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Efficacy and Safety of Glanatec and Real-World
Experience of GLAALPHA in Glaucoma

Clinical Professor Kyoko Ishida, M.D., Ph.d.

Department of Ophthalmology,

Toho University Ohashi Medical Center, Tokyo, Japan

Glanatec (ophthalmic solution; 0.4% ripasudil hydrochloride hydrate)
aalﬂuminﬂ:}ﬂiﬂmawuwsammmu‘luanmmmLLiﬂluﬂauaﬁwuﬂalnﬂﬁi
aaﬂqwﬁwmlalﬂ,‘uu Rho kinase (ROCK) agnaduweinnzas wiedigendu
7181ng8 ROCK inhibitors g Glanatec "Lmumiauuml%‘lumﬂuluﬂ 2014
waslutsemelnglud 2020 d1u GLAALPHA @afu combined ophthalmic
solution ¥®Y ripasudil hydrochloride hydrate iag brimonidine tartrate
ievdddmivinulsadofiuniemnudulugnagduaulifinisnovauss
lumwamaﬂﬁsnmmﬂmwsahmammm (monotherapy ) 108 GLAALPHA 17U
miimmlumﬁu“luu 2020 warluvszmalnglud 2025

muaal,amaﬂm (agueous humor) faatulay il iary body mulmg
faUsvanm 90% AwQNITUILODNVIYNAHIY trabecular meshwork Fadle
Wi conventional pathway @2 aqueous humor fimdednuszana 10%
ﬁ]“mi“mﬂaaﬂmmummu uveoscleral pathway (unconventional %38
accessory outflow tract) lag brimonidine %ﬂlﬂuﬂﬂuﬂau 0, agonists
ammmmu‘luaﬂm (intraocular pressure %38 IOP) sagn1SLii ,aqueous
humor outflow aaﬂmqmmmu uveoscleral pathway Wagdudanisasng
aqueous humor Yl ripasudil “NLU‘uEJﬂuﬂau ROCK inhibitors an IOP ¢i7g
ML aqueous humor outflow 8anMeYuMENL trabecular meshwork
43U GLAALPHA 1fles1niflu combined ophthalmic solution ®$
ripasudil tag brimonidine ﬁ]ﬂmﬂavlﬂﬂ'liaaﬂq%ﬁ%LLGIﬂG]’lxﬂ‘Uiﬂﬂ anti-glaucoma
drugs ma‘u‘] TneUagUulities GLAALPHA mwuwuna‘lnmsaanqwsm
3 different pathways lun1san IOP Tun¥aus Auluvaaiiian

Differences in the mechanisms of action
between GLAALPHA and other combination drugs.
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TudesUssAvsnmuazanuUaendoves Glanatec u‘uauamﬁﬂamﬂuau
910 post-marketing clinical studies 'Vlm‘lumlu msfnwusniidedn ROCK-J'
Fa 24-month, prospective, open-label, observational study wmﬂs"mu

UszAnSnmuazadnuuasndsves Glanatec Tunisan 10P lusse szealii
auldiefiuntennudulugnangedauaundt 3,000 Ay (e1gwade 69 T, 5179
44% 1 primary open-angle glaucoma Hagdns1¢ 37% W normal-tension
glaucoma, 89% 1615UﬂWﬁm':ﬂmawumammmﬂuaﬂmaﬁmﬂ anti-glaucoma
medications aEJLLa’J mmu’lwmﬂumnau prostaglandin analogues Uag
[B-blockers Tnesi$ruouen anti- -glaucoma ﬁlﬂjﬂu@ﬂiﬂalaaa 26

naulisaund 3,000 A Vﬁlﬂafﬂu safety analysis set Wud13129 25%
'1/11151amumsmmwamalﬂaﬂuwwivadﬂmﬂmﬂfu Glanatec @y Lﬂaaﬂmama‘u
(blepharitis), maummallm (conjunctival hyperemia) Llawlaa‘qmama‘u
(conjunctivitis) ?Jmu‘mutimﬂiuﬁﬁ/lﬁﬂ’lWWU’ﬂﬂ’]ﬂ“ﬂ Glanatec @nunsaan IOP adla
Wuedned 9nUseann 17.8 mmHg Luaﬁumumiﬂﬂm aﬂlﬂaw 14.5 mmHg
Wa991n 2 VUesnisAne mmuLﬂEJ”muLaJawmsmmnﬂaﬂuwawm IOP 371
patterns of treatment initiation with ripasudil wui1n15l% Glanatec mLLmﬁJ
UINLaY @11150an IOP 1ﬂﬂ‘wam ﬂE) -8.7 mmHg Ll,a”smaﬂlﬂlﬂumﬂ‘u Glanatec
weBudniuen anti-glaucoma mau‘] (-4.5 mmHg) wenani Wlefersanain
silavowiofiudimudl Glanatec @wnsaan 10P Ifidusdned Litawzfy
ocular hypertension Wiy WAEI59UES primary open-angle glaucoma,
normal-tension glaucoma, primary angle-closure glaucoma Iay secondary
glaucoma #2e aﬂwmmmﬂ Glanatec uﬂalﬂﬂﬁiaanqwﬁmmamalﬂmnm
anti- glaucoma mauq muu Fanuinnsle Glanatec auiUen anti-glaucoma
mauﬂ Aanunsaan IOP Tifwes M lmawﬁlzlﬂiauﬂUﬂwmaauq 167, 2 67, 3 M
yiseNNNIN 4 Ffmud

