TBO 0.69 -0.17; 20 0.20; 16 13
’ 1.55 0.68 e 0.70 -0.11; 1.52 Not i t k
(0.04) 1.56 (0.04) (0.01) ot mnetwor
o -0.71;
CHX0.12% 0.02 0.75 ( 0127 5) Not in network Not in network Not in network
CHX chip - DeS- 7 - -0.62; 11 7 8
0.38 0.11 (0.61) 016 0.30 0.37) -0.30 -0.77;0.17 (0.42) 0.02 -0.52; 0.55 (0.28)
. - -0.87;
CHX varnish 0.17 0.53 12 Not in network Not in network Not in network

(0.41)




CHX - -1.00; -

3 - -0.96; 5 5 4
h ) 32 ’ -0. -1.09; -0.11 -0.31 -0.87;0.2
xanthan 066 0.3 (0.83) 047  0.02 (0.63) 0.60 09;-0 (0.63) 03 0.87;0.25 (0.57)
- -0.64; -
DH ’ 9 - -0.87; - 6 11 1
. 01 ’ 0.1 -0.57; 0.27 -0. -1.50; -0.
0.33 00 (0.55)  0.44 0.01 (0.61) 0.15 0.57;0 (0.30) 090 50;-0-30 (0.93)
- -0.84; 10
HA 0.25 0.34 0.47) Not in network Not in network Not in network
- -0.46;
’ 15 - -0.90; 9 8
MET 0.08 0.29 ’ -0.21 -0.78; 0.35 Not in network
031) 023 043 (0.44) (0.35) ot mnetwor
- -0.83; -
’ 6 - -1.29; - 3 3 3
MINO gel ~ 0.44 0.06 066 078 096 0.83) -0.97 -1.69; -0.25 082) -0.67 -1.12;-0.22 (0.84)
- -0.73; -
MINO ’ 5 - -0.74; - 7 2 5
microspheres 044 0.16 (0.67) 042 0.11 (0.60) -0.93 -1:35;-0.51 (0.83) -0.26 -0.53;0.01 (0.55)
-0.47;
0.05 ’ 18 -0.64; 14 11
PI 109 57 . ’ i . -0.48; 0.64
0% 0.5 (0.23) 0.08 0.80 (0.24) Not in network 0.08 0.48; 0.6 (023)
- -0.82; 1
PI17.5% 0.14 0.54 (0.39) Not in network Not in network Not in network
- -1.77; -
’ 1 - -1.81; - 1 1
A 1.12 A4 ’ 1.1 -1.74; -0. ' Kk
5 048 ©0.96) 114 046 (0.95) 3 ;0.5 (0.91) Notin networ
-0.94;
0.02 ’ 16 -0.88; 13 . 10
TC 0.98 (031) 0.10 1.08 (0.26) Not in network 0.14 -0.76; 1.03 (0.24)

Comparison of CAL mean differences (95% CI), P-score, and ranks from complete analysis and having removed studies at high ROB.

Studies without high . . . . . . .
All studies (45 trials) ROB Only spllt-mouth(;l:zi;; v)v1thout high ROB  Only parallel d(els;g,;\irlll;hout high ROB
Intervention (29 trials) ° °
Rank Rank
MD  95% CI Rank MD 95% CI Rank MD 95% CI MD 95% CI

(P-score) (P-score)




P- P-
score) score)
16 12 9 9
MD onl
SMD only 0 027y ° (0.28) 0 (0.31) 0 (0.27)
0.01 -0.24; 17 -0.18; 14 10 10
Placebo 0.26 027) 0.07 0.32 (0.23) 0.11 -0.35; 0.57 (0.24) 0.03 -0.22; 0.27 (0.24)
- -1.41; -
/ 2 - -1.38; - 2 2 .
aPDT ICG 0.84 0.27 (0.87) 0.84 031 (0.88) -0.86 -1.29; -0.44 (0.87) Not in network
- -1.05; -
aPDT / 5 - -1.00; - 4 4
. .01 / -0.51 -0.85; -0.1 i k
MBoo0s% O 00 071) 056  0.04 0.72) 05 085;-0.16 (0.68) Notin networ
- -0.42;
aPDT § 13 - -0.37; 10 11 4
. .24 ! . -0.14; 0. -0. -0.87; 0.
MB 1% 0.09 0 (0.36) 0.06 0.24 (0.36) 0.08 0.14;0.30 (0.24) 0.39 0.87;0.09 (0.66)
- -0.73;
aPDT PC ! 8 - -0.59; 9 5
. . ! i k -0.2 -0.53; 0.1
0.33 0.06 (057) 0.20 019 (0.48) Not in networ 0.20 0.53;0.13 (051)
aPDT TBO 0.43 0.77; 20 0.73; 15 12
1.62 0.17) 0.45 162 0.17) 0.46 -0.68; 1.60 (0.16) Not in network
- -1.33;
o, 7
CHX0.12% 0.13 1.07 ( OliZ) Not in network Not in network Not in network
- -0.66; -
CHX chip ! 6 - -0.63; 8 ) 8 ] 3
0.42 0.19 (0.66) 025 013 (0.53) -0.10 -0.40; 0.20 (0.41) -0.50 -1.10; 0.10 073)
. -0.84;
CHXvarnish  0.03 0.90 ( 01;12) Not in network Not in network Not in network
CHX - -0.97; -
/ 4 -0.65; 11 13 6
h. . 24 .01 / . -0.83; 1. -0.1 -0.85; 0.
xanthan 0.60 0 0.77) 0.0 0.67 032 0.56 0.83; 1.95 (0.16) 0.16 0.85; 0.53 (0.46)
- -0.63; -
DH ! 7 - -0.78; - 6 7 1
. .04 / -0.14 -0.53; 0.2 -0.84 -1.40; -0.2
0.33 0.0 (0.58) 0.40 0.02 (0.65) 0 0.53;0.26 (0.43) 08 0; 028 (0.92)




-0.48;

HA 0.10 0.68 ( 01;3 1) Not in network Not in network Not in network
MET o._1o 8;1: ( 0?57) 0.'5 0 é;g ( 0_56 8) -0.50 -1.21;0.20 ( Oi 6 Not in network
MINO gel o._79 _16.13952 _ ( o.?s 6 0.'67 101212 i ( o.?s n -0.52 -1.62; 0.58 ( 0.66 " -0.69 -1.08; -0.30 0 27)
miclz/fslgli o 0.251 _Od?o6é _ ( 0_95 6 0.'25 '00?001" ) ( o; 2 -0.65 -0.95; -0.35 ( 0.37 6 -0.13 -0.37;0.11 ( 0.15)
L T Notin network P
- -1.49; 0
PI17.5% 0.33 0.83 (0.54) Not in network Not in network Not in network
SA 119 107617 - (0'197) 13 _16.66O(i ) (0'197) -1.09 -1.58; -0.61 (0.195) Not in network
TC 0.11 i)g? ( 0?257) 0.19 %2 ( 0235) Not in network 0.07 -0.80; 0.95 ( 0.83 0




S3. Sensitivity analyses of studies with imputed data

In studies whereby standard deviations were not provided by the study authors, the values were
re-calculated using appropriate formulas (Higgins and Green 2011; Wan et al. 2014). These studies
with imputed standard deviations were excluded.

