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Uvod

Definice PAH je hemodynamicka

Na zakladé hemodynamickych parametrt stanovujeme
diagndézu a indikujeme specifickou léCbu

Cilem IéCby PAH je dosazeni a udrzeni nizkorizikového
profilu (ESC guidelines 2022)

Hemodynamické parametry nejsou vetsinou primarnim
end-pointem klinickych studii 3. faze, jsou end-pointem
studii 2. faze k overeni, zda je Iék biologicky aktivni a
dostatecne bezpecny




Rizikova stratifikace PAH

Determinants of prognosis (estimated Low risk Intermediate risk High risk
1-year mortality) (<5%) (5-20%) (>20%)

Clinical observations and modifiable variables
Signs of right HF

Progression of symptoms and clinical

Absent

i ) Slow
manifestations

Syncope Qccasional syncope®
WHO-FC 1l

6MWD* 165-440 m

CPET Peak VO, 11-15 mL/min/kg

(35-65% pred.)

VENVCO, slope 36-44

BNP 50-800 ng/L
NT-proBNP 300-1100 ng/L
RA area 18-26 cm’
TAPSE/sPAP 0.19-0.32 mm/
mmHg

Biomarkers: BNP or I‘\IT-prc:BNPd

Echocardiography

Minimal pericardial effusion
RVEF 37-54%

SVI 26-40 mL/m*

RVESVI

42-54 mL/m?

RAP 8-14 mmHg

Cl 2.0-2.4 Umin/m?

SVI 31-38 mL/m”

SvO, 60-65%

cMRI®

Haemodynamics

AR 1 Lo ESC guidelines, 2022
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CcO

PAP
PVR

Asymptomaticky

Symptomaticky
kompenzovany

Dysfunkce

pravého srdce

Rich et al. In: Harrison’s Principles of Internal Medicine. 15th ed. 2001:1506-1507.



Long-Term Response to Calcium Channel Blockers in
Idiopathic Pulmonary Arterial Hypertension

Olivier Sitbon, MD:; Marc Humbert, MD. PhD: Xavier Jais. MD: Vincent loos., MD:
Abdul M. Hamid, MD: Steeve Provencher, MD:; Gilles Garcia, MD:; Florence Parent, MD:
Philippe Hervé, MD; Gérald Simonneau, MD

IPAH, n=557, vasoreaktivita: 17 (26%) — I.v. epo, NO
70 akutni responderi (12.6%), 38 dlouhodobi responderi (6.8%)

Long-term CCB responders

Long-term CCB failure

Cumulative Survival

Long-term CCB
Eubjects s a3 an 22 K| 8 3 3 2 rasponders
at risk, n

Long-term CCE
failure

Circulation. 2005:111:3105-3111
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Long-term CCB

Long-term CCB
failure

responders

}87% } 31%

mPAP (mmHqg)

Baseline Acute Baseline
tesling

Circulation. 2005:111:3105-3111



Barst criteria, 1986:
pokles mPAP o0 220%, nezménénny nebo zvysSeny srdecCni index, a snizeny
nebo nezménénny pomer PVR a SVR (PVR/SVR)

Rich criteria, 1992:
pokles v mPAP a PVR 0 220%

Sitbon criteria, 2005:
pokles v mPAP o 210 mm Hg a dosazeni mPAP <40 mm Hg a zvyseny nebo
nezmenenny srdecni vydej

N Engl J Med 1992;327:76-81
Chest 1986;89:497-503
Circulation 2005;111:3105-11
Eur Respir J 2015, 46(4):903-75



Initial dual oral combination therapy in
pulmonary arterial hypertension

N=97, kombinace ERA a inhibitori PDES, retrospektivni analyza

Baseline First follow-up visit® p-value
NYHA FC I/II/III/IV n 0/15/70/12 4/57/31/5 <0.001
Clinical signs of RHF n (%) 49 (51) 25 (26) <0.001
6-min walk distance m 324+132 395+114 <0.00001
Borg dyspnoea index 4.3+2.0 3.1+1.9 <0.00001
BNPT ng-L~" median (IQR) 372 (115-710) 62 (34-274) <0.00001
Haemodynamics
RAP mmHg 9.5+5.7 6.7+4.5 <0.00001
mPAP mmHg 53.9+10.4 45.1+£10.9 <0.00001
PAWP mmHg 8.8+3.5 8.7+3.3 0.82
Cardiac output L-min~" 3.94+£1.17 5.65+1.62 <0.00001
Cardiac index L-min~'-m™ 2.14£0.51 3.13+0.79 <0.00001
PVR dyn-s-cm™ 10214357 565+252 <0.00001
Mean BP mmHg 97+18 8713 <0.00001
Heart rate beats per min 85415 81+12 <0.011
5v0, % 5918 67+8 <0.00001

