Table S1. Frequency of adverse events by study group. 

	Adverse Event
	IPT (n=32)
	MPT (n=31)
	p value

	Acute myocardial infarction (non-fatal)
	0 (0%)
	1 (3.2%)
	0.313

	Respiratory infection
	1 (3.1%)
	3 (9.7%)
	0.301

	Urinary infection
	2 (6.3%)
	0 (0%)
	0.150

	COPD exacerbation
	1 (3.1%)
	1 (3.2%)
	1.000

	Tooth/Implant infection
	1 (3.1%)
	1 (3.2%)
	1.000

	Tooth fracture
	0 (0.0%)
	1 (3.2%)
	0.313


IPT, Intensive Periodontal Therapy; MPT, Minimal Periodontal Therapy; COPD, chronic obstructive pulmonary disease 

Table S2. Medication use at baseline by study group (n=63)

	Medication Type
	IPT (n=32)
	MPT (n=31)
	p value

	β-blockers
	8 (25.0%)
	6 (19.4%)
	0.739

	Diuretic
	6 (18.8%)
	8 (25.8%)
	0.183

	ACE inhibitors
	12 (37.5%)
	10 (32.3%)
	0.759

	Calcium channel blockers
	12 (37.5%)
	10 (32.3%)
	0.759

	Angiotensin-II blockers
	10 (31.3)
	6 (19.4%)
	0.511

	Acetylsalicylic acid
	8 (25.0%)
	12 (38.7%)
	0.372

	Anticoagulants
	4 (12.5%)
	6 (19.4%)
	0.570

	Statins
	20 (62.5%)
	23 (74.2%)
	0.519

	Lipid-lowering medications other than statins
	4 (12.5%)
	6 (19.4%)
	0.570

	Metformin
	20 (62.5%)
	13 (41.9%)
	0.303

	Insulin 
	12 (37.5%)
	8 (25.8%)
	0.520

	DPP-4 inhibitors (Gliptins)
	2 (6.25%)
	4 (12.9%)
	0.505

	α-glucosidase inhibitors
	0 (0%)
	2 (6.5%)
	0.294


IPT, Intensive Periodontal Therapy; MPT, Minimal Periodontal Therapy; ACE, Angiotensin Converting Enzyme; DPP, dipeptidyl peptidase-4 inhibitors.

Table S3. Total anaerobic counts and counts of target periodontal pathogens in natural log of colony-forming units (CFUs) at baseline, 3 and 6 months after therapy by study group.
	
	Group
	Baseline (BL)
	3 Months (3M)
	6 Months (6M)

	
	
	Mean (SD)
	p value
	Mean (SE)
	Δ3M (95% CI)
	pa value
	Mean (SE)
	Δ3M (95% CI)
	pa value

	Total anaerobic counts
	
	
	
	
	
	
	
	
	

	
	IPT
	14.2 (5.1)
	0.854
	10.3 (1.1)*
	2.2 (-1.2, 5.7)
	0.203
	10.2 (1.1)*
	2.9 (-0.4, 6.3)
	0.083

	
	MPT
	15.4 (1.4)
	
	13.1 (1.2)
	
	
	13.8 (1.1)
	
	

	A. actinomycetemcomitans
	
	
	
	
	
	
	
	
	

	
	IPT
	0.9 (2.8)
	0.083
	0.0 (0.0)
	0.3 (-0.5, 1-0)
	0.490
	0.1 (0.1)
	0.0 (-0.1, 0.2)
	0.622

	
	MPT
	0.0 (0.0)
	
	0.4 (0.4)
	
	
	0.0 (0.0)
	
	

	P. gingivalis
	
	
	
	
	
	
	
	
	

	
	IPT
	11.3 (5.7)
	0.477
	3.8 (0.9)*
	6.9 (4.0, 9.9)
	<0.001
	4.5 (1.0)*
	6.6 (3.5, 9.6)

	<0.001

	
	MPT
	13.3 (2.1)
	
	11.8 (1.0)
	
	
	11.8 (1.1)
	
	

	P.intermedia
	
	
	
	
	
	
	
	
	

	
	IPT
	10.3 (5.1)
	0.786
	4.2 (1.0)*
	5.7 (2.9, 8.5)
	<0.001
	6.2 (1.0)*
	3.1 (0.3, 6.0)

	0.031

	
	MPT
	11.2 (3.7)
	
	10.3 (1.0)
	
	
	9.9 (1.0)
	
	

	T. forsythia
	
	
	
	
	
	
	
	
	

	
	IPT
	6.7 (6.3)
	0.795
	0.3 (0.3)*
	5.7 (3.2, 8.2)

	<0.001
	2.4 (0.8)*
	3.1 (0.2, 6.0)

	0.035

	
	MPT
	6.3 (6.1)
	
	6.1 (1.3)
	
	
	5.2 (1.3)
	
	

	P. micra
	
	
	
	
	
	
	
	
	

	
	IPT
	2.0 (4.6)
	0.669
	1.4 (0.7)
	0.3 (-1.9, 2.6)
	0.767
	0.3 (0.3)
	0.9 (-0.3, 2.0)

	0.138

	
	MPT
	1.3 (3.4)
	
	1.8 (0.9)
	
	
	0.7 (0.5)
	
	

	F. nucleatum
	
	
	
	
	
	
	
	
	

	
	IPT
	8.0 (5.6)
	0.286
	6.4 (0.9)
	2.7 (-0.2, 5.6)

