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* |PF Dx 5yrs ago

e Aggravation of
dyspnea

* Pitting edema, both

* Home O2 5L

« BP117/70, HR 120




Spirometry
FVC Liters
FEV1 Liters
FEVI/IFVC %
FEV3 Liters
FEV6 Liters

FEF25-75% Li/sec
IsoFEF25-75 L/sec
FEF50% L/sec
PEF L/sec
FET100%  Sec

FIF50% L/sec

Diffusing Capacity
DLCO mL/mmHg/min
DL Adj mL/mmHg/min
DLCONVA  mL/mHg/min/L
DLVAAd] mL/mHg/min/L
VA Liters
IVC Liters

Ref

4.90
3.79
75

3.19
3.19
4.34
8.46

25.9
25.9
3.89

Pre

1.88
1.52

81
1.78
1.86
1.67
1.67
3.02
7.65
7.14
2.85

4.6
4.6
1.77
1.77
2.58
1.72

% Ref

38
40

52
562
70
90

18
18
46

Post

% Ref

%Chg



TTE

1. Severe pulmonary HTN (RVSP: 130mmHg)
with IVC plethora (23mm)

2. Severe TR (G llI-IV/IV) due to incomplete
coaptation with dilated TV annulus (48mm,
26mm/m?2)

- Systolic flow reversal of HV was also
observed.

3. Enlarged RA, RV and RVH (9mm) with
reduced RV systolic function (RV FAC: 11%)

- Relatively preserved RV basal wall motion
(RV S': 11cm/s)

4. Small sized LV chamber (LVEDD/ESD :
39/27mm) with normal global LV systolic
function (EF: 62%) and D-shape of LV

5. Relaxation abnormality of LV filling pattern
(E/e': 5)

6. Slightly dilated sinus of Valsalva (36mm)

Rt side catheterization

PCWP 14
mPAP 51
PVR 9






S e Definition and classification of PH

e Definition : mPAP > 20mmHg

Pulmonary arterial PH associated with PH associated with
hypertension (PAH) left heart disease lung disease

PH associated with PH with unclear
pulmonary and/or multifactorial
artery obstructions mechanisms

* Non-severe PH
e Severe PH

e |diopathic/heritable
e Associated

e CTEPH * Haematologic
e Other pulmonary disorders

conditions obstructions * Systemic disorders
Rare Very common Common Rare Rare
2 ad aad a ad & &
addad a a

Group IV  Group VI

Group | Group I Group Il

Eur RespirJ 2023; 61: 2200879



GROUP 1 Pulmonary arterial ype GROUP 1 Pulmonary arterial hypertension (PAH)

1.1 Idiopathic
1.1.1 Non-responders at va
1.1.2 Acute responders at v
1.2 Heritable®
1.3 Associated with drugs anc
1.4 Associated with:
1.4.1 Connective tissue dise
1.4.2 HIV infection
1.4.3 Portal hypertension
1.4.4 Congenital heart dise:
1.4.5 Schistosomiasis
1.5 PAH with features of venc
1.6 Persistent PH of the newh
GROUP 2 PH associated with left |
2.1 Heart failure:
2.1.1 with preserved ejectic
2.1.2 with reduced or mildl
2.2 Valvular heart disease
2.3 Congenital/acquired cardi

1.1 Idiopathic
1.1.1 Non-responders at vasoreactivity testing
1.1.2 Acute responders at vasoreactivity testing
1.2 Heritable®
1.3 Associated with drugs and toxins®
1.4 Associated with:
1.4.1 Connective tissue disease
1.4.2 HIV infection
1.4.3 Portal hypertension
1.4.4 Congenital heart disease
1.4.5 Schistosomiasis
1.5 PAH with features of venous/capillary (PVOD/PCH) involvement
1.6 Persistent PH of the newborn

