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Supplemental methods

Search strategy in PubMed, EMBASE and Grey Literature

"Mycobacterium massiliense"[All Fields] OR "Mycobacterium abscessus"[All Fields] OR
"Mycobacterium bolleti"[All Fields]

AND

(("therapy"[Subheading] OR "therapy"[All Fields] OR "therapeutics"[MeSH Terms] OR
"therapeutics"[All Fields]) AND ("therapy"[Subheading] OR "therapy"[All Fields] OR
"treatment"[All Fields] OR "therapeutics"[MeSH Terms] OR "therapeutics"[All Fields]))

AND

(outcome [All Fields] OR outcomes [All Fields])

Variations of the above were used as free text in EMBASE and the Grey literature, with
Boolean combinations used.
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101 Study ID Bias domains
102
103  Supplemental Figure S1 Risk of bias in selected studies
104

105  Supplemental Figure S1 shows is a heat map showing changes in risk of bias within each
106  study across the VIl domains tested for bias. Lighter shades indicate low risk of bias and
107  darker shades indicate higher risk of bias.
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Funnel plot with pseudo 95% confidence limits

Oa
VAR
/ \
/ \
7 \
/ \
/ \
/ \
/ \
/ \
~— 7/ N\
/ \
7 PY \ )
—_ Vs * ° \
wn / \
L / [ ] \
= ® 7 e
D / \
/ o\
/ \
/ ° \
[QUIES 7 () \
7 . N
/ ° \
/ \
/ L \
/ \
/ \
/ ° \
/ ) \
/ \
™ ¢
T T T
0 .5 1
ES

Supplemental Figure S2. Publication bias and small study effect plot in initial
macrolide-free regimens.

The precision in the estimation of effect increased as the size of each study increased; slope
0.68 (95% CI, 0.21-1.15), p=0.008. The null hypothesis for Egger’s test is that symmetry
exists in the funnel plot, with the alternative indicating that asymmetry is present. The p-
value for Egger’s test in this case was 0.541, indicating that there was no apparent bias in
the meta-analysis



Funnel plot with pseudo 95% confidence limits

© N
VAN
/ \
/ \
Vs \
/ \
Vs \
— - / \
/ \
7 \
7 \
Vs ¢ \
/ ° \
— ’ b \
» / \
w / \\
/
= Vs \
/ Y \
/ \
/ \
/ \
52 5 ’ ® \
Vs \
Vs \
Vs \
Vs N
7 \
7 \
AU \
Vs \
. -
T T T T
-5 0 5 1
ES
127
128

129  Supplemental Figure S3. Publication bias and small study effect plot in macrolide-
130 containing regimens in refractory pulmonary Mycobacterium abscessus patients.

131

132 The slope was 0.33 (95% ClI, -0.32-0.99), p=0.236. Egger test for small study effect revealed
133 p-value of 0.711; however, the small number of studies (5) and marked heterogeneity

134  potentially biases the Egger tests.
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137  Supplemental Figure S4. Publication bias and small study effect plot of disease

138 recurrence.

139

140 The slope was -0.01 (95% ClI, -0.40-0.37), p=0.236. Egger test for small study effect

141  revealed p-value of 0.233; however, significant heterogeneity potentially biases the Egger
142  tests.
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Total Type of

Study ES (95% ClI) SSCC Treated Infection
T
1

AZI/CLR !
1

Jarand, J et al. (2011) —_— 0.48 (0.36, 0.59) 33 69 MaNSS
1

Lyu, J et al. (2011) | ——%— 0.80(0.66, 0.90) 33 41 MaNSS
1

Subtotal ("2 =93.59%, p = 0.00) <> 0.61 (0.51, 0.70)
1
|
1

CLR 1
1
1

Jeon, K et al. (2009) —OI— 0.58 (0.46, 0.70) 38 65 MaNSS
1

van Ingen, J et al (2009) —0_:- 0.33 (0.14, 0.61) 4 12 MaNSs
1

Tung, YJ et al (2015) —_—l— 0.65 (0.46, 0.81) 17 26 MaNSS
1

Subtotal ("2 =39.57%, p =0.19) <> 0.56 (0.42, 0.70)

Heterogeneity between groups: p = 0.585

Overall (12 = 74.36%, p = 0.00); <> 0.59 (0.45, 0.73)

6 .8
Proportion with SSCC

144
145

146

147  Supplemental Figure S5 Comparison of macrolides across Mycobacterial abscessus
148  species.

149

150 The forest plot in Figure S5A shows that there was no significant difference in sustained
151  sputum conversion (SSCC) in patients with Mycobacterium abscessus no species specified
152  (MaNSS) between those treated with clarithromycin regimens compared to those treated
153  with azithromycin/clarithromycin.
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Total Type of

Study ES (95% ClI) SScC Treated Infection
1
AZI/ICLR !
Koh, WJ et al (2017) -—— 0.43 (0.32, 0.55) 29 67 Maa
1
Park et al. (2017)_1 e e— 0.26 (0.12, 0.49) 5 19 Maa
Griffith, DE et al (2015) —————  0.55(0.28, 0.79) 6 11 Maa
1
Harada, T et al. (2012)_1 —_—— ! 0.17 (0.08, 0.31) 7 42 Maa
Subtotal ("2 =72.93%, p =0.01) <> 0.33(0.17, 0.51)
1
|
CLR |
1
Namkoong, H et al (2016) | —————————— (.62 (0.36, 0.82) 8 13 Maa
1
Koh, WJ et al. (2011)_1 —_— 0.25 (0.12, 0.45) 6 24 Maa
Subtotal (12 =90.98%, p =0.00) <> 0.37 (0.22, 0.54)
1
1
1
AZI 1
1
Czaja et al. (2016) —_— 0.34 (0.22, 0.48) 16 47 Maa

Heterogeneity between groups: p = 0.000
Overall ("2 = 62.03%, p = 0.01); <> 0.35 (0.24, 0.46)

6 .8
Proportion with SSCC
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157 Supplemental Figure S5 Comparison of macrolides across Mycobacterial abscessus
158 species.

159

160 The forest plot in Figure S5B shows that there was no significant difference in sustained
161  sputum conversion (SSCC) in patients with Mycobacterium abscessus subspecies

162  abscessus (Maa) between those treated with clarithromycin regimens compared to those
163 treated with azithromycin/clarithromycin. Supplementary Figure S5A Comparison of

164  clarithromycin versus azithromycin/clarithromycin

165

166



167
168

169
170
171
172
173
174

“710
<
o
N
Low Moderate Serious
Risk of Bias

Supplemental Figure S6 Metaregression of the effect of risk of bias on sustained
sputum conversion.

Figure S6A shows that there was no significant association between SSCC and risk of bias
when the size of the study was adjusted for: estimate for the slope was 0.08 (95% CI, -0.21-
0.37), p=0.426.



175
176

177
178
179
180
181
182
183
184

© | (@]
(@]
< 0O
O
o @)
[\
@)
Low Moderate Serious
Risk of Bias

Supplemental Figure S6 Metaregression of the effect of risk of bias on sustained
sputum conversion.

Figure S6B shows that there was no significant association between SSCC and risk of bias
when the size of the study was adjusted for: estimate for the slope was 0.00 (95% Cl, -0.29-
0.28), p=0.969.
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Supplemental Figure S6 Metaregression of the effect of risk of bias on sustained
sputum conversion.

Figure S6C shows that there was no significant association between SSCC and risk of bias

when the size of the study was adjusted for: estimate for the slope was -0.25 (95% CI, -
1.37-0.87), p=0.433.
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