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rre ¢Qué opciones tenemos para el tratamiento?

A Bl D E
Proximal PA.ﬁbrou'c Distal PA ﬁ_bnotic Microvasculopathy
obstructions obstructions

Multimodal CTEPH treatment
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T iQué estamos tratando?

Alteracion fibrética de
arterias segmentarias Afectacion microvascular
distales o o vasculopatia pulmonar
subsegmentarias

Alteracion fibrotica de
arterias lobares o
segmentarias proximales

éExiste una secuencia ideal de tratamiento?

Angioplastia Pulmonar Tratamiento Farmacoldgico
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o i Por donde empesd r?

Tromboendartercotmia

Pulmonar

Pacientes no candidatos a cirugia
Paciente con HP recurrente o persistente luego de la cirugia

Angioplastia Pulmonar Tratamiento Farmacologico
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T ko, | presones
Auricula Derecha (mmHg) 64% _

Ventriculo Derecho (mmHg) 65% 75/0 (6PFD)

Arteria Pulmonar (mmHg) 64% 89/34 (52)

Wedge (mmHg) 6

Aorta (mmHg) 96% 105/72 (88)

Volumen Minuto 2,98 L/min

Indice Cardiaco 2,19 L/min/m?

RVS 2228 Dynas.seg.cm™
28 UW

RVP 1235 Dynas.seg.cm™
15 UW

SVO, 64%
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BUERDS MRES, AREENTINA
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rre ¢Qué opciones tenemos para el tratamiento?

A Bl D E
Proximal PA.ﬁbrou'c Distal PA ﬁ_bnotic Microvasculopathy
obstructions obstructions

Multimodal CTEPH treatment

@ESC @ ERS—

B 22 ine sl A esnitc LA GRS AT MO Humbet M et al; European Heart Journal (2022) 00, 1-114

www._solacicongrass.org

:



SOLACI  NiglIST
CACl'24 7 g9

i

O 2024 Tromboendarterectomia Quirurgica

A B
ko) | O]
] 0,0001 i)
<0,
1.00 80% g 80% NS
70% A 538 70%
60% 60%
0.80 50% - 50% -
40% - 40% -
30% A 30%
= 0.60
2 20% 40% 20% 43% 1%
@ 10% - 18% 10%
@
2 0.401 p=<0.0001 {log-rank test) 0% T 0% X
E basaline follow up baseline follow up
E PEA group MT group
© 020
[J WHO class | B WHO class Il
[0 WHO class II W WHO class IV
0.00 patients at risk at the end of the time period
404 382 374 366 361 355 336 244 158 62 3 0 .
275 28 228 214 200 188 164 120 58 20 2 [ 500 p<0.0001 NS O baseline
T T T T T T T T T T T T . m"w up
[i] 6 12 18 24 30 36 42 48 54 60 66
- 400 A
Months from Diagnosis
®—%—% Operated. N=404 .E.
#—#—# Non-operated, N=275 £ 300 1
=3 .
s 200
100 A
0 Ll Ll

PEA group MT group
Simonneau G et al. Am J Respir Crit Care Med 2013;187:A5365
Wiesteska M et al; Clin Appl Thromb Hemost. 2016 Jan;22(1):92-9
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BUENDS NRES RILTON
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s o315 | 23/12/19 Poston

Auricula Derecha (mmHg) 5 5

Ventriculo Derecho (mmHg) 75/0 (6PFD) 60/01 (11 PFD)

Arteria Pulmonar (mmHg) 89/34 (52) 57/17 (34)

Wedge (mmHg) 6 6

Aorta (mmHg) 105/72 (88) 90/70 (76)

Volumen Minuto 2,98 L/min 2,50 L/min

Indice Cardiaco 2,19 L/min/m? 1,86 L/min/m?

RVS 2228 Dynas.seg.cm™ 2272 Dynas.seg.cm™
28 UW 28 UW

RVP 1235 Dynas.seg.cm™ 768 Dynas.seg.cm™
15 UW 10 UW

SVO, 64% 47%
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Mas del 40% no
fue operado

[ Recruited ]
N=679

»

Operable

~—407  Aprox 25% de los pacientes desarrolla HP

: N residual o recurrente
Non-operated
n=54
7 died
37 refused surgery
\—10 waitingfor surgery Operated

0

» operability data (non-

| 5 patients with no

nf. Distal 48%
omorbilidades 13%
isbalance RVP/

arga trombotica 10%
VP > 1500 dynas. 2%
2%
23%

Pepke-Zaba J et al. Circulation 2011;124:1973—-1981
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Tratamiento farmaco

60+
m— Riociguat

wes Placebo
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E T Tratamiento farmaco

70+
60+ B D SO %
w o~ L -
? 50 /%/ ——
g / V__N__"-——-,
Eo 407 / :
$3 /
/
gg 30- // //-
G /
o /
[ 20 P
g // /
10- / / M Former riociguat
e A Former placebo
0“ T T T T T
Baseline 16 weeks 12 weeks 46 months 92 months 1year
| | | |
CHEST-1 CHEST-2