Network meta-analysis forest plots without studies with imputed standard deviations

1) Without Agan et al. (2006)

LDA vs. SMD alone LDA vs. SMD alone
Treatment (PPD reduction) MD 95%-Cl P-score Treatment (CAL gain) MD 95%-Cl P-score
SA — 113 [-1.74;.053] 0.90 SA - 109 [158;-061] 095
MINO gel — 097 [-169,-025] 0.81 aPDTICG —— 086 [-129,044] 085
MINO microspheres —— -093 [-1.36,-050] 0.81 MINO microspheres — -0.65 [-095;-0.35] 0.74
aPDTICG —— 092 [-1.38,-046] 0.81 MINC gel —_— 052 [-162; 058 063
CHX xanthan —a— -0.60 [-1.09,-0.11] 060 aPDT MB 0.005% —— -0.51 [[085,.0.16] 065
aPDT MB 0.005% —— -0.54 [0.99,-0.10] 0.57 MET e -0.50 [-1.21, 0.20] 064
CHX chip -0.30 [-0.77; 0.17] 0.39 CHX chip t 010 [040: 020] 0.40
MET 021 [0.78; 0.35] 033 SMD 0.00 0.32
placebo -0.20 [-0.66; 0.25] 032 aPDT MB 1% 0.08 [-0.14; 0.30) 0.24
aPDT MB 1% -0.18 [-0.55; 0.19] 0.30 placebo —— 011 [035;, 057] 025
SMD 0.00 0.15 aPDT TBO e — 0.46 [-068, 1.60] 0.16
aPDT TBO 070 [0.11; 1.52] 0.0 CHX xanthan —f—— 056 [083 195] 0.16
-2 4050 051 2 2 050051 2
Favours LDA  Favours SMD alone Favours LDA  Favours SMD alone

2) Without Betsy et al. (2014)

LIDA vs. SMD alone LDA vs. SMD alone
Treatment (PPD reduction) MD 95%-Cl P-score Treatment (CAL gain) MD 95%-Cl  P-score
DH — 086 [146,-026] 094 DH - 080 [-1.33,-028] 093
MINO gel - 067 [1.12,.022] 087 MING gel —— 069 [-1.04,-034] 089
CHX xanthan —a 027 [084 029] 059 CHX chip —— 050 [-1.09, 0.10) 077
MINO micrespheres - 024 [051; 0.03) 080 aPDTPC — 020 [.0.50; 0.10] 058
aPDTMB 1% —_— 022 [-1.25; 0.80] 052 CHX xanthan —_— 012 [-0.78, 0.54] 049
placebo S {013 042, 0.15] 045 MING microspheres 0.11 [0.33;, 0.11] 050
aPDTPC —.— 007 [0.49, 0.3d] 0.39 SMD 0.00 0.35
SMD 0.00 028 placebo 007 [0.16; 0.29] o027
CHX chip —-— 0.02 [-052, 055 032 TC I — 007 [-0.79, 094] 035
Pl 10% — 0.08 [-048, 064] 026 aPOT MB 1% D B e— 0.29 [-0.79; 1.37] 025
TC e 014 [0.76; 1.03] 027 P110% —— 045 [0.35, 125] 013
| e m e m— | e e
-2 1050051 2 -2 4050051 2
— ——— — —
Favours LDA  Favours SMD alone Favours LDA  Favours SMD alone

1. DH was removed from the split-mouth single application network. Still, the overall

hierarchy was not affected for both PPD and CAL.

2. There was noted change in the hierarchy for aPDT MB 1% for PPD reduction
(dropped to 5th rank from 2nd) with MD -0.22 mm (95% CI -1.25 to 0.80; P-score
0.52). The ranking hierarchy of the remaining LDA remained unchanged.
Heterogeneity was increased to 51%. For CAL gain, aPDT MB 1% dropped from 4th
to 10th rank with MD 0.28 mm (95% CI -0.79 to 1.37; P-score 0.25). However, the
ranking hierarchy of the rest remained unchanged. Heterogeneity was reduced to

16.3%.



Figure S1. League tables.

For the league tables, treatments are arranged according to the rank of their overall effectiveness,
with the direct (upper right half) and indirect (lower left half) comparisons from the highest to lowest
ranked (left to right). Treatment estimates are stated as MD with 95% Cls. Pairwise comparisons that
are statistically significant are highlighted in yellow. NA signifies that no direct comparisons were
made between treatments. NA = not applicable.

League table of pairwise comparisons in the NMA for PPD changes with split-mouth design studies.
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SA NA NA NA NA NA NA NA | (133 to NA NA NA NA
0.33)

020 MINO 003

(024 to | micro NA NA NA NA NA NA NA NA NA | (135 to NA
0.33) spheres -0.51)
016 0.04 . 097

(110 to | (080 to NA NA NA NA NA NA NA NA | (168 to NA
0.78) 0.35) gel 029)
021 001 003 G Y}

(097 t0 | (063 to | (080 to | oo NA NA NA NA NA NA NA | (138 to NA
0.55) 0.62) 0.81) 20.46)
053 033 037 032 e 10.60

(131 to | (D88 to | (124 to | (089 to NA NA NA NA NA NA | (108 to NA
0.24) 0.32) 0.50) 03y  |iEatan 0.11)
050 030 043 038 006 aPDT 030 1050

(128 to | (100 to | (127 to0 | (102 to | (072 t0 | MB NA NA | (143 to NA NA | (099 to NA
0.10) 023) 042) 0.26) 060) | 0.005% 0.43) 0.01)
083 063 067 062 030 024 e 030

(160 to | (126 to | (153 to | (128 to | (098 to | (-0.89 to ; NA NA NA NA | (077 to NA
-0.07) 0.00) 0.19) 0.03) 0.38) 0.40) £up 0.17)
;) %7} 076 o1 030 033 2009 021

(175 to | (142 to | (168 to | (144 to | (113 to | (105 to | (052 to | MET NA NA NA | (078 to NA
20.10) 0.01) 0.16) 0.02) 0.36) 0.38) 0.64) 0.35)

093 073 077 072 040 034 010 001 012 1069 107
(133 to | (135 to | (162 to | (136 to | (-1.06 to | (080 to | (075 to | (0.73 to | placebo | (037 to NA | (147 to | (187 to
0.53) 0.11) 0.08) 0.08) 027) 0.22) 0.53) 0.71) 0.61) 0.09) 027)

096 075 070 075 EYs) 037 12 004 003 o 007

(133 t0 | (132 to | (16l to | (13410 | (104 to | (091 to | (02 to | (0Tl to | (D to |yt NA | (049 to NA
038) 0.19) 0.02) 0.16) 0.18) 0.18) 0.47) 0.64) 0.38) 0.35)
038 078 082 077 045 039 015 006 005 003 015

(171 to | (137 to | (165 to | (139 to | (-1.09 to | (-100 to | (078 to | (076 to | (-0.66 to | (038 to DH | (057 to NA
0.25) 0.19) 0.01) 20.15) 0.19) 0.21) 0.48) 0.64) 0.56) 0.53) 0.27)

113 003 097 Y3 2060 054 1030 02t 020 018 015 038
(174 to | (135 to | (169 to | (138 to | (108 to | (099 to | (077 to | (078 to | (065 to | (034 to | (037 to | SMD | (-130 o
0.53) 051 0.25) 0.46) 041 20.10) 0.17) 0.35) 0.25) 0.19) 027) 0.54)
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Figure S2. Inconsistency plot for the network meta-analysis.

