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Supplementary Material S2: Search strategy and study selection. 

The searches from two recent systematic reviews (SRs) (Nibali et al. 2020, Jepsen et al. 2020) 

were used as starting point for this SR. All the studies enclosed in the two SRs were 

reconsidered according to the PICO criteria for this review.  

  

Intra-Bony Defect 

In the review of Nibali et al. 2020, 88 manuscript reporting data for 79 RCTs were included. 

Eight manuscript reported data on long term follow-up from included RCTs (Stravopolous 

2010; Sculean 2007b; Hoffmann 2016; Sculean 2007a; Moder 2012; Döri 2013a; Döri 2013b; Mengel 

2006). These manuscripts were excluded from this review. The study of Nevins et al. 2013 was 

excluded as the data were reported on graphs and was not possible to retrieve the data 

expressed as mean and SD. The manuscript of Tonetti et al. 2004b reported data on post-

operative healing and patient discomfort and was excluded also. (For the references see Nibali 

et al. 2020) 

Thus, a total of 78 RCTs from those included in Nibali et al. 2020 were included in this SR. 

Then, the list of excluded full-text from Nibali et al. 2020 was checked for additional title. Two 

articles were added from those excluded (Abu-Ta'a 2016; Eickholz 2014). 

Finally, the electronic and hand searches used in Nibali et al. 2020 were updated from 

31/01/2019 to 20/11/2020. 

From the new research update 10 manuscript were selected to be evaluated full text according 

to the eligibility criteria for this SR: 

- Four were excluded (Corbella 2019 – Not RCT; Kothiwale 2019 – less than 10 defects 

per group; Xu 2019 – Unclear defect definition; Sànchez 2020 Not RCT) 

- Six were included in this systematic review (Aslan 2020; Lee 2019; Mazzonetto 2020; 

Paolantonio 2020; Pietruska 2020; Aoki 2020) 

At the end of this process a total of 86 RCTs treating IDs with a regenerative approach were 

included in this SR. 

 

Furcation Involvement 

The 19 RCTs included in Jepsen et al. 2020, were all included in this SR. 



The list of excluded full-text from Jepsen et al. 2020 was check but no additional titles were 

find.  

The electronic and hand searches used in Jepsen et al. 2020 were updated from 01/12/2018 to 

20/11/2020. 

From the new research update 4 manuscript were selected to be evaluated full text 

according to the eligibility criteria for this SR. However, no manuscripts meet the inclusion 

criteria for this SR. (Bevilacqua 2020; less than 10 patients for group; Djurkin 2019, Courval 

2020 and Shah 2019 less than 12 months follow-up) 

At the end of this process a total of 19 RCTs treating FI with a regenerative approach were 

included in this SR. 
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Supplementary Material S4: Flow Chart diagram (modified from PRISMA). 
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Supplementary Material S5: Risk of bias. 

 



Supplementary Material S6: Forest plots of single-arm meta-analyses and meta-regression 
models using AB as factor in intrabony defects. 

PPD reduction forest plot 

 



PPD reduction model results 
 

Covariate Level  Study 
arms  

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   4.553 4.346 4.759 0.105 < 0.001   
AB AB+ 82      
 AB- 32 -0.908 -1.302 -0.514 0.201 < 0.001   
Omnibus 
p-Value 

      0.000 

 
PPD reduction adjusted means 
 

Level  Study arms Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

AB+ 82 4.553 4.346 4.759 0.105 
AB- 32 3.644 3.309 3.980 0.171 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



CAL gain forest plot 

 



CAL gain model results 
 

Covariate Level  Study 
arms  

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   3.710 3.499 3.921 0.108 < 0.001   
AB AB+ 82      
 AB- 32 -0.919 -1.322 -0.516 0.206 < 0.001   
Omnibus 
p-Value 

      0.000 

 
CAL gain adjusted means 
 

Level  Study arms Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

AB+ 82 3.710 3.499 3.921 0.108 
AB- 32 2.791 2.448 3.135 0.175 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



Bone gain forest plot 

 

 

 

 

 
 
 



Bone gain model results 
 

Covariate Level  Study 
arms  

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   3.262 2.976 3.548 0.146 < 0.001   
AB AB+ 39      
 AB- 15 -1.076 -1.627 -0.525 0.281 < 0.001   
Omnibus 
p-Value 

      0.000 

 
Bone gain adjusted means 
 

Level  Study arms Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

AB+ 39 3.262 2.976 3.548 0.146 
AB- 15 2.187 1.716 2.657 0.240 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  



Supplementary Material S7: Meta-regression using AB as factor in intrabony defects for 
the EMD subgroup. 

