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Supplementary Material Table S1. Potential effect modifier of APAP. APVR, ARAP and ACI

with change in Tau®and statistical significance for each outcome.

APAP APVR ACI ARAP
Change pValue Change pValue Change p Value Change p Value
in Tau® in Tau® in Tau? in Tau?
Composite Outcome

Year of publication -0.29 0.78 0.71 0.49 -0.80 0.45 0.16 0.88
Women -0.40 0.70 0.81 0.44 -0.86 0.42 0.00 1.0
Age 0.09 0.93 1.46 0.18 -1.74 0.12 0.63 0.55
White race 0.43 0.68 0.51 0.63 0.47 0.67 -0.50 0.64
Idiopatic and/or familiar -0.28 0.78 1.48 0.17 -1.13 0.30 0.70 0.51
and/or hereditary PAH

Connective disease PAH -0.29 0.77 1.74 0.11 -1.19 0.27 0.68 0.51
Congenital heart disease -0.72 0.49 0.22 0.83 -0.30 0.77 0.08 0.94
PAH

Duration of follow-up -0.36 0.73 0.72 0.49 -0.76 0.47 1.00 0.35
Functional class I -0.51 0.62 0.95 0.36 -0.79 0.46 -0.01 0.99
Functional class 11 -0.48 0.64 0.79 0.45 -0.83 0.43 0.74 0.48
Functional class 111 -0.49 0.63 0.86 0.41 -0.85 0.42 0.84 0.43
Functional class 1V -0.55 0.59 0.45 0.66 -0.59 0.58 0.22 0.83
Detski Quality Score -0.39 0.70 0.40 0.70 -0.48 0.65 -0.06 0.96
A6MWD 0.20 0.84 0.18 0.86 -1.15 0.30 1.08 0.33
Baseline PAP -0.74 0.47 0.90 0.39 -1.40 0.20 0.30 0.77
APAP NA NA 0.99 0.34 -0.77 0.47 0.30 0.77
Baseline PVR -0.51 0.62 0.53 0.60 -0.56 0.59 0.50 0.63
APVR -0.48 0.64 NA NA -0.80 0.45 0.54 0.61
Baseline Cl -0.08 0.94 0.83 0.43 -0.77 0.47 0.56 0.59
ACI -0.38 0.71 -0.62 0.56 NA NA 0.68 0.52
Baseline RAP -0.23 0.82 0.43 0.68 -0.57 0.58 0.20 0.85
ARAP -0.17 087 0.41 0.69 -0.62 0.56 NA NA




Studies with most 121 0.29 -0.90 0.43 1.02 0.41 1.52 0.22
favorable changes in
hemodynamics

All-cause death
Year of publication 0.52 0.62 0.06 0.96 -0.04 0.97 0.11 0.92
Women 0.52 0.62 0.18 0.87 0.23 0.83 -0.21 0.84
Age 0.52 0.62 0.03 0.98 0.19 0.86 0.06 0.96
White race 0.72 0.51 0.62 0.57 -0.08 0.94 -0.07 0.95
Idiopatic and/or familiar 0.38 0.71 0.21 0.84 -0.00 1.00 0.07 0.94
and/or hereditary PAH
Connective disease PAH 0.56 0.60 0.10 0.92 -0.08 0.94 0.10 0.93
Congenital heart disease -0.16 0.88 0.03 0.98 0.16 0.88 0.07 0.95
PAH
Duration of follow-up 0.77 0.47 -0.06 0.95 0.21 0.84 -0.03 0.98
Functional class | -0.14 0.89 -012 0.91 0.11 0.92 0.11 0.91
Functional class 11 0.56 0.59 0.18 0.86 0.08 0.94 0.23 0.83
Functional class 111 0.55 0.60 0.12 0.91 0.15 0.89 0.14 0.89
Functional class 1V 0.64 0.55 0.19 0.86 -0.13 0.90 0.17 0.87
Detski Quality Score 0.58 0.58 0.11 0.92 -0.13 0.90 0.24 0.82
A6MWD 0.73 0.50 -0.23 0.83 0.39 0.72 -0.21 0.85
Baseline PAP 0.57 0.59 -0.04 0.97 0.13 0.90 0.19 0.86
APAP NA NA -0.51 0.63 0.07 0.95 0.04 0.97
Baseline PVR 0.70 0.51 0.12 0.91 0.15 0.89 0.17 0.87
APVR 0.74 0.49 NA NA 0.32 0.77 0.05 0.96
Baseline Cl -0.20 0.85 0.02 0.98 0.12 0.91 0.17 0.87
ACI -0.08 0.94 0.27 0.80 0.16 0.88 0.16 0.88
Baseline RAP -0.10 0.93 0.15 0.89 -0.13 0.90 0.33 0.76
ARAP -0.17 0.88 -0.02 0.98 0.23 0.83 NA NA
Studies with most 0.66 0.55 -0.73 0.52 1.29 0.42 1.04 0.41

