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The baseline AL was used to determine the severity of periodontitis:AL of 1-2mm was
considered mild, 3-4mm was considered moderate, and >5mm was considered severe.
Criteria for determining the severity of periodontitis: The maximum value of the two labeled
data (AL-buccal/AL-lingual) was selected to determine the severity of periodontitis.

(1) Combined analysis of data from Beijing Stomatology Hospital,Cpital Medical University +
Department of Stomatology, Peking university Third Hosipital

The data from the DPSCs injection group of Beijing Stomatology Hospital(33 cases) and
the 1 x 107cells/case group of Peking university Third Hosipital(N=18 cases in the latter three
groups) were combined, totaling N=51 cases of subjects; the data from the saline injection
group of Beijing Stomatology Hospital(33 cases) and the saline injection group of Peking
university Third Hosipital(N=9 cases) were combined, totaling N=42 cases of subjects. The
statistical analysis was performed separately, and the statistical analysis indexes included AL
(mean of lingual and buccal); PD (mean of lingual and buccal); GR (mean of lingual and
buccal; BOP, TM, and the height of alveolar bone defects.

Between-group comparisons of the three groups were made for the DPSCs injection
group of 51 subjects grouped according to mild to moderate severity of periodontitis.
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1. Data merging analysis of Beijing stomatological hospital and Peking University Third Hospital

Table 1.1 Summary of periodontitis severity distribution

DPSCs injection (N=45) Saline injection (N=37)
Severity of periodontitis
Light 0 0
Moderate 9(14.3)54 3(7.0)
Severe (85.7) 40(93.0)

Program name: t 2 1.sas outputresult:t 2 1. RTF generation date: 2023-04-26 10:47
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1. Data merging analysis of Beijing stomatological hospital and Peking University Third Hospital


Table 1.2 Analysis of changes of relevant indicators in DPSCs injection group compared with saline injection group - grouped according to the severity of periodontitis

Moderate Severe
DPSCs injection Saline injection DPSCs injection Saline injection
(N=8) (N=3) (N=42) (N=35)
AL-The mean values of the labial and lingual sides
Baseline Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) 3.61(0.601) 3.83(0.289) 6.23 (1.393) 5.91 (1.377)
Median 4.00 4.00 6.00 5.25
Quartile 3.00,4.00 3.50, 4.00 5.50, 7.50 5.00, 7.00
Minimum, maximum 2540 3.5,4.0 3.5,9.0 4.0,10.5
Day 90 change from baseline ~ Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) -0.72(0.795) -0.67 (0.289) -1.49 (1.276) -1.00 (1.068)
Median -1.00 -0.50 -1.50 -1.00
Quartile -1.00,-0.50 -1.00, -0.50 -2.50, -0.50 -1.75, 0.00
Minimum, maximum -1.5,1.0 -1.0,-0.5 -4.5,2.0 -4.0,1.0
*DPSCs injection vs Saline injection 0.9105 0.0515
Day 180 change from baseline  Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) -0.56(0.950) -0.67 (0.289) -1.67 (1.508) -1.03 (1.310)
Median -1.00 -0.50 -1.50 -1.00
Quartile -1.00,-0.50 -1.00, -0.50 -2.50, -1.00 -1.50, 0.00
Minimum, maximum -1.5,1.0 -1.0,-0.5 -4.5,4.0 -5.0,2.0
*DPSCs injection vs Saline injection 0.8501 0.0338

Note: Light group data are not shown because there were no subjects in the Light group. 'NE' means it cannot be calculated.

*The Tukey Kramer test in the analysis of variance was used to calculate the p value of the difference between the least squares means of the two groups,'NC'indicates not calculated.

§ Using paired chi-square test (McNemar's test),# using chi-square test /fisher exact probability method to calculate whether there is a difference in the constituent ratio of BOP between the DPSCs group and the

saline control group.

| use of paired data Wilcoxon signed rank test calculation of every visit whether changes from baseline to 0 p values, | | said Wilcoxon rank and inspection is used to calculate DPSCs group with saline control

group p value of the relative baseline differences.
Program name: t 2 2.sas output result: t 2 2. RTF generation date: 2023-04-26 10:47
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Table 1.2 Analysis of changes of relevant indicators in DPSCs injection group compared with saline injection group - grouped according to the severity of periodontitis