1) Inconsistency plot for the network meta-analysis of PPD and CAL changes in split-mouth design studies
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2) Inconsistency plot for the network meta-analysis of PPD and CAL changes in parallel design studies
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Figure S3. Comparison-adjusted funnel plot for publication and small-study bias.

1) Comparison-adjusted funnel plot for the network of single LDA application with split-mouth design for PPD and CAL changes
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2) Comparison-adjusted funnel plot for the network of single LDA application with parallel design for PPD and CAL changes
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Table S8. Grading of Recommendations Assessment, Development and Evaluation (GRADE) certainty of evidence for primary outcomes.

Mean differences (95% Cls) and certainty of evidence for PPD changes in split-mouth design

GRADE

Direct evidence

Indirect evidence

Network meta-analysis

. S . . 5 .
Comparisons Mean difference (95% CI) Certainty of evidence Mean difference (95% Cert.amty of Mean difference (95% Cert.alnty of
CI) evidence CID) evidence
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0, - - - - - - - -
aPDT MB 1% 0.75 (-1.34 to -0.16) Moderate 075 (-1.34t0-0.16) Moderate
S IOE IO
aPDT TBO - - -1.63 (-2.56 to -0.69) Moderate -1.63 (-2.56 to -0.69) Moderate
. I IOL 1 OOLE
CHX chip - - -0.62 (-1.28 to 0.03) Moderate -0.62 (-1.28 to 0.03) Low
[ c f
CHX xanthan - - -0.32 (-0.99 to 0.35) 000 -0.32 (-0.99 to 0.35) ®000
Low Very Low
S IOE IO
DH - - -0.77 (-1.39 to -0.15) Moderate -0.77 (-1.39 to -0.15) Moderate
e c c f
MET - - -0.71 (-1.44 to 0.02) 000 -0.71 (-1.44 t0 0.02) 000
Low Very Low
[ c f
MINO gel - - 0.05 (-0.81 to 0.90) 000 0.05 (-0.81 to 0.90) ®000
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-0.92 (-1.38 to -0.46) OepO = e«
SMD Moderate - - -0.92 (-1.38 to -0.46) Moderate
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S IOR IOk
aPDT TBO - ) 1.25 (214 10-0.35) Moderate 1.25 (214 10-0.35) Moderate




OO

&OO00 «f
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e c c f
CHX xanthan - - 0.06 (-0.60 to 0.72) EBEBS‘? 0.06 (-0.60 to 0.72) ?]SYOSW
e c c f
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microspheres ° ergte Y11 @)
Y- Ok ‘
placebo - - 0.05 (0.56 to 0.66) Moderate 0.05 (0.56 to 0.66) Moderate
SA B - 0.98 (0.25 to 1.71) Moderate 0.98 (0.25 to 1.71) Moderate
o f
-0.15 (-0.57 t0 0.27) ®PO0 ¢ . -0.15 (-0.57 to 0.27) 000
SMD - . : Very Low
Low =
MET vs.
oc eO00 «f
MINO gel _ - 0.76 (-0.16 to 1.68) GBGBL?V? 0.76 (-0.16 to 1.68) Very Low
. LIS OL
MINO - . 0.72 (0.01 to 1.42) f/)[@d@Ot 0.72 (0.01 to 1.42) Moderate
microspheres ooeg > OO0 ot
@ e ¢ C,
placebo B - -0.01 (-0.73 to 0.71) ® Low -0.01 (-0.73 to 0.71) Very Low




SO

Gl O

SA - - 0.92 (0.10 to 1.75) Moderate 0.92 (0.10 to 1.75) Moderate
- - ac of
SMD 0.21 (-0.78 to 0.35) ®e00 i ) 021 (078 t0 0.35) 000
Low Very Low
MINO gel vs.
e c c f
. MINO - - -0.04 (-0.88 to 0.80) L0 -0.04 (-0.88 to 0.80) 000
microspheres Low Very Low
[ c f
lacebo - - -0.77 (-1.62 to 0.08) o000 -0.77 (-1.62 to 0.08) 000
P Low Very Low
[ c f
SA - - 0.16 (-0.78 to 1.10) €B®L<c?v<v) 0.16 (-0.78 to 1.10) %S?SW
-0.97 (-1.69 to -0.25) SO el ION
SMD Moderate - - 0.97 (-1.69 to -0.25) Moderate
MINO microspheres vs.
placebo - - -0.73 (-1.35 to -0.11) ﬁ?dezg; -0.73 (-1.35 to -0.11) Ié\?lj)edezr?t:z
e c c f
SA - - 0.20 (- 0.53 to 0.94) EBEBS‘? 0.20 (- 0.53 to 0.94) ?/SYOSW
-0.93 (-1.35 to -0.51) OepO = e«
SMD Moderate - - -0.93 (-1.35 to -0.51) Moderate
Placebo vs.
0.93 (0.53 to 1.33) OepO = e«
SA Moderate - - 0.93 (0.53 to 1.33) Moderate
- - ac e C o f
SMD 069 (-1.47100.09) L0 0.04 (-0.51 to 0.59) L0 -0.20 (-0.65 to 0.25) 000
Low Low Very Low
LSO eea0 «
SA vs. SMD B ) 113 (-1.74 10.-0.53) Moderate 113 (-1.74 10-0.53) Moderate

aLimitations (risk of bias). P Inconsistency. < Imprecision. 4 Severe imprecision. ¢ Contributing evidence of moderate quality. f Contributing evidence of low or
very low quality. 8 Incoherence

Mean differences (95% Cls) and certainty of evidence for PPD changes in parallel design
GRADE
Indirect evidence Network meta-analysis
Mean difference (95% Certainty of Mean difference (95% Certainty of
CI) evidence CI) evidence

Direct evidence

c .
OMPAIEONT " Mean difference (95% CI)  Certainty of evidence




aPDT MB 1% vs.