	0.069
	6.1 (0.9)
	0.9 (-2.2, 3.9)

	0.586

	
	MPT
	10.0 (4.1)
	
	9.4 (1.1)
	
	
	8.3 (1.2)
	
	

	C. rectus
	
	0.2 (1.1)
	
	
	
	
	
	
	

	
	IPT
	1.1 (3.4)
	0.264
	0.7 (0.5)
	0.5 (-1.1, 2.1)

	0.548
	1.0 (.0)
	-0.9 (-2.1, 0.2)

	0.124

	
	MPT
	
	
	0.9 (0.6)
	
	
	0.0 (0.0)
	
	

	E. corrodens
	
	
	
	
	
	
	
	
	

	
	IPT
	1.9 (4.2)
	0.711
	1.2 (0.6)
	1.3 (-0.7, 3.2)

	0.199
	1.2 (0.6)
	2.1 (-0.2, 4.5)

	0.076

	
	MPT
	2.4 (4.7)
	
	2.4 (0.9)
	
	
	3.3 (1.0)
	
	

	Capnocytophaga spp.
	
	
	
	
	
	
	
	
	

	
	IPT
	1.3 (3.5)
	0.874
	1.0 (0.6)
	0.7 (-1.3, 2.7)

	0.476
	1.2 (0.6)
	-1.0 (-2.4, 0.5)

	0.187

	
	MPT
	1.7 (4.1)
	
	2.0 (0.8)
	
	
	0.4 (0.4)
	
	


Baseline data are mean (SD). Data at 3 and 6-month visits are unadjusted mean and standard error (SE). pa values are for the adjusted Δ values (Δ3M and Δ6M), that are adjusted for baseline values, age, sex, smoking habit and BMI. * Intra-group significant difference when compared to baseline (p<0.05). IPT, Intense Periodontal Therapy; MPT, Minimal Periodontal Therapy; CI, confidence intervals.
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Table S4. Proportions (%) of target periodontal pathogens at baseline, 3 and 6 months after therapy by study group.

	
	Group
	Baseline (BL)
	3 Months (3M)
	pa value intra-group
	6 Months (6M)
	pb value intra-group

	
	
	Mean
	SD
	p value
	Mean
	SD
	p value
	
	Mean
	SD
	p value
	

	A. actinomycetemcomitans
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	0.1%
	0.3
	0.217
	0.0%
	0.0
	0.333
	0.215
	0.0%
	0.0
	0.486
	0.215

	
	MPT
	0.0%
	0.0
	
	0.1%
	0.5
	
	0.326
	0.0%
	0.0
	
	-

	P. gingivalis
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	15.6%
	18.4
	0.323
	1.7%
	4.0
	<0.001
	<0.001
	1.6%
	2.9
	<0.001
	<0.001

	
	MPT
	20.5%
	18.8
	
	18.7%
	20.9
	
	0.624
	20.5%
	21.0
	
	0.999

	P.intermedia
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	5.5%
	7.5
	0.696
	3.9%
	8.5
	0.487
	0.501
	2.7%
	5.2
	0.253
	0.085

	
	MPT
	6.3%
	7.5
	
	5.8%
	8.0
	
	0.671
	4.6%
	6.3
	
	0.191

	T. forsythia
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	2.6%
	4.6
	0.980
	0.1%
	0.3
	0.007
	0.007
	0.8%
	1.6
	0.029
	0.021

	
	MPT
	2.6%
	5.1
	
	2.5%
	5.1
	
	0.884
	2.6%
	4.5
	
	0.999

	P. micra
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	2.7%
	11.1
	0.229
	1.1%
	3.9
	0.594
	0.464
	0.1%
	0.5
	0.379
	0.217

	
	MPT
	0.2%
	0.5
	
	2.1%
	7.5
	
	0.196
	0.0%
	0.2
	
	0.232

	F. nucleatum
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	2.0%
	4.1
	0.090
	3.2%
	5.9
	0.881
	0.350
	2.3%
	4.1
	0.285
	0.738

	
	MPT
	4.1%
	5.0
	
	3.8%
	4.9
	
	0.817
	5.9%
	13.8
	
	0.497

	C. rectus
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	0.0%
	0.0
	0.106
	0.7%
	3.4
	0.355
	0.282
	0.9%
	3.4
	0.187
	0.170

	
	MPT
	0.2%
	0.6
	
	0.1%
	0.3
	
	0.414
	0.0%
	0.0
	
	0.118

	E. corrodens
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	0.3%
	1.0
	0.478
	0.2%
	0.6
	0.910
	0.518
	0.1%
	0.4
	0.110
	0.521

	
	MPT
	0.7%
	3.2
	
	0.3%
	1.0
	
	0.327
	0.6%
	1.4
	
	0.683

	Capnocytophaga spp.
	
	
	
	
	
	
	
	
	
	
	
	

	
	IPT
	0.2%
	0.5
	0.558
	0.5%
	1.8
	0.303
	0.306
	0.8%
	2.2
	0.104
	0.254

	
	MPT
	0.3%
	0.8
	
	0.2%
	0.7
	
	0.446
	0.0%
	0.0
	
	0.144


p values derived from ANCOVA analyses considering time and group as factor variables and respective baseline values as covariates. pa, p value for the intra-group comparison BL-3M;  pb, p value for the intra-group comparison BL-6M;  IPT, Intense Periodontal Therapy; MPT, Minimal Periodontal Therapy

