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Appendix S1. Search strategies

MEDLINE

1. vitiligo[TIAB] 5637

2. “Vitiligo"[Mesh] 4439
3. 10R 26173
4. (fractional[TIAB] OR “carbon dioxide”[TIAB] OR CO2[TIAB] OR Gas[TIAB]) AND (laser[TIAB] OR Lasers[TIAB]) 15546
5. “Lasers, Gas"[Mesh] 1621
6. 4 OR 516151
7. 3 AND 6 45
EMBASE

1. vitiligo:ab,ti 7638

2. ‘vitiligo’/exp 9504

3. 10R 210272

4. fractional:ab,ti OR ‘carbon dioxide’:ab,ti OR co2:ab,ti OR gas:ab,ti AND (laser:ab,ti OR lasers:ab,ti) 11249
5. ‘gas laser’/de OR ‘carbon dioxide laser’/exp 8361

6. 4 OR 516616

7. 3 AND 6 90

COCHRANE

1. vitiligo:ti,ab,kw 476

2. MeSH descriptor: [Vitiligo] explode all trees 194

3. 10R 2476

4. (fractional or “carbon dioxide” or CO2 or Gas) and (laser or Lasers):ti,ab,kw 894

5. MeSH descriptor: [Lasers, Gas] explode all trees 142

6. 4 OR 5894

7. 3AND 6 16

SCOPUS

1. TITLE-ABS (vitiligo) 7076

2. INDEXTERMS (vitiligo) 8059

3. 1 OR 29680

4. TITLE-ABS ((fractional OR “carbon dioxide” OR co2 OR gas) AND (laser OR lasers)) 94054

5. INDEXTERMS (“Lasers, Gas”) 7111

6. 4 OR 597789

7. 3 AND 6 52

Web of Science

1. TOPIC: (vitiligo) AND TITLE: (vitiligo) 4238

2. TOPIC: ((fractional OR “carbon dioxide” OR CO2 OR Gas) AND (laser OR Lasers)) AND TITLE: ((fractional OR “carbon dioxide” OR CO2 OR Gas) AND (laser OR

Lasers)) 20185
3. 1AND 2 19
MEDLINE 45
EMBASE 90
COCHRANE 16
SCOPUS 52
Web of Science 19
Total 222
Duplicates 87
Final 135
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Fig S1. Fractional carbon dioxide (CO,) laser as an add-on treatment for vitiligo.
Preferred Reporting Items for Systematic reviews and Meta-Analysis (PRISMA) flowchart.

Acta Derm Venereol 2018



ActaDV

ActaDV

Supplementary material to article by H. J. Kim et al. “Fractional Carbon Dioxide Laser as an “"Add-on” Treatment for Vitiligo: A Meta-analysis

with Systematic Review”

A
Random sequence generation (selection bias) - I

Allocation concealment (selection bias) | |

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _:l
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

0%  25% 50% 75%  100%

| [ Low risk of bias [Junclear risk of bias [ High risk of bias [

- | Random sequence generation (selection bias)
= | Allocation concealment (selection bias)

Cunha PR et al, 2016

~ . Blinding of outcome assessment (detection bias)

-~

Feily A et al,2016

Kanokrungsee S et al, 2016 ‘ ?

ShinJetal, 2011 | 2 | 2

® @ @ | @ | ® |Biinding of participants and personnel (performance bias)

0 e
® ® @ ®|® | Incomplete outcome data (attrition bias)
’ . . ‘ . Selective reporting (reporting bias)

Vachiramon V etal, 2015 [ ‘2 | ‘2

Fig S2. Risk of bias and methodological quality were assessed. For randomized
controlled trials (RCTs), Cochrane Collaboration’s “risk of bias” tool was used. (A) Risk-
of-bias graph; (B) risk-of-bias summary.
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A

Experimental Control Risk Ratio

1.1.1 >50% re-pigmentayion(facial vitiligo)

Kanokrungsee S et al, 2016 6 12 6 12 52.8% 1.00 [0.45, 2.23]
Subtotal (95% CI) 12 12 52.8% 1.00 [0.45, 2.23]
Total events 6 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

1.1.2 >50% re-pi ion(refractory vitiligo)

Cunha PR et al, 2016 2 4 0 4 13.8% 5.00 [0.31, 79.94]
Shin J et al, 2011 1 10 o] 10 11.6% 3.00 [0.14, 65.90]
Vachiramon V et al, 2015 6 26 1 26 21.8% 6.00 [0.78, 46.42]
Subtotal (95% CI) 40 40 47.2% 4.90 [1.15, 20.93]
Total events 9 1

Heterogeneity: Tau? = 0.00; Chi? = 0.14, df =2 (P = 0.93); I? = 0%
Test for overall effect: Z = 2.14 (P = 0.03)

