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Proliferative wtreoretlnopathy (PVR)

Complicates 8-10% of rhegmatogenous
retinal detachments

» Leading reason for failure of RD repair

Breakdown of the blood-retinal barrier
and tissue hypoxia

« Mitogens and chemotactic factors -
cell proliferation and EMT

Migration of RPE and glial cells onto the
retinal surface
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Extracellular matrix (ECM) in PVR
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The Johns Hopkins Hospital, 600 N Wolfe St,
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Medical therapy for PVR

operative fluid gas exchange, and photocoagulation, periccular and subcon-
junctival 5-fluorouraci! appears to improve the prognosis for longterm retinal
reattachment following the development of profiferative vitreoretinopathy. (Key
words: 5-fluorouracil, antimetabclites, massive periretinal proliieration, massive
periretinal refraction, massive vitrecus retraction, proliferative vitreoretinop-
athy, retinal detachment, scleral buckle, vitrectomy.] Ophthalmology 91:122- -
130, 1984

C0n§istently successiul thprapy for proliferative vi- retinal detachment, proliferative vitreoretinopathy Adj u n Cti Ve Da u n O ru b i Ci n i n th e Treatment

treoretinopathy (PVR) remains an elusive goal, dcsp te 1ts forms accounted for nearly 60% Of all surgical fz
multiple technical and surgical innovations within the in the treatment of rhegmatogen retinal detact

eriibtaric pis. WHRE"ied of Proliferative Vitreoretinopathy: Results
of a Multicenter Clinical Trial

AMERICAN JOURNAL OF OPHTHALMOLOGY
OCTOBER 1998

Slow-Release Dexamethasone in Proliferative
Vitreoretinopathy Ophthalmology  Volume 124, Number 6, June 2017

* A deeper understanding of the molecular pathogenesis of PVR

IS needed in order to inform the development of novel targeted
molecular therapies
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Mass Spectrometry

Solubilization
H:N H,N
o |
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v Proteolysis

. 3 I LC/MS
* Measures mass-to-charge ratio of
molecules present in a sample l
- Known cleavage sites allow for N e Database
peptide identification and relative i Search

quantification
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PVR6

— Recurrent RD

PVR3
— Chronic RD

PVR5

— Recurrent RD

PVR4
— Recurrent RD

PVR2
— Recurrent RD

PVR1

— Recurrent RD

Control high, PVR low

Control low, PVR high
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Gene Ontology (GO) Pathway Analysis

GO-term

G0O:0030198 extracellular matrix organization
G0:0043062 extracellular structure organization

Enrichment Pathway False
Description score size discovery
0.833808 296 2.16E-05
0.789592 339 2.16E-05
HSPG2 Heparan sulfate ANXAZ2 Annexin A2
FN1 Fibronectin TGFBI Transforming growth factor-3
TNC Tenascin LAMAZ2 Laminin subunit a-2
COL12A1 | Type XIl collagen a chain | |COL14A1 | Type XIV collagen a-1 chain
GFAP Glial fibrillary acid protein | | COL1A2 |Type | collagen a-2 chain
LAMAS Laminin subunit a-5 COL18A1 | Type XVIII chain a-1 chain
LAMCA1 Laminin subunit y-1 COL1A1 | Type | collagen a-1 chain
FBN1 Fibrillin-1 POSTN Periostin
COLBA3 |Type VI collagen a chain NID1 Nidogen-1
LAMB2 Laminin subunit $-2 NID2 Nidogen-2
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Fold change idiopathic ERM vs. PVR

Volcano Plot
(Fisher’s Exact Test, p < 0.005)

[ ]
[ ]
[ ] [ ]
[ ]
[ ]
| [ -
[ ]
o - [ ]
3> = o
@©
> [ ]
o i
e m N

Fibronectin (FN1) B Significant

=== Significance Threshold
=== Zero Fold Change

Log, Fold Change (PVR/Control)
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An in v:tro model of PVR

Bard ‘ Flbronectln —

Control

100 uM
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Amarnani et al., 2017 Pha”OIdln Vinculin
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