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OVERALL ESTIMATE: Fixed Effects {Diamand), Random Effects (Line)

Weighted mean improvement of exercise capocily in patients allocated to experimental treatments as compared with control groups. There was
significant heterogeneity only within the group of EPO reflecting the dispersion of results within this category.
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OVERALL ESTIMATE: Fixed Effacts (iamand), Random Effacts (Lina)

Improvement in PVR in patients dllocaled to experimental treatments as compared with control groups. Although the effect was skatistically
significant, it represents only a é% fall from baseline in the reated patients.
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OWVERALL ESTIMATE: Fixed Effects ({Diamond), Rendom Effects [Ling)

Cumulative estimate of death in active treatment groups as compared with contral groups. The pooled effect of all treatments was a reduction of
39% (2% to 62%) in all-cause morality. When considering the cumulative effects within each drug family, no class of drug produced a statistically
significant reduction in all-couse mortality.




Total Mortality — Functional class

Treatment Control
Study n'N n'M RR (95%CI) P

Trials excluding patients in functional class IV

ALFHABET 1465 1765 : . 1.00 (006101565 1.000
BFH 21 o1 053 {0002 130.53) 0823
SERAFPH 1/14 o2 431 {0.06 0 295.30) 0496
BREATHE-S O/37 a7 047 (000 115.87) 0.786
EARLY 1493 1/a2 0.99  (0.06tc 15.58) 0994
COMBI H E] 21 110 {000k 272.43) 04972
BSG 1460 2/66 0.47 (00410 5.01) 0529

Total 4/308 4274 0.85 {0.23to 3.10) 0.804
Within-group heterogeneity test y2=0.92, df=§, P = 983

el e e

|

Trials including patients in functienal class IV
STRIDE-1 1118 /8D
BREATHE-2 322 [N R
SUPER-1 207 170
STEP a5 naz
PHIRST20  1/82 1/82
PHIRST40 7a 1/82
CIPPPH 1111 a2
PPHSG (41 840
PHSSDSG 4/58 555
AlR 1M 4102
TEG 97233 1235
BREATHE-1 1/144 2/69
ARIES-1 2135 26T L
ARIES-2 2127 365
STRIDE-2 0123 262
PACES 0134 713

255 (D04 o 184.98) 0.666
664 (012t0364.76) 0,954
L ] 1. {0.11 10 9.60) 0,930
092 (0.00 b 229.29) 0,975
L 3 1.00 (D06t 15.72) 1.000
021 (0.00te 15.04) 0472
036 (0.04103.00) 0,347
003 (D.00to 1.54)  0.081
B 079 (02210277 0708
025 (0.0310222) 0215
B 081  {038102.20) 0.837
0.24 {0.02 fo 2.60) 0,240
050 (00710345 0478
0.34 (0.0 to 1.99) 0.232
006 (00010348 0174
003 :E'.Elﬂ ta 1.80) 0.095

Total 2811648 481176 0.58 {0.35 to 0.86) 0.036

Within-group heterogeneity test ¥2=10.77, df=15, P=.769

OVERALL 321957 5311450 - 0.61 (038t 0.98) 0.041

Heterogenaity test 12=11.98, dl=22, P= 858 Between-group heterogeneity test ¥2=0.29, df=1, P= 589
I T ] ]

0.0 0.5 1.0 1.5 2.0

Favors treatment | Favors control

OVERALL EETIMATE: Fixed EHacts {Diamend), Random Effects [Ling)

Benehit of tested treatments on mortality in trials including and excluding patients in functional dass IV.
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Funnel plot. There was no evidence of publication bias.
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Relation between baseline walking distance and mortality during
follow-up. The relationship was linear for those who exercised less
than 340 m.
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SYSTEMATIC REVIEW OF TRIALS IN PAH
EPO & PCA TRIALS (9; n=1,241)
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SYSTEMATIC REVIEW OF TRIALS IN PAH
ETRA TRIALS (9; n=1,274)

Trial N ACRONYSM
Channick (2001) 32 BPH Bosentan
Rubin (2002) BREATHE -1 Bosentan
Barst (2003) STRIDE-1 Sitaxentan

Humbert (2004) BREATHE-2 EPO + Bosentan
EPO
Galie (2008) ARIES 1 Ambrisentan
Galie (2008) ARIES 2 Ambrisentan
Barst (2006) STRIDE 2 Sitaxentan
Galie (2006) BREATHE 5 Bosentan
Galie (2008) EARLY Bosentan




SYSTEMATIC REVIEW OF TRIALS IN PAH
PDTSI TRIALS (8; n=1,004)

Trial \ ACRONYSM

Ghofrani 30 S and ISPH Sildenafil
Sildenafil + lloprost
Ghofrani 16 SLFPH Sildenafil

EPO

Sastry 22 SPPH Sildenafil
Galié SUPER-1 Sildenafil

Wilkins 26 SERAPH Sildenafil
Bosentan

Simmonneau PACES EPO + Sildenafil
EPO

Singh STPAH Sildenafil
Galié PHIRST20 Tadalafil
Galié PHIRST40 Tadalafil
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WHAT (OUTCOMES) RCT TESTED ?

100% 1/ 26 CLINICAL (<5%)
2 / 26 Other non clinical (8%)
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80% 4 / 26 Haemodynamics (15%)
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WHAT WAS THE DURATION OF RCT ?

18 Weeks 6 Months
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The only trial that address mortality as a primary point
falled to demonstrate any benefit
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If they would studied excercise capacity at 3-6 months,
probably Beraprost would be approved it
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