e, c q f
aPDT PC - - -0.62 (-1.23 to 0.00) 000 -0.62 (-1.23 to 0.00) 000
Low Very Low
e c c f
CHX chip - - -0.70 (-1.41 to 0.00) 000 -0.70 (-1.41 to 0.00) 000
Low Very Low
ec o f
CHX xanthan - - -0.38 (-1.07 to 0.32) 000 -0.38 (-1.07 to 0.32) 6000
Low Very Low
e, c q f
DH - - 0.21 (-0.51 to 0.94) 000 0.21 (-0.51 to 0.94) 000
Low Very Low
e, c q f
MINO gel - - -0.02 (-0.66 to 0.62) 000 -0.02 (-0.66 to 0.62) 000
Low Very Low
ec [
. MING - - -0.43 (-0.94 to 0.08) 000 -0.43 (-0.94 to 0.08) 6000
microspheres Low Very Low
o GO SO
PI 10% - - -0.77 (-1.49 to -0.05) Moderate -0.77 (-1.49 to -0.05) Moderate
I OOLE GO SO
placebo -0.09 (-1.07 to 0.89) Low -0.67 (-1.25 to -0.09) Moderate -0.52 (-1.02 to -0.02) Moderate
SMD -0.80 (-1.30 to -0.30) OO0 -0.22 (-1.25 to 0.80) OO0« -0.69 (-1.14 to -0.24) OO00)
Low Low Moderate
ec [
TC - - -0.82 (-1.83 t0 0.18) ®e00 -0.82 (-1.83 t0 0.18) 6000
Low Very Low
aPDT PC vs.
ec [
CHX chip - - -0.09 (-0.77 to 0.59) 000 -0.09 (-0.77 to 0.59) 6000
Low Very Low
ec [
CHX xanthan - - 0.24 (-0.46 to0 0.93) 000 0.24 (-0.46 t0 0.93) 6000
Low Very Low
G OR SO
DH - - 0.83 (0.10 to 1.55) Moderate 0.83 (0.10 to 1.55) Moderate
LGOS - OOOL:
MINO gel - - 0.60 (-0.01 to 1.21) Low 0.60 (-0.01 to 1.21) Very Low
ec [
. MING - - 0.19 (- 0.31 to 0.68) 000 0.19 (- 0.31 to 0.68) 6000
microspheres Low Very Low
ec [
PI 10% - - -0.15 (-0.85 to 0.55) 000 -0.15 (-0.85 to 0.55) 6000
Low Very Low
LGOS I OOOL:
placebo - - 0.10 (-0.40 to 0.60) Low 0.10 (-0.40 to 0.60) Very Low




a,c c f
SMD -0.07 (-0.49 to 0.34) ®e00 - - -0.07 (-0.49 to 0.34) 6000
Low Very Low
e, C c f
TC - - -0.21 (-1.20 to 0.78) 000 -0.21 (-1.20 to 0.78) 6000
Low Very Low
CHX chip vs.
e, C c f
CHX xanthan - - 0.33 (- 0.45 to 1.10) 000 0.33 (- 0.45 to 1.10) 6000
Low Very Low
G OR Sl O
DH - - 0.92 (0.11 to 1.72) Moderate 0.92 (0.11 to 1.72) Moderate
LGOS dO00 «f
MINO gel - - 0.69 (-0.02 to 1.39) Low 0.69 (-0.02 to 1.39) Very Low
ec [
. MING - - 0.27 (-0.33 to 0.88) 000 0.27 (-0.33 to 0.88) 6000
microspheres Low Very Low
ec [
PI 10% - - -0.06 (-0.84 to 0.71) 000 -0.06 (-0.84 to 0.71) 6000
Low Very Low
e, c q f
placebo - - 0.19 (-0.42 to 0.79) 000 0.19 (-0.42 to 0.79) 000
Low Very Low
a,c q f
SMD 0.02 (-0.52 to 0.55) 000 - - 0.02 (-0.52 to 0.55) 6000
Low Very Low
deO0 »- - OOOLE o000 «f
TC -0.56 (-1.69 to 0.57) Low 0.99 (-0.80 to 2.79) Very Low -0.12 (-1.08 to 0.84) Very Low
CHX xanthan vs.
e, C c f
DH - - 0.59 (-0.13 to 1.31) ®e00 0.59 (-0.13 to 1.31) 6000
Low Very Low
e, C c f
MINO gel - - 0.36 (-0.36 to 1.08) 000 0.36 (-0.36 to 1.08) 6000
Low Very Low
e c c f
. MINO - - -0.05 (-0.61 to 0.51) 000 -0.05 (-0.61 to 0.51) 000
microspheres Low Very Low
e c c f
PI 10% - - -0.39 (-1.18 to 0.40) 000 -0.39 (-1.18 to 0.40) 6000
Low Very Low
1 OORT - OOOLY
placebo -0.14 (-0.62 to 0.34) Low - - -0.14 (-0.62 to 0.34) Very Low
e, C c f
SMD - - -0.31 (-0.87 to 0.25) 000 -0.31 (-0.87 to 0.25) 6000
Low Very Low
e c c f
TC - - -0.45 (-1.50 to 0.61) 000 -0.45 (-1.50 to 0.61) 6000
Low Very Low

DH vs.




OO

®O00O <

MINO gel - - -0.23 (-0.98 to 0.52) Low -0.23 (-0.98 to 0.52) Very Low
MINO IO LSO
microspheres - - -0.64 (-1.24 to -0.04) Moderate -0.64 (-1.24 to -0.04) Moderate
o IOk I IOL
PI 10% - - -0.98 (-1.80 to -0.16) Moderate -0.98 (-1.80 to -0.16) Moderate
I ION I IOL
placebo -0.73 (-1.26 to -0.20) Moderate - - -0.73 (-1.26 to -0.20) Moderate
IO S ION
SMD - - -0.90 (-1.50 to -0.30) Moderate -0.90 (-1.50 to -0.30) Moderate
d, f [
TC - - -1.04 (-2.11 to 0.04) 000 -1.04 (-2.11 to 0.04) 6000
Very Low Very Low
MINO gel vs.
ec [
. MINO - - -0.41 (-0.94 to 0.11) 000 -0.41 (-0.94 to 0.11) 6000
microspheres Low Very Low
o IOk I IOL
PI 10% - - -0.75 (-1.47 to -0.03) Moderate -0.75 (-1.47 to -0.03) Moderate
e c q f
placebo - - -0.50 (-1.03 to 0.03) 000 -0.50 (-1.03 to 0.03) 6000
Low Very Low
CLION S ION
SMD -0.67 (-1.12 to -0.22) Moderate - - -0.67 (-1.12 to -0.22) Moderate
e, C c f
TC - - -0.81 (-1.81 to 0.20) 000 -0.81 (-1.81 to 0.20) 6000
Low Very Low
MINO microspheres vs.
e, C c f
PI 10% - - -0.34 (-0.96 to 0.28) 000 -0.34 (-0.96 to 0.28) 6000
Low Very Low
placebo -0.11 (-0.40 t0 0.19) 000 0.18 (-0.98 to 1.33) OO0 -0.09 (-0.37 to 0.20) OO0 o«
Low Low Low
ac df of
SMD -0.24 (-0.51 to 0.03) 000 -1.39 (-3.66 to 0.87) 000 -0.26 (-0.53 to 0.01) 6000
Low Very Low Very Low
ec [
TC - - -0.39 (-1.33 to 0.54) 000 -0.39 (-1.33 to 0.54) 6000
Low Very Low
PI 10% vs.
ec [
placebo - - 0.25 (- 0.38 to 0.88) 000 0.25 (- 0.38 to 0.88) 6000
Low Very Low
ac [
SMD -0.08 (-0.64 to 0.48) 000 - - 0.08 (-0.48 to 0.64) 6000
Low Very Low