GROUP 3 PH associated with Iung UI2TAITI alluf w1y YAID

3.1 Obstructive lung disease «
3.2 Restrictive lung disease
3.3 Lung disease with mixed |
3.4 Hypoventilation syndrome
3.5 Hypoxia without lung dise
3.6 Developmental lung disor
GROUP 4 PH associated with puln
4.1 Chronic thrombo-embolic
4.2 Other pulmonary artery o
GROUP 5 PH with unclear and/or
5.1 Haematological disorders'
5.2 Systemic disorders®
5.3 Metabolic disorders’
5.4 Chronic renal failure with
5.5 Pulmonary tumour throm
5.6 Fibrosing mediastinitis

GROUP 3 PH associated with lung diseases and/or hypoxia

3.1 Obstructive [Llng disease or emphysgma

3.2 Restrictive lung disease

3.3 Lung disease with mixed restrictive/obstructive pattern
3.4 Hypoventilation syndromes

3.5 Hypoxia without lung disease (e.g. high altitude)

3.6 Developmental lung disorders

Eur RespirJ 2023; 61: 2200879



Importance of PH in ILD

* Prevalence of PH
* |IP

* PH (cutoff 25mmHg) : 8-15% , 35-50% in advanced IPF,
end-stage >60%

* CPFE
* PH : 30-50%

e Qutcome of ILD with PH
* Risk of mortality T
* Propensity for acute exacerbations T*
e Quality of life J,
» Exercise capability {,
* Need for supplemental oxygen T

Pulm Circ. 2021;11(2) 20458940211005641, Chest. 2006;129(3):746—752, Eur Respir J. 2010;35(1):105-111, Chest. 2009;136(1):10-15,

BMC Pulm Med. 2016;16(1):55, Eur Respir J. 2005;26(4):586—-593, Eur Respir J. 2012;40(1):93—-100, Respir Med. 2012;106(11):1613-1621,

Curr Opin Pulm Med 2021; 27:396—-404, Respiration 2013; 85:456—463. Chest 2007; 131:650-656, Am J Respir Crit Care Med 2006; 174:659-664,

Chest 2007;131:657-663, Eur Respir J 2007;30:715-721, Respir Med 2007; 101:2153-2159, Respir Care 2010;55:584—-588, Respir Med 2012;106:1613-621



SRStk Poor prognosis of Group 3 PH
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Cumulative transplant-free survival
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Prognosis of ILD-PH vs. COPD-PH
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Pathways targeted therapies for PAH

Endothelin Nitric Oxide Prostacyclin
Pathway Pathway Pathway
Arachidonic

Pre-proendothelin=—> Proendothelin“) L-arginine = L-citrulline | ai Prostaglandin |,

e

Endothelin-1 NO Prostacyclin =—»PGl,
GC IP
2

\// r{ e i\r =

< Mn Endotelin } 1":"“’"

N receptor B @

\/—‘) o P-Dlg.s e

PDE-5 inhibitor
§ 3 ERA PDE-5i sGC stimulator | Prostacyclins IP, agonist
e 3 g
25 bosentan sildenafil riociguat epoprostenol (IV)  selexipag
: = ambrisentan tadalafil iloprost (INH)
[~ macitentan treprostinil
(IV, SQ, INH, oral)

F1000Research 2016, 5(F1000 Faculty Rev):2755 (https://doi.org/10.12688/f1000research.9739.1)



https://doi.org/10.12688/f1000research.9739.1

4 Sildenafil in advanced IPF (STEP-IPF)

* Double-blind, randomized, placebo -controlled trial

e Oralsildenafil (20 mg t.i.d) for 12 weeks

e Advanced IPF (DLCO <35 % of predicted)

* Primary outome : the presence or absence of an improvement of at least
20% in the 6-minute walk distance at 12 weeks, as compared with baseline.

