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Case Report
A patient with CTD-associated PAH
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* 49yo0, male

— Dyspnea on exertion (last 2 years)- WHO I

— Fatigue
Background
 HEFpEF (since 2016)
* Arterial hypertension since 2013 Bisoprolol 2,5mg 1x1
* Obesity Aldactone 25 1x1

* Raynaud’s syndrome
* Mild photosensitivity
* Former smoker

* Alcohol intake



Clinical Examination

Heart Sounds: S1, S2, Loud P2
Lung Sounds: Clear

Mild leg edema

BP:135/75 mmHg

HR: 98/min

RR: 14/min

Sp0,: 98% on air




- Echocardiography: Suspected PH

ECHO
TAPSE (cm)
RA area (cm?)

RVSP (mmHg)
P.Effusion (cm)

6MWD: 400m

Pre Exercise Post Exercise
HR 89 95
Dyspnea (Borg Scale) 0 3
Fatigue (Borg Scale) 0 2

sO, 98% 93%



Glucose (mg/dl)
Urea (mg/dl)
Creatinine (mg/dl)
SGOT (U/It)

SGPT (U/It)

K* (mmol/It)
Na*(mmol/It)
NT-proBNP (pg/ml)

LAB Tests (10/08/2018)

Biochemical

106
48
0,8
23
18
4.6
135
2131

CBCC

WBC (K/pL) 5.04
Ht (%) 30.94,
Hb (g/dL) 10.61,
PLT (K/pL) 217

Hormonal
FT3 (pmol/Lt) 5
FT4 (pmol/Lt) 20,9

TSH (mIU/mL) 4



Diagnostic approach

Lung tests:

— FEV1:82%, FVC 76%, FEV1/FVC: 82%, TLC: 75%, DLCO: 54%
HRCT/pulmonary angiography:

— Normal findings from the lung parenchyma

— Dilated main PA with no filling defects

— Lemphadenopathy

VQ Scan:

— Normal Lung Ventilation and Perfusion scan
MRI:

— Pulmonary artery 35mm

— Dilated RV, RV-EF 50%



RHC (8/2018)

(mm"'g) (%) PVR 6,9

PVR Indexed 12.6

RV 65 3

PCWP 10 Cl 2.4



Immunological

ANA

dsDNA

Ro

La

Sm

Anti-RNP
Anti-SCL 70
aCL IgG (U/ml)
aCL IgM (U/ml)
B2gpi(lgG)
B2GPI

LAC

C4 (mg/dl)

C3 (mg/dl)

RF (IU/ml)

1/640

(-)

(-)

(-)

76

>200 ™M
(-)

(-)

(-)

(-)

(-)

(-)

3,44, (16-38)
26+ (79-152)
901 (0-20)



Rheumatologic Consultation

ZuoTnUatikoc EpuOnpatwéng AUkoc

HB (g/L) 9,5\

WBC 7,2 (54/30/8)
PLT/ul 220000

TKE (mm/h) 851

CRP (mg/I) 0,5

. oUpwv 0-1 nvoodaipla
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Female 70 years old with PAH-SSc

microhemorrhage

6 loops/mm










PET scan
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The survival rates at 3 and 5 years after the
diagnosis of PAH were 76.8% and 70.1%,
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= CHEST Chest 2018 Jan; 153(1): 143151, doi: 10.1016j.chast 2017.028.014. Epub 2017 &ug 26
‘Eml Pulmonary Arterial Hypertension Associated With Systemic Lupus Erythematosus: Results From
' the French Pulmonary Hypertension Registry.

Hachulla E', Jais X?, Cinguetti G*, Clerson P*, Rottat L%, Launay D, Cottin V®, Habib G”, Prevot G?, Chabanne C®, Fois E'®, Amoura 2", Mouthon L'?, Le
Guern V'2, Montani D?, Simonneau G2, Humbert M2, Sobanski V®, Sitbon 0% French Collaborators Recruiting Members(s).