Moderate

Severe

DPSCs injection

Saline injection

DPSCs injection

Saline injection

(N=R) (N=3) (N=42) (N=35)
PD-The mean values of the labial and lingual sides

Baseline Number of teeth (missing) 9 (0) 3(0) 54 (0) 40 (0)
Mean (SD) 3.61(0.601) 3.83 (0.289) 5.79 (1.294) 5.61 (1.146)
Median 2.00 2.00 3.00 2.50
Quartile 2.00, 2.00 1.50, 2.00 2.50, 3.50 2.50, 3.50
Minimum, maximum 1.0,2.0 15,20 0.5,4.5 2.0,4.0

Day 90 change from baseline  Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) -0.56 (1. 130) -0.83 (0.289) -1.57 (1.326) -1.06 (1.069)
Median -1.00 -1.00 -1.50 -1.00
Quartile -1.00, -0.50 -1.00, -0.50 -2.00, -0.50 -2.00, 0.00
Minimum, maximum -1.5,2.0 -1.0,-0.5 -6.0,1.5 -4.0,0.5
*DPSCs injection vs Saline injection 0.6913 0.0480

Day 180 change from baseline  Number of teeth (missing) 9 (0) 3(0) 54 (0) 40 (0)
Mean (SD) -0.67 (1. 118) -0.83 (0.289) -1.81 (1.490) -1.08 (1.289)
Median -1.00 -1.00 -2.00 -1.00
Quartile -1.50, -0.50 -1.00, -0.50 -3.00, -1.00 -1.50, -0.25
Minimum, maximum -1.5,2.0 -1.0,-0.5 -5.0, 3.0 -5.0,2.0
*DPSCs injection vs Saline injection 0.8092 0.0147

Note: Light group data are not shown because there were no subjects in the Light group. 'NE' means it cannot be calculated.
*The Tukey Kramer test in the analysis of variance was used to calculate the p value of the difference between the least squares means of the two groups,’NC'indicates not calculated.
§ Using paired chi-square test (McNemar's test),# using chi-square test /fisher exact probability method to calculate whether there is a difference in the constituent ratio of BOP between the DPSCs group and the

saline control group.

| use of paired data Wilcoxon signed rank test calculation of every visit whether changes from baseline to 0 p values, | | said Wilcoxon rank and inspection is used to calculate DPSCs group with saline control group
p value of the relative baseline differences.
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Table 1.2 Analysis of changes of relevant indicators in DPSCs injection group compared with saline injection group - grouped according to the severity of periodontitis

Moderate Severe
DPSCs injection Saline injection DPSCs injection Saline injection(
(N=8) (N=3) (N=42) N=35)
GR-The mean values of the labial and lingual sides

Baseline Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) 0.00 (0.000) 0.00 (0.000) 0.44 (0.805) 0.31(0.676)
Median 0.00 0.00 0.00 0.00
Quartile 0.00, 0.00 0.00, 0.00 0.00, 1.00 0.00, 0.50
Minimum, maximum 0.0,0.0 0.0,0.0 -1.5,3.0 -1.5,3.0

Day 90 change from baseline ~ Number of teeth (missing) 9 (0) 3(0) 54 (0) 40 (0)
Mean (SD) 0.06 (0. 167) 0.17 (0.289) 0.08 (0.657) 0.06 (0.483)
Median 0.00 0.00 0.00 0.00
Quartile 0.00, 0.00 0.00, 0.50 0.00, 0.00 0.00, 0.00
Minimum, maximum 0.0,0.5 0.0,0.5 -3.0,2.0 -1.0,2.0
*DPSCs injection vs Saline injection (0.4178 0.8658

Day 180 change from baseline Number of teeth (missing) 9 (0) 3(0) 54 (0) 40 (0)
Mean (SD) 0.22 (0.441) 0.17 (0.289) 0.12(0.726) 0.05 (0.336)
Median 0.00 0.00 0.00 0.00
Quartile 0.00, 0.00 0.00, 0.50 0.00, 0.50 0.00, 0.00
Minimum, maximum 0.0,1.0 0.0,0.5 -2.0,2.0 -0.5, 1.0
*DPSCs injection vs Saline injection (.8449 0.5709

Note: Light group data are not shown because there were no subjects in the Light group. 'NE' means it cannot be calculated.

*The Tukey Kramer test in the analysis of variance was used to calculate the p value of the difference between the least squares means of the two groups,' NC'indicates not calculated.