 Sildenafil (N=89) vs. Placebo (N=91)

Primary outcome:
10% (9/89, Sildenafil ) vs. 7% (6/91, Placebo) , P=0.39

Pulmonary function

Forced vital capacity (% of predicted value) 097 (-200t0 0.06)  -129(-2.30t0-028)  0.32(-1.12t0 1.76) 0.66

(Carbon monoxide diffusion capacity (% 033 (-136t00.71)  -187(-291t0-0.83)  1.55(0.08 to 3.01) O.U?

of predicted value)

Jartial pressure of oxygen (mm Hg) 063 (-241t01.16)  -3.64 (-541t0-187)  3.02 (0.50t05.53) 0.05
Partial pressure of carbon dioxide (mm Hg) 0.01(-0.75t00.73)  -0.02(-0.75t00.71)  0.01 (-1.03 to 1.05) 0.98
Alveolar-arterial gradient (mm Hg) 041 (-1.54t02.37) 295(0.99t04.92)  -2.54(-5.31t00.23) 0.07
Arterial oxygen saturation (%) -0.17 (-1.02t00.69)  -1.38 (-2.2310-0.52)  1.21(0.00t0 2.42) 0.05

N Engl J Med 2010;363:620



Sildenafil+Nintedanib in IPF (INSTAGE)

Double-blind, randomised, placebo-controlled trial
IPF (DLCO <35 % of predicted)

Ninteadnib + Sildenafil (N=137) vs. Nintedanib + Placebo (N=136), 24wks
Primary outcome: the change from baseline in the SGRQ total score at week 12

Rt heart dysfunction sign on Echo : 61 % vs. 56 %

FVC— % of predicted value

Atwk 12 119 0.4£05 124 -0.9:05 L3(-0.1t0 28

At wk 24 109 -0.5£0.6 108 -1.9:06 14(-0.3to3.]]
Oxygen saturation — %

Atwk 12 121 0.20:0.27 127 0.26+0.26 -0.05 (~0.80 to 0.69)

At wk 24 113 0.03:0.32 111 -0.32:0.32 0.35(-0.33t0 L25)
Digg— % of predicted value

Atwk12 114 13407 120 04407 L7(-0.3ta3.7)

Atwk 24 105 0.7:0.7 101 -1.6:0.7 09(-1.1to 2.9)
frain natriuretic peptide level atwk 24— 108 -116:121 106 39.7:120 513 (-85.1to -1?.6]1

ng liter
.

N EnglJ Med 2018; 379:1722-1731



Sildenafil + pirfenidone in advanced IPF

* Double-blind, randomised, placebo-controlled, phase 2b

e Advanced IPF (DLCO < 40%)

e At risk of Group 3PH (mPAP > 20 and PAWP < 15 on RHC 18% vs. 19% or intermediate
or high probability of Group 3 PH on echo))

 Sildenafil + pirfenidone (N=89) vs. Placebo +pirfenidone (N=88), 52wks

* Primary endpoint: proportion of pt with dz progression (decline of 6MWT, respiratory
related admission, all cause mortality )

Sildenafil + pirfenidone — Sidenafi plus pirfenidone

_ 0 — Placebo plus pirfenidone
3 80 Sldenafl: median 2600 weeks (95% (1 2057-38-14)
p Pacebo: median 2543 weeks (055 01 13.00:3771)
L HR OS5 (855 (1067134, p=0 76
§ 91
e 404
£ 3
i 20 __-q%——'
10
e | | | | | ! | ! |
13 b 12 1 2 2 L £ 2% 0
Nurmber at risk
(number censored)
hdenafl plus pirfenidone 86(0) 85(0) 78(2) b3(2) 54(2) 41(4) 1(6) B0 1) 12(4) 0(4)
Placebo plus pifenidone 88(0) 83(1) 81() 60(2) 4107) 318 29(9) 25(10) 21(10) 1009 o

Lancet Respir Med 2021; 9(1): 85-95



Proper study design for ILD-PH?