24-Month Final Report of Specified Use-Results Survey on Long-Term Use of Glanatec in 3000 Patients

Summary of safety and efficacy

|OP-lowering effect

(Primary i "
10P change from baseline (mmkg) -2.6 " 04

Safety analysis set 3,374

Adverse drug reactions
[Primary safety encpoint]

853 (25.3%)

. ; : (mmHgh 20
Discontinuation'due to adverse event

Major adverse drug reactions:

Adverse drug reactions n (%)

Blepharit
Sl 290 (8.6%)

Conlunciiee] psremia 285 (8.5%)

Ce tiviti
s 22 (63%)

656 (19.4%)

Intraocular pressure

o Jeampaen  ns nerm nas
2 18 24 (o)
Eye pruritus 56 {1.7%)

a,agonist / B-blocker [ ]

@, agonist / CAl [ ]

Only GLAALPHA can address all three different mechanisms of action for lowering 10P
with a single bottle and this combination of FDC is the world’s first

i o o),

Tanihaca H. ot al. Adv Ther. 2022 Apr;30(A):1659-1677.
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historical cohort study MsjsUsziiudszansannuazanauaansievas Glanatec

Tums3nwn secondary glaucoma Tumuldl uvetic glaucoma, exfoliation glaucoma




ua steroid-induced glaucoma ﬁ‘hmuswﬁuﬁ’ﬂ?;u 332 au louflitszasd
‘Viaﬂ“uadmiﬂﬂ‘maEJVlmsLiJaEJuLLanaa IOP ii L,3uaz 6 deunnidledudu
nsAnw FusloGusunsfinuil 0P Laaaaim 238 mmHg dmsuauld
W, 21.0 mmHg dm3uanld exfoliation glaucoma, 26.8 mmHg dwsu
Auld steroid- induced glaucoma uag 27.5 mmHg dwsuauld uveitic
glaucoma ‘Ummummumamm eye drops Vlﬂulﬂ‘zmuaaﬂauﬁmmiﬂﬂm
a&m 3.0 eye drops HaMsANET 6 1ou WU Glanatec uﬂs'“amsmwaa
wnlunisan 10 Tu secondary glaucoma Inglunguauld secondary
glaucoma 1nesau Glanatec an IOP adlfl -7.0 mmHg, -4.2 mmHg dw5u
nguAuld exfoliation glaucoma, -7.7 mmHg dwsunguauld steroid-
induced glaucoma ey -12.6 ﬁm%’umjuﬂuw uveitic glaucoma

The efficacy and safety of ripasudil for treatment of secondary glaucoma: ROCK-S Study
The efficacy of ripasudil by glaucoma subtype at 6 month

By glaucoma subtype

All patients Exfoliation Steroid-induced Uveitic
(secondary glaucoma) glaucoma Glaucoma Glaucoma
Baseline IOR, mmHg 23,890 210%7.2 268493 27.5%10.0

b 1
42"
| = 6.1
SO0 rry
+3.6 7.7
*69
Average numbers of eye drops used at baseline

[ = 3:0:E1.2 -12.6™
+108

IOP change ( 6month)

MeanztsD

T e 7 7 s
Granatec is highly effective in lowering IOP in secondary glaucoma. o0 omonth 1,

paired t-test
Futakuehi A, Tanihara ¥, Inoue T & ROCK i Rep 2020; 10: 10308.
(This study was supported by KOWA)

dusnmsanwmisiidodn ROCK U- 15° Saflunsfinwuuu open-label,
prospective observational study VI:N‘IJi"LSJu'J’] Glanatec fiuszansnw
Tunnsan 10P adluldsnudeliluauldsl 0P dndn 15 mmHg agudn
Tnauld primary open-angle glaucoma 1w 30 AU M"Lﬂiumiinmaaua's
mammaﬂmﬂa‘u prostaglandin an (FP) receptor agonists (monotherapy)
wazdl IOP asm 15 mmHg anmmmamma Glanatec (npasudut 0.4%)
Fandraileveseulfusiasay Suag 2 af Hunan 3 dou vasiinnie 2 410
vosnultudazaudindlasunisneendis FP monotherapy agnaluaag
HansANYINUIY Glanatec-treated eyes i1 IOP anaseg1edifbdAgan
dloBusun1sfinwidlewieuiu non-Glanatec-treated eyes viafl 1 iieow wa
7 3 WWou (1.9 uaz -1.8 mmHg Wieufu 0.5 uaz 0.4 mmHg MEAIWV)
FeagUlddn wiiudluaulddediuiisl 0P dndn 15 mmHg aguda asiwsu
#ae Glanatec Adansaan IOP aslulasn