favorable changes in




hemodynamics

Hospitalization for PAH and/or lung or heart-lung transplantation

Year of publication -1.75 0.14 -0.96 0.39 0.88 0.47 -1.04 0.38
Women 0.18 0.86 0.42 0.69 -0.52 0.65 -0.46 0.68
Age 0.06 0.95 0.36 0.74 -0.17 0.88 -1.68 0.19
White race 0.63 0.56 -0.39 0.72 0.37 0.77 -0.55 0.63
Idiopatic and/or familiar 0.10 0.92 0.41 0.70 -0.76 0.53 -0.31 0.77
and/or hereditary PAH

Connective disease PAH 0.69 0.53 0.64 0.57 -0.12 0.92 -0.12 0.91
Congenital heart disease -1.84 0.16 -0.09 0.93 -0.19 0.86 -0.29 0.79
PAH

Duration of follow-up 0.56 0.60 0.57 0.60 -0.61 0.59 0.39 0.73
Functional class | -0.22 0.83 0.43 0.69 -0.75 0.53 -0.77 0.50
Functional class 11 0.15 0.89 0.44 0.68 0.22 0.85 0.24 0.82
Functional class 111 0.21 0.84 0.42 0.69 0.07 0.95 0.25 0.82
Functional class IV 0.03 0.97 0.55 0.61 0.38 0.74 -0.01 0.99
Detski Quality Score -0.70 0.54 -0.27 0.80 -0.03 0.98 -0.30 0.78
A6MWD -0.23 0.83 -0.25 0.81 0.97 0.51 0.13 0.91
Baseline PAP -0.41 0.70 0.27 0.80 -0.78 0.52 -0.68 0.55
APAP NA NA 0.26 0.81 -1.38 0.30 0.06 0.95
Baseline PVR 0.38 0.72 -0.25 0.81 -0.34 0.77 0.93 0.42
APVR -0.01 0.99 NA NA -1.19 0.35 0.57 0.63
Baseline Cl -0.19 0.86 0.22 0.85 -0.32 0.78 0.19 0.86
ACI -1.27 0.33 -1.09 0.39 NA NA 0.59 0.61
Baseline RAP -0.66 0.55 -0.17 0.88 -0.01 0.99 0.51 0.65
ARAP -0.69 0.54 0.31 0.78 -0.63 0.59 NA NA
Studies with most 0.59 0.61 NA NA NA NA NA NA

favorable changes in

hemodynamics

Initation of PAH rescue therapy




Year of publication 0.10 0.92 0.73 0.48 -1.43 0.18 -0.02 0.98
Women 0.32 0.75 0.54 0.60 -0.87 0.40 -0.59 0.56
Age 0.65 0.53 0.81 0.43 -1.53 0.16 0.00 1.00
White race 0.72 0.49 0.63 0.55 -0.45 0.67 -1.81 0.12
Idiopatic and/or familiar 0.46 0.65 1.28 0.22 -1.70 0.12 0.51 0.62
and/or hereditary PAH

Connective disease PAH 0.08 0.94 1.25 0.24 -1.53 0.16 0.30 0.77
Congenital heart disease -0.44 0.67 0.07 0.95 -0.18 0.86 -0.33 0.75
PAH

