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Remodeling by ROCK inhibitor
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Tsadefiu (glaucoma) fnfanmgainnisiinnudulugnan uie
mtraocular pressure  (IOP) g1nnd1 21 mmHg aqwa’[,wmm
nsvanedauszaman LLauuWIUammmaammaﬂmﬂﬂ 1o
Goldmann equation Lﬂuaumiﬂ‘tjaﬁmUﬂamauwuﬁmaﬂﬁ%%m’N‘]
V93 aqueous humor dynamics fiu 10P 1e aqueous humor flow
edinavilit 1OP Windu Tuvauedinisdin uveoscleral outflow
az trabecular outflow 3zrwan IOP d@unisan episcleral
venous pressure (EVP) vhldroudneen uithgiufieniiannsaan
Evp léiufide ngx ROCK inhibitor Iag normal EVP agjﬁ 8-10 mmHg

n15%’nme’1'aﬁummia1ﬁq‘lﬁé"san’nﬂ%’aﬁf‘mﬁu’Jmma‘lumsaan
qwﬁmm mma‘l‘du
- ijaanqwsaﬂ aqueous humor inflow rate laun

o Beta Dblockers: Timolol, Betaxolol, Levobunolol,
Metipranolol

o Alpha agonists: Brimonidine, Apraclonidine

o Carbonic anhydrase inhibitors: Brinzolamide, Dorzolamide,

Acetazolamide, Methazolamide
- mﬁaanqwétﬁu uveoscleral outflow rate 1A Prostaglandin
analogs: Latanoprost, Bimatoprost, Travoprost, Tafluprost wag
Latanoprostene bunod
- enfloanguisiiia trabecular outflow léuA

o Cholinergics (Miotics): Pilocarpine, Carbachol

o Rho kinase inhibitors: Ripasudil
- mﬁaanqwéaﬂ episcleral venous pressure (EVP) Taun
Rho kinase inhibitor: Ripasudil d1saunsoan EVP asla Aazilu
Zafifung Tunnsan IOP

by ROCK inhibitor
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Aqueous Humor Flow Uveoscleral outflow

Goldmann equation

AHF FL + 66 s

Episcleral venous pressure
Episcleral Venfus Pressure

IOP =

Trabecular outflow
Conventional Trabecular OQutflow Facility

1t

- Pilocarpine - Ripasudil
+ Carbachol  TM Revisited after 140 years

Mechanism of increase in resistance of aqueous outflow

Conventional outflow:

[ToP |

1. Increase in
| resistance of TM?*

weBanmveslsadoRuAnainnsiiil resistance lu trabecular
meshwork i@y sauffunss collapse %8¢ Schlemm’s canal
ua collector channel vhlinisivaves aqueous humor aﬂﬂmnu
dsnavilsy 10P ity mimmmamimLaLsdasﬁ]“‘U’JsJLLﬁlsuwmﬁamW
Ul trabecular meshwork L'Vlﬂ‘uu Felduseansamieanely
n13an I0P iuﬂamulwmwmﬁamwmnm Schlemm’s canal Wag
collector channel Lﬂﬂmi"dﬂﬂuaa u#g1 Rho kinase inhibitor
fialad110u Beyond trabecular outflow mmsaaanqws‘lﬂm
Schlemm’s canal uaz collector channel & muuiumiiﬂ‘mmawu




FemsdesiusausuduiolilfiAnnensanmusnn Schlemm’s
canal Waz collector channel Lflmmﬂwudaé‘ﬁmauauam‘ami
W16 (responder) Tudauued Schlemm’s canal Wag collector
channel §snsiUneg

Remodeling/Restoring Outflow with ROCK inhibitor

Unigue MOA: ROCK inhibitor has IOP-lowering effects on each part of conventional pathway

| Trabecularmeshwork | Schlemms canal j;/‘»All across conventional

° Morphological change » Dilation of lumen © Dilation of vessel /| pathway, including distal
o Changes in quantity & © Increase in giant vacuoles  © Decrease in venous. Y 4 |
quality of extracellular of endothelial cells pressure /  partfromSchlemm's

matrix © Decrease in endothelial | 4 canal-

cell-cell adhesion
Reduce resistance through
5 q conventional outflow
. s

~ \

S Conventional outflow

> Improve conventional outflow,
T = thereby lowering IOP
5 S Uveoscleral outflow
. ciliary body