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

wvg 10P change | 10P difference from non-ripasudil-treated eyes |

<Secondary enpoints>
h

Non-ipasudiltreated eyes lmm"slu . 1month 3 montl

3.1x14

13.1x12

Ripasudil-treated eyes

Meaniksd
e -2.7,-17)

i 25
baseline 1 month 3 month
<bimary cndpont> 12.9,2.0]
T month 3 monih

ad
ied fect model fo rep

Non-ripasudil-treated 0.5'[04,1.0] 0.4[-02,09]
e

Adji n [ 195%CH N-30
(nHg)  Ripasudiireated 1972414 187 (24,12 o

WSafety Two of thirty (6.75%) patients were discontinued because of facial edema (N=1, T s B SR T
3.39%) and blepharitis (N=1, 3.3%). Both recovered quickly after discontinuing ripasudil. g0 o s O b7

fonudt sy Seiiduushiiumdemminmunaves Glanatec sgludnszeusiin
aglaiiiunisanaswes IOP 13l Glanatec Tughaandue udaiiaail

wonand delinnsAnuiieafuauduiuguesnisld anti-glaucoma
medications 1unaiug waranuduwaiessidiamemaia ab intermo
microhook trabeculotomy (LLTLOY’ )’ S minimally invasive waflansrign
arfglnidmivan 10P Tifuaulddenszanuiennudilugnamgs Tnswuin sly
anti- glaucoma medications mauq uanmlien Glanatec Wunauunin
459 EJW&J‘NaLﬁEJGIEJ surgical success 9891151 WTLO Snvlumansefiudom
fimsfnwuieaniu favorable effect asMsld ripasudil #io surgical outcomes
w215 WTLO® wudauldiild ripasudil faunsiin MTLO & surgical
success rate gandnegnsditodirymeaaulafisuiuaulditlilaly ripasudil
lauNI1591 WTLO (74% Wisufiu 51% anstdndiu)

Ripasudil use before uTLO and surgical outcomes

Ripasudil users Ripasudil nonusers P value
=57 7

Layered hyphema n(%) 17 (0) (30) 1.00*

“Transient increase in 0P n(%) 15 26) Gan 0.23*

10P. mmHlg Medimn (QR) 160 (140.200) 150 (140,250) 0.09%

_ Gluucoma drug score Medion (QR) 40 (20.50) 30 (0.40) 038
Ripasudi users [Raditonal ghucoma surgeries (%) RO & 09 [UH

= Ripasudil nonusers ISuceess rae ) EIRS » 6y o1+

Survival Probability (%)

0 : 10P. intcaocular pressure: FQR. interquartile range: . chi-squared test: . Mann-Whitney & test: 2. Fisher's

Pre 2M 4M 6M 8M 10M 12M s

Fig.2 Kaplan-Meicr survival curves for surgical suecess. There was ol pnesss s iRiner as:
a significant difference in the surgical success probability between (1) IOP within 5-21 mmHg
the two groups (p=001. log-rank tes). Pre. preoperative: 2 M. (2) reduction in IOP by at least 20% from the preoperative IOP

2 months: 4 M, 4 months; 6 M. 6 months; 8 M, 8 months; 10 M, it
10 months; 12 M. 12 months postoperatively (3) no additional glaucoma surgery

Ripasudil users before LTLO had significantly better IOP control after surgery than nonusers.
+ The rate of additional glaucoma surgery after LTLO was significantly lower in the group of preoperative Ripasudil users

[Using ripasudil before pTLO may have a positive effect on lowering I0P.

dwSuSesUssdrsnmuaraiaenseues GLAALPHA (0.4% ripasudil/0.1%
brimonadine fixed-dose combination) dstaelvauldlasulselenids 3 st
Tuweuq Auluwinien SusemsAnwwuy prospective multicenter, randomized,
double- or single-masked, active-controlled, phase 3 trial’ %ﬂi{ldﬂimﬁu
AnudapnseuazUsEavSnwluntsan IOP U89 GLAALPHA + placebo, brimonidine
0.1% + placebo uay ripasudil 0.4% + brimonidine 0.1% TuAuld primary
open- angle glaucoma 'vﬁammmu‘luanmmwumsma‘uauaﬂmwamaﬂﬁﬁﬂm
28 brimonidine 0.1% Juna1 8 dad wmwnamuhmﬂaaumﬂ
brimonidine 0.1% Uiy GLAALPHA am IOP ”memmmquuamﬂmmaam
LuamaUﬂUﬂamu"Lﬂmmmim brimonidine 0.1% egsioly (-3.4 mmHg iiguiu
-15 mmHg auddy) vasdinguaulifilesy ripasudil 0.4% + brimonidine
0.1% i IoP amaﬂﬁ’ﬂ,ﬂaLﬂﬂmumauﬂulﬂuwlmu GLAALPHA

Phase Il Long-Term Study Tarihara H et al, Graefes Arch Ciin Exp Ophthaimol. 2024.