Sitbon et al 2016



Initial dual oral combination therapy in
pulmonary arterial hypertension

First follow-up visit median 4,1 mésice, last follow-up visit median 24,6 mésicu, n=77

Baseline First follow-up visit® Last follow-up visit! p-value
NYHA FC I/1I/III/IV n 0/11/57/9 4/49/22/2 10/37/26/4 <0.00001
Clinical signs of RHF n (%) 35 (45) 15 (19) 16 (21) <0.0004
6-min walk distance m 3544127 427+107** 438+£117** <0.00001
Borg dyspnoea index 4.412.1 3.0+2.0** 3.2+1.9%* <0.0003
Haemodynamics

Q0 144 () <0.00008
54.2+11.1 47.4+£13.39** <0.00001

PAWP mmHg 8.9+3.6 9.2+3.8 0.67
Cardiac output L-min~" 3.93+1.09 9.71+2.00 <0.00001
Cardiac index L-min~"-m™2] §2.14+0.49 3.07+0.91 <0.00001
PVR dyn-s-cm~’ 978+304 618+332*F* <0.00001
Mean BP mmHg 94417 89+14%* <0.0003
Heart rate beats per min 86+15 T9+12** 79+£12%* <0.0006
Sv0, % 6119 70+£5%* 69+7** <0.00001

Sitbon et al 2016



Initial dual oral combination therapy in
pulmonary arterial hypertension

1.0
0.8
96 vs 86 % A
L] :
= 0.6 94 vs 75 % e
2
c 84 vs 66 %
A 0.4-
0.21 aktualni preziti vs. preziti podle ,Francouzské rovnice predikce preziti®
U 1 | I I ]
0 12 24 36 48 60
Time months
Patients 74 66 51 27 14 6
at risk n

Sitbon et al 2016



Inicialni double versus triple terapie
(studie TRITON)

TRITON: Multicenter, double-blind, randomized, placebo-controlled, phase 3b study

Macitentan Tadalafil Selexipag
10 mg o.d. 40 mg o.d. 200-1,600 pg b.i.d.
Tadalafil

Macitentan Placebo
Newly diagnosed, treatment-naive — 10 mg od 40 mg o.d 200-1,600 ug b.i.d
patients with pulmonary arterial L) i iy 5 LR

hypertension (PAH)

Change from Baseline to Week 26 Time to First Disease Progression Event

Initial Initial  Treatment Secondary Endpoints (Exploratory Analyses)
triple double effect

41% reduction in risk of disease
progression with initial triple oral vs
initial double oral combination therapy

Primary Endpoint

Pulmonary
vascular
resistance

No

-54% 2% difference

1004
] Tﬁ%

Secondary Endpoints (Exploratory Analyses)

z ‘
Patients without an Event (%)
A @
o o
1 1

6-Minute
_walk +55m +56 m 20+ Hazard Ratio: 0.59;
distance _No 95% Cl: 0.32, 1.09
difference 04, i ! : . . :
Baseline Week Month Month Month  Month
NT-proBNP -74% -75% 26 12 18 24 30

mes | nitial triple oral Initial double oral

Chin, K.M. et al. J Am Coll Cardiol. 2021;78(14):1393-1403.

