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IFRVAVEBE (ng/g)
it 1468 28HE 56H B 84HE
BREK 0.00 0.00 1.97 0.00
KBRE 93.33 131.00 193.06 489.73
BTkt 59.75 35.80 206.25 0.00
] 148.50 101.80 485.10 0.00
RPE/AR#& IR 182.99 126.60 334.90 107.13
3% BLQ BLQ BLQ BLQ
BEBATD Mug) 145 121 90 0
% B 16 30 48 100
BLQ: EEBRFKHE
LLOQ = 1 ng/mL
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HimEE) _ _
HFERAVTIVE HEFERATIVE
BB K(ng/mL) 31 498
Flng/e) 0.0 18
ICB (ng/g) 0.1 28.8
KBRF(ng/g) 787.0 1045.6
HFAERBE ATV (ngle) 21.1 26.5
HIE (ng/o) 0.0 7.2
RPE/BR#EE (ng/g) 0.0 0.0
R EEZLFE(ng/p) 0.2 14.1
%% (ng/mlL) 34 5.4
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#2606 dp & 1% @ 1% FWHM
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3| 9256  9.5470 504 73 2976 54 0169
4] 10494 84231 818 119 4742 86 0134
5| 11367 77780 6860 1000 55374 1000  0.140
6| 12198  7.2497 43 63 130 24 0417
7| 14408  6.1424 91 139 6234 113 0141
8| 15072 58734 484 74 1747 32 010
9| 15710 56362 764 114 4042 73 014
10| 16773 52814 839 122 3988 710113
1| 17739 4999 2150 313 20631 373 0183
12| 18629 47591 595 87 1999 36 0.109
13| 19280 45999 3173 463 23625 427 0437
141 19733 4495 608 89 3384 61  0.180
15| 20295 43721 5% 78 2106 38 0151
16| 21132 42006 1439 210 8311 150 0124
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19| 23365  3.8041 903 132 4778 86 0141
20| 23938 37143 1304 190 7676 139  0.433
21| 24624 36123 995 145 7730 140 0189
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23| 26718 33338 72 105 7595 137 0294
24| 28674 3407 42 60 1069 19 0142
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28| 33588  2.6660 345 50 2082 38 0259
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INTERNATIONAL SEARCH REPORT Tatomational spplication No.
PCTIUS 22/27048 -

A. CLASSIFICATION OF SUBJECT MATTER
IPC-  INV. AGTK 31/422, CO7TD 413/10, CO7D 413/12, AB1K 9/16; ADD, AG1P 27/02 (2022.01)

CPC - INV. AG1K 311422, CO7D 413/10, CO7D 413/12, AB1K 9/1647; ADD. AG1P 27/02

According to Intemational Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Mininsurm documentation searched {classification system followed by classification symbals)
Sea Search History document

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
See Search History documant

Floctronic data buse consulted during the internation] search (nume of data basc and, whers practicable, search lerms used)

See Search History document . -

C. DOCUMENTS CONSIDERED TO BE R.ELEYANT

Catcg.n.?* Citation of document, with indication, where appropriate, of the relevant passapes Relevant to claim No.
Y US 2007/0260203 A1 (DONELLO et al.) 08 Novernber 2007 (08.11.2007) para [0038], [0038], 18, 44-45
[0048] ; . )
Y US 2019/0015621 A1 (MACREGEN, INC.) 17 January 2019 (17.01.2019) edonentan, AMD 1-8, 44-45
para [0840], [0872]
A ' —|PUBCHEM-SID:376333874 Deposit Date:30 November 2018 (30.11.2018) pages 1-6; pg 2 1-8, 44-45
A US 2016/0346224 A1 (EDGE THERAPEUTICS, INC.} 01 Decernber 2016 {01.12.2016) Entire 1-8, 44-45
Documant ’
A US 2018/0110728 A1 (RETINSET S.L.) 26 April 2018 (26.04.2018) Entire Documant 1-8, 4445
D Fusther docuzments are listed in the contimuation of Box C. D See patent family aunex.
* Special categaries of cited documents: “I"  later document published afier the intermational filing date or priority

date and not i conflict with the application but cited (o understand

“A” doc defining I 1 glate of th 't which i i b b
A ocument defining (he peneral sinte of the at which is not considered tihe principli o Theery underly g the daventicn