Long-term IOP lowering effect of GLAALPHA

Time course of changes in IOP @=2 Just before instillation {trough) @@ 2 hours after insilation (peak)

- BL 2 4 8 12 16 20 24 28 32 36 40 44 483 52 (ween

Baseline 107 {mean & standard deviation):
insdlation: 18.3%

10P change

8L Baseline

Soiid ine: Aversge

Dotted line: 55% €1
Q(79) (179) (175) (174) (173) (167) (162) (156) (154] {145) (145) (139) {138) (140) (140) ():Mumber of cases
@(7s) (175) (174) (174) (172) (164) (162) (155) (149) {144 (181) (137) {136) (135) (290)

kL i (113 cases), alfergic
cases), biaphartici ) pti , pun 0 iritztion n and

iral ollic,

Jar prurit

Even in glaucoma patients whose IOP was originally below 15 mmHg, further reduction
in IOP can be achieved by adding Ripasudil.

7d9:005.m), i PG 3naloguez, Bblockert. in morotherapy

[ The mean IOP was significantly reduced from baseline at each time point over 52 weeks.w

ROCK inhibitor (ripasudil) & working hypothesis maena‘lnmsaanqvfé
g 2 dau fin early effect uag late effect lng early effects 493 ROCK
inhibitor ARenslU regulate contractility, fibrotic activity waz per-
meability 989 trabecular meshwork cells wag Schlemm’s canal
endothelial cells ﬁﬁiﬁ'ﬂﬁ outﬂowlpressure Tu trabecular outflow anas
uazdewalsl IOP anasn U vaizi late effect 989 ROCK inhibitor AR
msilu modulate extracellular matrix (ECM) @staeisiunsan trabecular
outflow HazAUUIRIBNITANAsLaY IOP lng early uay late effects Uaq
ROCK inhibitor ﬁ%auaﬁuﬁumﬂ monotherapy cohor*c4 I3k
Glanatec Tu Phase 3 long-term clinical study msm‘mwm Fauiwenan
Awiunsanaswes 10P Tutng 4-28 weeks LLiﬂ‘ViiEJﬂidLLiﬂ“ZJENﬂ’]iﬂﬂH’]LLa’J
fafunsanases 10P lddnlutng 32-52 aﬂmwwiaﬂiwm‘uaﬂmmﬂm
Bneme ’«Nﬁi‘tﬂmﬁ late remodeling ¥89 ECM FRnnmswileaniives Glanatec
mﬁlﬁ]”u’ﬂﬂaﬂ’liaﬂﬁdlﬂaﬂ‘uad IOP LLm]“LﬂunﬂiamawLﬂmu‘l,ﬂﬂauwmm

vuziinadnsludawesnnuvasndonuin conjunctival hyperemia 1
nadhaiRedlsifisUszasdrnuldUemnnitlunguenlidild GLAALPHA uazlungu
s ripasudil/brimonidine co-administration LﬁJanEJUﬂUﬂanﬂuVLﬂmENﬂd
continue brimonidine

druBeUszaninmuazanuuaanseluszezenives GLAALPHA wan1s
Anw1a1n prospective, multicenter, open-label Phase Il study® ?j!ﬂz.jwizlﬁu
anuUasndevasnsld GLAALPHA Wunan 52 duansi luauld primary open-
angle glaucoma %38 ocular hypertension, exfoliative glaucoma waz pig-
mentary glaucoma Wisuileusewing 4 cohorts vaaavm&maumﬁu PG +
GLAALPHA, nguifld PG + B-blocker + GLAALPHA, nguiild PG + B-blocker + CAl +
GLAALPHA uagngu no treatment %3814 GLAALPHA 33uriu other medications
wudn stslugag trough uaz peak ¥4 IOP naan 52 duanivasnisiine nau
m‘ll GLAALPHA 321U various concomltant medications #@13150aa |IOP
1§ duagned Tneanansoan 10P ldkaus -2.7 mmHg Wauiia -4.1 mmHg




Intraocular pressure-lowering effect of Ripasudil-Brimonidine Fixed-Dose
Combination: Add-on therapy in 52 weeks
I | | vitn Freprcal | otes® | overan |
188 7.5 176 160 191 174 183 169