Chin et al 2021



Survival of Japanese Patients With Idiopathic/Heritable
Pulmonary Arterial Hypertension

Variable Baseline (n=141) Follow-up (n=130) P Value
Male 37 (26.2%
33.3+14.4
: ary arterial hypertension 5.970

Time between baseline and follow-up, (years) median (min—max) 3.3 (0.2—14.4)

WHO functional class (/IVIII/IV), n 1/18/91/31 10/83/34/3 <.001
6-minute walk distance (meters) 267.1+154 .4 407.9£106.6 <.001
Brain natriuretic peptide (pg/mL) 326.2+348.1 74.1£172.2 <.001
Heart rate (bpm) 78.9+15.7 79.0£15.6 .385
Oxvygen saturation (% 05.24+4.2 96.1+3.5 037

Mean pulmonary artery pressure (mm Hg) 60.31+14.7 37.6x11.4 <.001
Cardiac index (L/min/m?) 2.1+0.9 3.2+1.1 <.001
Mixed venous oxygen saturation (%) 63.2+9.9 74.0£7.0 <.001
Pulmonary vascular resistance (dyn-s/cm®) 1522.7+£799.5 591.64+426.3 <.001

< ™ - retrospektivni analyza (1992-2012)

g o« - 78 % léCeno epoprostenolem

| prumeérné preziti 14.7+0.8 let
Patients at risk 141 97 34 6 |

Ogawa et al, 2017



Survival of Japanese Patients With Idiopathic/Heritable
Pulmonary Arterial Hypertension

Survival (%)

Patients at risk
HR<85
HR>85

C

Survival (%)

Patients at risk
mPAP<46
mPAP>46

Baseline
— HR<85 bpm
* HR>85bpm
o 5 0 s 20
years
87 65 24 3
49 27 7 1

At follow up

—  MPAP <46 mmHg

* mPAP >46 mmHg

Log-rank p<0.001

108
22

Survival (%)

Patients at risk
6MWD>372
6MWD<372

D

Survival (%)

o

Patients at risk

CI>2.5
Cls2.5

TR Log-rank p<0.001

[ ——

At follow up :

w— 6MWD >372 m H

* 6MWD<372m

o

64
33

91
36

s 0 s 20
yoars

48 21

18 7 0 0

Log-rank p<0.001

At follow up
w— C| >2.5L/min/m? ) 3

*e** Cl £2.51/min/m?

5 20

years
74 27 6 1
18 6 0 0

Ogawa et al, 2017



Long-term patient survival with idiopathic/heritable pulmonary arterial
hypertension treated at a single center in Japan

Survivor (n = 49)

Non-survivor

(n=7)

, 33+ 18
Viale, n (% 429
HPAH, n (%) 10(20)
WHO functional class (I/1I/I1[/IV) 3 (0/2/34/13)
6MWD (m) 257 + 166
BNP (pg/mL) 260 + 307

] d q [Ng /0
mPAP (mm Hg)
RAP (mm Hg)
PCWP (mm Hg)

61 + 17
8+4
943

66.1 £ 8.7
24+ 09
1391 £ 615

VO, (%)
Cardiac index (L/min/m?)

Oral PGI;
IV PGI,
Dose of epoprostenol (ng/kg/min)

9 (18)
37 (76)
79.6 + 43.2

ERA 34 (69)

PDES5 inhibitor

Monotherapy

Combination therapy

Number of PAH-targeted drugs: 2
Number of PAH-targeted drugs: 3

Wartarin 1
Oxygen therapy 46 (94)

25+ 10

0(0)

4 (0/0/2/5)
103 + 179
705 + 556

62 + 14
13+£9
10+ 5
654 + 10.1
24 4+ 09
1375 + 537

0 (0)

6 (86)

54.0 + 47.8
4(57)

0.26
0.43
0.41
<0.01
<0.05
<0.01
0.66
0.95
<0.05
0.82
0.86
0.82
0.96
0.07
0.08

0.22
0.55
0.19
0.52
<0.05
0.24
0.24
0.21
<0.05
0.72
0.50

1.0
0.8 -—H—Ll—l_l_

pétileté preziti 96 %

Survival rate
o
Y

[=]
S
L

0.2 -

0.0

T T 1
5.0 10.0 15.0

0 Time (years)
Number atrisk 56 54 50 42 34 16 1
a 1.00
P<0.01
o 0.75-
"é Bunsssvany
_g 0.50-
b
@
025 ___ mPAP < 42.5 mmHg
............ mPAP > 42.5 mmHg

5.0 10.0 15.0
Time (years)

Ogawa et al, 2014



An Evaluation of Long-term Survival From
Time of Diagnosis in Pulmonary Arterial
Hypertension From the REVEAL Registry