1 OOLL dOOO «f

TC - - -0.06 (-1.11 to 1.00) Low -0.06 (-1.11 to 1.00) Very Low
Placebo vs.

a, ¢ e C c f

SMD -0.13 (-0.42 to 0.16) ®eC0 -0.53 (-1.40 to 0.34) 000 -0.17 (-0.45 to 0.11) 6000
Low Low Very Low
e, C c f

TC - - -0.31 (-1.25 to 0.63) 000 -0.31 (-1.25 to 0.63) 6000
Low Very Low
ac df of

TC vs. SMD 0.06 (-0.88 to 1.00) ®e00 2.33 (-0.80 to 5.46) ®000 0.14 (-0.76 to 1.03) 000
Low Very Low Very Low

aLimitations (risk of bias). P Inconsistency. < Imprecision. 4Severe imprecision. ¢ Contributing evidence of moderate quality. f Contributing evidence of low or
very low quality. 8 Incoherence

Mean differences (95% Cls) and certainty of evidence for CAL changes in split-mouth design

GRADE
Direct evidence Indirect evidence Network meta-analysis
C . - s - : o .
omparisons Mean difference (95% CI) Certainty of evidence Mean difference (95% Cert.alnty of Mean difference (95% Cert.alnty of
CI) evidence CI) evidence
aPDT ICG vs.
e C c f
aPDT MB 0.005% - - -0.35 (-0.90 to 0.19) 000 -0.35 (-0.90 to 0.19) 000
Low Very Low
o e9e0 " e0e0 -
aPDT MB 1% - - -0.94 (-1.42 to -0.46) Moderate -0.94 (-1.42 to -0.46) Moderate
e9e0 " e0e0 -
aPDT TBO - - -1.32 (-2.54 to -0.11) Moderate -1.32 (-2.54 to -0.11) Moderate
. SIS OL Gl OR
CHX chip - - -0.76 (-1.28 to -0.24) Moderate -0.76 (-1.28 to -0.24) Moderate
e C c f
CHX xanthan - - -1.42 (-2.87 t0 0.03) 000 -1.42 (-2.87 t0 0.03) 000
Low Very Low
e9e0 " e0e0 -
DH - - -0.73 (-1.31 to -0.15) Moderate -0.73 (-1.31 to -0.15) Moderate
e c c f
MET - - -0.36 (-1.18 to 0.47) 000 -0.36 (-1.18 to 0.47) 000
Low Very Low
e C c f
MINO gel - - -0.34 (-1.52 t0 0.84) 000 -0.34 (-1.52 to 0.84) 000
Low Very Low




e C c f
. MINO - -0.21 (-0.73 to 0.31) 000 -0.21 (-0.73 to 0.31) 6000
microspheres Low Very Low
placebo - -0.97 (-1.59 to -0.34) Ié\?lj)edezr?te -0.97 (-1.59 to -0.34) ﬁ?dezgte
SA - - 0.23 (- 0.41 to 0.88) GBGBLCO) v? o 0.23 (- 0.41 to 0.88) EBGBLCO) ‘? ’
IO IO
SMD -0.86 (-1.29 to -0.44) Moderate - - -0.86 (-1.29 to -0.44) Moderate
aPDT MB 0.005% vs.
Gl O ®pO0 e«
0, - - - -] - - - -
aPDT MB 1% 0.58 (-0.99 to -0.18) Moderate 0.58 (-0.99 to -0.18) Low
aPDT TBO - - -0.97 (-2.15 to 0.22) 69@8&? ' -0.97 (-2.15 to 0.22) 69@8&? '
e,c c f
CHX chip - - -0.41 (-0.87 to 0.05) 000 -0.41 (-0.87 to 0.05) ®000
Low Very Low
e,c c f
CHX xanthan - - -1.07 (-2.49 to 0.36) ®e00 -1.07 (-2.49 to 0.36) ®000
Low Very Low
e c o f
DH - - -0.37 (-0.90 to 0.15) ®e00 -0.37 (-0.90 to 0.15) 6000
Low Very Low
e c o f
MET - - -0.00 (-0.79 to 0.78) 000 -0.00 (-0.79 to 0.78) e000
Low Very Low
1 GOLT 000 of
MINO gel - - 0.01 (-1.14 to 1.16) Low 0.01 (-1.14 to 1.16) Very Low
e,c c f
MINO microspheres - - 0.14 (- 0.32 to 0.60) 000 0.14 (- 0.32 to 0.60) o000
Low Very Low
SO OO IO
placebo -0.50 (-0.86 to -0.14) Moderate -0.60 (-1.20 to 0.01) Low -0.61 (-1.16 to -0.06) Moderate
Gl O e e«
SA - - 0.59 (0.02 to 1.16) Moderate 0.59 (0.02 to 1.16) Low
SMD -0.70 (-2.02 to 0.62) 000 -0.60 (-2.01 to 0.80) OO0 o« -0.51 (-0.85 to -0.16) 000~
Low Low Low
aPDT MB 1% vs.
e,c c f
aPDT TBO - - -0.38 (-1.53 t0 0.77) ®e00 -0.38 (-1.53 to 0.77) ®000
Low Very Low