10 HR 5% D
08 Lupus nephritis 1271 12.07:60.52| 0.001
| Cardiac involvement* 192 (0.49;7 46| 0.35
05+ | IgG anticardiolipin antibodies 148 [043:5.01) 05
Anti-UL-RNP antibodies** - . 0.04
N Anti-SSA antibodies 0.34 [0.08;1.44) 0.14
09 Anti-SSB antibodies*** - . 0.17
NYHA -V 080 025,293 0.80
0.0+ bmin walk distance (by 10 m) 097 10.90:1.05) W
0 2 4 § 8 10 | |
Three and five-year overall survival rates were 89.4% and 83.9% DLCO 7 of predicted) 0% 092103 036
Years 0 1 3 3 4 5 6 7 3 9 10 MPAP (mmHg) 102 (098:1.07] 0.36
I\! at o ow w w0 b w5 W PVR (by 80 dynsec.cm-) 123 (108141 0.002
risk Treatment with hydroxychloroquine 031 (0.09,1.11] 0.07
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Characteristics and Survival of

Anti—U1 RINP Antibody—Positive Patients With

Connective Tissue Disease—Associated
Pulmonary Arterial Hypertension

Wincent Sobanski,'
Benjamin E. Schreiber,3 Svetlana T. Nihtyannva,3 Jennifer Harvey,3 Clive E. Hand]er,3
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W VAN-ULRNP positive
e SVAn-UIRNP negative

§5¢c-PAH

36t

2%

p=0.055

A B
100% 100%
All CTD-PAH
B 807
[ [
-~ -
2 o 2 soed
© ®
2 2
: £
3 0] 2 o
207 23% 2%
o] Fiomongn  p<0.001
I I I I |
0 g 10 15 0
Follow-up after PH diagnosis (years)
Anti-ULRNP Number at risk Anti-ULRNP
-Positive 36 18 b 0 -Positive 16
- Negative 302 84 10 1 -Negative 289

T T T
§ 10 15

Follow-up after PH diagnosis (years)

Number at risk
8 2 0
75 8 1



SLE-PAH
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é Pulmonary arterial hypertension in systemic lupus
e ematosus may benefi v a ition o
@ ryth t b fit b dditi f
@ iImmunosuppression to vasodilator therapy: an
§' observational study 2015 Sep;54(9):1673-9
g

Sirisha Kommireddy', Srinivas Bhyravavajhala®, Kishorebabu Kurimeti’,
Srinivasa Chennareddy’, Suresh Kanchinadham?,
Irlapati Rajendra Vara Prasad' and Liza Rajasek.har"

TasLe 5 Comparison of baseline clinical and haemodynamic characteristics between responders and non-responders

Responders (n=11) Non-responders (n=13) P-value

Age, mean (s.0.), years 27.18 (9.62) 23.84 (6.42) 0.19
Duration of SLE, median (range), months 60 (1-144) 18 (4-168) 0.11
Duration of PAH in months, median (range) 3 (0-36) 1(0-12) 0.23
NYHA functional class

Classes lll and IV 9 4

Classes | and |l 1 5

Asymptomatic 1 4
Right ventricular systolic pressure, mean (s.n.), mmHg 64.45 (16.90) 52.46 (22.41) 0.38
SLEDAI before immunosuppression, mean (s.n.) 14.43 (7.21) 14.73 (9.87) 0.94

NYHA: New York Heart Association; PAH: pulmonary arterial hypertension.



Prognosis

Table I3 Risk assessment in pulmonary arterial hypertension

Sa el T Low risk <5% Intermediate risk 5-10% High risk >10%

(estimated |-year mortality)

Clinical signs of right heart failure Absent Present

Progression of symptoms No Rapid

Syncope No Occasional syncope® Repeated syncope"
WHO functional class L Il} v

6MWD >440 m l 165440 m I <165 m

Peak VO >15 ml/min/kg Peak VO: Peak VO; <I | ml/min/kg
Cardiopulmonary exercise testing (>65% pred.) I 115 ml/min/kg (35-65% pred.) (<35% pred.)
VENNCO; slope <36 VENNCO,; slope 36-44.9 VENCO, 245

BNP <50 ng/l BNP 50-300 ng/l BNP >300 ng/l
NT-proBNP <300 ng/ml NT-proBNP 3001400 ng/l NT-proBNP >1400 ng/l

RA area 18-26 cm?
MNo or minimal, pericardial
effusion

NT-proBNP plasma levels

RA area >26 cm?
Pericardial effusion

RA area <18 cm?