N=2635, 2006-2009, PH centra v USA

1001
904 | 84.7 + 1.3%
Sl |
:ﬂ: 704 | 67.8 £ 1.4% i
F. i { |
@ 501 | .
49.0 + 1.4%
40~  —— Full REVEAL cohort |
T | N=2635 | j ;
c | L L} L L | | 1
0 1 2 3 4 5 6 7
No. at Risk: Time From Diagnosis (years)
Full cohort 868 1169 1263 1296 1146 894 575 309

Benza et al, 2012



Pulmonary pressure recovery in idiopathic, hereditary and drug and
toxin-induced pulmonary arterial hypertension: determinants and

clinical impact

Total Europe Japan P
Baseline
T P : T 0.11
(59.5%)
Weight, Kg 67 (18) 70 (17) 55(18) <0.001
Height, em 161 (24) 163 (26) 156 (14) <0.001
WHO, class 2.8 (0,6) 2.7 (0.6) 3.1 (0.6) <0.001
I-11 80 (30%) 73 (36%) 7 (11%)
I 159 (60%) 117 42 (62%)
(58%)
v 28 (10%) 10 (5%) 18 (27%)
6MWT, m 367 (131) 397 (102) 275 (162) <0.001
Hemodynamics
T i Sl SLLE 0.655
52.5 50.6 58.3 (15.8) <0.001
(15.4) (14.9)
8.6 (4.7) 8.8 (4.8) 8.14 (4.4) 0.332
2.33 2.31 2.37 (0.84) 0.537
(0.75) (0.73)
9.7 (3.8) 10.0 (3.8) 8.7 (3.6) 0.02
12.3 (6.6) 11.2 (5.9) 15.5 (7.4) <0.001
0.03
Low 54 27 7 (10.4%)
(20.2%) (23.5%)
Intermediate 189 138 51 (76.1%)
(70.8%) (69%)
High 24 (9%) 15 (7.5%) 9 (13.4%)

N=267

Konsekutivni pacienti 1999-2016
Terapeuticky cil mPAP < 25 mmHg
Multicentricka studie — Japonsko,
Rakousko, Italie

Badagliacca et al, 2022



Pulmonary pressure recovery in idiopathic, hereditary and drug and
toxin-induced pulmonary arterial hypertension: determinants and
clinical impact

mPAP < 25 mmHg
last obs.

B no
B vyes

100

80

60

Percent

40

20

<36 36-45 46-55 >55
mPAP quartiles, mmHg

Badagliacca et al, 2022



Pulmonary pressure recovery in idiopathic, hereditary and drug and
toxin-induced pulmonary arterial hypertension: determinants and

clinical impact

B

Delta mPAP, mmHg

0

I
—
o

Mono Oral

Upfront oral Mono Prosta Upfront Prosta  Triple Prosta

Baseline Therapy

Badagliacca et al, 2022



Pulmonary pressure recovery in idiopathic, hereditary and drug and
toxin-induced pulmonary arterial hypertension: determinants and

clinical impact

Survival, %

1,0

0,8

0,6

0,4

0,2 Patients
— > 35 mmHg
- < 36 mmHg

0,0

0 5 10 15
Follow-up, years

mPAP last obs., mmHg

100

o
o

(<2}
o

H
o

20

Outcome s | »
[ 2
(] /,/
® o ® » y .
" © Py e o & e o
” o
ce
#’ :
Q o
8.0 % % o
o ‘ v
3) q° Qg& [¢) °
0g® &e g
% .oge ° "
eoo§ - ©
20 40 60 80 100

mPAP diagnosis, mmHg

Badagliacca et al, 2022



Outcome of mean pulmonary arterial pressure-based intensive treatment
for patients with pulmonary arterial hypertension

N=43, konsekutivni pacienti 2014- 2019, terapeuticky cil mPAP < 40 mmHg

mPAP at last follow-up (mmHg)

100 1

80 +

60 o

40 |

20 +

B
=)
o I
£
£
o
"""""" Aehaiailc &
o /0% O S
CQ?SOO @ ° o
o) OO Q
QO oo ©
© 08

0 20 40 60 80

mPAP at baseline (mmHg)