I OOLE

&OO00 «f

CHX chip - - 0.18 (- 0.20 to 0.55) Low 0.18 (- 0.20 to 0.55) Very Low
e c o f
CHX xanthan - - -0.48 (-1.89 to 0.92) 000 -0.48 (-1.89 to 0.92) e000
Low Very Low
e,c c f
DH - - 0.21 (-0.24 to 0.66) 000 0.21 (-0.24 to 0.66) ®000
Low Very Low
e,c c f
MET - - 0.58 (-0.16 to 1.32) 000 0.58 (-0.16 to 1.32) 000
Low Very Low
e c o f
MINO gel - - 0.60 (-0.52 to 1.72) 000 0.60 (-0.52 to 1.72) 6000
Low Very Low
. SO GO
MINO microspheres - - 0.73 (0.35 to 1.10) Moderate 0.73 (0.35 to 1.10) Moderate
a, c e c c f
placebo 0.04 (-0.45 to 0.53) ®e00 0.01 (-0.89 to 0.90) ®e00 -0.03 (-0.46 to 0.40) ®000
Low Low Very Low
e,c c f
SA - - 1.17 (-0.71 to 1.63) 000 1.17 (-0.71 to 1.63) 000
Low Very Low
a,c ec o f
SMD -0.08 (-0.30 to 0.14) 000 0.03 (-0.96 to 1.03) 000 0.08 (-0.14 to 0.30) e000
Low Low Very Low
aPDT TBO vs.
. OO dO0O0 = f
CHX chip - - 0.56 (- 0.62 to 1.74) Low 0.56 (- 0.62 to 1.74) Very Low
e c o f
CHX xanthan - - -0.10 (-1.89 to 1.69) 000 -0.10 (-1.89 to 1.69) e000
Low Very Low
e,c c f
DH - - 0.60 (- 0.61 to 1.80) ®e00 0.60 (- 0.61 to 1.80) 000
Low Very Low
e c o f
MET - - 0.96 (-0.38 to 2.30) ®e00 0.96 (-0.38 to 2.30) 6000
Low Very Low
OO0 ¢ OO0 <
MINO gel - - 0.98 (- 0.60 to 2.56) Low 0.98 (- 0.60 to 2.56) Very Low
e,c c f
MINO microspheres - - 1.11 (-0.07 to 2.29) 000 1.11 (-0.07 to 2.29) 000
Low Very Low
ac df of
placebo -0.43 (-1.77 to 0.91) 000 0.12 (-2.22 t0 2.47) 000 0.35 (-0.81 to 1.52) ®000
Low Very Low Very Low
SO GO
SA - - 1.55 (0.38 to 2.73) Moderate 1.55 (0.38 to 2.73) Moderate
a,c d, f o f
SMD -0.42 (-1.61 t0 0.77) 000 0.88 (-2.93 to 4.68) e000 0.46 (-0.68 to 1.60) e000
Low Very Low Very Low




CHX chip vs.

a5} e c @OOO of

CHX xanthan - - -0.66 (-2.08 to 0.76) ® SV? -0.66 (-2.08 t0 0.76) Very Low
ec @OOO of

DH _ - 0.04 (-0.46 to 0.53) EBEBL? v? 0.04 (-0.46 to 0.53) Very Low
ec @OOO of

MET i . 0.40 (-0.37 to 1.17) 69@8&? 0.40 (-0.37 to 1.17) Very Low
o OO0 «f

MINO gel _ - 0.42 (-0.72 to 1.56) GBGBS VCVD 0.42 (-0.72 to 1.56) Very Low
MINO microspheres - - 0.55 (0.12 to 0.98) Moderate 0.55(0.12 to 0.98) Moderate
ec @OOO of

placebo _ - -0.21 (-0.76 to 0.34) EBEBL? v? -0.21 (-0.76 to 0.34) Very Low
@@@O e @@@O ¢

sA ) - 0.99 (0.42 to 1.56) Moderate 0.99 (042 to 1.56) Moderate
@000

SMD -0.10 (-0.40 to 0.20) 000 - - -0.10 (-0.40 to 0.20) Very Low

Low
CHX xanthan vs.

o OO0 «f

DH . - 0.69 (-0.75 to 2.14) 9683 0.69 (-0.75 to 2.14) Very Low
o OO0 «f

MET - - 1.06 (-0.49 to 2.62) 6968‘? 1.06 (-0.49 to 2.62) Very Low
ec @OOO of

MINO gel R - 1.08 (-0.69 to 2.85) EBEBSV? 1.08 (-0.69 to 2.85) Very Low
@@OO ec @OOO of

MINO microspheres - - 1.21 (-0.21 to 2.63) Low 1.21 (-0.21 t0 2.63) Very Low
o OO0 «f

placebo . - 0.45 (-1.01 to 1.91) 9683 0.45 (-1.01 to 1.91) Very Low
SA _ - 1.65 (0.18 to 3.12) Moderate 1.65 (0.18 to 3.12) Moderate
of

ea00 - ] eO00 «

SMD -0.56 (-1.95 to 0.83) Low - - 0.56 (-0.83 to 1.95) Very Low

DH vs.

@@OO ec @OOO of

MET - - 0.37 (-0.44 to 1.18) Low 0.37 (-0.44 to 1.18) Very Low
@@OO ec @OOO of

MINO gel _ - 0.38 (-0.78 to 1.55) Low 0.38 (-0.78 to 1.55) Very Low




SO

GO

MINO microspheres - - 0.51 (0.02 to 1.01) Moderate 0.51 (0.02 to 1.01) Moderate
e c o f
placebo - - -0.24 (-0.85 to 0.36) 000 -0.24 (-0.85 to 0.36) e000
Low Very Low
SO IOk
SA - - 0.96 (0.33 to 1.58) Moderate 0.96 (0.33 to 1.58) Moderate
a,c c f
SMD -0.13 (-0.53 to 0.26) 000 - - -0.14 (-0.53 to 0.26) 000
Low Very Low
MET vs.
e,c c f
MINO gel - - 0.02 (-1.29 to 1.32) 000 0.02 (-1.29 to 1.32) ®000
Low Very Low
e c o f
MINO microspheres - - 0.15 (-0.62 to 0.92) 000 0.15 (-0.62 to 0.92) 000
Low Very Low
e c o f
placebo - - -0.61 (-1.45 to 0.23) 000 -0.61 (-1.45 to 0.23) e000
Low Very Low
e, c c f
SA - - 0.59 (-0.27 to 1.45) ®e00 0.59 (-0.27 to 1.45) ®000
Low Very Low
a,c c f
SMD -0.50 (-1.21 to 0.20) 000 - - -0.50 (-1.21 to 0.20) 000
Low Very Low
MINO gel vs.
e,c c f
MINO microspheres 0.13 (-1.01 to 1.27) 000 0.13 (-1.01 to 1.27) 000
Low Very Low
e c o f
placebo - - -0.63 (-1.82 to 0.56) ®e00 -0.63 (-1.82 to 0.56) 6000
Low Very Low
e c o f
SA - - 0.57 (-0.63 to 1.77) 000 0.57 (-0.63 to 1.77) e000
Low Very Low
a,c c f
SMD -0.52 (-1.62 to 0.58) 000 - - -0.52 (-1.62 to 0.58) 000
Low Very Low
MINO microspheres vs.
SO IOk
placebo - - -0.76 (-1.31 to -0.21) Moderate -0.76 (-1.31 to -0.21) Moderate
e,c c f
SA - - 0.44 (-0.13 to 1.01) 000 0.44 (-0.13 to 1.01) ®000
Low Very Low
el ON IO
SMD -0.65 (-0.95 to -0.35) Moderate - - -0.65 (-0.95 to -0.35) Moderate

Placebo vs.