1¢: b of partivular relevance

‘D" document cited by the applicant in the international application “X” document of particular relevance; the claimed mvention caanet be
considered novel or cannot be considered to invalve an inventive step

- PR TRy i s -
E %ﬂl‘;d:?ghca“m or parent but published on ot after the international. hon (e dostoeat 16 1aken alone
“L" document which may throwdoubis om priority claim(s) or which Y™ document of particular relevance; the claimed juvention csnuot
is cited to establish ublication date of another citation or other be considered to involve ap inventive step when the doenment is
specinl reason (as specified) combined with one or more other such decmnen ¢, such combination

0" documenl referring to m oral disclosure, use, exhibition or othermenns being obvious 0 a person skilled in the art

“P*  documen| published prior to the international {iling dale but later than  “&"  document nwember of the smne patent family
the prionity dale’claimed .

| Date of the actua] completion of the international search Date of mailing of the international search report
16 June 2022 ' S EP 14 2@22
Name and iuaili.ug address of the ISA/US .| Authorized officer
Mail Stop PCT, Attn: ISAJUS, Commissioner for Patents . Kari Rodriquez
P.D. Box 1450, Alexandria, Virginia 22313-1450
Facsimile Ne, 571-273-8300 : Telephone No, PCT Helpdesk:'571-272-4300
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INTERNATIONAL SEARCH REPORT Tntemational application No.

PCTAS 22/27048

Box No.II  Ohservations where certain claims were found unsearchable {Continuation of ifem 2 of first sheet)

“This international search report has nol been established in respect of certain claims under Article 17(2)(=) For the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the preseribed requirements to such an
extent tliat no meaningful international search can be carried out, specifically:

3. Claims Nos.: 9-32 and 3643 . . ;
~  because they atre dependeqt claims aid are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No.III  Observations where nnily of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority [‘numl multiple inventions in this intemational application, as follows:
~—Please see attached shest—-

E D As all required additional search fees were timsly paid by the applicant, this‘international search report covers all searchable
claims. .

2 L__I A3 oll senrchable claims could b senrched without eﬁbrl_iustil'yiﬁg additional fees, this Authority did not invite payment of
additional fees.

3. l:] As only some of the required additional search fees were timely paid by the applicant, this international search repert covers
only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely pnxd by the applicant. Consequently, this international search report is restricted
ta the invention first mentioned in the claims: it is covered by claims Nos.:
1-8 and 44-45
Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a prétest fee.

I:] The addjtional search fees were aceompanied by the applicant’s protest bur the applicahle protest
fee was not paid withio the time Lmit specified in the invitation.

D No protest accompanied the payment of additional search fees,

Torm PCT/ISA/210 (continuation of first sheel (2)) (July 2019)
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INTERNATIONAL SEARCH'REPORT Ttermations] application No,

PCT/US 22/27048

Altachment to Box No. Il

Thie application centains the following inventions or groups of inventions which are net 8o linked as to farm a single general inventive
soncept under PGT Rule 13.1. In arder for all inventlans ta be searched, the appropriate additional search fees must be pald.

Group I: Giaims 1-8 and 44-45 directed to a biodegradable ocutar implant comprising: a biodegradabla polymer contalning a compound
selected from Edenentan, Tezosentan, A182086, Clazosentan, $1255, AGT-132577, Enrasentan, and Sparsentan, or a
pharmaceutlcally acceptable salt thereof, incorporated therein: and to a biedegradatde ocular implant comprising a biodegradable
polymer containing a compaund of Formula | (Edonentan], or a pharmaceutically acceptable salt thereof, incorporated thersin,

Group II: Claims 33-37, directed o a method of treating an ocular disease, comprising contacting an optical tissus In asubject with 4 .
biodegradable ocular implant comprising: a bicdegradable polymer containing a compound selected from Edonentan, Tezosentan,
A182086, Clazosentan, 51265, ACT-132577, Enrasentan, and Sparsantan, or a compound of Formula |, or a pharmacautically
acpeptable salt thereof, incorporated tharein, wharein the ocular disease s selected from the group censisting of glaucoma, diabetic
retinopalhy (DR), retinal vein occlusion {RVD), and retinopathy of prematurity (ROP), and the compound is present in an amount
therapeutically effective for treating the ocular disease.