@ Oral monotherapy (n=10)
© Oral combination (n=21)
© Combination with PGl; (n=12)

C oy

Baseline Last follow-up

Sugiyama et al, 2022



Survival (%)

Outcome of mean pulmonary arterial pressure-based intensive treatment
for patients with pulmonary arterial hypertension

B C
1004 ~ 100 ’ L e |
TS = * <0.05
80+ 80— R 80 p=0.985
60~ & 60- 2
© ©
£ 2
40 e 40+ =
@ @
20— 20— 20+ == Oral monotherapy
== Goal achieved Oral combination
= Unascertained == Combination with PGI,
0= 0+ 0
1 1 1 1 1 1 T T T T T T T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5
Follow-up (years) Follow-up (years) Follow-up (years)
Patients at risk Patients at risk Patients at risk
43 35 25 16 11 4 - 37 32 24 15 1 4 - 10 6 4 3 2 1
- 6 3 1 1 21 19 12 7 6 1
- 12 10 9 6 3 2

Sugiyama et al, 2022



Rapid and high-dose titration of epoprostenol improves pulmonary
hemodynamics and clinical outcomes in patients with idiopathic and

heritable pulmonary arterial hypertension

Naoto '[ﬂ]{LII'lElgEl [: [‘h..fll_]‘.].l.b.CT Aiko Dga“,a [: MD, l}hD'_]b, Hiroshi lto [: MD, PhD., ["|LL]"T
Hiromi Matsubara (MD, PhD)™"*

N=46, IPAH, HPAH, NYHA Il + NYHA IV
rapid increase: = 20 ng/kg/min at 3 months and = 45 ng/kg/min at 1 year

61 patients with IPAH and HPAH
who received epoprostenol treatment
15 patients who underwent
lung transplantation were excluded

32 patients in 14 patients in
survivor group non-survivor group

7 patients were excluded because of
the lack of average mean PAP values

16 patients in 23 patients in
rapid increase group slow increase group

Journal of Cardiology 68 (2016) 542-547



Rapid and high-dose titration of epoprostenol improves pulmonary
hemodynamics and clinical outcomes in patients with idiopathic and

heritable pulmonary arterial hypertension

Naoto '[ﬂ]{LII'lElgEl [: [‘h..fll_]‘.].l.b.CT Aiko Dga“,a [: MD, l}hD'_]b, Hiroshi lto [: MD, PhD., ["|LL]"T
Hiromi Matsubara (MD, PhD)™"*

N=46, IPAH, HPAH, NYHA Ill + NYHA IV
rapid increase: = 20 ng/kg/min at 3 months and = 45 ng/kg/min at 1 year

- Survivors
= MNon-5Urvivors

(=]
L=
[ 1]
]

=
=1

o

=t

=
L=}

Cumulative survival rate (%)
=

[

[=]
%)
[=1

— Rapid increase
— Slow increase Log-rank p=0.0Z2

Dose of epoprostenol (ng/kg/min)

0
i 2 3 5 10 15 0Fdim 3m 6 m 1y 15y 2y

Time after initiation of epoprostenol treatment (years) Time after initiation of epoprostenol treatment
Patients at risk Patient af risk
Ropidincrass 6 16 W 15 8 Survivors 3232 32 32 32 2 32 32
Slow increase 23 21 A 19 14 B Mon-surdvers 1413 11 1 | a B

Journal of Cardiology 68 (2016) 542-547



Rapid and high-dose titration of epoprostenol improves pulmonary
hemodynamics and clinical outcomes in patients with idiopathic and
heritable pulmonary arterial hypertension

Naoto '[ﬂ]{LII'lElgEl [: [‘h..fll_]‘.].l.b.CT Aiko Dga“,a [: MD, l}hD'_]b, Hiroshi lto [: MD, PhD., ["|LL]"T
Hiromi Matsubara (MD, PhD)™"*

— Rapid increase — Rapid increase
== Slow increase == Slow increase
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Time after initiation of Time after initiation of
epoprostenol treatment epoprostenol treatment

Journal of Cardiology 68 (2016) 542-547



Je redukce mPAP stejne ucinna u vsech forem PAH?