Ripasudil (GLANATEC® ophthalmic solution 0.4%) gn
wmmuawuuw LUuuluﬂiwmﬂmﬂummwauﬂi’ﬂuﬂﬂsiﬂuﬁmwu
Fausid A.A.2014 Imammsa‘usmsm Ripasudil #a8n15980ARN
ag 2 ﬂi\‘i Fq Ripasudil d@u1savinlsiiia remodeling/restoring
outflow Teefinalnitlueangusidy Rho kinase inhibitor %39
ROCK inhibitor Tug2u conventional pathway ﬁy'\iﬁu?l,’am
trabecular meshwork (morphological change, change in quantity
and quality of extracellular matrix), Schlemm’s canal (dilation
of lumen, increase in giant vacuoles of endothelial cells,
decrease in endothelial cell-cell adhesion), wag episcleral vein
(dilation of vessel, decrease in venous pressure) euai]awu
Filiflervialafitinalnnseangnisendn Ripasudil Se¥aeiiiu
conventional outflow waza1usaan IOP laagsfiuszansamw

M3ANYINNARTINFULUU monotherapy cohort Tuszeeil 3 4
Anwdsedivinmuesen Ripasudil ludiefiuspuda (open angle
glaucoma; OAG) LLaul‘uNme?u ocular hypertermon OHT) g
Wnshamudussesna 1 U manisfnwdlediansan 1 half
Ya9MsAne (4-28 dUaii) azwudiend early effect flangnse
an [OP asldl lngy peak 2 Flumdsliien) waz trough (feulien)
IOP mwmammauaw -3.23 way — 2.12 MUSIRU uaziiefielson
#i 2™ half waamiﬁnm (32 52 aﬂm‘w) wNWUIed late effect
Taganansaan 10P 1@unndu Feedoves peak Wag trough IOP
Jgnuinegil -3.81 way - 2.61 mudidu Tne 10P anawnninlutns
1" half ethsfltfudfgynieada (p<0.01) NS Ripasudil
fsanfbse El"L’Ja'fluﬂ'lﬁﬂ'isﬂﬂ’)’]'i/l&ﬂil”almwﬁﬂ’]ﬁﬂ‘lﬂ‘lﬂwn.lﬂ N
na‘lnn"ﬁaanqwﬁ%aw'mauﬂaa6] Yaiiiu conventional outflow
Fanuszaunisainislden Ripasudil Tuaa POAG nudiluthaiiou
wsnY enavannsatazan IOP Teussuna 3 mmHg usweldenluauts
Uszanaudtewd 6 wuiianansaan IOP 19Es 5 mmHg

R sneuin IR Iaire tetfPebisen g ot arand o

—Monotherapy cohort—

Trough Peak
st 2nd 1st 2nd

3

Change in IOP {mmHg)

Change In 109 (mmHe)

asthalf @-28w) | 2nd half (32-52w)

S
0 4 5 12162 28 2532 3 W a4 B 2 pwew]

Honjo M, Taninara H.Jpn  Ophthalmol 2018; 62:109-126

AsAnwIUTEaNSHawes Ripasudil Tun1ssnwi secondary
glaucoma Wsiay subtype lU’i‘ULL‘U‘U multicenter historical cohort
study (ROCK-SY 1ny secondary glaucoma subtype fisrusau
wWlun1sAnen  leun  exfoliation  glaucoma,  steroid-induced
glaucoma ILag uveitic glaucoma Namiﬂﬂmwm”mﬂﬂammamq
vavin 332 18 AlESU Ripasudil @u150am IOP 310 baseline

