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,' Extraction of patient information and
! multimodal ocular imaging features
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Nationwide multicenter data collection
A total a 43 medical centers in 19 provinces

\'\
I”f

o

L
WA

o0
oo
o

f
J

o

hA

Non-pachy PCV (Good responder)

Gender

A -

AMD-like
features

Massive
hemorrhage

Before treatment

Grouped by responses to anti-VEGF therapy

-~ )/./

b

“

Good responder
n =276

Logistic regression analysis

Poor responder
n =440

Pachy PCV (Poor responder)

~

Meaningful features for identifying
Poor responders

Before treatment

Figure 1. Development of criteria for

Pachychoroid PCV.
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Patient plasma-based multi-omics analysis
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Figure 2. Multi-omics analysis identified Pachy PCV-specific signaling pathways.

(C)
wv@“ Nﬂ;%*
b &l
wen |
- T g
sk ' o
T o @& g
B0 g
St g
R A 2
s i g
=z FRPZARS =
o L P g.
2 s =
©
8 g bl 5. X
= o
@ N 3 fin
o 3 i Py,
<) ﬂ‘wnn”’b @ e %
5 3 @ m =
@ as o 53 g
« m‘ > H
= : 2 %
o
g g 'g s 4
2 o Log, Fold Change
%
; 'g 0 high
‘ﬁ Pachy PCV / Control
M Pachy PCV / Non-pachy PCV
B Non-pachy / Control
(D) Non-pachy Pachy PCV/ Pachy PCV/
PCV/Control  Control Non-pachy PCV
[ ] L ] Sphingolipid metabolism
response to [ ] L ] Sphingolipid signaling
stimulation o HIF-1 signaling
Fluid shear stress
Nitrogen metabolism
Glu/GIn metabolism
. Caffeine metabolism
L Cys/Met metabolism
metabolism of Phenylalanine metabolism
energy substances - OXPHOS
o Purine metabolism
L GP metabolism
[ ) . ABC transporters

anti-oxidative |

stress ]'Ether lipid metabolism




))

C57BL/6 mouse model

Mouse model establishment for Pachy PCV
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Figure 3. Vortex ligation induced typical Pachy PCV-like lesions in mice.
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scRNA-seq analysis of mouse model
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Figure 4. Identification of specific CNV signatures in PCV mouse model via scRNA-s
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Identification of key targeted gene
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Figure 5. Ednl was found to be the key effecting gene in Pachy PCV’s pathogenesis.



>)) Cellular experiments validating the role of Edn1/Ednra
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«4)) Animal model validation of CCH and EDN1/EDNRA
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Figure 7. Scleral fenestration, EDNRA antagonist, and Edn/ knockout

all abolished PCV lesion formation in the mouse model.




{»)) Summary

J A prognosis-oriented classification for Pachy PCV was established using a
multicenter dataset and corroborated by distinct plasma multi-omics
signatures.

J A novel mouse model induced by vortex vein ligation demonstrated that
choroidal circulatory hypertension (CCH) is a critical driver of polypoidal
lesions.

J Disturbed fluid shear stress and hypoxia disrupt choroidal endothelial
homeostasis by upregulating the EDN1/EDNRA axis via FSS-AS and HIF-1
pathways.

] Targeting the EDN1/EDNRA signaling axis effectively attenuates pathological
angiogenesis and vascular remodeling, highlighting a promising therapeutic
strategy.
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