* Enriched for PH
* DLCO <35 % of predicted
* DLCO £40% + at risk of Group 3 PH

* mPAP > 20 and PAWP < 15 on RHC (18~19%)
or intermediate or high probability of
Group 3 PH on echo

* |LD-PH (confirmed by RHC ) ?



* Randomized, double-blind, placebo=controlled (Ambrisentan 329, placebo 163)
* |IPF (honeycomb <5%) , primary outcome: IPF dz progression

* PH on RHC: Ambrisentan (9.7%) vs Placebo (9.8%)

* mPAP : Ambrisentatn (20.3mmHg) vs. Placebo (20.6mmHg)

A 100 B 100+
s EE N Dz progression = :
I evedl Dz progression NI PFT decline
= &
& E
2 e
r
3 [ =)
e | _E]

Patients, n Patients, n
Placebo 143 110 76 47 27 8 4 o Placebo 144 110 77 48 27 8 4 o
Ambrisentan 271 204 140 81 42 15 8 3 Ambrisentan 280 208 145 90 a7 16 8 3
C 100 D 100 —
=
wy
_—r L o o .o
s 80 80 —
E Respiratory hospitalization m
s
‘5 60 — = 60 —
= =
=] g
;o:‘ 40 — a 40 -
g
= 20 T Sol M.t T
a wml“""'.'u‘ e 1uL..rm.
: s T MM
s
Che T T T T T T T T 0 Mg T T T T T T T
o 12 24 36 48 60 72 84 96 o 12 24 36 48 &0 72 84 o6
Week Week
Patients, n Patients, n
Placebo 144 115 84 55 31 11 5 o Placebo 145 115 85 56 31 11 5 o
Ambrisentan 278 220 158 o8 50 19 S 3 Ambrisentan 278 228 168 110 58 23 10 4

Ann Intern Med. 2013;158:641-9.



QR Bosentan in fibrotic 1IP (BPHIT)

* Double blind, randomized (2:1), placebo controlled trial

* Fibrotic lIP (IPF or fNSIP) and RHC confirmed PH (mPAP > 25, PCWP < 15)
 Bosentan (n=25) vs. placebo (n=14)

* Primary endpoint: fall from baseline PVRindex (PVRi) of 20% >,16 weeks

100

Change of PVRi, mPAP, Cl, SpO2,
6MWD, symptom score,
activities scor, QOL score, DLCO,
FVC, BNP, TAPSE, RV inlet size :
No difference

R
—
|

Fisher p=1.00

60

40
28.6 % 28.0 %

20

% of patients achieving primary endpoint

o
L

Placebo Bosentan

(n=14) (n=25) L.
Am J Respir Crit Care Med 2014; 190 (2): 208-217



Riociguat in IIP-PH (RISE-IIP)

* Riociguat : soluble guanylate cyclase stimulator AI"g' X
 Randomised, double-blind, placebo controlled, phase 2b

* Riociguat (n=73) vs. placebo (n=74), 26wks

e |[IP—PH (RHC confirmed, mPAP > 25) (1pr 74% vs. 66%, NSIP 12% vs. 19%)
* Primary outcome: mean change of 6MWD at 26wks

* Mean mMPA : Riociguat (33mmHg) vs. Placebo (33mmgHg)

_ —— . P0.257 Main phase
307 - Placeho ;
#- Riocigual t '
360 ’ | Riociquatupto  Placebo
350 o 15 mg |:I'I=?3]I I{I'I:}r..'.].]
2 140 - —
£ m3 A ] A Lyoxg Any AE 65 (89%) 64 (86%)
£ ] } ' Study drug-related AEs 29 (40%) 28 (38%)
© a0 : -___“--——____.
| ‘ AEsleadingtostudydrug 11 (15%) 3(4%)
. discontinuation
R S S/ S s s e L L 27(37%) 17(23%)
N | Time since randomisation (weeks) StUd}r drug-rf‘latl':"d SﬁLEH 5 [F:’:.-] 4{5:’:-.]
o B ® 6 9 8 & - - - % - o 1 & SAEs leadingto studydrug 10 (14%) 1(1%)
Mean (50) absolute
6MWD, m discontinuation
Placsbo 324 (66) 320(77) 331(68) 324 (77) 3132(78) 12481 - - - 313 (100) - - E J08(98) -
Rodiguat 307 (80) 313(87) 321(81) 323(86) 325(97) 336(99) - ©oon We - - - 350 - Deaths 8 (11%) 3 (4%)