175 165
A |
-0.8%22 = ) J

-1.0x29
155,004 [-1.99,.0.01)

|

)
-1.9x24
(267.-1.02) -
-2.7%32
) L [9.77.-160) [
-3.5x28 -3.3534 34231
14.45,-2.50] [4.47.-2.19) o) (:392,-288)
-4.1%30
(6.17,-3.10] Mesn 250
a 06551, complesze

) 1427
-1.9+30 (184, -0.94]
[-2:96,-0.84)

Ghange inintraocular pressure

1

e moming oush)

5, pe

1 B-olockers in7 patients, EP2 receplor ]
CAl, FP receplor agonisis = CA, B-biockers + o biockers, EF2 receplor agoniss = B-biockers + CAIn 1 pabent each 5. - blocker, Al carbonic sanydrose inBior

These data demonstrated the long-term efficacy of GLAALPHA in combination with other anti-
glaucoma agents, such as FP agonist, B-blocker, and CAIs

Neuroprotection Effect of Ripasudil and Brimonidine
mice model with optic nerve crush injury
Ripasudi 2% +

Brimonidine 1% Brimonidine

Control Ripgsudi 2% Brimonidine 1% c J
RGC inthe l \ I \
middie of
the retina Suppress Suppress Increase

] Mg‘,f;;ry activation of P3g. nerurotrophin

S— el and apoptosis and bFGF
e - \
"

. L4 ¥

NE74 mee per gop. Ripasudil + Brimonidine mixture
I '

Additive RGC protective effects

@Effects on retinal ganglion cells (RGC) degeneration

esn = seut
006 "ip001
sy AN

g

g

Number of RGC cells
H]

H

« The protective effects against RGC death
were observed when lipasdil,
brimonidine, or both Ilpasdll and
brimonicine were ad;

Brimonidine 1%  Ripasudil 2% +
Brimonidine 1%

Ripasudil 2%

brimanidine 1%, (ONIfor 14 days.
"

Namekata K. Harada T. etal. J Pl Apr 2024: 154(4):326-333

TneinzEomes conjunctival hyperemia Faitordu cosmetic side effect
fnuldvesainnasly ripasudil LLauﬁwam'ammﬁqwﬂwmﬂuhﬂumﬂ%
Glanatec umiﬂﬂmmwmml’ﬂuﬂ 2017° wuinaedl peak conjunctival
hyperemia Lﬂmuw 5 UINGINITNEAY ripasudil LaZUAIIINTUITADYY
aﬂadaivmumaﬁmumiﬂﬂm %maL‘Uuma'?mLﬂUﬂlmwnﬂiymﬂw,ﬂﬂmwlnﬂsn
nmswilethmandyineranmsduds ROCK dawualst relaxation ¥4 vascular
smooth muscle cell uaz vasodilation muwn fetfu luenanssifuen
199 Glanatec Faflduuzaivi auldlimsinamnaudulufestu ripasudil-
induced hyperemia

Tudauves GLAALPHA uwaz conjunctival hyperemia finsAneniidu
clinical pharmacology study'® wuu single-center, prospective, randomized,
open-label, blinded endpoint study wmﬂswmu pharmacokmetlcs in
plasma safety wag IOP lowering effect U89 GLAALPHA v nmensdu
nan 8 Ju wWlsuWigusering GLA/—\LPI—_|A, 0.4% ripasudil e 0.1% brimonidine
WUd1 conjunctival hyperemia #tina1An1518 GLAALPHA §i severity
waz frequency teenindewdieuiuiiinainnisld Glanatec Lfi‘e]»ii]’lﬂ
vasoconstricting effects 484 brimonidine lu GLAALPHA lUdugs
vasodilatory effects 484 ripasudil Tu Glanatec

dm3u clinical experlence madwussmaﬂumﬂﬁj GLAALPHA 19117338
Fumiliisreemilihd) 2024" adhy 6- month observational study wmﬂiumu
UszAnBnmuazaulaonfsresnisiudeuain ripasudil/brimonidine
co-administration TUiflu GLAALPHA (fixed-dose combination of ripasudil
and brimonidine) WU’J’mﬂ%ﬂm’Jthuﬂu%miﬂﬂ GLAALPHA Tesun1sdas
2ONENAN wuuwunslERiduitenfudesiuife mswasuan ripasudil/
brimonidine co-administration Tuiunsld GLAALPHA Tagianigethsbese
wmNamﬂmmsaamﬁﬂu’mmwﬂammmﬂ 2 190 lvdeus 1m “umuma’mu
ﬂmmmammimﬂmam 4 a¥y/5u swndefiosiuay 2 adaindu venani
mMaasuan ripasudil/brimonidine co-administration lUfunsly GLAALPHA
fyanansn maintain n1sanases I0P Tuldedsdaiiiosud 6 ou

6-month observational study [2 bottles, 4 crops = 1 bottle, 2 drops |

Efficacy and safety of changing from ripasudil/brimonidine (2 bottles) to Glaalpha (1bottle)

1nGue K, (51031 ¢t 3, CHrical OpHAMGIogy 16; 423-420, 2024,
[Method)

* S palens uth POAG whohas sl rpasuaand
brimonidin over 1 mo jop.