Ieinghafitfuddnlunguitae secondary glaucoma aueidga
nsfnwldde -7.00 + 8.60 mmHg 7 6 WouvesmsAny uaz
dlevhn1snseiiuen secondary glaucoma uwsiaz subtype AU
Ripasudil Winalunisan 10P Tuusiaengy subtype leipenafiedAny
(p<0.0001) Walisuiu baseline TnewuinAnadeves 0P Tungu
exfoliation glaucoma, steroid-induced glaucoma &g uveitic glaucoma
anasan baseline WiAU -4.2 = 6.1 mmHg, -7.7 + 6.9 mmHsg,
-12.6 + 10.8 mmHg MUAIAU mﬂmiﬁﬂmﬁﬁaasﬂﬁdw Ripasudil
uﬂsuawsmwlumsaﬂ IOP lu secondary glaucoma IﬂElLQW’]w
8484 steroid-induced glaucoma uag uveitic glaucoma uanmnu
Ripasudil Feiidede luwmidsnilfianissnaudeinsaineilu
ngu prostaglandin analogs #ieamieatilsAnn1ssniauld

ROCK-S, a multicenter historical cohort study for of secondary

The efficacy of ripasudil in each secondary glaucoma subtype

Secondary glaucoma subtype

Alll patients Exfoliation Slemld lnduced Uveitic
(secondary glaucoma) glaucoma Glaucoma
cline (0P, mmHg 238290 210872 268£93 ST

g = n=123 n=26
: -
“ 42
-6 =61
+ o
10 =
e Ripasudil is highly effective to

Steroid-induced and Uveitic glaucoma 112,,,5‘ -

1OP {gmonthi

(mmtg) 14

Futskuchi, Taninars H Inove T & AGEKS Study Group 20, 10: 10308
radby KOWA]

sy Usgavsnmuesnisly Ripasudil lunguithhe normal tension
glaucoma (NTG) fift 0P <15 mmHg smmaqlm*u prostaglandln
F,q receptor agonist (FP) monotherapy (ROCK U- 15)° 1uns@nw
luiULLUU prospectwe observational study lu%ﬁimﬂu%ﬂu’su 30 979
HAMIANYIT 1 waz 3 WWounudn treated eye wiemdhaiivieen
Ripasudil &@w1s0an 1OP 1@ - 1.92 mmHg way - 1.81 mmHg A
sdvedalitdddledioutu baseline (p < 0.001) uagWUTHARN
909 IOP 52W3i19 treated eye uaz non-treated eye (adnsitlalle
an Ripasudil) SAaBEWnfu - 2.5 mmHg uag- 2.2 mmHg 7 1 Wou
wag 3 Woumudiu Sauandnsiuesneditoddymieada (o < 0.001)

Efficacy Additive Effect of Ripasudil on PG-Treated Patients with Glaucoma
Indicating 15 mmHg and Under: ROCK U-15

+ 10P time-course * 107 changes from baseline + 10P difference from non-
ripasudil-treated eyes

(mmHg) Primary endpoint Secondary endpoint

Non-ripasuditreated eyes

Month 1 Month 3
13,1214 Month1  Month3 00

_0.5‘ 0.4 o5

-0

-5

20

Ripasudil-treated eyes 1.9 <187 25
-

(= E Nonwipasudirested eyos 80

Taseline Wionth T Wionth

Adjusted maan, N=30
Miedueffect model for repeated measures **2p20.00T, 40,05

10P of 3t most 15 ot both eves
[Method] Fipasudl it jce dail 3 months

[Endnoint] Primary endpont: 0P changes from baseline to 1 month and 3 month
Secondary endpgints: 10P dil i eyes, safety, etc.

sakata R, et al. Ady Ther. 2021; 38:3760-3770.

amsldflsuszasdiinuldvesannisld Ripasudil Ae conjunctival
hyperemia ‘Vl%a’e]’]ﬂ’lim’lLLﬂﬁMﬁﬂﬂ’]iWUaﬂa’Mﬂﬂ%ﬂ esannaln
fliendu ROCK inhibitor @zviilifin vascular smooth muscle
cell relaxation uaw vasodilation %&aamsﬁnﬂanmﬁﬁﬂumulﬂu
L‘WEJ\‘]‘U’)@?'TJ (transient) IC’]EJ%J peak EJEJVI 15 WPvasigenn way
osaritunely 12 dalue lussozemennislifassasdiangn
faztloras agnlsfinin mnfioinsfuaen azilawinunannisuils
el lonathadesane ﬁmmﬂwwmElﬂsmemLmeJmmJa’lmsmﬂmTuu