Mean 6MWD absolute values m

Former riociguat 345 396 406 406 400 411

Placebo 360 368 414 411 408 405

Patients n

Former riociguat 155 154 145 143 143 114

Placebo 82 81 75 75 72 58
CAC] =xmmrnes K ANMUAL COMORERS OF LATINANERS ver ROBLOG
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mPAP PVR

Moan Difforence Moan Difference Moan Difference Moan Difference

Study or Subgroup Weight IV, Random, 95% C1 Year IV, Random, 95% C1 Study or Subgroup Weight IV, Random, 95% Ci Year N, , 89% C1
Kataoka, M. (2012) o8 -1.00 [-1.88, 0.12] 2012 9 Muzoguchil, M. (2012) 76% 61500 |-709.32, -520.68] 2012 LA o

Muzoguchi, H. (2012) 6.6% -21.40[-24.14,-18.06) 2012 o Androassen, A K. (2013) S56% 23200 (42068, 4332] 2013

Ancrosssen, A K. (2013)  60% -1200[-1852, -548) 2013 S Kanutani, M. (20186) 6.8% 31610 [449.36, -182.84] 2016 e —

Aok, T, (2018) 62% MO0 [1957, 843 2006 ou:an Aokd, T. (2016) 7.6% -249.00 [-34525, -152.75] 2016 e

Kinutand, H. (2016) 64% 1500 -19.39, -10.61) 2016 s Broch, K. e —

Broch, K (2016) 39% 41005658, -2542] 2016 _— , K. (2016) 67% 23700 [-374.72. 99.28] 2016

Tougu, T. (2016) 6.5% -19.80 2341, 16.19) 2016 v Tsugu, T. (2016) 6.8% 47540 (80735, -34345] 2018 —

Tatete, $. (2016) 85% -11.00-14.58,-742) 2016 i Tatebe, S. (2016) 79% -227.00 [-305.49, -148.51] 2018 —

Yaota, N (2016) 65% -14.10-17.51,-10.69) 2016 - 14mmHg Kurzyna, M. (2017) 6.9% -352.00 (48267, -221.33] 2017 —_—

Aok, T. (2017) 66% 1300 15,60, -10.40] 2017 - Aok, T, (2017) 82% -280.00[-339.91,-220.09] 2017 - 303dynes
Darocha, S (2017) 62% 16702218, -11.22) 2077 —— Darocha, S. (2017) 6.6% 3820053242, -251.58] 2017 —

Moriyama, H. (2017) 6.6% -17.90[:21.16, -14.64] 2017 - Yamasaki, Y. (2017) 7.3% -228.00 [-340.00, -116.00] 2017 —

Ymmuvm‘;‘n' :: ~1a;:°|~lzo.t;.2-t:: ;g!; eps Otsson, K. M. (2017) 74A% 15100 [-25585, 4635 2017 e

amasat ) 1200 -18.22, 1 P Mortyama, H. (201 | <258, 17 —

Olsson, K. M. (2017) 4%  -700[-11.26,-2.74) 2017 - nmsm!’)’c;ow) :‘: %mm:;oz:g :,, -

Krechbaum, §. D. (2018) 63% 49011109,-211) 2018 oo o '

oy e s o O] e L B |
Heterogenelty: Tau = 85.00; C¥* = 484 61, of = 15 (P < 0.00001), = 97% + + + - Tas = + ChF = 80.96, & = 13 (P <0.00001) F = ¥ 5 0
Yost for overst eflect: Z = § 93 (P < 0.00001) O Gt i S L S Yoot for oversll effect: Z = 8.03 (P < 0.00001) Docreased i BPA  Icreased Wi OPA.
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0, Sat 6-MWD

Mean Difference Mean Difference
M or s“wp WOCQN N, Rm. 95% Cl| Year N, Rlﬂdom, 95% CI _ Btudy or Subgroup Weight :“nw Cl Yoar ':.:.M 95% Ci
Andreassen, A. K. (2013) 19.9% 3.00[0.19,5.81] 2013 Kataoka. M m'? ‘:x ":m;;' :::'Jl gg S —
Aoki, T. (2016) 24.8% 4.30[2.36, 6.24] 2016 Amvaen KK G013 2% ::oool‘r:zc m:: 2013
Aoki, T. (2017) 29.7% 1.00 [0.05, 1.95) 2017 Tatobe, 5. (2016) 120%  TIS0[ISTI, 111.27) 2016 e
Tougu, T. (2016) 121%  46.00[7.09, 8491) 2016 ——r—
Oilsson, K. M. (2017) 25.6% 440 [2.61,6.19] 2017 »::‘1 anie 30% 108.00§34.09, 177.45) 2018
Broch, K. (2018) 41% 8700203, 153.69] 2016
Total (95% CI) 100.0% 3.09 [1.03, 5.14) Kurzyna, "“m'?, ‘;: n gwm‘ofzv;::sl ::; 67m |
W"Y. Tau'=347,Ch" = 16.80,d1=3 (P = OM). P =82% -:‘ :; 6 Otsson. K. M. ((223‘7), ‘j“ '"w“l; 09, 13‘ 'ﬂ 2017
: Keamm, T. (2018) 106%  33.50}7.95 7495 2018 T
Tost for overall effect: Z = 2.94 (P = 0.009) Decreased with BPA Increased with BPA TS i T e
Total (95% Cf) 100.0%  67.28 [53.76, 80.80] <>
Hatorogenaity: Tau' = 000, Ch* = 1071, &f = 11 (P = 04T F= 0% 00 so ) ”
Test for overall effect: Z » 8.76 (P < 0,00001) o Swit BRA . rcranscd with 6PA
- yoeen ANNUAL COMORERS OF LATIN ANERCAN SOOI TY OF INTERVENTIONAL CARDIOLOGY
CAC) @ O T B B i Khan MS et al. IKhan MS et al. IJCard 2019
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Systolic PAP Mean PAP
* *
mmHg | % mmHg T * |
1209 T 1 70 = . —
110 L) -
wo4 T . 60 L .
i T 50+ T
] ~ -+
70 - 40
50 e 04 T T L =
gg - —l— é 23 T I;I
Baseline Post- Pre-  Post- Baseline Post- Pre-  Post-
PEA PTPA PTPA PEA PTPA PTPA
PVR CO
Nood units = C. * 1 L/min
25 - | —| 6.0 = .
20 —L 5.0 7 T
1549
4.0 4
- u——
2.0
Baseline Post-  Pre- Post- Baseline Post- Post- B l Post P Post
PEA PTPA PTPA PEA PTPA PTPA aseime  rost- re- ost-
PEA PTPA PTPA
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Percent survival