Lancet Respir Med. 2019:7:780-790.
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Inhaled Treprostinil in ILD-PH (Ncreask)

 Randomized, double blind, placebo controlled
 ILD — PH (mMMPA>25mmHg, Group Ill PH)

Cause of lung disease — no. (%)

|diopathic interstitial pneumonia 65 (39.9) 81 (49.7) 146 (44.8)
Chronic hypersensitivity pneumonitis 10 (6.1) 9 (5.5) 19 (5.8)
Occupational lung disease 5(3.1) 1(0.6) 6 (1.8)
Combined pulmonary fibrosis and emphysema 42 (25.8) 40 (24.5) 82 (25.2)
Connective tissue disease 40 (24.5) 32 (19.6) 72 (22.1)
Other 1(0.6) 0 1(0.3)

* Primary outcome: difference between two group of
6MWD at 16wks
* Inhaled Treprostinil (N=163) vs. Placebo (N=163)
* Ultrasonic, pulsed delivery nebulizer
e 3 breath g.i.d > 9 breath g.i.d (Max 12 breath q.i.d)

N EnglJ Med 2021,384:325-34
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Table 2. Summary of Primary and Secondary End Points.*

Inhaled Treprostinil Placebo Treatment Effect P
End Point (N=163) (N=163) (95% Cl) Value
Primary end point
Change in peak 6-minute walk distance from baseline 21.08+5.12 -10.04+5.12 31.12£7.25 <0.001
to wk 16 — m7y (16.85 to 45.39)1
“Secondary end points|
Changei ' S T Tt
b April 05,2021 | 2 min read SA
Meatr
.
«  FDA approves inhaled
Rang
. .
~ treprostinil for pulmona S
« UCPIrOSUNI TOr puimonary oo
Any e h * . d * h
- nypertension associated wit
Decr
ILD
Deat|
Lung transplantation 2(1.2) 0
Least-squares mean change in peak 6-minute walk 18.77+4.99 -12.52+5.01 31.29£7.07 <0.001
distance from baseline to wk 12 — m7 (17.37 to 45.21)%
Least-squares mean change in trough 6-minute walk 9.3£5.5 -12.7+5.5 21.99£7.7 0.0057F
distance from baseline to wk 15— m (6.85 to 37.14)%

N EnglJ Med 2021,;384:325-34




Long term use of inhaled treprostinil

INCREASE RCT INCREASE OLE
I | |
[ | |
Inhaled treprostinil
n=119*
Dosing initiated at 3 breaths per session Dosing re-initiated at 3 breaths per session
Randomisation four times daily: four times daily":
11 maximum dose of 12 breaths per session maximum dose of 15 breaths per session
four times daily four times daily
Placebo Inhaled treprostinil
n=163 n=121%
[ I T T I T T T 1
0 4 8 12 16 20 28 40 52
Study week

Open label extension of INCREASE study (INCREASE OLE)

Eur RespirJ 2023; 61: 2202414



a) 3201  INCREASE INCREASE
RCT OLE
= 300 N
é —_—
o)
-
s 280
s L/ &
v g T
= w04 4 |
240 ! | S . — 1 | |
0 4 8 12 16 20 28 40 52
Study week
Inhaled treprostinilin RCT (n):
163 148 132 125 121 110 100 1T 68
Placebo in RCT (n):
163 148 131 121 120 102 89 62 55

