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Current medications

ET-receptor
antagonist
Bosentan,Anlise
ntan

PDE-5 inhibitor
Sildenafil,
Tadanafil

PH from LHD

A Meta-analysis by Galie etal.
European Heart Journal, 2009
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Direct evidences of sympathetic nerves in PAH

Official publication of the American C ollege of Chest Physicians

SHEEEST Experimental pulmonary hypertension produced
ONIINE by surgical and chemical denervation of the
pulmonary vasculature.

C E Juratsch, J A Jengo, J Castagna and M M Laks
Chest 1980,77.525-530

First description of PA denervation
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Study design

Surgical dissection Chemical denervation .
s - Breathing
of MPA adventitia of adrenergic
100% oxygen
In 5 dogs pathway e o
10mg/kg IV of 6- &

OHDA in 8 dogs
6-hydroxydopamine

Surgical
denervation )
R = Breathing
of vagus nerves esponse 10 6- "
OHDA (-) room air in
In 5 dogs . :
0o reaction to 5 dogs
3mg Tyramine

PA pressure, RV pressure, RA pressure, PVR, cardiac output,

Unilateral PA occlusion
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Surgical denervation on PAP
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Evidence of sympathetic nerves in PAH

anterior

'

~

posterior




Experimental studies

Acute study: 12 Mongolia dogs

Study on PAH model | |
Group 1 Group 2
* Monocrotaline, 2mg/kg 1A BT
* after 8 weeks occlusion occlusion

* RHC confirmed PAH:
PAPmM=25 mmHg

* PADN at Level 1

* 5 weeks after PADN

--- Repeat RHC _ _ :
---conduction velocity During 10-minute occlusion:
__-Molecular study Hemodynamics measurement
__-Pathological study was performed at each minute
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Segments of left pulmonary artery

Occlusion
& at BT

Occlusion
' at IA
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Before PADN

Group 1: interlobar occlusion Group 2: basal occlusion

30 — O u 20 ~ SPAF
29 : . . . D « = )PAI

20 : W 15 ~+ DPAI

Chen SL, et al. Eurointervention, March 2013




Experimental studies

Acute study: 12 Mongolia dogs

Study on PAH model l |
Group 3 Group 4
* Monocrotaline, 2mg/kg PADN at PADN at
* after 8 weeks level1-3, level 4,5
* RHC confirmed PAH:
PAPmM=25 mmHg 1 1

* PADN at Level 1 IA occlusion ~ IA occlusion
* 5 weeks after PADN

--- Repeat RHC

---conduction velocity
---Molecular study
---Pathological study

During 10-minute occlusion:
Hemodynamics measurement
was performed at each minute
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PADN levels

Level 1:distal MP
Level 2: ostial LPA
Level 3: ostial RPA

Level 4: 5mm distal to
ostial LPA

Level 5: 5 mm distal to
ostial RPA

Chen SL, et al. Eurointervention , March 2013

..Chen SL, et al. JACC September 2013
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During IA occlusion

Group 3:PADN at level 1-3 Group 4:PADN at level 4,5

distal MPA, ostial LPA and RPA 5mm distal to ostial RPA or LPA

Chen SL, et al. Eurointervention, March 2013




First-In-Man: PADN-1 study

22 patients unresponsive to medication between March and May 2012

—— 1 patient excluded: (+) adenosine test

21 patients
I

8 ptients refused PADN

PADN group(N=13) Control group(N=8)

l

Clinical follow-up at 3-month in all patients
Hemodynamic measurements: post, 24h,1w,3-m

O ey Chen SL.et al. JACC September 2013 -
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PADN system

-~ Connect Box

Connect cable
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Final results

<& Reduction of mean PAP >15%
< PVR/NT-BNP |
<& 6MWD 1t by 100 m

< Less rehospitalization/death



Before PADN: PAPs=91 mmHg
PAPM=52 mmHg
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GE Vingmed Ultrasound M4S Mi0.08
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Baseline:PAPm=42mmHg

Post-PADN:PAPmM=30.48mmHg

10-month:PAPm=31.33mmHg
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In conclusion

* PADN-I, a FIM study, showed the potential
of PADN for IPAH

« PADN has been testified in animal model

- and PH patients with varying etiologies of
PAH

* Further RCTs are required



Thanks for your attention!