Angioplastia pulmonar con ba

on Post PEA

[y

Patients at risk at the end of the time period

Combination

LU o ANNIUAL COMORERS OF LATINANSRSCS

0 2
16 11
25 17
90 56

SO0EN NATIGMNAL ANNLIAL CONSEESES OF THE
Emm—=s  www.solacicongress.org

— PN
—— Combination (PEA+BPA)
— BPA

(Cox-Mantel log-rank test)
PEA vs. Combination: p=0.024
BPA vs. Combination: p=0.133
BPA vs. PEA: p=0.218

—

Taniguchi Y et al. International Journal of Cardiology 326 (2021) 170-177
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S, | 2024 APB vs PEA

Survival rate e6MWD
N BPA mm BPA
. PEA = PEA
1.0- 150~
S E
0.5- g 100-
=
50~
0.0-
Perioperative/ 2 3
in-hospital
period 0-
BPA PEA
Tlme Of fO“OW-up(year) Fig.5 The histogram of 6MWD at 1-6 months after BPA and PEA
Fig.4 The histogram of survival rate at different follow-up times

after BPA and PEA

CAL ﬁ A A Salei s U S A A D SR 5 o Zhang L et al. Heart Failure Reviews volume 26, pages897—917 (2021)
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e dCual es el Ultimo recurso?

Angioplastia
Pulmonar con
baldn

Endarterectomia

quirurgica
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FUENDS NRES RILTON
BUENDS MRES, AREENTINA 2024

Endarterectomia
quirurgica

i Cu3d

es el |

timo recurso?

Angioplastia
Pulmonar con
balon
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ratamiento Farmacologico

