Appendix 1: Supplementary figures [posted as supplied by author]

Fig A Protection by BCG vaccination against Mycobacterium tuberculosis infection(abbreviated as TB)
in children as determined by Interferon y release assay by latitude of study location (20 °
bands),ordered by year of study start. (D+L: DerSimonian and Laird method; M-H: Mantel-Haenszel
method)
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Star Weight TB, TB, no
Study Rating  Country Latitude Risk ratio (95% Cl) ~ (M-H)  vaccination vaccine
[
<20 1
Okada 2008 7 Cambodia  12.29 : . 127(042,382) 085 30173 32
Adetifa 2010 & Gambia 13.45 —— 097(0.81,1.17) 1200  98/148 60/88
i
Hill 2011 3 The Gambia  13.45 ——— 091(0.73,1.14)  17.35 1021330 106313
Rutherford 2012 3* Indonesia  -6.12 — 069(0.55,087) 1067 1141263 42067
1
M-H Subtotal (I-squared = 48.6%, p = 0.120) <> 088(0.77,1.00)  40.86
)
D+L Subtotal <>> 0.87 (0.72, 1.04)
]
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Tsiouris 2006 4 South Africa 2622 | -— 118(068,205) 277 37115 12144

——]
Tsolia 2010 3 Greece 37.97 —Q:—- 0.71 (0.48, 1.06) 542 20/51 43/78
M-H Subtotal (I-squared = 53.8%, p = 0.141) — 0.87 (0.63, 1.20) 8.19
D+L Subtotal -§> 0.8 (0.54, 1.45)
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Ewer 2003 4 UK 52.63 e 119(076,1.87) 445  131/467  16/68
Soysal 2005 7 Turkey 41 076(0.65,0.88) 2758  306/770 1101209
Domingues 2008 4* Spain 4138 —:—0— 095(057,160) 280  20/82 13/35
Neira-munoz 2008 4* UK 50.59 ' 3> 003(0.00,194.41) 051 02 18/21

1
Bianchi 2009 4 Italy 4376 & T 050(0.07,355) 043  1/6 4n2
Eisenhut 2009 5 UK 51.87 —0—:— 061(0.39,096) 601  16/56 67/143
Eriksen 2010 6 UK 515 & 037(017,079) 349  7/53 26/73

1
Altet-Gomez 2011 5* Spain 4138 —_— 062(0.42,091) 557 36116 25/50
M-H Subtotal (I-squared = 34.3%, p = 0.154) <> 074 (0.65,0.84) 5095

i
D+L Subtotal <> 0.74 (0.60, 0.91)

|

1
M-H Overall (I-squared = 40.2%, p = 0.059) 081(0.74,0.88)  100.00
D+L Overall 081 (0.71,0.92)
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Fig B Protection by BCG vaccination against Mycobacterium tuberculosis infection (abbreviated as
TB) in children as determined by Interferon y release assay by national BCG vaccination policy of
‘vaccination at birth’ and ‘not vaccinated at birth’ in country of study) (D+L: DerSimonian and Laird
method; M-H: Ma ntel-Haenszel method)

A: Population where the policy is to vaccinate at birth;