Inhaled treprostinil

—®- Inhaled treprostinilin RCT < inhaled treprostinil in OLE

b) 407  INCREASE INCREASE
- RCT OLE
9 £
201
R
£%
0w
F
5 8
c 0
m
=
-40 [ B — T | |
0 4 8 12 16 20 28 40 52
Study week
Inhaled treprostinilin RCT (n):
163 148 132 125 121 110 100 11 68
Placebo in RCT (n):
163 148 131 121 120 102 89 62 55
- Placebo

- Placeboin RCT > inhaled treprostinil in OLE

Eur RespirJ 2023; 61: 2202414



al 1001+ INCREASE OLE — Inhaled treprostinil + inhaled treprostinil
— Placebo +inhaled treprostinil
g
£ 157
¢
1
c
m
5
3 a0
=
=
z
E 25 4 L
4=
i
HR 0.69 (95% C1 0.49-0.97); p=0.0321
05— T T T T | T T I T
16 20 28 4) 52 b4 76 88 100 112 124
Weeks
At risk (n):
Inhaled treprostinil # inhaled treprostinil
115 103 86 69 58 53 46 41 33 25 21
Placebo =+ inhaled treprostinil
121 100 74 54 a2 a7 29 24 19 17 12

Eur RespirJ 2023; 61: 2202414



Adverse event

Received inhaled treprostinil in RCT  Received placebo in RCT Overall

(n=119) (n=121) (n=242)"
Patients with >1 AEs 112 (94.1) 115 (95.0) 229 (94.6)
Total AEs (AE rate)* 1085 (6.7) 993 (7.9) 2091 (7.2)
Patients with =1 SAEs 66 (55.5) 65 (53.7) 133 (55.0)
Patients with >1 AEs leading to discontinuation of 20 (16.8) 34 (28.1) 54 (22.3)
inhaled treprostinil
AEs occurring in >10% of all patients
Cough 22 (18.5) 43 (35.5) 65 (26.9)
Dyspnoea 30 (25.2) 33(27.3) 63 (26.0)
Headache 12 (10.1) 33(27.3) 45 (18.6)
Diarrhoea 20 (16.8) 17 (14.0) 37 (15.3)
Dizziness 18 (15.1) 18 (14.9) 36 (14.9)
Upper respiratory tract infection 20 (16.8) 14 (11.6) 34 (14.0)
Nausea 18 (15.1) 14 (11.6) 32(13.2)
Fatigue 18 (15.1) 14 (11.6) 32 (13.2)
Pneumonia 14 (11.8) 15 (12.4) 30 (12.4)
Acute respiratory failure 16 (13.4) 14 (11.6) 30 (12.4)
Urinary tract infection 10 (8.4) 15 (12.4) 27 (11.2)
Back pain 16 (13.4) 10 (8.3) 26 (10.7)
Productive cough 8(6.7) 16 (13.2) 25 (10.3)

Eur RespirJ 2023; 61: 2202414



Inhaled

Treprostinil Placebo
Variable (N=163) (N=163) P Value*
Total no. of adverse events 290 793
Patients with =1 adverse event — no. (%) 152 (93.3) 149 (91.4) 0.68
Total no. of serious adverse eventst 53 29
Patients with =1 serious adverse event — no. (%) 38 (23.3) 42 (25.8) 0.70
Total no. of adverse events leading to withdrawal of treprostinil 47 38
or placebo
Most frequently occurring adverse events — no. of patients
(%)%
Cough 71 (43.6) 54 (33.1) 0.07
Headache 45 (27.6) 32 (19.6) 0.12
Dyspnea 41 (25.2) 51 (31.3) 0.27
Dizziness 30 (18.4) 23 (14.1) 0.37
Nausea 25 (15.3) 26 (16.0) >0.99
Fatigue 23 (14.1) 23 (14.1) >0.99
Diarrhea 22 (13.5) 19 (11.7) 0.74
Throat irritation 20 (12.3) 6 (3.7) 0.007
Oropharyngeal pain 18 (11.0) 4 (2.5) 0.003
NT-proBNP increased 9 (5.5) 25 (15.3) 0.006