UszlewiBue 21nn1sld ROCK inhibitor fiuanwiiaainnisidan
10P Tun1ssnwndaedaiiu ldud

- Uasiu retinal ganglion cells loss ﬁLﬁuaﬂLMQ‘an optic
nerve disorder mﬁlwuﬂmauumLﬂu neuroprotectlon

- Ju ant| fibrotic agent Aean fibrosis Anagug scar formation

- fheidewes comeal endothelial remodeling Tagiiiy cell
proliferation Wag cell adhesion ¥8% corneal endothelial cells
LaZAANISHA apoptosis
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Regeneration by ROCK inhibitor
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Rho kinase inhibitor %38 ROCK inhibitor Lﬂuminmmawunaﬂm
wmaln“lumsaaﬂqwﬁwmau’ta} Imaawmauumaaawmasvavnmmsaaﬂqwﬁ
Tuvaeiinasie comea a]w:umsaaﬂqwﬁlmmm

Iuﬂi“mmﬂulmumssusm ROCK inhibitor Tudaudlglunissnw
fofu uaﬂmﬂumumsﬂﬂwnaauamma‘l,%‘lumiiﬂmiﬁﬂwLﬂmmaq
UN1 retina 53U54 cornea anene

Normal density is 2000-2500 telis/mm2
Severely limited prokferative capacity

Once damage ration by COMPENsaLoNy.
migration and s fing of tesidual CECs o
cover the wounded area

Endoliefial stem celis resides at penpheral
cornea especially a1.TM and the'wansition zone
of the human posteriof imbus

TngUnfazanunsany Corneal Endothelial Cells (CECs) Uszanmn
3,000 4 4,000 celVmm? ilusudlasiEnamssnanazdmsmnuy
Youaduosninusiin perlpheral Lﬂjaaﬂjumulmmau limited
prohfera’uon nanfe Weoia wound injury Fu waderllananse
wleiiadusmeaunild residual CECs USnahafssueefuay
\in migration 1¥1URARNUSIN wound fifntu

Fuchs endothelial corneal dystrophy (FECD) 738lIANTZANAN
douuvunn  lsafireuthanulfvesluaulne  Tnewuenuynues
TsplumAngeunnniwaeie 3 Wi Snwnzvadsatiinismiiuly
voslsmognedng nafAlulsemeanigewsnimuin FECD Wuaivg
dusu 1 ﬁ%ﬂwﬁmﬁﬁumiﬁﬂ corneal transplantation @3
Iuﬂszmﬂiwﬂrgﬂ’mﬁﬁmﬁﬁ comeal transplantation @ulvgjfadu
nqu corneal scar 38 post-infection Wsiby SW.RMaINTal FECD
foldiduauvndusiu 1 vesinefiinng comeal dystrophy ifeq
911 corneal transplantation

Tunsifiade FECD sinwudnwag cormea guttata 1Uu typical
finding lpgaansalt modified Krachmer Gradmg Scale Iumiﬁ]ﬂ
mmm'gwmuuﬁamaﬂsﬂlmmLm grade 0 - 6 %9 guttata NzABY" qu
mﬂﬁuutﬁam U confluent ¥l Descemet’s membrane wusaty
Yneanaziinnig comeal decompensation Wiy Frank bullous
keratopathy sdndusessnwlag comeal transplantation

finnsAnwinasld ROCK inhibitor sislu animal model uaz
in vitro corneal endothelial cells culture aufis clinical trial
Tunywd Ripasudil w58 GLANATEC® Wlu ROCK inhibitor ties
Fufeaiisllulszndlne da Ripasudil #5udeudddluussmeadiy
@1 glaucoma waz ocular hypertension Inadslil@Sudavsly
Tuns§nunlsafieanu corneal endothelium wiagnslsfiniu
JaguldiinnsfneddedemsuaasliiiudisunuimuasUszansaw
98981 Ripasudil Tulsafanana