The group of inventions listed above do not relate tc a single genaral Inventive concept under PCT Rule 13.1 becaiise, under PGT Rule
13.2, they lack the same or corrasponding speclal tachnical features for the fellowing reasons:

Special Technical Features:
Group Il includes tha technical featura of a method of treating an geular disease in a subject In need thereof, not required by Group I
Common technical features: '

Groups |-l share ihe technical features of a bledegradable ocular implant mmprlsmg 2 biodegradable polymier containing a compound
sefected from Edonentan, Tezosentan, A182086, Clazosentan, 51255, ACT-132577, Enrasentan, and Sparsentan ora
pharmaceutically acceptabls salt thereof, Incorporated therein; and a biodegradable ocular implant comprising a biodegradable polymer
containing a compound of Formula | (Edenentan], or a pharmaceutically accaptable salt thereof, Incorperatad therein.

These shared technical features, howavar, do not pravide a contribution ovar the prior art, as being obvious aver US 2007/0260203 A1
to Donello et al. (hereinafter Donello) in view of US 2018/0015521 A1 to Macregen, Inc. (hereinafter Macregen).

Danello discloses a biodegradabla ceiar implant {para [0038], intraocular Implant) comprising: a biodegradable polymer (para [0038]
[0038]) centalning a seiactive endothelin receptor A antagonist compound {para [0038], [0056], [0059], sitaxsentan) or &
pharmaceutically acceptable salt thereof (para [0059], sitaxsentan sogium), |n|:urporated tharain {para [00348], [0052]), useful In the
treatment of an ocular disease (para [0048), freating glaucoma).

Danello does not specifically teach an implant contalning a compound selected from Edonentan, Tezosentan, A182086, Clazosentan,
51255, ACT-132577, Enrasentan, and Sparsentan, or a pharmaceutisally acceptable salt thercof,

Howaver, Macregen leachaa use of tha selective endothelin receptor A antagonist, edonentan [the compoung of Formula I; see
Pubchem-S1D:376333874 [Depasit Date: 30 November 2018] for structure] (para [0640]), in the treatment of aoular disease {para
[0642]; eye disorder), wherein edonentan can be dellvered by means of an acular implant (para [0672], intravitreal injection or implant). It
wauld have been obyious to one of ordinary skilin the art to cambine the teachings of Donelle and Macregen, as both are directed 1o
Infraccular delivery of a selective endothelin receptor A antagonist for treafing an ocular disease, to design a biodegradable ocular
Implant contalning a biodegradable polymer and adonentan incorporated therein, in crder io effectively deliver adonentan intrasculary to
the subject with reduced side affacts (Macregan, para [0673]), theraby snhanzing the efficacy of treating an ccular disorder to said
subject {Macregen, para [0642]}. ,

As said biodegradable oeular implant was known in the art at the time of the Invention, this cannot be considered a special tachnical
feature, that woukd otherwise unify the inventions of Groups -1,

The lnventions of Groups I-l, thus, tack unity under PCT Rule 13.

[ Note: Claims 44 and 45 include the tenms "RG503, RGE02 and RG7538', but do not includa édescn'pticn of !ﬁesa terms. For the
purposes of the above analysis, "RG503, RG502 and RG7538", have been treated as commerclally avallable PLGA polymers [see para
[0X04 3] of the instant specification].

Note reg. item 4: Claims 8-32 and 38-43 are unsaarchable because they are dependent claims and are not drafled in accordance with .
the second and third sentences of Rule 6.4(a). These claims ere, therafore, not included in the above analyels.

Form PCT/ISA/210 (extra sheet) (July 2019)
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