Supplementary Table 3. Publications with reported inter-group significance of adverse events

Publication and Intervention and No. . . -
study design Comparator Subjects Main AE outcome Statistical Significance
Delmopinol hydrochloride 53 Toothstaining20% 3
Lang(1998)® 2.0mg months;16% 6 months Significant differences between placebo and
Randomized parallel Placebo 50 No AE delmopinol (p<0.01) and placebo and CHX
double blind I Toothstaining 3 months (p<0.001)
CHX digluconate 2.0 mg 53 69%: 6 months 88%
tongue numbness 12; oral
mucosa desquamation 3;
Yeung (1995)% Delmopinol 2 mg/mI HCL 22 burning sensation 1; taste A . .
Double-blind parallel loss1: alteredtaste3: oral L\:?As\llgmf;%aggdlfferences between groupsin
with 2 arms ulcer 2 (p>0.05)
oral mucosa desquamation 1;
Placebo 25 oral ulcer 4; sore gums 2
- Tongue staining: significant differences
0 0,
Bascones (2005)™ 0.12% CHLX +0.05% NaF 30 Tongue staining3 between the treatments (p=0.0141). During the
Double masked 0.12% CHX 30 Ton (aining5 treatment with CHX-CPC, the frequency of
ouble maske e ongue staining tongue staining was greater than that observed
crossover with 3 phases : — with CHX-NaF (p=0.0078) and CHX
CHX+0.05% CPC chloride 30 Tongue staining 12 (p=0.0467) '
125 ppm F from americium
fluoride and 125 ppm F from
Brecx (1993)® stannous fluoride, 5.0% 9 - Placebo: less staining than active groups
Tripleblindparallel | 2coholand0.025% Teethstainingas <0.001). CHX groups: atall time point
ra::goem' Igd parere aspartame discoloration index ﬂ? he.rsta)'.n'n thg;r??F%rad: r;mepcllg 801
1z 0.2% CHX digluconate and 10 9 ining uoride group (p<0.001) .
5.0% alcohol
PTacebo 12
=3 3
glindm?n(i;gc?s) bl 0.1% stannous flouride 2/ Toothstaining by Lobene No significant differences between groups
ancomized double- Placebo 28 index (p>0.05)
blind
Toothstaining (as % of tooth
Americium fluoride/ 15 with no visible staining) o
Horwitz (2000)® stannous fluoride AmF/SnF2 3weeks—0.47 +0.21 At 3 weeks —significant (p=0.025), at 6 weeks
: 12 weeks—0.72 £0.19 —not significant (p>0.05) differences between
Parallel double blind groups
3weeks—1.12+0.19
0,
0.12% CHX 7 6 weeks— 0.60 +0.13
0.2% CHX gluconate 16 Oralitching5 oral soreness 4
63 0, 1 0,
Kumar (2013) 0.03%triclosan +0.025 /‘; Oralitching8 No significant difference between the three
Randomized parallel sodium fluoride NaF +12% 16 Aphthous ulcer 4
double blindwith 3 ethyl alcohol phthous uicer ”Cer?.t ments fg: thteoicg;regcegga;d?verse events
i-squaredtest =1.95; P =0.
arms 0.2% CHX +0.3%triclosan (Cht-ss )
+0.3% NaF +0.09% Zn 16 Oralitching5 dryness 4
chloride ZnCl ,
Duss (2010)"® 0.0SbQHX/herbal extract 23 At weeks 4 and 12, more staining in the control
: combination L - aroup (p<0.05and p<0.001, respectively). A
sw;.at?]dgr;rlnz;d parallel Stainingby Lobene index higher risk for staining in the control group
0.1%CHX 22 (crude OR: 2.3:1,95%Cl: 1.3t04.4, p<0.01).
EO 34 At3 and 6 m_onths, significantly more gingival
Charles (2004)" region stain in the EO group (p<0.05) andthe
: - Toothstaining by Lobene CHX group (p<0.001) compared with the
0,
R:Pa?%T'ZEd blind 0.12% CHX 36 extrinsic tooth stain index control group; at both examinations, the level
P =9 alcohol 28 of stain in the CHX group was significantly
balcoho

greater (p<0.001) than that in the EO group.