VS APB

Sy - Study %
o WMD) ($5% C1} wegt  p SMO(SRC)  Wegnt
Soudy %
E)
0 WMD (95% G} Weight : BPA
‘_"’":S'u""""‘ ;’f: ':3’:“:::-?":’“) tn Kocheo Supmus, 2011 A82(279, 908) 128
v Xakture Supmane, 2 . 3012 -
== ; sk < ey ek m:,uu. 2012 219261, 1.76) 578
i Ardnssen 4K 2013 120041052, 048] 431 Shgwhimi Fekal 204 135 (208, 9.66) 445
Korchiro Segemuna, 2011 —_— 400 (555, -245)946 et Funs 2014 AZWOEITN0 TN 4T Tk leami. J0HUIALT) AS3C184, 122 633
ok MiLoguen, 2012 —_— : .20 (7.00, 5 10)10 41 T i 20140ACT) -J080{2234, 17 64) 421 Notuie Shimurs, 2015 AR DM 3N
: MoSatars Sherars 2014 179043833 58T 108 Marcin Kuayma 2016 AAS(220 9T 438
. ' )
Takumi inares, 20741JACC) e 200(272, 120108 o e, 200 TR0 TA-122) 46 Veldogquer Matin M, 2015 AT6(IQ, 25 238
Wai Kimuen, 2016 —— ) 460 (549 371080 Veldooeoz Maris N 2072 20002954, 10 95) 364 Rok M. 2016 063(148. 032 1M
Takeshi Ogos. 2017 R 190(285, 1151100 WM e 5509788 638) 284 Mirsharry Kowkiea, 2014 V48 (14,068) 18
' sofuy Mowea 2014 480(%431,471) 252 n <
Karen M Otsson, 2017 e 200(-368, 032019 Vst Kemrarn, 2016 1830 {2115, -15.45) 544 N Kows. 2018 415015, 078 607
- . 2 e ) 3 > Takesh Ogoa. 2017 1AL (179, 1 99) 617
sarcin Kuzyna, 2017 410(502,-278)885  Teewh Ogea 117 VOORIRIN MM B L e 201 $26(.1.50, 0.58) 450
) Yice Yamasan 2047 A200{-1822. 698 454 ot
Sutictal (-souared = 90. 7%, p = 0 000) AS3(485, 2200080 Lo oo s0n JOREI125.278) 498 Kaan M Cisson, 2017 053091, 016 603
Marcan Kuszyna, 3077 51043012, -1008) 48y Mecn Kuayea 2017 AN, 4T SU
Riocioumt H Tatnus Acks, 2017 1200 (1548, 10 57} 40 Tatswo Aok, 2017 SR LISE-ARRE R ¥
’ Su (Hogumel » T7 3% 5 » 0000 -1802 (1722 12 1Y) 150 Suttotal (aguaed = 67 6% 2 = 0 000) A 33 (1857, -1.08) To40
MomseinAedeschir Ghoframi, 2093 D) sy <100 (-206,006) 10 5%
Nk M Kom, 2018(noperable CTEPH) —_—t H80(223,063) 0.74 "’°:“‘ Bk | s s Rasorgant q
HA Qrofrare, 209 { —8— A4S0 (-7.97.1.00) A Ghofan,. 2010 e 201 (147, 268) &2
Mok M Kim, 201 6{recunet Pet ater PEA) ——t— AG0(338,018) 8% " H - 1 Y
x ; ¢ ) Koo Yemamakn, 2017 | QMEAETITY 4B} s vamamars, 2017 P ——t 032(0%0,021) 498
Sutnanl (1scuaed « 0.0%, p « 0781) ! <>| A05(:182, 029)2020  Mosss-Ardenchs Ghoktast 2313 ' — ADHITTATY W HossemAndsachi Grateal. 3013 b - 052(084, 941) 6T
2 Bosck M Kim. 2098 nspatatie CTERM) § o —— 405(687. 11 1 o ' .
' A P Tn ot B Lt ) ! b iEB AR 408 ek M Kam ‘A.I?inwtﬁm CTEPH) ¥ - 059006, 431) 648
Oweral (-scua‘ed = B3 8%, p « 1000 <> 2EZ(3,-1TNI0000  Sustste (Faguares=00% =057  © | 4ramm 200 2 Mk HKGm 0M5{recured PH Mo FEA) e 076(-118. 433) 530
1 ‘ Suttoral (Laquaed =2 0%, p =0 395) | 065079, 250) 2380
NOTE Weights ase from mndom eYecs anaks:s E Owatal J-aguared » 02 2% ¢ » 0.500) ¢ AZOT 1510, -000) WO 00 ¥
T T ' Ovweal Lacuared = 80 7% ¢ = 0 000) <> 413 (-1.36, £8% 10000
13 0 73 MOTE VWeguis sk o rasdem sfecs anahin 2 Iy
I I NOTE Weghts are fiom tandom efects snalysis H
e o N T

A- RAP ~)IB) 0 i

Wang W, et al. Clin Cardiol. 2019 Aug;42(8):741-752
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Study
D

BPA

Andreassen AK 2013

Nobuhiko Shimura, 2015

Rok M, 2016

Hirofumi Kodkea, 2016

Karen M, Disson, 2017

Marcin Kurzyna, 2017

Subtotal (I-squared = 0.0%, p = 0.846)

Riociguat

Hossein-Ardeschir Ghofrani, 2013

Nick H Kim, 2016(inoperable CTEPH)
Nick H Kim, 2016(recurrent PH afler PEA)
Subtotal (1-squared = 0.0%, p = 0.917)

Heterogenedty batween groups: p = 0.005
Overall (I-squared = 19 7%, p = 0.268)

%
WMD (95% CI) Weight

0.50 (-0.59, 1597 84
030 (-061, 121264
157 (-0.39, 353957
0.36 (-0.55, 1 272.65
020 (-0.23, 0.63)1.96
037 (-0.00, 0.83)0.39
0.33 (0.06, 0.59)30 05

0.80 (0.57, 1.03)40.14
0.80 (0.45, 1.15)17.98
070 (027, 1.13)11.83
0.78 (0.61, 0.96)89.95

0.65 (0,50, 0.79)100.00

T
-3.53

YOF INTEW

Stugy
10

BPA

Andreassen AK, 2013

Nobuhiko Stnura, 2015

Rok M, 2016

Hirofumi Kotkea, 2016

Karen M. Oisson, 2017

Marcin Kurzyna, 2017

Subtotal (I-squared = 0.0%, p = 0.846)

Riocwguat

Hossein-Ardeschir Ghofrani, 2013

Nick H Kim_ 2016{inoperable CTEPH)
Nick H Kim_ 2016(recurrent PH after PEA)
Subtotal (1-squared = 0.0%, p = 0.917)

Heterogenerty between groups. p = 0.005
Overal (I-squared = 12 7%, p = 0,268)
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Tratamiento Farmacologico VS APB

%
WMD (95% C1) Weight

0.50 (-0.59, 1.59) 84
0.30 (-061, 1.212.64
1.57 (-0.39, 3.539.57
0.36 (-0.55, 1.273.65
020 (-0 23, 063)1.96
0.37 (-0.09, 0.83)0.39
0.33 (0.08, 0.59)30.05