Adaptabilita prave komory na zvyseny afterload

109 g,
0.8- > .-_. Nl -

===i | _PAH-CHD
0.6 AL PH-LHD

CTEPH

ey IPAH
0.2- o‘. ......... N ...:.. » - » ' y
b PAH-SSc
p<0.05 IPAH versus all other groups

0.0-

0.4+

Cumulative survival

1
9 10

I Ll Ll |l Ll I I 1

0 | 2 3 4 5 6 7
Years from diagnosis

o0 -

Condlife et al, 2020



Je redukce mPAP bezpecna a mozna u vsech typu PH ?



Epidemiology and treatment of
pulmonary arterial hypertension

Pramérny vék pacientd s PAH se zvySuje a s tim pfibyvaji komorbidity

Registry

NIH™?

PHC?
Japanese??
Scottish*®
French*

UK and Ireland™
REVEAL®®
COMPERA?
Spanish®

New Chinese”

Korean?*

Time period

1981-1985
1982-2004
1992-2012
2002-2009
2002-2003
2001-2009
2006-2009
2007-2011
2007-2008
2008-2011
2008-2011

Mean
age
(years)
36+15
46+14
33+14
49+11
52%15
5017
53%15
65+15
46+18
33+15
45+16

Women
(%)

63
76
74
62
62
70
83
60
73
70
73

NYHA
functional
class -1V (%)

75
80
87
NA
81
84
55
91
70
52
63

6MWD
(m)

NA

NA

267+154
NA

328+112
292+123
374129
293+£126
382117
394+114
398+116

Estimated
survival at
1 year (%)

68
91
98
NA
83
93
91
92
89
92
NA

Estimated
survival at
3 years (%)

48
75
92
NA
58
73
74
74
77
75
NA

Lau et al, 2017



mmHg

Hemodynamic Effects of Pulmonary Arterial Hypertension-
Specific Therapy in Patients With Heart Failure With Preserved
Ejection Fraction and With Combined Post- and Precapillay

Wwu

Pulmonary Hypertension

Cardiac output
p=0.061

T ? 3
Baseline Follow up

mean PAP
p=0.121 -
>~ —*
4 - 104
£
£
-
Ll Ll o
Baseline Follow up
PVR
p=0.001 205
304
°
0o
=
£ 20
£
10+
L) L) 0
Baseline Follow up

Ll ) ;
Baseline Follow up

B4 = Before therapy
> EDV — After therapy

Veld et al, 2020



Therapy in stable chronic obstructive pulmonary disease patients
with pulmonary hypertension: a systematic review and meta-analysis

STUGY O M)

Huangpu 2011

22168 30

794
Rao 2010 97 105 15 38 128 18 45%
Stokz 2008 -2 83 14 4 154 9 23%
Valerio 2009 -6 56 16 2 62 16 169%
Zhang 2012 -9.3 72 B 47 78 35 228%
Zhen 2011 -6 53 30 63 38 30 51.0%
Total (95% C1) m 138 100.0%

Helerogeneity: ChP® = 1585, df=5 (P=0.007), F= 68%
Test for overall efect Z=10.52 (P < 0 00001)

PH specific drug Comtrol
Blanco 2013 15 17 24 83 211 25 192%
Laderer 2012 1. “1153 5 5 113 4 100%
Stolz 2008 -45 64 20 -04 135 10 253%
Valerio 2009 4 92 16 -3 108 16 455%
Total (95% C1) 65 55 100.0%
Heterogenaity. Chi*= 483, ¢f=3(P=018),F= 38%
Testfor overall effect. Z= 1 28 (P = 0.20)
Experimental Control
29 07 124 31 500
Valerio 2008 3 13 16 -2 121 16 50.0%
Total (95% Ch 45 47 100.0%

Heterogeneity Chf= 088, of=1 (P=035),F=0%
Tast for overall effect. Z= 0 65 (P= 0.51)

! A Xed, = ’l
13.75124.36,-3.14)

Mean Difference

-7.80 1585, 0.05)
2.0049.18,1318
-8.00 F12.08,-3.91]
-4.601+8.12,-1.08)
-11.70 F14.05,-9.39) e

-
-

mPAP

9.02[10.71,.7.34)

. ' 4
50 -2 0 25
PAP gacreasea PAP Increased

J
1

50

Mean Diffesence
A ixed, 95%
6.80 §3.91,17.51) X Sk
-4.00 1886, 10.66)