ROCK inhibitors approved in Japan
Nn, (\ NH
P

RS

N
'v-' 2] 0

44 (Y 27632) 45 (hydroxy fasudil)

T Indurics

2014, Ripasudi was Proven efficacy in most
approved by Japan FDA in vivo and vilro models
dosing for comeal endoieial
for wound healing

In 1995, Japan approved
the fiest RCCK inhibitor

NANANY R|pasud|t lu cultured human corneal endothelial
cells (HCECs) fivhlviAn endothelial damage Fu wuh Ripasudil
ﬁ’]iﬂiﬂﬂi%(ﬂﬂﬂiﬁ‘lﬂﬂﬂ’ﬁ wound healing 1@ dnsunsAnentu
comeal endothelium waz Descemet’s membrane fiuenldain
{28 FECD uagyn1smaassuuy in vitro Tunguilld Ripasudil
nUI El’lﬁlhaﬂizéju cell cycle progression, cell-matrix adhesion,
migration U89 endothelial cells wazn1593euiid endothelial barrier
and pump function Way Ripasudil §@u190am marker UB4
N35gUIUNTT endothelial-to-mesenchymal transition (EndoMT)
Fadu pathway fidndnlumssuiuluvedsa FECD® datu andaya
Aanadsatiuayuiisusyleviives Ripasudil se corneal epithelium

msfinvUszansuaves Ripasudil Tul A, 2024 filddnw
Tufftheswau 17 m 78 comeal edema 9nanwmgsineg ldud
post-cataract surgery, post-keratoplasty #ifl bullous keratopathy
Tnefthel#su Ripasudil 3 adsietu wuhwadwsns¥nwATuoehs
fpdfglundues visual acuity (VA) 4azn15anadves corneal
thickness

U290usl ongoing clinical studies wanenIsANYIAANEIE
UsednSuaves Ripasudil (K-321) Tughe FECD i Descemet’s
Strlpplng Only (DSO) M‘%@iuﬁ‘f?‘iﬁﬂ cataract surgery vivolugUae
FECDs 71 cataract surgery 3uAU DSO mmmlwuwamsmm
Tunansulndil

Descemet’s stripping only (DSO) tu surgical procedure Tul
‘LuNwL‘Uu FECD lnavhn1s remove U3kl central U89 Descemet’s
membrane aaﬂlﬂLmeﬁLmﬂm wound healing lng healthy
adjacent endothelium qgiin proliferation tag migration WMWY
Vil cornea nausndanulawiuiy

ECo without Rpasudil

Use of Topical Rho Kinase Inhibitors in the Treatment of
Fuchs Dystrophy Afler Descemel Stripping Only.

o . o, 8, i i S, 55 SR

Comea 2019,38:529-534

9 DSO - observed group —— Fuat

3M
FECD 18 oM

9 DSO - ripasudil 4 /d for 2 M 12m

Ripasudil group had statistically significantly

- more rapid visual recovery 7S g < o
- higher average ECD at every time points Pre-op. M &M 12M
- no difference of peripheral ECD pre-post op at 12M Central endothelium

1 patient in ripasudil group had worsen VA at 12M and required subsequent DMEK
whereas none in observed group




¥ A 2019 fimsAnwiUseAvsnaves Ripasudil Tugfill FECD
drwau 18 519 wiadu 2 ngu ﬁaﬂa'w?iv‘h DSO oe9iREn 91U
9 919 LUu observed group LLa“ﬂa@J‘ﬂ‘Vﬂ DSO waglih Ripasudil
Juez 4 ade Wuna 2 Weu wau 9 Mo wagvhnisianasa
Koust 3 iou Taude 1 9 nansAnwnuITlunguitly Ripasudil
il rapld visual recovery 11NN AU endothelial cells
qumﬂ‘uu“[,uwﬂsmL’;mwmmsm’mmmm&amaumJ observed group

E]EJ']\?ZJUEJﬁ']ﬂﬂJU

fmsAnwwuy ex vivo model (corneal donor button) Tu
U p.A. 2024 Tpen1svinlilin central comneal endothelial surgery
WU’j’fLuﬂEiﬁ,JﬁL@f Ripasudil Tues central cell count, cell viability
waz cell migration geningualupueglituddey’