0.80 (0.57, 1.03)40.14
0.80 (0.45, 1.15)17.98
070(027, 1.13)11.83
0.78 (061, 0.96)69 95

065 (0.50, 0.79)100.00

-3.53

0

E. €I

Wang W, et al. Clin Cardiol. 2019 Aug;42(8):741-752
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Tratamiento Farmacologico VS APB
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Estudio RACE

105 randomly assigned
4
53 were assigned to riociguat 32 were assigned to BPA
Smclygfcode.ACEuul 1 by discontimed RACE tral
2 patient decisions — (1 1 patieat decision
3 had clinical worsening pagent

WHO FC =>" : 48 completed RACE tnial and were mclnded 51 completed RACE tal and were mchuded
RVP >320 in an ancilary 26-week folow-up sy in an aneilary 26-week follow-up study

T e Py

dyn.s/cm? |
| iz 36 riociguat and 18 BPA and
: 12 niociguat alone sditonal BPA 33 BPA alone sditonal tioc
3 did not complete the ancillary i
26-week follow-up study 2 dad not complete the ancillary
1 died (pneumonia) ‘«———— 26-week follow-up study
1 obvsician decisi 2 ohvsician decis
l::)omdecxsxm 45 completed the ancilary 49 completed the ancillary L '
26-week follow-up stdy 26-week follow-up srudy
! r ,
eimmienianad > 53 included m mtention-to-treat-analysis 52 inchuded m intention-to-treat-analysis (G -------------'

B o s O A e i Jais X, Brenot P, et al. Lancet Respir Med. 2022 Aug 1;52213-2600(22)00214-4
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204 Estudio RACE — endpoint primario

w 110
™
% ... 767,2dyn.s/cm®> 679,2 dyn.s/cm®
2
5
Y 90
g
E 80
g
S oo
o 478,4 dyn.s/cm?
=
2 407 I
E 304 308,8 dyn.s/cm?
o 20
g
g 10
&
0

BPA group (n=52) I Riociguat group (n=53)

CQQ T o ANNUAL COMORERS OF LATIN ANSRS wor R OSCALGY

| Q m LN NATOAS AL CINEAEHS OF T cousoror oo Jais X, Brenot P, et al. Lancet Respir Med. 2022 Aug 1;S2213-2600(22)00214-4
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R Estudio RACE — endpoint secundario

BPA group Riociguat group Treatment effect p value
(95% CI)
Number  Baseline Change Number  Baseline Change
of patients of patients
Secondary endpoints
6-min walk distance, m 52 379-9 (103-3) 50-3 (8-64) 52 3897 (123:6) 441 (8-64) 6-14% (-1812t030-40) 062
Borg dyspnoea score 52 37 (1:62) -1.18 (0:26) 50 32 (1-65) 052 (0-27) -170%(-2-44t0-095)  <0-0001
| WHO functional class 52 12 (23%)in 46 (88%) improved; 53 10 (19%) s - 26 (49%) improved; 9-4§(3-2t027-2) <0-00(;
38 (73%) in clagi:$:L 746 (12%) unchanged; 0 43(81%)in 26 (49%) unchanged;
L 2 (4%) in class worsened inclass IV 1(2%)worsened )
f NT-proBNP, pg/mL 44 1886-7 (2369 -1534-2 (2314-4) 45 14553 (17C -422:2 (1429-0) A
Geometric mean 211% (16-0-28-0) - - 57-4% (43-5-75-6) 0-371 (025 to 0-55) <0-000]
\_(95% CI)* % of baseline J
Clinical worsening 52 . 0 53 - 3(6%) - 0-0729

Data are mean (SD) or n (%), unless stated otherwise. BPA=balloon pulmonary angioplasty. NT-proBNP=N-terminal pro-brain natriuretic peptide. *For pulmonary vascular resistance and NT-proBNP
concentration, changes are expressed as a percentage of the baseline value (geometric mean [95% Cl]). t The treatment effect expressed as the ratio between the geometric mean of BPA over the geometric
mean of riociguat was calculated by analysis of covariance of the In-transformed week 26 values, including treatment and the In-transformed baseline values as covariates. $The treatment effect expressed as the
least-squares mean difference (BPA minus riociguat) was calculated by analysis of covariance for the change from baseline toweek 26, including treatment and the baseline value as covariates. §The treatment

effect expressed as the odds ratio at week 26 was calculated using a logistic regression, including treatment and WHO functional dass at baseline as covariates. fp value calculated using the log-rank test.
CA(
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BUENDS ARES HILTON
EEXDS L‘RES_TRLEWIA 2024

Estudio RACE — Variables hemodinamicas

BPA group Riociguat group Treatment effect p value
(95% CI)