Duration of follow-up 0.47 0.64 0.47 0.64 -0.96 0.36 0.46 0.66
Functional class | 0.06 0.95 0.88 0.39 -1.05 0.32 -0.02 0.98
Functional class 11 0.22 0.83 0.66 0.52 -1.27 0.23 0.57 0.58
Functional class 111 0.22 0.83 0.65 0.53 -1.21 0.25 0.64 0.54
Functional class IV 0.20 0.84 0.62 0.55 -1.08 0.31 0.04 0.96
Detski Quality Score 0.29 0.77 0.50 0.63 -0.89 0.39 -0.49 0.64
A6MWD 0.95 0.36 0.11 0.92 -0.72 0.49 0.83 0.43
Baseline PAP -0.62 0.55 0.31 0.76 -0.82 0.43 -0.05 0.96
APAP NA NA 0.53 0.60 -0.42 0.68 -0.07 0.95
Baseline PVR 0.39 0.70 -0.21 0.83 -0.91 0.39 0.23 0.82
APVR 0.09 0.93 NA NA -0.57 0.59 -0.22 0.83
Baseline ClI 0.20 0.85 0.55 0.59 -1.10 0.30 0.35 0.73
ACI 0.25 0.81 -0.36 0.72 NA NA -0.05 0.96
Baseline RAP 0.16 0.87 0.79 0.45 -1.58 0.15 0.30 0.77
ARAP 0.04 0.97 0.52 0.62 -0.90 0.39 NA NA
Studies with most NA NA NA NA NA NA NA NA

favorable changes in

hemodynamics

PAH: pulmonary arterial hypertension
PVR: pulmonary vascular resistance

PAP: pulmonary artery pressure



Cl: cardiac index
RAP: right atrial pressure

NA: not available

Supplementary Material Figure S1. OR estimate of all-cause death in active treatment groups

compared with control groups.



Study %

D CR (95% Cl) Weight

1 |
Badssch et al. {2000) —_—t— 0.77 (0.20, 3.03) 8.75
Barst et al. (PPHSG) {(1998) < + : 0.05 (0.00, 0.83) 15.87
Barst et al. {2003) —o—i—— 0.29 (0.06, 1.49) 11.20
Gali& ef al. {SUPERI20) {2005) : 1.01 (0.08, 16.55) 1.83
Galig et al. (SUPERI40) {2005) + E 0.34 (0.01, 8.57) 2.72
Gali& of al. {SUPERISO0)} {2005) : + 2.00(0.18, 22.57) 1.83
Galié et al. (EARLY) (2008) : + 0.92 (0.06, 16.05) 186
Gholrani et al. (2010} —Eo— 1.12{0.21, 6.06) 475
Humbert et al. (BREATHE-2) (2004) : * 2.80(0.12, 83.53) 1.09
Jing et al. {EVALUATICN) (2011) * : 0.08 (0.00, 1.82) 6.20
Qlschewski et al. {AIR) (2002} + : 0.25(0.03, 2.23) 7.36
Ougiz et al. {2004) + I 0.38 (0.04, 3.83) 498
Rubin et al. {CIPPPH) {1990) + : 0.30{0.03, 3.43) 4.87
Simonnesau et al. (2002} —;—0— 1.01 (0.35, 2.84) 12.60
Simonnesau et al. {PACES) (2008) + i 0.06 {0.00, 1.11) 14.00
MeLaughlin et al. (STEP) {2008) i (Excluged) 0.00
Overall {I-squared = 0.0%, p = 0.510} @ 0.47 (0.29, 0.75) 100.00
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Supplementary Material Figure S2. OR estimate of hospitalization for PAH and/or lung or heart-

lung transplantation in active treatment groups compared with control groups.