00 - LIS OL

SA -1.20 (-1.35 to -1.05) Moderate - - 1.20 (1.05 to 1.35) Moderate
ac ec o f
SMD 0.01 (-1.11 to 1.13) 000 0.13 (-0.37 to 0.63) 000 0.11 (-0.35 to 0.57) e000
Low Low Very Low
e O IOk
SA vs. SMD - - -1.09 (-1.58 to -0.61) Moderate -1.09 (-1.58 to -0.61) Moderate

aLimitations (risk of bias). P Inconsistency. < Imprecision. 4 Severe imprecision. ¢ Contributing evidence of moderate quality. f Contributing evidence of low or
very low quality. 8 Incoherence

Mean differences (95% Cls) and certainty of evidence for CAL changes in parallel design

GRADE
Direct evidence Indirect evidence Network meta-analysis
. - s . - p -
Comparisons Mean difference (95% CI) Certainty of evidence Mean difference (95% Cert'alnty of Mean difference (95% Cert.alnty of
CI) evidence CI) evidence
aPDT MB 1% vs.
e, C c f
aPDT PC - - -0.19 (-0.77 t0 0.39) L0 -0.19 (-0.77 to 0.39) o000
Low Very Low
. 600 ¢ ®O00 «f
CHX chip - - 0.11 (-0.66 to 0.88) Low 0.11 (-0.66 to 0.88) Very Low
e, c c f
CHX xanthan - - -0.23 (-1.05 to 0.60) L0 -0.23 (-1.05 to 0.60) 000
Low Very Low
e, c q f
DH - - 0.45 (-0.27 to 1.17) L0 0.45 (-0.27 to 1.17) 000
Low Very Low
e, c c f
MINO gel - - 0.30 (-0.32 to 0.92) ®eC0 0.30 (-0.32 to 0.92) o000
Low Very Low
e, C c f
. MINO - - -0.26 (-0.78 t0 0.27) 000 -0.26 (-0.78 t0 0.27) 000
microspheres Low Very Low
e c c f
PI 10% - - -0.84 (-1.79 t0 0.11) ®eC0 -0.84 (-1.79 t0 0.11) o000
Low Very Low
L1 OO e« 1 GOLT
placebo 0.22 (-0.85 to 1.29) Low -0.61 (-1.21 to -0.02) Moderate -0.42 (-0.94 to 0.10) Low
SMD -0.55 (-1.09 to -0.01) 900 0.28 (-0.81 to 1.38) OO0 -0.39 (-0.87 to 0.09) OO
Low Low Low
e, C c f
TC - - -0.46 (-1.46 to 0.54) 000 -0.46 (-1.46 to 0.54) o000
Low Very Low




aPDT PC vs.

e, c q f
CHX chip - - 0.30 (-0.39 to 0.99) 000 0.30 (-0.39 to 0.99) 000
Low Very Low
ec [
CHX xanthan - - -0.04 (-0.80 to 0.72) 000 -0.04 (-0.80 to 0.72) 6000
Low Very Low
Gl O SO
DH - - 0.64 (-0.01 to 1.29) Moderate 0.64 (-0.01 to 1.29) Moderate
e c c f
MINO gel - - 0.49 (-0.02 to 1.00) 000 0.49 (-0.02 to 1.00) 000
Low Very Low
e c c f
. MINO - - -0.07 (-0.47 to 0.34) 000 -0.07 (-0.47 to 0.34) 000
microspheres Low Very Low
ec [
PI 10% - - -0.65 (-1.53 to 0.23) 000 -0.65 (-1.53 to 0.23) 6000
Low Very Low
ec [
placebo - - -0.23 (-0.64 to 0.18) 000 -0.23 (-0.64 to 0.18) 6000
Low Very Low
a,c q f
SMD -0.20 (-0.53 to 0.13) ®e00 - - -0.20 (-0.53 to 0.13) 000
Low Very Low
e c q f
TC -0.27 (-1.21 to 0.66) 000 -0.27 (-1.21 to 0.66) 6000
Low Very Low
CHX chip vs.
e c q f
CHX xanthan - - -0.34 (-1.25 to 0.58) 000 -0.34 (-1.25 to 0.58) 000
Low Very Low
ec [
DH - - 0.34 (-0.48 to 1.16) ®e00 0.34 (-0.48 to 1.16) 6000
Low Very Low
ec [
MINO gel - - 0.19 (-0.53 t0 0.91) 000 0.19 (-0.53 to 0.91) 6000
Low Very Low
e c c f
. MINO - - -0.37 (-1.02 to 0.28) 000 -0.37 (-1.02 to 0.28) 000
microspheres Low Very Low
e, c c f
PI 10% - - -0.95 (-1.97 to 0.07) 000 -0.95 (-1.97 to 0.07) 6000
Low Very Low
ec [
placebo - - -0.53 (-1.18 to 0.12) 000 -0.53 (-1.18 to 0.12) 6000
Low Very Low
ac [
SMD -0.50 (-1.10 to 0.10) 000 - - -0.50 (-1.10 to 0.10) 6000
Low Very Low
ac df of
TC -1.00 (-2.00 to 0.00) ®e00 1.40 (-0.748 to 3.54) ®000 -0.57 (-1.48 to 0.33) 6000
Low Very Low Very Low

CHX xanthan vs.




OO

®O00O <

DH - - 0.68 (-0.14 to 1.50) Low 0.68 (-0.14 to 1.50) Very Low
e, C c f
MINO gel - - 0.53 (-0.26 to 1.32) 000 0.53 (-0.26 to 1.32) 6000
Low Very Low
e c c f
. MINO - - -0.03 (-0.72 to 0.66) 000 -0.03 (-0.72 to 0.66) 000
microspheres Low Very Low
e c c f
PI 10% - - -0.61 (-1.68 to 0.46) 000 -0.61 (-1.68 to 0.46) 000
Low Very Low
a,c c f
placebo -0.14 (-0.62 to 0.34) ®e00 - - -0.19 (-0.83 to 0.45) 6000
Low Very Low
ec [
SMD - - -0.16 (-0.85 to 0.53) 000 -0.16 (-0.85 to 0.53) 6000
Low Very Low
e, c q f
TC - - -0.23 (-1.35 to 0.88) 000 -0.23 (-1.35 to 0.88) 000
Low Very Low
DH vs.
e, c q f
MINO gel - - -0.15 (-0.83 to 0.53) 000 -0.15 (-0.83 to 0.53) 000
Low Very Low
MINO oe0O « IS IO
microspheres - - -0.71 (-1.27 to -0.15) Moderate -0.71 (-1.27 to -0.15) Moderate
e, C c f
PI 10% - - -1.29 (-2.28 to -0.30) 000 -1.29 (-2.28 to -0.30) 6000
Low Very Low
o0 2 SO
placebo -0.87 (-1.37 to -0.37) Moderate - - -0.87 (-1.37 t0 -0.37) Moderate
G OR SO
SMD - - -0.84 (-1.40 to -0.28) Moderate -0.84 (-1.40 to -0.28) Moderate
d, f c f
TC - - -0.91 (-1.95 t0 0.13) 000 -0.91 (-1.95 t0 0.13) 6000
Very Low Very Low
MINO gel vs.
MINO oe0O « IS IO
microspheres - - -0.56 (-1.01 to -0.10) Moderate -0.56 (-1.01 to -0.10) Moderate
ec [
PI 10% - - -1.14 (-2.05 to -0.23) 000 -1.14 (-2.05 to -0.23) 6000
Low Very Low
GO SO
placebo - - -0.72 (-1.18 to -0.26) Moderate -0.72 (-1.18 to -0.26) Moderate
GO Sl O
SMD -0.69 (-1.08 to -0.30) Moderate - - -0.69 (-1.08 to -0.30) Moderate




