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Supplementary Table 1. Search strategy.

Data source Search terms

PubMed #1 stem cells [Title/Abstract]

#2 progenitor cells [Title/Abstract])

#3 hematopoietic stem cells [Title/Abstract]

#4 mesenchymal stem cells [Title/Abstract]

#5 bone marrow mononuclear cells [Title/Abstract]
#6 cell therapy [Title/Abstract]

#7 #1 OR #2 OR #3 OR #4 OR #5 OR #6

#8 diabetes [Title/Abstract]

#9 hyperglycemia [Title/Abstract]

#10 #8 OR #9

#11 #7 AND #10 filters: clinical trial

Embase #1 “stem cells’: ti, ab

#2 ‘progenitor cells’: ti, ab

#3 ‘hematopoietic stem cell’: ti, ab

#4 ‘mesenchymal stem cell’: ti, ab

#5 ‘bone marrow derived stem cell’: ti, ab
#6 “cell therapy’: ti, ab

#7 #1 OR #2 OR #3 OR #4 OR #5 OR #6
#8 “diabetes’: ti, ab

#9 ‘hyperglycemia’: ti, ab

#10 #8 OR #9

#11 #7 AND #10

#12 #11 AND (‘clinical trial'/de OR 'clinical trial (topic)'/de) AND ‘article'/it

The Cochrane

Library #1 (diabetes):ti, ab, kw OR (hyperglycemia):ti, ab, kw (Word variations have been

searched)

#2 (stem cells):ab OR (hematopoietic stem cells):ti, ab, kw OR (mesenchymal
stem cells):ti, ab, kw OR (bone marrow mononuclear cells):ti, ab, kw AND (cell
therapy):ti, ab, kw (Word variations have been searched)

#3 #2 AND #1 in Trials

ClinicalTrials.gov “diabetes” AND “stem cells” |studies with Results
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Supplementary Table 2. Results of the Downs and Black methodological quality assessment.

Items
Study
1|23 |als |e|7|8|o]w |* h2a |2|14 1516 |27 |18 |19 |20 |20 |22 |28 |24 |25 |26 |27 |I®
1 Bl Score

ve2017 [ 1|1 |1 |1|1 |1|1]of1]o o110 o1 1 1 e |1 o o |o 0 o |1 5 20
Dsdio Jafa s fafa |afofa|xfo |ofafafo [of2 |1 |2 [& |0 |o [2 |0 |o [0 |21 |5 20
ggfgg 111 f1]o|1]1|of1]1 ol1]1]o o1 1 1 o |1 1 1 0 0 o |1 5 2
Lionz | 1|2 |2 2|1 |afal2]|1]2 o110 [of1 1 1 o |1 1 o |o |o e |1 5 23
Gu2o1z |1 |1 |1 |21f1 |1|2]2]a]o ol1|1]o0 o1 1 1 o |1 0 0 0 0 o |1 5 21
gg"i‘('fk' 112 f2]o|2]2l2f2]o o110 0|1 1 1 ¢ |1 0 1 0 0 0 |1 4 20
gggg“ C N R T T T T O I I o110 0|1 0 1 e |1 1 0 0 0 o | o 5 20
Voltarell a a

N O I T T T T T O R I o110 [of1 0 1 0 1 o |o [o |o 0 1 5 20
gg{'js"" 11111 |1]1)l1fo]o ol1]1]o 0|1 1 1 o |1 1 o |1 0 o |1 5 2
Hu2013 | 1| 2|2 [2]o [ofola|2a]|o [ofl1]|1]2 1] 1 1 1 o0 |o [0 |1 1 1 e |1 5 22
%‘f;‘sa" I IO I T T T T O O O o111 o1 1 1 e |1 1 e |1 o o |1 5 25
Huz06 | 1| 2|2 2|2 [2fola|2a]|o [ofl21|2]o |[of1 1 1 e |o 1 1 1 0 e |1 5 22
ggi’t'_f' 11111 ]o]lol1|o]o o111 0|1 1 1 o |o 1 0 1 o |0 |1 5 20
%‘fg 11| a1 |afaf21|1]o o110 o1 1 1 o |1 1 1 0 0 e |1 3 21
Livzota | 1|22 2|1 joflalz|1]o ol1|1]o0 o1 1 1 o | o o |1 0 0 e |1 5 20
Biang 112 |11 |af2]2]1fo o|l1]1fo0 0|1 1 1 0 |1 1 1 0 0 0 |1 5 23
2011

%‘f;‘sa" I T R T T T O O o110 o1 1 1 o |1 1 o |o 0 o |1 4 2
wuz204 | 12 [ 2|2 |22 |2|a]2]|2fo Jo|z]|2]o |o]a1 1 1 o |1 o | o |1 0 e |1 5 2
?gfgsa" I N I T T T I O o111 o1 1 1 o |1 1 1 1 o | o |1 5 25
Huz2012 | 1| 2|2 2|1 Jofa|l1|1]2 o110 [of1 1 1 o |1 1 1 o |o e |1 5 23
sl bl afa e {afafafafa jofzf{2]o o|1 |1 |2 | |1 |0 |2 |0 o |0 |1 |5 23

Abbreviations: ltems 1-10: Reporting; ltems 11-13: External validity; Items 14-20: Internal validity — bias; ltems 21-26: Internal validity -

confounding (selection bias); ltems 27: Power.

0% Item was unable to be determined, scored 0
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Supplementary Table 3A. Results of sensitivity analysis of C-peptide levels in patients with

T1DM after BM-HSC therapy.