Study

-2
=

I OR {95% Cl} Weight
1
Barst et al. (PPHSG) {1996} : + 0.47 (0.04, 5.46) 4.66
1
Galig et al. (SUPERI2Q) (2005) 4+ : 0.27 (0.05, 1.34) 15.93
1
Galig et al. (SUPERI40) (2005) + : 0.28 (0.06, 1.38) 15.68
1
Galia at al. (SUPERISE) (2005) + : 0.26 (0 05, 1.30) 16.17
1
Galie et al. (EARLY} (2008) + : 0.32 (0.03, 3.16) 7.04
1
Jing et al. {EVALUATION) (2011} — 0.21 {0.02, 2.46) 634
1
MeLaughlin et al. (STEP) (2006) < + : 0.10(0.00, 1.84) 10.62
1
Simonneau et al. (2002) ‘: 0.34 (0.01, 8.2%) 351
1
Simonneau et al. (PACES) {2008} :—0— 0.87 (0.33, 2.34) 20.05
1
Ghofrani et al. (2010) : (Excluded) 0.00
Humbert et al. (BREATHE-2) (2004) i {Excluded) 0.00
Clschewski et al. (AIR) (2002) i (Excluded) G.00
Gudiz et al. (2004) i {Excluded) 0.00
Rubin et al. (CIPPPH) {1390} i (Excluded) 2.00
Overall (l-squared = 0.0%, p = 0.819) <> 0.38 (D22, 0.67) 100.00
1
1
1
1
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Supplementary Material Figure S3. OR estimate of initiation of PAH rescue therapy in active

treatment groups compared with control groups.



Study %

D CR (95% Cl) Weight
Barst ot al. (2003} —_— 0.27 (0.11, 0.63) 42,23
Galig et al. (SUPERIZ0) {2005) ‘I 0.33 (0.01, 8.32) 3.02
Galie et al. (SUPERI4Q) {2005} E * 1.05 {0.06, 17.06) 1.97
Gali& ef al. {SUPERIS0) {2005) : + 2.00(0.18, 22.57) 2.00
Jing et al. {EVALUATION) (2041) * E 0.21 (0.02, 2 46) 5.49
McLaughlin et al. {STEP} (2006) < ¢: 0.31(0.01,7.39) 3.06
Simonnsau etal {2002} ' + 1.27 (0.34, 4 80) 7.94
Simanneau et al. {PACES) {2008) + E 0.10 (0.02, 0.46) 34.31
Barst et al. (PPHSG) (1996) E (Excluded) 0.00
Qali® of al. (ALPHABET} (2002) i (Excluded) 0.00
Galié et al. (EARLY) (2008) : (Excluded) 0.00
Ghofrani et al. {2010} E {Excluded) 0.00
Humbert et al. (BREATHE-2) (2004) E {Excluded) Q.00
Olschawski et al. {AIR) (2002) : {Excluded) 0.00
Cudiz et al. (2004} i {Excluded) Q.00
Rubin et al_{CIPPPH) (1990) i (Excluged) 0.00
Overall {I-squared = 25.4%. p = 0.226) @ 0.34 (0.20, 0.58) 100.00
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Supplementary Material Figure S4. Meta-regression between all-cause death and APAP (A),

APVR (B), ACI (C), and ARAP (D).
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Supplementary Material Figure S5. Meta-regression between hospitalization for PAH and/or lung

or heart-lung transplantation and APAP (A), APVR (B), ACI (C) and ARAP (D).

10



A N B °
O
z° ° 31 °
o o
5 k]
s [
s =
- 8.
g2 o © g °
! . ! .
14 194
Q Q
S L
O
R @
15 -10 -5 5 -50 -40 -30 =20 -1C
Delta PAP%: Delta PVR%
o
o
w |
; w |
E 0
£ =
: :
571 .
ﬁ ,016—6/ -%
3 L PN
= o
Fu o = o O
S . g2
T’ o 2w
= x
2 o]
o
k-] g
o T
II,? w)
5 10 15 30 -25 -20 -15 10 -5
Delta Cl% Delta RAP%:

PVR: pulmonary vascular resistance
CI: cardiac index
PAP: pulmonary artery pressure

RAP: right atrial pressure

11



Supplementary Material Figure S6. Meta-regression between initiation of PAH rescue therapy

and APAP (A), APVR (B), ACI (C) and ARAP (D).
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