WO 2021/158968 PCT/US2021/016889

113

-— ¥ -—  Formulation 1a
- Eormulation b
e B OyPrTIU GO 2

--=-=3t--- Formulation 3

Travoprost Release from OTX-TIC

110%

100%

Travoprost Released

0 14 28 42 5 70 84 88 112 126 140
Time (Days)

+ig. 1la

SUBSTITUTE SHEET (RULE 26)



WO 2021/158968 PCT/US2021/016889

2/13

P

s g

i

P1 Cohort 1
(10261703)

P1 Cohort 2

~%" (D-06061803)

P1 Cohort 3
(050819-201)

P1 Cohort 4
(062619-101)

40C In-vitro Release - OTX-TIC Phase 1

0 10 20 30 40 50 60
Time (Days)

Fig. 1b

SUBSTITUTE SHEET (RULE 26)

70

80



WO 2021/158968

PCT/US2021/016889

313
Cohort 1 - 15ug, SAZ,
T AATTAOAS 5E
Cohort 2 - 26ug, SAZ,
T AATTAIOAS 5E
Implant Integrity Rating vs Time (Weeks)

2 4 6 § 10 12 14 16

o

18 20 22 24

—_ o
%
?

Implant Integrity Rating (1 - 5)

o B~wWwN

Fig. 1c

KFC.1-KFC

N W
o O

—
o

Water [ug]

1
(&)}

-15
0 10 20 30 40 50 60
t[s]
Fig. 1d

SUBSTITUTE SHEET (RULE 26)




PCT/US2021/016889

4/13

120

100

80

SUBSTITUTE SHEET (RULE 26)

KFC.1-KFC

WO 2021/158968

o
o
! } ! . O
i 1 ; -—
t P ! =
i : ; .
1 ] i
I ; ! -
¥ t i
' ¥ ! i~
] t i -~
] ¢ § R
] 5 t
1 t i - O
- Bl I .I.O
| | =
t ¥ ! -
] t ] s
1 i ] B
¥ ' i .
§ 3 i
t ¥ t -~
¥ ' i -
t i t 3
i ' ; =
+ - L -
¥ " ; . © &
AN P ! i — ©
" i " : L2 5
] i b R R 55855
LN ok i
LN . fo
R S S - S
H t i ] ! ! 4
i ¥ 1 ] i i -
H t i 3 H ! -
i i 1 3 ¢ ¢ .
i § 1 (AN i §
H ' i ] ! i -
i 3 1 ] i i
H ! i 3 H i -
I ! 1 ' | ! -
i § El t ¥
! ] i i hY ! - O
P e N S X mben - O
A R A A N
i § 1 ] i ¥ l
H ' i ¥ H b
1 i 1 t i § B
i ' i 3 H '
! ' 1 5 ! t -
i ¥ k) t i i -
! t i ¥ ! ! =
i i 1 t i i =
IR O
::m ....... m::_::m.:.m..:m_:__:_,W::W.“.“w::_:: 0 F 1
o o o O =) o o K. :..m::T:,m;:T:_w:.;::m::m::.ﬁ:_
= = = ~ 2 = = o (@] (] (] [aw] (]
1n_u = D M~ L0 o ~ C1 = e B = - ..)..
6n] Jaje e



PCT/US2021/016889

WO 2021/158968

513

Z "B

9|GE}S [BOIUID [N 10 BUl[3SEq JO %0), papasu 4,
UIYHM 1 O [Hun SHSIA AJyJUolN,
dn MOT104 SLISIANOILYNTVAS
_ T T ! T _
Wdy Ndy NdY Wdy Ndy
AY0L A0l V0L AY0) A0l
N8 AV A8 A8 A8
aujeseq o}
uonoalu| Joud yeam
0 fe(] yoran
N N
: Y M M : m oo Y Q
} i i i § i 1 i ; ] ¥ i ;
] i i ] i ] i i ] ] g ] i
M u W M M ” T R A :
LWNCIA LA OLA 6 8\ L\ b\ WA T ofeg
CILWUON  9WuoN  GuuoN  yuyuow  ggleq  zvfead 1 yifed ¢ eAeq isujeseg Busaing
| H b ¢ AN 4
A VA €A
dn mojo4 gzfeq  sfeq  heq Inousem
A98M ¥ UoneaIPa|

190JdoAel | [eaido] : 843 ApniS-UoN

(s108lgns pajewnse 0z~)
OIL-XL0 93 Apmig

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/016889

WO 2021/158968

6/13

pg "B

90N 68 Aeq gy Aeq suieseg
NHC =u =u m_.HC
| | | | OO?