< 108 sahyand Ipression rom questonar) ad
investigated retrospectively § month afer they
svitched 1o Glaalpha

- Average number ofingredients before switch: 5

Iy

+

Brimonidine

15133 14,6233

P=00531, ANOVA& BonferroniDunmstest
PG, B, CAl etc.
Weneso

2 bottles = 1 bottle 3month  Gment
4 times / day = twice /day

+ Side effects: 4 (5.8%) 2 cases of 1 case each of ocular
: inuati e conjunctivit

1

WSafety: ‘

- Shortly after the release of GLAALPHA, the most common usage pattern is switching from
existing combination therapy of brimonidine and ripasudil to Glaalpha.
+ After switching to Glaalpha , the reduction in IOP was mai d for 6 months

uaﬂmuamﬂﬂiuawﬁmwhmsaﬂ IOP u&n aqumauaauuauuwﬂauﬁm
Faaufetu effects auﬂ U9 ripasudil ey brimonidine lm’]ﬁ]uL‘LJ‘ums
Untlos optic nerve, Mstitd ocular blood flow wazTIEN1TTIAYN comeal
endothelial cells s Tngnsfnulununaaeses Kazuhiko Namekata

12 ! - - : T . a . !
LagAME ~ WU ripasudil + brimonidine mixture d protective effects nan13
meues retinal ganglion cells (RGCs) agetmau  vuzinIsAnENUDa
134 o v

Ryohsuke Kohmoto wazauy fevinluauld primary open-angle glaucoma
WU 12 AU NUIINESESY timolol %3e ripasudil AU prostaglandin
analogue (PGA) @u1saan IOP adlmammuamﬂzy 284l5AnN LawzLies
ARPIGEY rlpasudll WU PGA WIWLHJVILLﬁﬂﬂIVimuﬂ\‘iﬂ'ﬁﬁJﬂ’ﬁLUaEJULLUa\‘i
pgaditdedAgues blood flow luuinmseus ¥e4 optic nerve head tissue

daumsanwvesaazdnifoanmaindnyiven pramnsalumiinetds”
mmﬂsvmuﬂsvawﬁmwwm ROCK inhibitor (ripasudil) Tun1suntles corneal
endgthellal cell lupuld#id Fuchs endothelial corneal dystrophy (FECD)
APUUAINNITYIN phacoemulsification Wui1 topical ROCK inhibitor @135
an corneal endothelial cell loss aﬂﬂammuﬂmﬂﬁg

Iﬂﬂagﬂ Glanatec unalnn'ﬁaanqwﬁl,mnme‘lﬂmn anti-glaucoma drugs
faduq nilldfueglutagiu fu Glanatec Ieaansnan IOP 1m1Juaemﬂ
Tty lmivielfiasudiy anti- ~glaucoma drugs §8uq wie
lsidnazidh glaucoma viialafnu Glanatec Tsvavsnmlnnaudhufierslung
an IOP v89 secondary glaucoma fiduiusiunsil resistance #io main
pathway YeIn15szuemaeiiegne N3k Glanatec Boudiiug a19aztae
preserve main pathway function was improve efficacy ¥89n15%11
Trabeculotomy Tuauian uanwidaainnisan IOP uda eriadn Glanatec
‘Li’_lﬁ]zﬁ‘ﬂiﬂﬂ“vﬁtﬁutaﬂum?dn‘ﬂmﬂizmwm Wunslvaieuvesdon uasns
WaEwIUUBY corneal endothelial cell fe d2u GLAALPHA (fixed-dose
combination w81 ripasudil L& brimonidjlne) W single eye drop fisruen
3 nalnnnseengvisinl3deii 1dus msdiudenisa®he aqueous humor, msd
1634 aqueous humor outflow 210 accessory pathway KaZAIN main
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Uszaunmsaliuluittl Wudszaunisaiannmsty GLAALPHA Tu 3 aspects Bu
#ae Switch for better ocular surface health Lﬂunimmamwamuim
LWAINAN 01¢ 35 Y i advanced juvenile open-angle glaucoma VW]”I‘VN
2 419 adnednedl Pseudophakic bullous keratopathy as PBK Aatuan