Number  Baseline Change Number  Baseline Change

of patients of patients
Haemodynamicvariables
Mean right atrial 51 87(3-9) -3-3(4-1) 49 8(34) -1(4-1) -1-85%(-3-12to-0-58) 0-0048
pressure, mm Hg
Mean pulmonaryartery 51 465 (8-4) G -187(93) 49 44-7 (10-0) -51(7-9) -13-03%(-16-19t0-9-86) <0-0001
pressure, mm Hg_;
Mean pulmonary artery 51 87(2-9) 0-8 (3:4) 49 9.8 (3-0) 0-2(3-4) -0-049%(-1.26t0 1.16) 094
wedge pressure, mm Hg
Cardiac output, L/min 51 4-2(0-9) 07 (0-9) 49 44(1-2) 11(0-9) -0-39% (-0-75 to-0-03) 0-033

Data are mean (SD) or n (%), unless stated otherwise. BPA=balloon pulmonary angioplasty. NT-proBNP=N-terminal pro-brain natriuretic peptide. * For pulmonary vascular resistance and NT-proBNP
concentration, changes are expressed as a percentage of the baseline value (geometric mean [95% Cl]). T The treatment effect expressed as the ratio between the geometric mean of BPA over the geometric
mean of riociguat was calculated by analysis of covariance of the In-transformed week 26 values, including treatment and the In-transformed baseline values as covariates. The treatment effect expressed as the
least-squares mean difference (BPA minus riociguat) was calculated by analysis of covariance for the change from baseline to week 26, indluding treatment and the baseline value as covariates. §The treatment
effect expressed as the odds ratio at week 26 was calculated using a logistic regression, including treatment and WHO functional class at baseline as covariates. §lpvalue calculated using the log-rank test.

Table 2: Study endpoints

CAQ = T 0 ANNUAL COMORERS OF LATIN ANSRS wor R OSCALGY
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e Estudio RACE — Informacion de seguridad

BPA group Riociguat group

(n=52) (n=53)
Patients with =1 adverse event 33(63%) 38 (72%)
Patients with 21 serious adverse event 26 (50%) 14 (26%)
Patients with =1 treatment-related 22 (42%)
sefious adverse event
Most frequent adverse events (23 patients in either group)
Gastro-oesophageal reflux 0 10(19%)
Dizziness 1(2%) G (17%)
Haemoptysis 8 (15%) 0
Headache 0 8(15%)
Vomiting 0 8 (15%) 400 APB
Cough 0 7(13%)
Lung injury 8 (15%) 0
Peripheral cedema 4(8%) 6{11%)
Dyspepsia 0 6(11%)
Nausea 0 5(9%) 3 3
Diarrhoea 1(2%) 5(9%)
Chest pain 1(2%) 5 (9%) eventos
Palpitations 3(6%) 1(2%)
Epistaxis 2 (4%) 3(6%) en 2 2
Lower respiratory tract infection 3(6%) 2 (4%) pte S
Constipation 0 3(6%)
Urinary tract infection 3 (6%) 0
Data are n (%), Individual patients could have mom than one event. BPA=balloon
puimonary angioplasty,
Table 3: Safety data

JCOEN NATGMA ANNLIAL CONSEESA OF THE AOGITIE COLLEOH OF INTERANTONA. CARCIOANUASLODY Jais X, Brenot P, et al. Lancet Respir Med. 2022 Aug 1;S2213-2600(22)00214-4
ww.so‘admgmss.“g

'!'!! | 0Me ANNUAL COMORERS OF LATIN ANERICAN SOC TY OF INTERENTIONAL CARISLOGY

ek



SOLAC! NS
CACI2s i

. | 2006 éiCual es el Ultimo recurso?

Angioplastia
Pulmonar con
balon

Tratamiento

Farmacologico
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FUENDS NRES RILTON
BUENDS MRES, AREENTINA 2024

Tratamiento
Farmacologico

i Cu3d

es el Ultimo recurso?

Angioplastia
Pulmonar con
balon

CACT o =0 om AL COMIERS O LATRANIRCAN SOCHTY OF INTEANTENA. CARICLOGY
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w9004 EStUd 10 RACE

105 randomly assigned
A
33 were assigned to riociguat 32 were assigned to BPA
Sprm?mdy@?conﬁmd&ACEuﬁl 1 by discontimed RACE tral
2 patient decisions —» . 1 paiect dacks
3 had chnical worsenmng panent
- | y
WHO FC =>I : 48 completed RACE trial and were inclnded 51 completed RACE trial and were inchuded
RVP >3 20 m an ancillary 26-week follow-up stody m an ancillary 26-week follow-up stdy
: | e G e ]
dyn.s/cm ! = T = = ;
| 9 rined 36 riociguat and 18 BPA and '
| 12 nociguat alone sditional BPA 33 BPA alone sditonal tioc
3 did not complete the ancillary :
26-week follow-up study 2 dad not complete the ancillary
1 died (pneumonia) ‘«——— 26-week follow-up study
1 plrvsic " 2 phvsici i
l;zmmmf!{mn 45 completed the ancilars 49 completed the ancilary Physichn decons
. 26-week follow-up study 26-week follow-up study
I v
eimaiioniaaad > 53 incloded n mtention-to-treat-analysis 52 inchuded m intention-to-treat-analysis (G -------------'

TEITIIN ooromace moerm covaate or i AmcouTAe SO O AT SRRSO Jais X, Brenot P, et al. Lancet Respir Med. 2022 Aug 1;S2213-2600(22)00214-4
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=== Estudio RACE — 52 semanas

APB + Riociguat Riociguat + APB
Endpoints [ n |[Cambios |

‘ RVP en reposo (dyn.s/cm?)