B: Population where the policy is to not vaccinate at birth

%

Star Weight TB, TB, no

Study Rating Risk ratio (95% Cl) (M-H) vaccination vaccine

1
A 1
Soysal 2005 7 —0-:— 0.76 (0.65, 0.88) 27.58 306/770 110/209
Tsiouris 2006 4 —;——o— 1.18 (0.68, 2.05) 2.77 37115 12/44
Okada 2008 7 : <> 1.27 (0.42, 3.82) 0.85 30/173 3/22
Adetifa 2010 4 :—0— 0.97 (0.81, 1.17) 12.00 98/148 60/88
Hill 2011 3 +0— 0.91(0.73, 1.14) 17.35 102/330 106/313
Rutherford 2012 3 —0—:— 0.69 (0.55, 0.87) 10.67 114/263 42/67
M-H Subtotal (I-squared = 47.4%, p = 0.090) Q 0.84 (0.76, 0.93) 71.22
D+L Subtotal O 0.85 (0.73, 0.98)
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B 1
Ewer 2003 4 : <+ 1.19 (0.76, 1.87) 4.45 131/467 16/68
Domingues 2008 4 —;—0— 0.95 (0.57, 1.60) 2.90 20/82 13/35
Neira-munoz 2008 4 < : > 0.03(0.00, 194.41) 0.51 0/2 18/21
Bianchi 2009 4 < < : 0.50 (0.07, 3.55) 0.43 1/6 412
Eisenhut 2009 5 —0—:— 0.61 (0.39, 0.96) 6.01 16/56 67/143
Eriksen 2010 6 <> : 0.37 (0.17,0.79) 3.49 7/53 26/73
Tsolia 2010 3 —_— 0.71 (0.48, 1.06) 5.42 20/51 43/78
Altet-Gomez 2011 5 I 0.62 (0.42, 0.91) 5.57 36/116 25/50
M-H Subtotal (I-squared = 34.0%, p = 0.157) <> 0.71 (0.59, 0.86) 28.78
D+L Subtotal O 0.72 (0.56, 0.93)
: |
M-H Overall (I-squared = 40.2%, p = 0.059) 0 0.81(0.74, 0.88) 100.00
D+L Overall <> 0.81(0.71,0.92)
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Fig C Protection by BCG vaccination against Mycobacterium tuberculosis infection(abbreviated as TB)
in children as determined by Interferon y release assay by quality of study ‘<5* rating’ and
‘>/=5*rating’, (D+L: DerSimonian and Laird method; M-H: Mantel-Haenszel method).

%

Star Weight ~ TB, TB, no
Study Rating Risk ratio (95% CI) (M-H) vaccination vaccine
[
<5 |
Ewer 2003 4 -:——0— 1.19(0.76, 1.87) 4.45 131/467 16/68
Tsiouris 2006 4 —;——0— 1.18 (0.68, 2.05) 277 37115 12/44
Domingues 2008 4 _:0_ 0.95 (057, 1.60) 2.90 20/82 13/35
Neira-munoz 2008 4 < : > 0.03 (0.00, 194.41) 0.51 02 18/21
Bianchi 2009 4 < < : 0.50 (0.07, 3.55) 0.43 1/6 412
Adetifa 2010 4 :—0— 0.97 (0.81,1.17) 12.00 98/148 60/88
Tsolia 2010 3 —_—— 0.71(0.48, 1.06) 5.42 20/51 43/78
Hill 2011 3 —:—0— 0.91(0.73, 1.14) 17.35 102/330 106/313
Rutherford 2012 3 —0—:— 0.69 (0.55, 0.87) 10.67 114/263 42/67
M-H Subtotal (I-squared = 22.7%, p = 0.241) 1|<> 0.89 (0.79, 1.00) 56.50
D+L Subtotal b 0.88 (0.7, 1.01)
|
- |
Soysal 2005 7 —o-e— 0.76 (0.65, 0.88) 27.58 3061770 110/209
Okada 2008 7 : < 1.27 (0.42, 3.82) 0.85 30173 3/22
Eisenhut 2009 5 —0—:— 0.61(0.39, 0.96) 6.01 16/56 67/143
Eriksen 2010 6 < 1 0.37 (0.17,0.79) 3.49 753 26/73
Altet-Gomez 2011 5 I 0.62 (0.42, 0.91) 5.57 36/116 25/50

M-H Subtotal (I-squared = 27.6%, p = 0.237) 0.70 (0.61, 0.80) 43.50
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M-H Overall (I-squared = 40.2%, p = 0.059) 0.81 (0.74,0.88) 100.00

D+L Overall 0.81(0.71,0.92)
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