multiple surgeries wagdl full cup-to-disc ratio (C:D) @uminsuniniu multiple
surgeries 1PBUA Fasaudls Trab (Trabeculectomy), Tube, exposed
then remove tube, Phaco-ECP (Phacoemulsification + Endoscopic
Cyclophotocoagulation) wag Transscleral cyclophotocoagulatlon (TSCPC)
wsingsdumadlumsaiugy 0P foy auldFedeslasueseluiflunmsan 1OP
fiuszneuse prostaglandin-timolol fixed combination, = brinzolamide-
brimonidine fixed combination uag Glanatec saelviauldd 10P aﬂaaaem
20 mmHg wag C:D 0.9 LLmmawﬁmmmﬂﬂﬁwﬂﬂwaﬂmiu benzalkonium
chloride (BAK) a1ng1igann regimens wnanmaﬂmins} 4 drop/day muu
wetelauldl ocular surface health Fidu FusseneFafadulaiasuan
prostaglandin-timolol fixed combination lﬂLUu preservative-free prosta-
glandin, WAswa1n brinzolamide-brimonidine fixed combination (topical
carbonic anhydrase inhibitor %38 TCAI + O, agonist) ludu preservatlve—
free brinzolamide/timolol waziUdsuann Glanatec Ui GLAALPHA &3
%ﬁﬂiwﬂulmammiamﬁﬂu BAK maaam‘wa\‘i 2 drop/day dswalit ocular surface
health Ayuaesdiau sumummﬂuﬂmaam IoP asluladn a1nLAN 20 mmHg
aﬂlﬂasm 15 mmHg wenanil ﬂuvlmﬂd'iaﬂa“mﬂauwwﬂu regimens ¥a4go
gz

20 mmHg
drop/day
-

15 mmHg
drop/day

1151 GLAALPHA Tu aspect #i 2 #ia Add for better IOP control &3
nsdifegeauldey 2 s ﬂu1°uiﬁmlﬁmﬂmwmm 818 75 U §I advanced
pseudoexfoliative glaucoma (PXG) e 2 419 adnedhed Pseudophakic
bullous keratopathy (PBK) iintushe uagil full C:D dmuananselunisuesiin
\u Hand motion wazdgymsenszansawetme wenanil auldgsiseifives
Herpes simplex keratitis (HSK) anfiause @1msu MTMT (maximal tolerated
medical therapy) finuldld3uegusznaudie o, agonist/timolol fixed
combination tag Glanatec lpedl C:D 0.9, IOP a&iﬁi’né‘] 18 mmHg uazil
central corneal thickness (CCT) 475; 599 pm gt wussmmmﬂau’hm
Phaco with microshunt fiminerimeseuld Feeliaulds visual acuity F
(6/36) usi IOP mﬂau‘m&aaaa (16 mmHg with no medication), CCT 475 m,
CD 09 wardnaloculs GLAALPHA Auauldl (meeatuat 2 ads wmmw’m)
Faanunsnan 1OP aﬂ:daw 12 mmHg &N 1 Lhiay mummmam‘usimﬂ
Liidenlden prostaglandin F20L (PG-F,a) fumiliset osnaulitivs 3
283 HSK scar wazdilaidonlden prostaglandln EP2 receptor agonist (PG-PE2)
Wowneuldidu pseudophakic mmiamamvw&umlﬂmu cyst0|d macular
edema (CME) ynidentden wenng mmwaﬁlmaaﬂiﬁnm TCAl fmsngmdneding
¥spuldil PBK LﬂmuaaLLm NU'i'imEmﬁaamwma“muﬂmm endothelial
dysfunction Fudonliiis GLAALPHA winiy smmmsammm IOP 16i#

Phaco with microshunt RE
VA 6/36; IOP 16 mmHg (no meds) CCT 475 um C:D 0.9

—

§tgrtGLAALPHA “bid; IOP 12 mmHg
Y gl U, E

Questions
. Why not PG-F2a?
> History of HSK
. Why not PG-EP2?
> Pseudophakic ;
3. WhynotTCAIZ
> LE: PBK; Endothelial dysfunction?

nstidegnnulised 2 LUUﬂulmLWﬂMmd 21y 66 U 1615°Uﬂ'1§’mﬁmm”l
1 normal-tension glaucoma (NTG) findneun Iu‘lJ 2019 4 initial IOP aem
15 mmHg tagd normal CCT vadgfiniwann fundus photography mLLmU 2019
LLam'Lw;uummm nerve fiber layer (NFL) defect uay inferior notching laeg
davanililfdeuudadumnntninaunseidlul 2025 usnnsnsaa optical
coherence tomography (OCT) wudn NFL defect wWasuudadlulumsdiuga