PPD reduction model results 
 

Covariate Level  Study 
arms 

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   4.372 3.919 4.825 0.231 < 0.001   
AB AB+ 15      
 AB- 13 -0.984 -1.650 -0.318 0.340 0.004 
Omnibus 
p-Value 

      0.004 

 
PPD reduction adjusted means 
 

Level  Study arms  Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

AB+ 15 4.372 3.919 4.825 0.231 
AB- 13 3.388 2.900 3.876 0.249 

 

CAL gain model results 
 

Covariate Level  Study 
arms  

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   3.593          3.060          4.126          0.272      <0.001   
AB AB+ 15      
 AB- 13 -0.980     -1.766         -0.193         0.401       0.015    
Omnibus 
p-Value 

      0.015 

 
CAL gain adjusted means 
 

Level  Study arms  Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

AB+ 15 3.593          3.060          4.126          0.272      
AB- 13 2.613 2.035 3.192 0.295 

 
 
 
 
 
 
  



Supplementary Material S8: Meta-regression using AB as factor in intrabony defects for 
the Graft +/- GTR-R subgroup. 

PPD reduction model results 
 

Covariate Level  Study 
arms 

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   4.189 3.799 4.578 0.199 < 0.001   
AB AB+ 23      
 AB- 10 -0.219 -0.941 0.504 0.369 0.553 
Omnibus 
p-Value 

      0.553 

 
PPD reduction adjusted means 
 

Level  Study arms Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

AB+ 23 4.189 3.799 4.578 0.199 
AB- 10 3.970 3.361 4.578 0.310 

 

CAL gain model results 
 

Covariate Level  Study 
arms 

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   3.192        2.783        3.601          0.209     <0.001   
AB AB+ 23      
 AB- 10 -0.154 -0.908  0.599    0.384 0.688   
Omnibus 
p-Value 

      0.688 

 
CAL gain adjusted means 
 

Level  Study arms  Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

AB+ 23 3.192        2.783        3.601          0.209     
AB- 10 3.038 2.405 3.671 0.323 

 

 

 

 

  



Supplementary Material S9: Meta-regression using AB type as factor in intrabony defects. 

PPD reduction model results 
 

Covariate Level  Study 
arms  

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   4.717 4.456 4.978 0.133 < 0.001   
AB Type Penicillin 55      
 Tetracycline 17 -0.252 -0.792 0.288 0.276 0.360 
Omnibus 
p-Value 

      0.360 

 
PPD reduction adjusted means 
 

Level  Study arms Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

Penicillin 55 4.717 4.456 4.978 0.133 
Tetracycline 17 4.465 3.992 4.937 0.241 

 

CAL gain model results 
 

Covariate Level  Study 
arms 

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   3.924 3.688  4.161    0.121 <0.001   
AB Type Penicillin 55      
 Tetracycline 17 -0.240 -0.730   0.250 0.250 0.338 
Omnibus 
p-Value 

      0.338 

 
CAL gain adjusted means 
 

Level  Study arms  Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

Penicillin 55 3.924 3.688  4.161    0.121 
Tetracycline 17 3.685 3.255 4.114 0.219 

 

 

 

 

  



Supplementary Material S10: Meta-regression using AB type as factor in furcation 
defects. 

PPD reduction model results 
 

Covariate Level  Study 
arms  

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   1.889 1.427 2.350 0.235 < 0.001   
AB Type Penicillin 12      
 Tetracycline 9 0.341 -0.362 1.045 0.359 0.342 
Omnibus 
p-Value 

      0.342 

 
PPD reduction adjusted means 
 

Level  Study arms Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

Penicillin 12 1.889 1.427 2.350 0.235 
Tetracycline 9 2.230 1.699 2.761 0.271 

 

CAL gain model results 
 

Covariate Level  Study 
arms  

Coefficients Lower 
bound  

Upper 
bound  

Std. 
error  

p-
Value 

Intercept   1.304 0.852 1.757 0.231 <0.001   
AB Type Penicillin 10      
 Tetracycline 9 0.313 -0.338 0.964 0.332 0.346 
Omnibus 
p-Value 

      0.346 

 
CAL gain adjusted means 
 

Level  Study arms  Adjusted 
Means 

Lower 
bound  

Upper 
bound  

Std. error  

Penicillin 10 1.304 0.852 1.757 0.231 
Tetracycline 9 1.617 1.149 2.086 0.239 

 

 

 

 
 