OO

®O00O <

TC - - -0.76 (-1.72 t0 0.19) Low -0.76 (-1.72 t0 0.19) Very Low
MINO microspheres vs.
e, C c f
PI 10% - - -0.58 (-1.44 to0 0.27) 000 -0.58 (-1.44 to0 0.27) 6000
Low Very Low
1 OORT &0 ¢« - OOOLY
placebo -0.15 (-0.41 to 0.10) Low -0.34 (-1.49 to 0.81) Low -0.16 (-0.41 to 0.09) Very Low
ac df of
SMD -0.12 (-0.36 to 0.12) ®e00 -1.79 (-4.22 to 0.65) ®000 -0.13 (-0.37 to 0.11) 000
Low Very Low Very Low
e c c f
TC - - -0.21 (-1.11 to 0.70) 000 -0.21 (-1.11 to 0.70) 000
Low Very Low
PI 10% vs.
e c c f
placebo - - 0.42 (-0.43 to 1.28) 000 0.42 (-0.43 to 1.28) 000
Low Very Low
ac [
SMD -0.45 (-1.27 to0 0.37) ®eC0 - - 0.45 (-0.37 to 1.27) 6000
Low Very Low
ec [
TC - - 0.38 (-0.82 to 1.58) 000 0.38 (-0.82 to 1.58) 6000
Low Very Low
Placebo vs.
a,c e,C [
SMD -0.09 (-0.35 to 0.16) 000 -0.73 (-1.62 to 0.16) 000 0.03 (-0.22 to 0.27) 6000
Low Low Very Low
e, c q f
TC - - -0.04 (-0.95 to 0.87) 000 -0.04 (-0.95 to 0.87) 6000
Low Very Low
ac df of
TC vs. SMD -0.25 (-1.18 to 0.68) 000 2.53 (-0.04 to 5.10) ®000 0.07 (-0.80 to 0.95) 6000
Low Very Low Very Low

aLimitations (risk of bias). P Inconsistency. < Imprecision. 4 Severe imprecision. ¢ Contributing evidence of moderate quality. f Contributing evidence of low or

very low quality. s Incoherence



Table S9. Subgroup analyses of specific parameters for included studies.

Split mouth studies

Variables Number of = Number of patients PPD CAL
studies Control Test MD 95% CI IZ (%) p-value MD 95% CI IZ (%) p-value
Duration 0.002 < 0.0001
Medium 15 388 388 0.2 0.21;0.63 68.5 0.29 0.08; 0.51 54.7
Long 1 36 36 0.93 0.69;1.17 - 1.20 1.05; 1.35 -
Smoking status 0.01 0.20
Smoker 3 135 135 0.87 0.61;1.12 0 0.63 0.35;0.92 0
Nonsmoker 13 289 289 0.41 0.18;0.65 75.1 0.32 -0.07; 0.71 90.3
Treatment phase 0.34 0.50
Untreated 14 376 376 0.48 0.25;0.71 76.7 0.34 -0.01; 0.69 89.5
Recurrent 2 48 48 0.22 -0.26; 0.71 0 0.64 -0.15; 1.42 0
Treatment area 0.28 0.43
Partial mouth 12 354 354 0.39 0.15; 0.62 69.9 0.31 -0.13; 0.74 90.6
Full mouth 4 70 70 0.68 0.20; 1.16 80.2 0.54 0.16; 0.91 56.7
Debridement method 0.93 0.62
SRP 15 397 397 0.46 0.24; 0.68 75.8 0.36 0.02; 0.69 88.7
U/S 1 27 27 0.50 -0.37;1.37 - 0.70 -0.62; 2.02 -
Control group 0.79 0.47
SMD 13 337 337 0.44 0.21;0.68 71 0.31 0.07; 0.54 59.7
Placebo 3 87 87 0.53 -0.09; 1.15 84.7 0.66 -0.26; 1.59 89.9
Funding source 0.97 0.70
Commercial 3 135 135 047 -0.07;1.01 0 0.50 -0.20; 1.20 0
Noncommercial 13 289 289 0.46 0.22; 0.69 79.2 0.35 -0.01; 0.70 90.3
Parallel studies
Duration 0.50 0.04
Medium 12 460 453 0.28 0.10; 0.47 62.1 0.28 0.08; 0.48 55.8
Long 1 16 16 0.62 -0.34; 1.58 - 1.25 0.32;2.18 -
Smoking status 0.27 0.32
Smoker 7 339 337 0.21 0.01; 0.41 57.3 0.22 0.02;0.43 49.1
Nonsmoker 6 137 132 0.44 0.10; 0.77 56.9 0.47 0.04; 0.89 60
Treatment phase 0.13 0.56
Untreated 11 453 447 0.34 0.14;0.54 61.2 0.33 0.09; 0.57 65.3
Recurrent 2 23 22 0.07 -0.22; 0.36 0 0.20 -0.20; 0.59 0
Treatment area 0.82 0.32




Partial mouth 6 115 109 0.26 -0.06; 0.58 50.2 0.47 0.08; 0.86 48.6
Full mouth 7 361 360 0.31 0.08; 0.50 68.7 0.23 -0.00; 0.47 62.4
Debridement method 0.10 0.05
SRP 12 462 455 0.32 0.14;0.51 58.1 0.35 0.15; 0.55 56.9
U/S 1 14 14 -0.08 -0.53; 0.37 - -0.45 -1.24; 0.34 -
Control group 0.71 0.75
SMD 10 414 413 0.27 0.07;0.48 62.5 0.28 0.06; 0.50 57.9
Placebo 3 62 56 0.37 -0.09; 0.82 61.2 0.39 -0.23; 1.01 63.2
Funding source 0.03 0.02
Commercial 6 310 308 0.16 0.03;0.30 0 0.11 -0.05; 0.26 0
Noncommercial 7 166 161 0.49 0.23; 0.76 52.4 0.53 0.21; 0.85 53.9