aehaiitodandaudt 2023 sluvaziuustasd 0P a&m 15 mmHg s
m‘usimaLaaﬂmﬂwmﬁﬂwmul‘uma brimonidine wihiu @sawunsoan 1OP
910 15 mmHg awnegil 13 mmHg aghslsiny Tumsiwuuwgasadnan
nunaulddnedl further loss of ganglion cell-inner plexiform layer (GCIPL)
wiin 1op avanaqayisnng 13 mmHg udfiowil fadu fussensieinauls
Wabuan brimonidine Tl GLAALPHA udadnsuauldluan 1 iou wuth
IOP anasldn 910 13 mmHg 1uagi 10 mmHg awsummwawwuaimﬂmaaﬂ
1§ PGFa fueuliset Aot unilateral treatment deifu nel¥ PG- Fa
anamieniliAn cosmetic problem uld fussengliidenld PG-EP2 1
loswnauldd logistic problem Tneaulduentilsveulionisniuseaivsnuly
Tufifu dmsumanaiifussonslsidonld TCAlalpha Aidesanauliuenin
lsiveuldelugy suspension insgvilvisidaym blur vision
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Questions
Why not PG-F2a?
> Unilateral Rx, Cosmetic
Why not PG-EP2?
> Refrigerator needed, Logistic

. Why not TCAI-Alpha? 3
> Suspension, Blur vision |

Start

switch to /7.~
GLAALPHAS — ~

#1935V aspect aﬂmwaems‘l‘n GLAALPHA fifia Start as a first-line
Tuevldiners 81y 66 U lesumsshein (Phacoemulsification) ) ifteld intraocular
lens (IOL) VIG]’]‘ZJ’N‘U’J']&JW 2 dUavi ﬂu‘l‘l]ll |IOP Lﬂmu‘lumﬁmamﬂwsauﬂw
stromal coreal edema wag epithelial edema 2 LLa"V]mﬁuIﬂﬂﬂa Rl
vpspulduansliiiutianisd keratic precipitates (KP) Antu sumamsmumuau
Au‘Mutton-fat KP uaz IOP ﬂ?N‘lJuﬂ']EJ Fawhuinauled elevated IOP 11«19]’11/]5
2 41 IﬂEﬂ,u“ﬂtu““u‘uNUSiEJ’]EJﬁdﬁEI’Nu’H]"EJﬂ’ﬁmﬂL‘Ua oty Jsdsnuldlumse
confocal microscopy Fanuheuldd owt's eye appearance Iumw 2 919
et NUiiEnEJ’-\Naﬁmﬂ‘m‘tJVI”l aqueous tap with polymerase chain reaction
(PCR) Lwaﬂum herpes simplex virus LLammmﬂuuﬂiwﬂulﬂTlmu toplcal
ganciclovir fipvia 2 1N 2 il wazuld GLAALPHA weandiaiis 2 414
Juag 3 ﬂiﬂ Wi@&lﬂﬂl‘lﬁﬂu‘l‘mﬂiU prednlsolone gAY SURMUNNTONLEUAIY
vt 2 daw mmdmwadﬂﬂmmuﬂaumdmﬂ IOP aAa49E1NUINIIN
Lfmﬁ’l’(}"] 30-35 mmHg ENJJTOQ‘W 15 mmHg uazlinansaa PCR LUUU’Jﬂ’d’mi‘U
Cytomegalovirus

mﬂﬂsmmﬂma&nmulwmLauamummwm awnsnaU key takeaways 1
Fostaldil A Usvidudl 1 liinesdu anti-glaucoma medication fla Wawiin
preservative-free U@y non preservative-free anansaviliiie glaucoma-
induced ocular surface disease (OSD) Foh awfesiansanuiuden IOP-
lowermg medications wiielauld better ocular surface health Useiiudl 2
ﬁ]qu’J'] glaucoma #d71138 progress IWLLMﬂuN low IOP LLﬂ’JﬂGY]lWl u@ﬂ’ﬂ’]ﬂ‘u
msswmuiw&ﬂu unilateral &NmLﬂumaqwmimLaaﬂ&nﬂmﬂmﬂm cosmetic
problem #4uiaAd5 reset target 10P uaglyi switch 114 fixed-dose
combination drug AeuNazidenltds adding uazUszifuf 3 Ao glaucoma
WA cornea fﬂ“ﬁmmé’uﬁ’uﬂué’ﬂwm“ “Love-Hate relationship” 1aue #3013
SN Glaucoma uummawa‘iw comeal epithelium wag endothelial damage
1 oty st ripasudil Tun1s5nwn Glaucoma maammimnaww cornea
endothelium A3ugluiiunisan 10P I

Conclusion

Point Key takeaway

Remodulate I0P-lowering meds
for better ocular surface health

| 1. Glaucoma meds
can cause OSD (GT-OSD)

2. Glaucoma progressed
Despite low 1OP

Reset target IOP
Switch to FC drug before add

3. Glaucoma and Cornea:
“Love-Hate relationship”

Ripasudil may help restoring
‘cornea endothelium while
lowering 10P