N EnglJ Med 2021,;384:325-34



S RCIAE Inhaled NO in fILD pt at risk of PH

* Phase 2, double blind, placebo controlled, randomized
clinical trial in USA

* fILD on supplemental oxygen therapy
* FVC at least 40% / Echo / RHC was not mandatory
* |[PF 63% vs. 86% ,iNSIP 13% vs. 14%
* Mod ~high probability of PH on Echo : 60% vs 64%

* Inhaled nitric oxide
* Pulsed fixed dose iNO (45 pg/kg IBW/h) with placebo
e Delivered via the INOpulse device (both group)

e 2:1 randomization:iNO45 (N=30) or placebo (N=14)
* Receive iNO45 or placebo for 4 months

Ann Am Thorac Soc 2022; 19:594—-602.



A MVPA B MVPA

T WiNO45 M Placebo =20

Change from Baseline (min/day)
(LS Mean & Standard Error)

N
(4]
I
1

Absolute Change from Baseline (min/day)

100% 75% 50% 25% 0% 25% 50% 75% 100%
Percent of Group

=20 -

W iNO45 [ Placebo y

[ MVPA (Moderate to vigorous physical activity ) ]

Ann Am Thorac Soc 2022; 19:594-602.



Change from Baseline (points)

(LS Mean & Standard Error)

—k

UCSD SOBQ

B iNO45 [ Placebo
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FDA approves

/ INCREASE OLE>\

inhaled
o o
@ ARTEMIS-PH PAH -ILD
@ BPHIT study
I /.

\2008 2009 2010 2011 "2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022/

Randomized clinical trials with drugs approved in PAH and targeting ILD-PH (RHC confirmed)

Curr Opin Pulm Med 2023, 29:406-415



S RSINIAY Patient progress

e 1yr later
* Aggravation of hypoxia
* Admission = HFNC 80% —> Lung Transplantation



YONSEIL BT 11t ry

* Prognosis of PH-ILD is poor.

* Many studies failed to prove the efficacy of PAH targeted tx
in PH-ILD. But the study design were different.

* Recently, studies of inhaled NO and especially inhaled
treprostinil opened the new era in PH-ILD.

* Therefore
e Suggestion and proper diagnosis of PH-ILD is important.

* Further studies about other drugs such as sildenafil are still
needed.

* Inhaled treprostinil and iNO can be used in PH-ILD

PAH target Tx in PH-ILD : PRO
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AEaRtR] Suggestive findings of PH in ILD pts

Pulmonary function DLCO < 40% predicted
testing Kco < 40% of predicted (or elevated
FVC/Dlco ratio)
6-min walk test Marked reduced distance

Excessive desaturation
Increased Borg dyspnea score
Impaired heart rate recovery

Cardiopulmonary Worsened ventilation/perfusion ratio
exercise testing Increased alveolar-oxygen tension
difference
Increased dead space volume / tidal
volume
Increased end-tidal arterial carbon
dioxide tension
Increased minute ventilation /
carbon dioxide production
Reduced oxygen pulse
Early anaerobic threshold

Laboratory testing Elevated BNP or NT-pro-BNP level
Electrocardiogram Right axis deviation

CT findings Pulmonary artery to aorta ratio > 0.9
Echocardiography Elevated tricuspic regurgitant velocity

Right atrial and/or right ventricle
dilatation

Right ventricular dysfunction

Reduced triscuspic annular plane
systolic excursion

Curr Opin Pulm Med 2023, 29:406-415 Reduced systolic velocity



Peak tricuspid Presence of Echocardiographic
regurgitation other echo  probability of pulmonary
velocity (m/s) ‘PH signs’? hypertension
<
<2.8 or not No Low
measurable
<2.8 or not
Yes
measurable Intermediate
29-34 No

Yes

Not required
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