Teethstaining 1™ week: 2/23
in Incisal, 9/23 in approx,
2/23 in gingiva; 2" week:
6/24 in Incisal, 15/24 in

0.2% CHX+ADS 24 I No significant differences between the two
f;rs)t[\)l\rlé);l(,%ﬁ:lglir\]/g;nglva treatments for any of other than staining
: S variables.
inflammation 35%; oedema :
Cortellini (2008)% 35%; mucosal irritation 1.0% /:itq\rl\nlee%kt:t’i;?t):\;r?lizidcg%?rscllsggt)l(yiﬁ?lI the
i ST .
Crossoverand2 arms I;fztz ?rtmaler:;Tgall 2\872(e£|1(in evaluated areas of the dentalsurfaces (odds
14/241 e o ratio (OR)=0.083p<0.0001 in the incisal area,
\i/%grkq)iélzs inITng(‘TSgllvgé/Z:B OR=0.036 p<0.0001 in the approximal area
0.2% CHX 24 in approx, 12/23in gin'giva and OR=0.065 p<0.0001 in the gingival area)
1% week: gingival
inflammation 21%; oedema
42%; mucosal irritation 1.0%
0.12% alcohol free CHX 10 Brown hairy tongue: 80%
Eldridge (1998)% . ] The CHX groups had significantly more AE
Parallel 3 arms EO 1 Brown hairy tongue: 9.10% (p<0.05)thanthe EO group.
0.12% CHX 11 Brown hairy tongue: 54.50%
Teethstaining increased from
30.4%to 45.2%, mucosal
0, il
Ernst (1998)* 0.2% CHX Gluconate 65 irritation 1.5%, taste change No sianificant diff in teeth staini
Parallel randomized 2 27.60% be?vsvle?:r: 'fgﬂ S' erences In teethstaining
arms Teethstaining increased from groups.
0.1% CHX 65 34.2%to 48.4%, taste change
18.40%
HX Significant differences (p=0.0056) when all
c 30 three groups compared. When CHX and
Hexatidine group compared, significant
Ernst (2005)%® difference (p=0.0035) after 4 weeks, but not
Parallel randomized Hexatidine 30 Teethstainingas significant (p=0.757) after 14 days.
double-blind with 3 Discoloration index When CHX and placebo were compared,
arms significant differences after 14 days (p=0.015)
and 4 weeks (p=0.0001). No sign differences
Placebo 30 when placebo and CHX were compared at 14
days (p=0.1464) or 4 weeks (p=0.1262)
0.05% CHX - Toothstaining tendency towards statistical
Escribano (2010) digluconate+0.05% 25 gg&tﬁf?&gw‘? 1:1 4 significance (p=0.07). Thesame occurred for
! ( ) CPC+otheringredients g 9 the burning feeling of themouth, (p=0.08). No
Parallel 2 arms R A
Placebo 29 Toothstaining4 significant differences between groups forany
Burning feelingo 4 of the other patient-centred variables
All subjective side effects. significantly higher
frequenciesin the test group comparedto the
0.2% CHX 40 placebo, except for pain and pruritus.
. . Significant differences in the results for the rest
67
S;:gﬁgl(zz(g?rgl :urgret;%us side effects of the oral mucosa in the test aroup compared
P to the placebo aroup. Sianificantdifferences
between the testand placebo aroups for
Placebo 40 discolorations oftongue and tooth surfaces ( XZ
and Fisher exact tests)
- —G —
Zt;;/: gj&ia é’e()(,)g{gfr:'ve)’ For all stain areas thedifferences between
0.12% CHX+NaF 51 - SUo) ’ groups were significant (p<0.001).
. o intensity 1.03 (buccal), 1.06 S L
Jenkins (1993) ; . For stain intensity differences between groups
- (lingual); soreness 2 L
Double blinded parallel Stain area: 4% (objective) were significant (p<0.001).
randomized 14% b'. i 'Jt - Sorenessand tingling not significant; for taste
Placebo 51 149% (subjective); stain change, significant (p<0.05) change (Mann-
intensity 0.14 (buccal), 0.42 Whitney test)
(lingual); soreness 1 &
LeyesBorrajo (2002) | 0.12% CHX +Alcohol 30 Toothstaining 27 Sianifi .
. - — t differences between groups found
Double blind 3 parallel 0.12 CHX without alcohol 27 Toothstaining 30 gnifican . '
groups Placebo 39 Chi square test of independence, p<0.05