| =U-uG=Ur] " oSy

-6 UIUO

brigg Z Yoyod -e-

ag "By

= = %

§ § 5 § 8

=1 =1 < < @

= = fo) N 5

«© ()} (@) N [0

{ | | | i
Gé=u g=u MHC 7=u {=U

S 75,

s 1

¢4 brg| ¢ woyon ~o-

3
&~
D
LA

22 Yuo

Gl YIUo
-0} YIUoW
-G8 Aeg
-z Ae@

G=UuTG=U m_uc mmuc

0]0)7

oSGy

00G

059G

009

099

brig| | yoyoo -0~

004

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/016889

WO 2021/158968

713

oy B

90N Gg8Aeq suleseq
o=u =u Gg=u

{ |

T 1 \M
1

'

Brig| ¢ woyon ~o-

ay "B

6 ON 90N ggheq ouleseg
c=u =u =u =u
| w | |

0091

000¢

00v¥c

008¢

00ce

brigg ¢ Hoyoo -e-

0091

000¢

0]0) 74

008¢

ey "Biy
6 ON Gg AeQ
Gg=u Gg=u
0l O 9 O auljeseg
FHC Gg=u

Gg=u

brig| | yoyo -o-

0091

000¢

00¥¢

008¢

00c¢E

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/016889

WO 2021/158968

8/13

eg B4

(QI1L-XL0) 38 [

g7, 086
0801
8l gL | 88 08¢ T
w_mu w,m- w.a- m,mu 1 : Ow,.vu mm,.mu mvﬂmn ON.@: Ow_wu
66 €6 g | 89 ggrg- | ||| ||| []0E9 08 wIge oq@.m@_@%oqﬁ 109
3 1 e Lm0 6g'g-| 089167895 3 09 00 ._A H 0v' -
BRI E e0'L: wiom_m. LR
g L L L CH T T A
| B IER IR IR IR |‘_ B iEIEIE NI I or'L-
: 5 m.w
Al 8l O Gl O ¢l o LL Ol 6 0N LOW GON ggfeq  gzfeq LfeQ \Aeq
l=u l=U l=U l=u |=U Z=u ¢=u y=u G=u G=u y=uU G=u
02 O 9} O ¥l O Zl O 0l O 8 oW 90N ¥ ON zrfeq  vifeq gheg
l=U l=u =uU l=u =uU ¢=u ¢=u y=u G=u G=u G=u

O\—(\IO’)Q‘LKI)LOI\OOG)

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/016889

WO 2021/158968

9/13

qs Old

(1L

(Uejeres]) 39N [
-X10) 38

16/

G

wu

log'e-

I

£r'9

88 G-

788°G-

1 0097 ,

162

6L¢-

6 ON
¢=u

-
8 ON
e=u

]
LON
y=U

90N
y=u

{
GON
y=u

]
¥ O
y=U

] ] i ] | "~
cgfeq zpfeq gzheq viAeq LAeq  gheq | Aeg

p=u

y=u

y=U

y=U

p=u

y=U

y=u

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/016889

WO 2021/158968

10/13

96 Old

El-

m.

(UejeaelL) 3SN [

(D1L-XL0) 3S
I 06'2- -
18T
1 09%
08's- T
i i ] i i ] i ] ] i i ] |
60N  8ON  LON  9ON  GON  ¥ON ggheq zpAheq gzheq ylfeq LAeq  gheq | Aeg
U WUIN YN g=u Z=u Z=u ¢=u g=u = g=U  G=U G=U G=u

SUBSTITUTE SHEET (RULE 26)



PS Old

PCT/US2021/016889

(Uejeael]) 3N 7

(D1L-X10) 38

£L'g

AS

0v'L: 0¥’

om,m-

1113

(A

WO 2021/158968

i ] ] i i { i i
9 O\ G O\ ¥ O\ a8 feq ¥ feq 8z feq y) keq L Req ¢ feq
Fuc _‘Hc muc .vuc .vuc .vuc muc muc mnc

SUBSTITUTE SHEET (RULE 26)




PCT/US2021/016889

WO 2021/158968

12/13

L YIUON

9 YJUo

gz Aeq

9 "Old

G YJUOI

¢ ReQ

¥ UJUOI\

| Aeqg

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/016889

WO 2021/158968

13/13

L™Old

yibuaT wio 00'7 @i IOUN GO L6000

(,185'6 ¥ ,008'7) Yonod [io4

jueidw| DILXLO

deny siposy

SHM 1I0UBIN 00 .600°0

Jefiun|d uoiuey

BIPSBN ,Z/1 DLT 10 DOT 1B U LB CIAIN

MLX10 o) Aguiassy abuiAs

weidw (iscdoresy) HLXLO

T AONIOD SEF PO O P OO O

NOILdRIOSHC

ON

e

£

G 31938

; VIVIEC 4

Y

SUBSTITUTE SHEET (RULE 26)