Total (95% CI) 52 52 100.0% 2.10 [0.67, 6.61]
Total events 15 7

Heterogeneity: Tau? = 0.48; Chi? =4.48,df =3 (P =0.21); 7= 33%

Test for overall effect: Z = 1.26 (P = 0.21)

Test for subgroup differences: Chi? = 3.52, df = 1 (P = 0.06), I = 71.6%

Experimental Control Mean Differen

D ota 959

ean 3
1.4.1 physician improvement score(facial vitiligo)
Kanokrungsee S et al, 2016 22 18 12 22 19 12 95% 0.00 [-1.48, 1.48]
Subtotal (95% CI) 12 12 9.5% 0.00 [-1.48, 1.48]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

1.4.2 physician improvement score(refractory vitiligo)

Shin J et al, 2011 09 11 10 0.2 04 10 39.6% 0.70 [-0.03, 1.43]
Vachiramon V et al, 2015 14 14 26 0509 26 50.9% 0.90 [0.26, 1.54]
Subtotal (95% CI) 36 36  90.5% 0.81[0.33, 1.29]

Heterogeneity: Tau? = 0.00; Chi* = 0.16, df = 1 (P = 0.69); I* = 0%
Test for overall effect: Z = 3.32 (P = 0.0009)

Total (95% CI) 48 48 100.0% 0.74 [0.28, 1.19]
Heterogeneity: Tau? = 0.00; Chi? = 1.21, df = 2 (P = 0.55); I* = 0%

Test for overall effect: Z = 3.16 (P = 0.002)

Test for subgroup differences: Chi? = 1.05, df = 1 (P = 0.31), I = 4.5%

G
Experimental Control Risk Ratio

—StudyorSubgroup __Events Total Events Total Weight M-H, Random.95%Cl
1.2.1 <=25% re-pigmentation(facial vitiligo)

Kanokrungsee S et al, 2016 4 12 5 12 6.3% 0.80 [0.28, 2.27]
Subtotal (95% CI) 12 12 6.3% 0.80 [0.28, 2.27]
Total events 4 5

Heterogeneity: Not applicable
Test for overall effect: Z = 0.42 (P = 0.68)

1.2.2 <=25% i (refr: y vitiligo)

Cunha PR et al, 2016 2 4 4 4 8.1% 0.56 [0.22, 1.40]
Shin J et al, 2011 v 10 10 10 38.4% 0.71 [0.47, 1.09]
Vachiramon V et al, 2015 14 26 23 26 47.2% 0.61 [0.42, 0.89]
Subtotal (95% CI) 40 40 93.7% 0.64 [0.49, 0.85]
Total events 23

Heterogeneity: Tau? = 0.00; Chi*? = 0.43,df =2 (P = 0.81); P =0%
Test for overall effect: Z = 3.17 (P = 0.002)

Total (95% CI) 52 52 100.0% 0.65 [0.50, 0.85]
Total events 27 42

Heterogeneity: Tau? = 0.00; Chi* = 0.57, df = 3 (P = 0.90); I? = 0%

Test for overall effect: Z = 3.17 (P = 0.002)

Test for subgroup differences: Chi? = 0.15, df = 1 (P = 0.69), I? = 0%

D
Experimental Control Mean Difference
d ean D ota ea S 3 o IV, Ra 95%
1.5.1 Pati g isfaction(facial vitiligo)
Kanokrungsee S et al, 2016 8 28 14 77 25 12 17.2% 0.30 [-1.74, 2.34]
Subtotal (95% CI) 14 122 17.2% 0.30 [-1.74, 2.34]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.29 (P = 0.77)

1.5.2 Patients’ Il satisfaction( y vitiligo)

Shin J et al, 2011 17 16 10 04 07 10 52.6% 1.30[0.22, 2.38]

Vachiramon V et al, 2015 57 29 26 3526 26 302% 2.20 [0.70, 3.70]

z":’”“' (9?%_:_:')’ 0.00: Gt = 0,01 df = 1 :5 A 36  82.8% 1.6110.73,2.49]  Fig S3. Efficacy of fractional carbon dioxide (CO,) laser

iete jen » Tau® = 0.00; =091, af= =0. il #ili

Testrfzrgov:’rt:ll effect: Z = 3.60 (P = 0.0003) ( ) addjon to wFlllgo. (A) Treatment' §ucc§ss greater than 50%
re-pigmentation rate, (B) physician improvement score,

Total (95% Cl) 50 48 100.0% 1.40 [0.53, 2.27] (C) re-pigmentation rate 25% or less, (D) patient’s overall

Heterogeneity: Tau? = 0.07; Chi=2.25,df =2 (P = 0.32); = 11% satisfaction. [Control] represents conventional treatment

Test for overall effect: Z = 3.15 (P = 0.002) alone; [Experimental] denotes fractional CO, laser add-on to

Testfor subgroup Gifferances: Chit =134, df =" (P =0.28) It =125.2% conventional therapy. CI: confidence interval.
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