Endpoints Cambios
RVP en reposo (dyn.s/cm?) J 35%

TC6M (m)

TC6M (m) ™ 45.9m
WHO FC 52 J 90% ] WHO FC
NT-proBNP (pg/mL) 44 I, 14.6% NT-proBNP (pg/mL)

Los SAE relacionados a la APB fue significativamente menor en
aquellos pacientes que recibieron tratamiento previo con Riociguat

NS o ANNUAL COMORERS OF LATIN ANSRS YOF INTEW . .
SO/ TUAIGMNL SR COMBARRS OF T MOIMTIG COLLEON OF INTENGITERONAL CARCIOANMOLOSY Jais X, Brenot P, et al. Lancet Respir Med. 2022 Aug 1;S2213-2600(22)00214-4
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== B Estudio RACE

J, obstruccion

APB — J PMAP
macro-vascular

T Gasto M funcion VD

Riociguat —— Cardiaco JRVS

T o ANNUAL COMORERS OF LATIN ANERS YOF INTERANTONAL
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. 2 ¢Que dicen las guias?

Recommendations Class Level
CTEPH (continued)

PEA is recommended as the treatment of choice for patients with CTEPH and
fibrotic obstructions within pulmonary arteries accessible by surgery

BPA is recommended in patients who are technically inoperable or have residual I B ]
PH after PEA and distal obstructions amenable to BPA

Riociguat is recommended for symptomatic patients with inoperable CTEPH or

) I B
persistent/recurrent PH after PEA
Long-term follow-up is recommended after PEA and BPA, as well as for patients I C
with CTEPH established on medical therapy
SAST TR o soun.oomiiompte LATAMPRATIONIY R ABPTSR /o 000 o Humbet M et al; European Heart Journal (2022) 00, 1-114

m [ CoLLEo oF
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e ¢Que dicen las guias?

GRADE
Quality of Strength of

Recommendations ) )
evidence recommendation

Class Level

In patients with CTEPH who are candidates for

BPA, medical therapy should be considered prior Very low Conditional lla B
to the intervention

CAC ST 0me ANNURL COMORERS OF LATINANSRSCAN SOCI TY OF INTERVENTIONAL CARDISLOGY

| Q m secen moave orms cotson or omr Humbet M et al; European Heart Journal (2022) 00, 1-114
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el Caso clinico — Resolucion

Tromboendarterectomia HP Persistente Se decide APB Pretratamiento

Pulmonar POP con Riociguat

TEERS ey ANNUAL COMORERS OF LATIUANSFSCAN SOCITY OF INTERVNTIONAL CARCISLOGY
OO RATIONAL ANNLAL CONSEESS OF THE ARORNTING COLLION OF INTERVENTIONAL CARDICHASLOSY
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o Caso clinico — Resolucion

R2020030] R2020030317 4 : R2020030317081
‘ Ca Cardia
Eoronaria iz Fluoro; Fluorasco)

03/03/2020/0¢ 03/03/2020'0 03/02/2020/0 3. ONUR 03/03/20

SCCEN RATIONAL ANNLIAL CONSEEES OF THE AMORNTIVG COLLEOR OF INTERVENTIOMNAL CARDIOANGASLOGY
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T aso clinico — Resolucion

R202003031708153 :, R202003031708153
Cardiaca o AN Cardiaca
Fluoroscopia h.)

R202003031708153
Cardiaca

gronaria izda 15 ips \Goronaria izda 15 ips

CACT om0 om ANNUAL COMIMERS OF LATIANSSS Y or T
| “ SO RATIGNAL ANNLIAL CONSSEES OF THE AMOENTING COLLION OF INTERMERTIONA. CARDIANASLOSY
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inico — Resolucion

.
BUENDS NRES MILTON
BIENOS tfnis,?u;smua 2024 a S O C

R202003031708153
Cardiaca
Coronaria izda 15 ips

03/03/2020 06:46:

TR sy ANMUAL COMORERS O LATINAANERS YO INTERANTENA
& OO FATIONAL ANNLIAL OSNISESS OF THE AMOENTING COLLION OF INTERVENTIONAL CARCIANASLOSY
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e Caso clinico — Resolucion

2114202 A T TR 2114202
CORG ! o i : y " CORO
Coranana izq. 15 cps Baja o - Y 4 Fluoroscopia: almacenada

23/06/2020 14554 8% Jm 2:11:12 poms

SCCEN RATIONAL ANNLIAL CONSEEES OF THE AMORNTIVG COLLEOR OF INTERVENTIOMNAL CARDIOANGASLOGY
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e Caso clinico — Resolucion

2114202 17 B e 2114202
CORO . 4 3 : CORO
Coronaria izq. 15 cps Baja R 57 Earonariatzg. 15 cps Baja

2114202
CORQ
Fluoroscopia: almacenada

23/06/2020 1211842 piim: 23/06/2020 12:25:54 p. m.