§ Using paired chi-square test (McNemar's test),# using chi-square test /fisher exact probability method to calculate whether there is a difference in the constituent ratio of BOP between the DPSCs group and the
saline control group.

| use of paired data Wilcoxon signed rank test calculation of every visit whether changes from baseline to 0 p values, | | said Wilcoxon rank and inspection is used to calculate DPSCs group with saline control
group p value of the relative baseline differences.

Program name: t 2 2.sas outputresult: t 2 2. RTF generation date: 2023-04-26 10:47
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Table 1.2 Analysis of changes of relevant indicators in DPSCs injection group compared with saline injection group - grouped according to the severity of periodontitis

Moderate

Severe

DPSCs injection

Saline injection

DPSCs injection

Saline injection(

(N=38) (N=3) (N=42) N=35)
Height of alveolar bone defect (mm)

Baseline Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) 1.42 (0.974) 1.20 (0.693) 2.51(1.283) 2.03 (1.460)
Median 0.80 1.60 2.25 1.65
Quartile 0.70, 2.20 0.40, 1.60 1.60, 3.20 1.10,2.45
Minimum, maximum 0.6,3.3 04,16 0.6,7.7 0.5,7.7

Day 90 change from baseline ~ Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) -0.13(0.374) -0.30 (0. 173) -0. 16 (0.383) -0.08 (0.314)
Median -0.10 -0.20 0.10 0.10
Quartile -0.10,0.10 -0.50, -0.20 -0.30,0.10 -0.30,0.10
Minimum, maximum -0.9,04 -0.5,-0.2 -1.4,05 -0.8,0.7
*DPSCs injection vs Saline injection (.4834 0.2519

Day 180 change from baseline Number of teeth (missing) 9(0) 3(0) 54 (0) 40 (0)
Mean (SD) -0.18 (0.335) -0.30 (0.265) -0.24 (0.471) -0.02 (0.348)
Median 0.10 -0.20 -0.20 0.00
Quartile -0.20,-0. 10 -0.60,-0. 10 -0.50,0.10 -0.15,0.15
Minimum, maximum -0.9,0.3 -0.6,-0.1 -1.7,0.6 -0.9,0.6
*DPSCs injection vs Saline injection (.5814 0.0147

Note: Light group data are not shown because there were no subjects in the Light group. 'NE' means it cannot be calculated.

*The Tukey Kramer test in the analysis of variance was used to calculate the p value of the difference between the least squares means of the two groups,'NC'indicates not calculated.
§ Using paired chi-square test (McNemar's test),# using chi-square test /fisher exact probability method to calculate whether there is a difference in the constituent ratio of BOP between the DPSCs group and

the saline control group.

| use of paired data Wilcoxon signed rank test calculation of every visit whether changes from baseline to 0 p values, | | said Wilcoxon rank and inspection is used to calculate DPSCs group with saline control
group p value of the relative baseline differences.
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Table 1.2 Analysis of changes of relevant indicators in DPSCs injection group compared with saline injection group - grouped according to the severity of periodontitis

Moderate Severe
DPSCs injection Saline injection( DPSCs injection Saline injection(
(N=38) N=3) (N=42) N=35)
BOP,n(%)

Baseline Bleeding 8 (88.89%) 3 (100.00%) 54 (100.00%) 38 (95.00%)
No bleeding 1(11.11%) 2 (5.00%)

Day 90 Bleeding 7(77.78%) 3(100.00%) 51 (94.44%) 38 (95.00%)
No bleeding 2 (22.22%) 3 (5.56%) 2 (5.00%)
§P value for comparison within groups 0.5637 NC 0.0833 1.0000
#DPSCs injection vs Saline injection 1.0000 1.0000

Day 180 Bleeding 6 (66.67%) 2 (66.67%) 49 (90.74%) 39 (97.50%)
No bleeding 3 (33.33%) 1(33.33%) 5(9.26%) 1(2.50%)
§P value for comparison within groups 0.3173 0.3173 0.0253 0.5637
#DPSCs injection vs Saline injection 1.0000 0.2156

TM,n(%)
Baseline No loosening 7 (77.78%) 3 (100.00%) 36 (66.67%) 34 (85.00%)

1 2 (22.22%) 15 (27.78%) 4 (10.00%)
1re 3(5.56%) 2 (5.00%)

Day 90 No loosening 8 (88.89%) 3 (100.00%) 42 (77.78%) 34 (85.00%)
I° 1(11.11%) 11 (20.37%) 4 (10.00%)
1r° 1 (1.85%) 2(5.00%)

Note: Light group data are not shown because there were no subjects in the Light group. 'NE' means it cannot be calculated.