Researeh anicle

Laboratory exploration of the use of ripasudil in descemetorhexis with a 5 2

b ln i Descemetorhexis on a human ex vivo model
(corneal donor button)

Meidong Zhu ™", Li Wen ™", Barbara !uxxos—Bhs(’n , Luke C. Northey ™, Natasha Spiteri ",

R

11 human corneoscleral buttons were
incubated in Ripasudil vs. DMSQO (control) for
2 days prior to wound creation then for 14
days after

Experimental Eye Research. 2024 Aug:245:109977.

The ripasudil group presented significantly
increased central cell count, cell viability,
and cell migration

lumuﬂ'ﬁvqu‘ismms Cornea Conference 7idlag Harvard Medical
School ileeunaieu aa. 2024 IdfenAdeitnauenisdne
UsgdnSwawes Ripasudil §Uwuy double-masked,
placebo-controlled, paratlel—group, 12-week, phase 2 study
Tagvinms@nwilugtas 65 518 iy FECD YNNI
DSO udwmtwanidu 3 ngu fie naulé3y Ripasudil Juay 2 Ass,
nauilésy Ripasudil uay 4 as LLauﬂamﬁlmumuaaﬂ (NgurAIuAN)
TnevhmsAinufuszoy 12 S mammﬂmwmmquﬁlm Ripasudil
3 comneal endothelial cell density (ECD) ﬁl;ﬁ'u%uafj'mﬁﬁaﬁﬁm
Luam&mﬂmaumum (531 cells/mm’ lunguitléi¥u Ripasudil
Tuae 4 ﬂia 468 cells/mm? ‘Luﬂawvl,ﬂiu Ripasudil duag 2 A3y,
228 cells/mm? Iuﬂamwlmumuaaﬂ) wazdInudn speed of corneal
clearance msuuluﬂauwlmsu Rlpasudll ’Juaw 4 psefivienay 80 dau
Tuﬂau‘vﬂmu Ripasudil uaz 2 aSeitudosay 60 waz gnaullssy
g maenATuSoEay 9°

randomized,

Poster Presentation at The 33rd Biennial Comea Conference (Lisbon, October 3-5, 2024)

A Double-Masked, Randomized, Placebo-Controlled, Parallel-Group,
12-Week, Phase 2 Study to Investigate the Safety and Efficacy of
Ripasudil (K-321) Eye Drops After Descemetorhexis in Patients With
Fuchs Endothelial Corneal Dystrophy ‘

Kathoa . Got,Fidicn. K, Jost s e, oo, v, sopne |
X Dan,Soduer . Hannosh, U krkunse, ; e ‘

Phase 2, multi-center, double-masked, randomized, parallel-group, placebo-controlled, 2-period
study

65 patients with FECD, after DSO
3 groups: ripasudil BID, Ripasudil QID, and placebo group; outcomes evaluated at 12 W
Ripasudil treated groups demonstrated

improvement of ECD (531 cells/mm2 in QID, 468 cells/mm2 in BID, 228 cells/mm2 in
placebo)

(80% in QID, 60% in BID, 9% in placebo)

Data provided by Kowa Thaitand

imp! d speed of | cl
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pg4lsAmu  M3Snwidie  Ripasudil  @1anwueinstiaAsdlaae
pseudoguttata T Ripasudil vilAin transient guttae- like 1ilelden
Tneidufisstansruazmeldios wenani Smue1n1s honeycomb
epithelial edema a1nN31 Ripasudil Lo Imamm’mmw’ﬂmﬂawaﬂim
anuuRENIINMIMERRATIuaY 4 A% Wieeriuas 2 A Fernsing
azmeluniely 2 §Unvi Tnsunndorafiarsaniivvnneluniendsls

Rho Associated Kinase Inhibitor Eye Drop (Ripasudil)
7 Alters the of Corncal i

Cells

s e Stinihine Nk Nise ). et~

Ripasudil induces “transient guttae-
like” findings in humans

Expression of endothelial funtion-
related markers were not disrupted

Corneal thickness and volume were
not change, no cell death observed

Pseudo guttae-like morphological changes in human corneal endothelium induced by ripasudil £D