Study MD 95% CI p-value tau”2  I"2
All studies included (random effects model) 0.49 (0.24,0.74) <0.001 0.06 93%
Omitting D'Addio 2014 0.38(0.21,0.54) 0.16 0.01 42%
Omitting Snarski 2010 0.47 (0.20,0.74) <0.001 0.07 95%
Omitting Voltarelli 2007 0.46 (0.17,0.75) <0.001 0.07 95%
Omitting Ye 2017 0.53(0.25,0.81) <0.001 0.06 94%
Omitting Zhang 2012 0.56 (0.36,0.76)  0.04 0.02 64%

Supplementary Table 3B. Results of sensitivity analysis of HbAlc levels in patients with TIDM after

BM-HSC therapy.

Study MD 95% ClI p-value taur2 12
All studies included (random effects model) -4.11 (-5.11, -3.11) <0.001 0.79 88%
Omitting Couri 2009 4.54 (-5.38, -3.70) 0.10 0.32 56%
Omitting D'Addio 2014 -4.32 (-6.22, -2.41) <0.001 238 88%
Omitting Snarski 2010 -3.79 (-4.84, -2.74) <0.001 0.73 90%
Omitting Ye 2017 -3.98 (-5.25, -2.70) <0.001 101 91%

Supplementary Table 4A. Results of sensitivity analysis of C-peptide levels in patients

with T2DM after MSC therapy.

Study MD 95% CI p-value tau"2 1”2

All studies included (random effects model)  0.24 (-0.27, 0.76) 0.08 0.11 60%

Omitting Bhansali 2017 0.59 (0.06, 1.13) 0.58 0.00 0%
Omitting Jiang 2011 0.22 (-0.32, 0.76) 0.04 0.12 76%
Omitting Liu 2014 0.00 (-0.06, 0.07)  0.37 0.00 0%

© 2019. Zhang Y et al. Published online at http://www.aginganddisease.org/EN/10.14336/AD.2019.0421



http://www.aginganddisease.org/EN/10.14336/AD.2019.0421

SUPPLEMENTARY DATA

Supplementary Table 4B. Results of sensitivity analysis of C-peptide levels in patient
T2DM after BM-MNC therapy.

Study MD 95% CI p-value tau”2 I"2
All studies included (random effects model)  0.36 (0.08, 0.64) <0.001 0.07 81%

0.34 (-0.06, 0.73)  0.001 0.12 81%

Omitting Bhansali 2009

Omitting Bhansali 2014 0.29 (0.02,0.56) <0.001 0.06 82%

Omitting Bhansali 2017 0.47 (0.28, 0.66) 0.12 0.02 49%

Omitting Bhansali 2017 0.41(0.07,0.74) <0.001 0.08 84%

Omitting Wu 2014 0.34(-0.05,0.73) <0.001 012 85%

Supplementary Table 4C. Results of sensitivity analysis of HbAlc levels in patients with T2DM after MSC
therapy.

Study MD 95% ClI p-value taur2 12
All studies included (random effects model) -1.54 (-2.48, -0.61) <0.001 0.72 85%
Omitting Bhansali 2017 -1.89 (-2.70, -1.08) 0.06 031 64%
Omitting Hu 2016 -1.37 (-2.49, -0.25) 0.005 075 81%
Omitting Jiang 2011 -1.23 (-2.17, -0.29) <0.001 0.60 87%
Omitting Liu 2014 -1.72 (-3.03, -0.40) <0.001 1.13 90%

Supplementary Table 4D. Results of sensitivity analysis of HbAlc levels in patients with T2DM after BM-MNC

therapy.
Study MD 95% ClI p- taur2 12
value

All studies included (random effects model) -0.51 (-1.13,0.11) <0.001 0.53 90%
Omitting Bhansali 2009 -0.39 (-1.12, 0.33) <0.001 0.62 92%
Omitting Bhansali 2014 -0.65 (-1.28, -0.02) <0.001 0.44 88%
Omitting Bhansali 2017 -0.67 (-1.28, -0.06) <0.001 041 88%
Omitting Bhansali 2017 -0.60 (-1.28, 0.08) <0.001 054 91%
Omitting Hu 2012 -0.34 (-0.97, 0.29) <0.001 043 84%
Omitting Wu 2014 -0.38 (-1.14, 0.37) <0.001 0.66 92%
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Supplementary Table 4E. Results of sensitivity analysis of FPG levels in patients

with T2DM after MSC therapy.

Study MD 95% CI p-value tau"2 2
All studies included (random effects model) -0.49 (-2.60, 1.63) <0.001 3.29 96%
Omitting Bhansali 2017 -1.29 (-2.92,0.33)  0.03 110 79%
Omitting Hu 2016 0.44 (-0.74,1.62) 0.08 052 67%
Omitting Liu 2014 -0.55(-3.41,2.31) <0.001 4.18 98%

Supplementary Table 4F. Results of sensitivity analysis of FPG levels in patients with

T2DM after BM-MNC therapy

Study MD 95% ClI p-value tau"2 I"2
All studies included (random effects model) -0.53 (-1.53,0.46) <0.001 142 94%
Omitting Bhansali 2009 -0.38 (-1.49,0.73) <0.001 151 95%
Omitting Bhansali 2014 -0.75(-1.87,0.36) <0.001 147 94%
Omitting Bhansali 2017 -0.80 (-1.87,0.26) <0.001 134 93%
Omitting Bhansali 2017 -0.69 (-1.89,0.51) <0.001 1.72 94%
Omitting Hu 2012 -0.25(-1.13,0.62) <0.001 0.84 87%
Omitting Wu 2014 -0.31(-1.41,0.80) <0.001 148 94%
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