CACT om0 om ANNUAL COMIMERS OF LATIANSSS Y or T R OB
|Q SO RATIEMAL AOINLIAL CSNISEES OF THE MOGNTING COLLIOR OF INTERVENTIONAL CARDIHRASLOSY
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e Caso clinico — Resolucidn

2114202 3 3 \ 2114202
CORO ‘ * = COROG
Coronaria izq. 15 cps Baja : : Coronaria izq. 15 eps'Baja

2114202
CORO
Coronaria izg. 15 cps Baja

23/06/2020 12:32815p: m.

3/06/2020 12:52:255ntm.

SCCEN RATIONAL ANNLIAL CONSEEES OF THE AMORNTIVG COLLEOR OF INTERVENTIOMNAL CARDIOANGASLOGY
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inico — Resolucion

..
BUENDS NRES MILTON
BUENDS MRES, AREENTINA

2114202
CORQ
Coronaria izg. 15 aps Baja

LA ae\Ehes 23/06/2020 01:00:18 p. m\

= T S0M ANNUAL COMORERS OF LATINANSRACAN SOCIETY OF INTERVENTIONAC CARDIOLOGY
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BUENDS ARES HILTON
BUENDS MRES, AREEXTINA

04/05/2022

Auricula Derecha (mmHg)

Ventriculo Derecho (mmHg) 75/02 (6PFD) 60/01 (11 PFD) 32/01 (8 PFD)
Arteria Pulmonar (mmHg) 89/34 (52) 57/17(34) | 47/12(28) | 30/10(17)
Wedge (mmHg) 6 6 4 5
Aorta (mmHg) 105/72 (88) 90/70 (76) 111/52 (72) 100/50 (67)
Volumen Minuto 2,98 L/min 2,50 L/min 2,98 L/min 3,10 L/min
Indice Cardiaco 2,19 L/min/m? 1,86 L/min/m? _—
RVS 2228 Dynas.seg.cm™ 2272 Dynas.seg.cm™ 1937 Dynas.seg.cm™ 1626 Dynas.seg.cm™
28 UW 28 UW 24 UW 20 UW

RVP 1235 Dynas.seg.cm™ 768 Dynas.seg.cm™ 644 Dynas.seg.cm™
15 UW 10 UW 8 UW

CACT om0 om ANNUAL COMIMERS OF LATIANSSS Y or T R OB
|Q SO RATIEMAL AOINLIAL CSNISEES OF THE MOGNTING COLLIOR OF INTERVENTIONAL CARDIHRASLOSY
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=== o0 Nuestra experiencia — ICBA (2015-2020)

Variable |

PAP (media) 52mmHg (IQR 41,5- 39mmHg (IQR 34,2 -

— _9)Eo
Edad 56aa (30 — 84) 59 5) 48) 25% 0,039
Sexo 92% RVP 1034Dyne.s.cm-5 (IQR 500Dyne.s.cm-5
F . 0 oo = oo = ) o
emenino 736 - 1338) (IQR 349 - 583) o | WO
Inoperable 58% _ _

IC 2,09L/min/m2 (IQR 1,7  2,8L/min/m2 (IQR .
HP Residual 42% -3.1) 22-36) +34% 0,146
[CF 1I/u/m/iv 0%/17%/42%/42% 8%/75%/17%/0% 0.001]

TR sy ANMUAL COMORERS O LATIANERCAN SOCTY OF INTERANTONAL CARIALGY
0N AT AL CONSEESS OF THE AOENTIMNG COLLION OF INTERVENTIONA. CARDIOANASLODY Spaletra,P et al. ICA 2021
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E=cd 0 Nuestra experiencia — ICBA (2015-2020)

50% pretratados [Pelta Pre — Post APB | pelta Pre — Post APB | Valor p

con Riociguat  [(SIN pre tratamiento) | (CON pre
tratamiento)

PAP (media) -26% -24%
RVP -49% -55%
IC +34% +34%

T o ANMUAL COMORERS OF LATINANSRSCAN SOCIETY OF INTERVENTIONAL CARDIOLOGY
SCCEN RATIGMNAL ANNLIAL CONSRERS OF THE AMOSNTING COLLEOR OF INTERVENTIONAL CARDIOANSASLOSY
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Eventos Adversos -

Injuria vascular pulmonar

0%
mayor
Injuria vascular pulmonar 4,7%
menor
Edema de reperfusion 33%
menor
Edema de reperfusion 0%
mayor
Intubacidén 0%
Injuria renal aguda 0%
Mortalidad 0%

intrahospitalaria
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es el Ultimo recurso en la HPTEC?

° /
L
BUENDS NRES RILTON ‘
BEENDS MRES, uu.f‘,bmu 2024 d u a

Alteracion fibrética de
arterias segmentarias Afectacion microvascular
distales o o vasculopatia pulmonar
subsegmentarias

Alteracion fibrotica de
arterias lobares o
segmentarias proximales

Tromboendartercotmia Pulmonar Angioplastia Pulmonar Tratamiento Farmacologico
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Cardiovascular

iiiMuchas gracias!!!
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