Imaging (echocardiography, CMR imaging) T

RAP <8 mmHg RAP 814 mmHg RAP >14 mmHg
Haemodynamics Cl 22.5 I/min/m? Cl 2.0-2.4 I/min/m? ClI <2.0 l/min/m?
SvOs2 >65% SvO; 60-65% SvO, <60%

Eurcpean Heart Journal
EURCREAN doir10.1093 /eurheartj/etw3 17
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Treatment

Ambrisentan 5 mg 1x1

Tadalafil 20mg 2x1

Furosemide 40mg 1/2x2
Plaquenil 1*2

IV methylprednisolone 500mg x 3
‘Evapén kukAodpwodpapuidng iv
Prezolon 5mg 3*1



Follow-Up

WHO Il Il I

6MWD 400 485 500
RHC

11,9
mRAP (nmHg) 4 9 HB (g/L) 9,5¢
mPAP (mmHg) 41 39 WBC 7,2(54/30/8) 4,93
PCWP (mmHg) 10 10
PVR (Woods) 6,7 3.6 PLT/ul 220000 230000
Cl (L/min/m?) 2,4 4,2 TKE 85 25
SVO, (%) 64 73
Hb (g/dL) 10,8 12,3 CRP (mg/I) 0,5 0,8
ECHO
TAPSE (cm) 2,2 2,2
RA area (cm?) 21.5 21.5
RVSP (mmHg) 72 67

P.Effusion (cm)  Mild Mild



Month 9

Table 13 Risk assessment in pulmonary arterial hypertension

Lol S Low risk <5% Intermediate risk 5-10% High risk >10%

(estimated |-year mortality)

Clinical signs of right heart failure Absent Absent Present
Slow Rapid

Progression of symptoms

Syncope QOccasional syncope® Repeated syncope®
WHO functional class Il v
MWD 165440 m <l65m
Peak VO: >15 ml/min/kg Peak VO, Peak VO: <I | ml/min/kg
Cardiopulmonary exercise testing (=65% pred.) I =15 ml/min/kg (35-65% pred.) (<35% pred.)
VEVCO,; slope <36 VENVCO,; slope 36—44.9 VEIVCO, 245
BNP <50 ngfl (_BNundm.ngH BNP >300 ng/l
NT-proBNP plasma levels NT-proBNP <300 ng/ml NT-proBNP 300-1400 ng/l NT-proBNP >1400 ng/l

RA area 18-26 cm®
No or minimal, pericardial
effusion

RAP <8 mmHg \_RAP8 |4 mmHg _/ RAP >14 mmHg
Haemodynamics Cl 2.0-2.4 l/min/m? Cl <2.0 l/min/m?
SvO, >65% V01 60-65% SvO, <60%

RA area >26 cm?
Pericardial effusion

RA area <18 cm?

Imaging (echocardiography, CMR imaging) B el

Eurcpean Heart Journal
EURCPEAN doir10.1093/eurheartj/ehv317
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Eur Respir J. 2017 Aug 17,50(2). pii: 1602493 doi: 10.1183/13983003.02453-2016. Print 2017 Aug.

Selexipag for the treatment of connective tissue disease-associated pulmonary arterial
hypertension.

Gaine S', Chin K2, Coghlan G?, Channick R*, Di Scala L®, Galié N& Ghofrani HA™®%, Lang IM'®, McLaughlin V", Preiss R®, Rubin LJ'?, Simonneau
131415 sitbon 0131415, Tapson VF'8, Hoeper MM™7.
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Treatment

Ambrisentan 5mg 1x1
Tadalafil 20mg 2x1
Selexipag 200mg bid

Plaquenil 1*2
Prezolon 5mg 2*1
Azathioprine 50 1*3



2YMIEPA2ZMATA

 H PAH o€ aoBeveic pe 2EN amoteAel pia wbLaitepn
katnyopia aacBevwv pe CTD-PAH mou avayvwpiletol o
TeEAevTaia Ypovia

* H ouppetoxn tng avtoavoaoiog nbavov va eival
HeyaAUuTtepn otouC aaoBeveic autoUC o€ OXEON LE TN
SSc-PAH

* H avoooKaTtaoTaATIKA aywyr 6€ cuvOUOOUO E Ta
AYVELOSLOLOTAATLKO EXEL BEON OTNV AVTLUETWTILON TNC
PAH otouc acBeveic pe ZEA aAAd €lvoil ETLTOKTLKN N
avaykn cuAloync 6edopevwv KUPLwE aro HEYAAEC
TIPOOTITIKEC LEAETEC KA BaoeLc SeSOUEVWV.
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