Toothstainingas 1=nostain,

%0 Alcohol based 0.1% CHX 10 = = i
Olsson (2012) cohotbase 0 2=spots, 3=abundantstain. | Ay gitterences between aroups were non-
Randomized double- Patientassessment of change significant (Mann-Whitney test)
blind crossover Alcohol free 0.12% CHX 10 lsrgct)?:te andsmarting by VAS
CHX 0.12 %alcohol, CHX
. 2001 0.29%0.05% CPC, CHX 16 Toothstaini
Quirynen (2001) 0.12 % sodium fluoride cothstaining (mean No significant differences between groups
Double-blind, 0.05% Quigley and Hein score) (p>0.75)in all cases
randomised, crossover remained low ’
CHX 0.2 % alcohol 16
Oral itching25%oral
0.2% CHX 24 soreness 29% burning 8%
Santhosh (2010)* ulcer 20% dryness 16% o _
S?Qéicirrryszseod\g?uble Oral itching 4% oral soreness No significant differences
CHX+NaF+znCI2 24 25% burning 4% ulcer 12.5%
dryness 29%
17
O (00 oupje. | 0:05% CHX +0.05%CPC 17 | Toothstaining
blind prospe’ctive Significant difference in intensity of staining
place’bo-controllea, Placebo 16 Toothstaining (p=0.02, Mann-Whitney test) between groups.
parallel
P 55 0, 1
g?g:sgz\?elrlr;ndomized CHX0.2% with ADS 15 Teethstainin Significant less tooth staining with the test
double masked CHX0.2% 15 ’ group (p <0.01)
teeth staining 4 weeks: 17; 8
0.06% CHX+0.025% 39 weeks: 18
NaF+Alcohol tongue staining 4 weeks: 12;
8 weeks: 18
teeth staining 4 weeks: 9; 8
weeks: 21
0.06% CHX+0.025% NaF 39 t80n9UE st;|2n|n94week5: 115 | No sianificant differences between groups for
. WeeKs: discoloration ofthe tonque.
19 . . . .
i(lnnl}rrgf:n(szoe}r?llel blind gastrointestinal infection 1 For tooth staining significant more occurrences
randomizeg teeth staining 4 weeks: 18;8 | in thethreerinsingaroupswhen comparedto
. ) weeks: 25 the negative control (P<0.001, Chi square
%2?{8%?52%@25& 37 tongue staining 4 weeks: 16; | t€st)-
e 8 weeks: 23
gastrointestinal infection 4
teeth staining 4 weeks: 3; 8
. . . weeks: 8
Only brushingtwice daily 40 tongue staining 4 weeks: 8; 8
weeks: 14
Costa (2012)'° 0.07 %CPC 35 Sianificant hiaher levels of stainina observed
parallel with 2 Staining by Lobene index in the test aroup after3 (p =0.007) and
arallelwith 2 arms Placebo 32

6 months (p <0.001)

AE: adverse events; CHX: Chlorhexidine; EO: Essential Qils; CPC: CetylIPyridinium Chloride; ADS: anti
discoloration system