-410413.43,5.23) —W1
700 [0.05, 13.85) - PaOZ
3.06 [-1.63, 7.75) p
50 -25 0 25 50
gaceased Pa02 increasad Pa02

\ xed, § "
-0.90 19.61,7.81]
S0043.70,13.70)

2.05[-4.10,8.21]

-100 -50 0 50 100
SGRQ datariorated SGRO impraoved

Chen et al, 2014

Kvalita zivota SGRQ u CHOPN



Bosentan in Pulmonary Hypertension Associated with
Fibrotic ldiopathic Interstitial Pneumonia

Baseline characteristics n ORI95% Cl) pevalue
Bosentan (n = 40) Placebo (n = 20) P Value Crverall kL " 1003 (00, 24-4, 3 I
.l\.l:ﬂ'
Age B6.4 (9.2) B6.0 (2.3) 0.77 <67 L - 2.240.21-23.22) .59
Male 27 (B7.5%) 15 (75%) A »=hi7 19 0,56 (0L.06-3.92) (.66
WHO FC LAY 21721 2/9/9 & Sex
EMWD, m 149.3 (99.6) 170.7 (97.0) 0.39 Female 13 - - - 0028 ((L01-2.75) (.56
mPAF, mm Hg 3r.2(3.9) 335(6.1) 0.30 Male 26 - 233 (0.35:16.2) .63
mRAP, mm Hg 7.4 (5.4) 6.1 (5.4) 0.26 e ———-rv—
PVE, Wood units 7.4 (4.0) 6.0 (2.4) 0.33 : el . i
PVR index, Wood Units/m® 13.9 (7.5) 11.4 (4.5) 0.31 =140 e 0.93 (0.16-5.23) '
Cardiac index, L/min/m?* 2.2 (0.5) 2.2 (0.5) 0.68 =140 16 - !
Diee, % predicted 21.3 (9.6) 1.2 (7.5) 0.88 mPAP
Koo, % predicted 45.1 (21.8) 48.8 (20.5) 0.43 <35 20 - (.6 (10083 66) (L6
FEV,, % predicted 58.8 (20.8) 498 (19.8) 0.10 sl 0 = | 5 (006-204T) ;
FVC%, % predicted 55.7 (19.8) 51.1 (24.0) 0.28 -
CPI B7.5 (8.6) 682 (7.9) 0.79
<Ii i5 1240.11-13.31) I
==l M r 096 (0L.11-6,37) 1
PVR
<6 21 . 114 (0. 16-8.07) 1
#=h 18 (B3 (0L04-9.15) I
dlea TEpredicted
<) 17 . 5.5 {0.45-T0.84) 0.22
»=30 16 . 032 ((L03.2.43) 0.36
CPI
=T 21 - U39 (0L 04-2 48) 04
>=70 12 16 (0.54-730.51) 0.13
| I I | T T 1 I I ]
0.0 005 02 05 1 2 5 10 0 100
Placebo betler Chdedls Ratio Bosentan benter

Corte et al, 2014



Zaver

Hemodynamicka parametry nejsou vétéin%lAE'rimérm’m end-pointem klinickych studii

o

3.faze se specifickou IéCbou u pacientu s

Efekt specifické 1éCby PAH na redukci mPAP a PVR lze zhodnostit jen PSK, coz neni
mozné pri kazdé navstéve pacienta

Rada praci prokazala zeg)r_néna u mladSich pacientu s PAH, ktefi nemaji vyznamné
kardiopulmonalni komor |d||’9/ signifikantné lepsi kratkodobé a dlouhodobe prezivani pfi
vyraznéjsi redukci mPAP a PVR

U pacientu s vy$Sim mPAP je redukce mozna zejmnéna pfi kombinacni terapii v€etné
parenteralnich prostanoidu

Ucinnost redukce mPAP a PVR je zavisla na adaptibilité pravé komory srdeéni na
zvySeny afterolad (PAH u SSc vs. PAH u vrozenych srdecCnich chorob

U starsSich pacientu a u pacientu s kardiopulmonalnimi komorbiditami pravdépodobné
neni vyraznejsi redukce mPAP a PVR vzdy bezpecna a ucinna