Ripasudil %38 ROCK inhibitor mmmnszéju endothelial wound
healing l#Tassinanszdunisuansaanvasduuaslusiudiiisados
fiu cell cycle progression AaLisN1UUHIVa endothelial cells,
cell-matrix adhesion uag cell migration 52uft7esy endothelial
barrier and pump function 1§ fauddlutagiu Ripasudil &
‘lulmnsusaﬂﬁ”h’ﬂumisnmkﬂma cornea WANNITANENITBNAY
fdnenwlumsihu¥lunsddaluiae

- Corneal edema from endothelial injury

- FECD progression

- §fitfl FECD 9ivin DSO

- Cell-based therapy and cultivated endothelial cells injection

nsAnwalag Okumura wazAnly (2016) 311153A ROCK inhibitor
32NV cultured monkey corneal endothelial cells U3 anterior
chamber @nsauiiy endothelial cells density I saufisfinisfinen
198 Kinoshita wazamy (2018)° Fefielsnlunsdnuniid ey i
1215815 The New England Journal of Medicine filévinsvageu
g4 human CECs 7il#a1n donor comea Tnefinsifiu supplement ¢1g
ROCK inhibitor (Y-27632) w&a8alusi anterior chamber wuingntaeidiu
$1au endothelial cells wavdsfinatizan comeal thickness wawiiiy
visual acuity

Hoytufimsdnulugiil FECD Tivannvane® dausinistiestusous
uwsnisy nnsld gene therapy (U antisense oligonucleotides, gene
editing CRISP-Cas9) ms3nwidiee léiud ROCK inhibitor @sannsa
T#32uAun1s¥in DSO 1 yaden1svi cell-based therapy TauAuns iy
ROCK inhibitor Sielérinuamuimmihiiddalunssne FECD luawem

Antisense

Elamipretide : =
L Oligonucleotides

Gene editing \
CRISP-Casd

Diclofenac

DWEK/DSO
+ Topical ROCK
inhibitor

Future treatment of FECD

Cell-based therapy E"dath::';:(ksgaé;plas'y

. Honjo M, Tanihara H. Impact of the clinical use of ROCK inhibitor on the pathogenesis and treatment of glaucoma. Jon J Ophthalmol. 2018;62(2):109-126.
. Futakuchi A, Morimoto T, lkeda Y, Tanihara H, Inoue T; ROCK-S study group collaborators. Intraocular pressure-lowering effects of ripasudil in uveitic glaucoma, exfoliation glaucoma, and steroid-induced glaucoma patients:

ROCK-S, a multicentre historical cohort study. Sci Rep. 2020;10(1):10308.

. Sakata R, Fujishiro T, Saito H, Honjo M, Shirato S, Aihara M. The Additive Effect of ROCK Inhibitor on Prostaglandin-Treated Japanese Patients with Glaucoma Indicating 15 mmHg and Under: ROCK U-15. Adv Ther. 2021;38(7):3760-3770.
. Okumura N, Okazaki Y, Inoue R, et al. Effect of the Rho-Associated Kinase Inhibitor Eye Drop (Ripasudil) on Corneal Endothelial Wound Healing. Invest Ophthalmol Vis Sci. 2016;57(3):1284-1292.
. Schlétzer-Schrehardt U, Zenkel M, Strunz M, et al. Potential Functional Restoration of Corneal Endothelial Cells in Fuchs Endothelial Corneal Dystrophy by ROCK Inhibitor (Ripasudil). Am J Ophthalmol. 2021;224:185-199.
. Lavy |, Erdinest N, Corredores J, Wajnsztajn D, Smadja D. Evaluating the efficacy of Rho kinase inhibitor eye drops in the management of corneal edema: A single-center retrospective cohort study. Taiwan J Ophthalmol. 2024;14(1):88-94.
. Macsai MS, Shiloach M. Use of Topical Rho Kinase Inhibitors in the Treatment of Fuchs Dystrophy After Descemet Stripping Only. Cornea. 2019;38(5):529-534.
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