*The Tukey Kramer test in the analysis of variance was used to calculate the p value of the difference between the least squares means of the two groups,'NC'indicates not calculated.

§ Using paired chi-square test (McNemar's test),# using chi-square test /fisher exact probability method to calculate whether there is a difference in the constituent ratio of BOP between the DPSCs group and
the saline control group.

| use of paired data Wilcoxon signed rank test calculation of every visit whether changes from baseline to 0 p values, | | said Wilcoxon rank and inspection is used to calculate DPSCs group with saline control
group p value of the relative baseline differences.

Program name: t 2 2.sas outputresult: t 2 2. RTF generation date: 2023-04-26 10:47
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Table 1.2 Analysis of changes of relevant indicators in DPSCs injection group compared with saline injection group - groupe d according to the severity of periodontitis

Moderate Severe
DPSCs injection Saline injection DPSCs injection( Saline injection
(N=8) (N=3) N=42) (N=35)
| P value for 1omparis0n within groups 1.0000 . 0.0557 1.0000
|| DPSCs injection vs Saline injection 0.5637 0.2001
Day 180 No loosening 9(100.00%) 3(100.00%) 49(90.74%) 34(85.00%)
° 4(7.41%) 4(10.00%)
I° 1(1.85%) 2(5.00%)
| P value for comparison within groups 0.5000 . 0.0015 1.0000
|| DPSCs injection vs Saline injection 0.3918 0.0182

Note: Light group data are not shown because there were no subjects in the Light group. 'NE' means it cannot be calculated.*The Tukey Kramer test in the analysis of variance was used to calculate the p value
of the difference between the least squares means of the two groups,'NC'indicates not calculated.§ Using paired chi-square test (McNemar's test),# using chi-square test /fisher exact probability method to
calculate whether there is a difference in the constituent ratio of BOP between the DPSCs group and the saline control group.| use of paired data Wilcoxon signed rank test calculation of every visit whether
changes from baseline to 0 p values, | | said Wilcoxon rank and inspection is used to calculate DPSCs group with saline control group p value of the relative baseline differences.Program name: t 2 2.sas
output result: t 2 2. RTF generation date: 2023-04-26 10:47

13. Statistical analysis for combined dataset (264)



	（6）Research implementation conditions
	1.Research personnel qualifications：
	2.Research institutions and facilities：

	（7）Participant inclusion and exclusion criteria and group assignment method
	3. Exit/withdrawal criteria：

	（8）Required number of cases
	（9）Subject management.
	(10) Subject motivation and compensation
	(11) Subject privacy and confidentiality
	(12) The use method, dose, time and course of stem cell preparations
	（13）Stem cell preparation management
	(14) Criteria for discontinuation and termination of clinical studies
	(15) Efficacy evaluation criteria
	1. Safety evaluation index
	2.  Efficacy evaluation index
	Periodontal attachment level AL (PD+GR).
	(2) Secondary efficacy measures

	(16) Recording requirements for adverse events and reporting methods and treatment measures for serious adverse events
	1. Security Data Collection
	2. Adverse events (AE)
	3. Judgment of relevance of adverse events
	4. Anticipated adverse events and treatment plans
	5. Unexpected adverse events
	6. Serious adverse events (SAE)
	7. Important adverse events

	1. Introduction
	2. Objective
	3. Research Design
	4. Endpoint
	4.1. Efficacy evaluation indexes
	4.1.1. Key indexes
	4.1.2. Secondary indexes

	4.2. Safety indexes
	4.2.1. Adverse events

	4.3. Demographic information and baseline characte
	4.4. Combined medication

	5. Statistical Assumptions
	6. Analyze Data Sets
	7. Statistical Methods
	7.1. Statistical overall considerations

	Supplementary Appendix 2023-12-20 246
	Supplementary Appendix 2023-12-20 247
	Supplementary Appendix 2023-12-20 248
	Supplementary Appendix 2023-12-20 249
	Supplementary Appendix 2023-12-20 250
	Supplementary Appendix 2023-12-20 251
	Supplementary Appendix 2023-12-20 252
	Supplementary Appendix 2023-12-20 253
	Supplementary Appendix 2023-12-20 254
	Supplementary Appendix 2023-12-20 255
	Supplementary Appendix 2023-12-20 256

