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Vi A2 DW-2001-006-09 < 0.4 mg/ml
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RS ILFIL
DW-2001-006-05 51.0 mg/ml
a—JL
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DW-2001-052-08 <13.7 mg/ml
Tl
DMF DW-2001-052-11 507.5 mg/ml
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.%

17.9 mg/ml
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< 0.3 mg/mL

04% PVA, 100mM Tris, pH 8.5

<1 mg/mL

0.5% PVA, 50 mM PB, pH 8

< 1 mg/mL
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210036 | 60LP2L20-D27 1.2 8.2 45.4% 100 1.3 130 900
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RyF RUT—JL—F | 8FHE 5 50 sRE e )

(EILY) () cv (%) {ppm) (20
210036 | 60LP2L20-D27 6% —x —% ND 3.2% 7.1%
210037 | 20LP10L20-GLL40 10% 49 33% ND 38.9% 76.3%
210038 | 5CP30C40-L40 4% 48 35% ND 37.1% 73.2%
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PCT/US 21/26904

Box No, IT Observations where certain claims were found unsearchable {Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1 I:' Claims Nos.:

because they relate w subject matter not required o 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 prescribed requirements to such an
extent that ne meaningful international search can be carried out, specifically:

3. ﬁ Claims Nos.: 4-59, 64-104, 108-137, 141-183, 167-188, 193-234 . 3
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this international application, as follows:

This application contains the following inventions or groups of inventions which are not 50 linked as to form a single general inventive
concept under PCT Rule 13.1. In arder for all invantions to be searchad, the appropriate additional search fees must be paid.

Group I: Claims 1-3, 105-107, 190-192, drawn to & phamaceutically acceptable formulation and a long-acting dosage form.
Group Ii: Claims 60-63, drawn t¢ methods of producing a stable pharmaceutically acceptable formulations.

Group Iii: Cialms 138-140, drawn to a method of manufacturing a pre-filled injectar.

Group IV: Claims 164-166, drawn to a method of treating motor symptorns assoclated with Parkinson's disease.

- Plaase See Supplemental Box -

I |:| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. [%¢ Norequired additional search foes were timely paid by the appticant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

1-3, 105-107, 190-192

Remark on Protest I:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee,
[:l The additional search fees were accompanicd by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees.
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INTERNATIONAL SEARCH REPORT Tntcrmational spplioation Mo,

PCTAUS 21/26804

Continued from Box No, lil, Cbservations where unity of invention Is lacking,

Thea inventions listed as Groups |, 11, 11, and IV do not relate to a single general inventive concept under PCT Ruls 13.1 because. under
PCT Rule 13.2, they lack the same or correspending special tachnical faatures for the following reasons:

Speclal Technical Featyres

Groups II, NI, and IV do not raquire a long-acting dosage form comprising: about 40 mg to about 200 mg of an active drug load of
apomamphine or a pharmacautically accaptable salt theraof; wherain administration of a single dase of the long-acting dosage form to a
sutject resulls in at least cne of tha pharmacokinetic paramatars salactad from tha group consisting of: a steady state plasma prefile of
apamamphine from day 1 to day 7 following administration exhibiting a mean Cmax value no greater than the steady state plasma level of
apomorphine provided by 2 mg of immediate relaase subcutaneous injection of apomarphine hydrochloride; an apomorphine elimination
half-life of about 40 minules to about 60 minutes; and a zero-order releass profile corresponding to about 12% to about 14% release of
tha total administered dose of apemorphine or a pharmaceutically accaptable salt theraof per day, as required by Group 1.

Groups |, [Il, and IV de not require a method comprising the specific steps adding a second phase comprising an aquacus surfactant
continuously into the first phase to form an emulsion; adding a quanch solution to the amulsion to produce a volume comprising a
microsphere; and washing, filtering, and drying the microsphere to reduce solvent contant; and a solvent system suitable to dissolve the
polymer and apomorphine; emulsifying the first phase with a second phase, thereby farming an emulsion; wherein the secend phase
comprises an agueous solution which comprises a surfactant; and remaving a substantial portion of the scivent system from the
amuision, tharaby obtalning & microsphere, as required by Group 1,

Groups |, 11, and IV do not require a method comprising the specific steps of manufacturing a pre-fillad injector, 1oading a sterile cartridge
with the stable pharmaceutically acceptable formulation; and attaching the sterile cartridge operably to an injector, as required by Group
13

Groups |, I, and |ll do not require a method of treating motor symptoms assoclated with Parkinson's disease, as required by Group V.
Shared Common Features

The only faature shared by Groups |, I, ill, and IV that would otherwise unify the groups Is a stable pharmaceutically accaptable
formulation comprising: a microsphere comprising: a first biodegradable pelymer; and an active drug load of apomorphine or a
pharmaceutically acceptable salt theraof. However, this shared technical feature doaes not reprasent a contribution over prior art,
bacauss the shared technical feature is anticipated by the article antitted, *Microencapsulation of apomarphine HCI with gelatin” to
Ugwoke, et al. (hersinafter 'Ugwoke'), International Journal of Pharmaceutics, Vol. 148, 14 March 1997, pp. 23-32,
https:/idoi.org/10.1016/S0378-5173{96)04819-3. Ugwoke discloses a stable phammacautically acceptable formulation (Abstract, release
profile of apomorphine microencapsulated were comparad to those of riboflavin sodium phosphate.) comprising: a microsphera
{Abstract, microspheras of apomorphine encapsulated in gelatin.} comprising: a first bicdegradable polymer (Abstract, gelatin.); and an
active drug load of apemorphine or a pharmaceutically acceptable salt thereof (Abstract, release rate of apomorphine HCI.).

The anly feature shared by Groups | and Il that would otherwise unify the groups is a pre-filled injector. However, this shared technical
feature doas not represent a contribution over prior art, because the sharad technical feature is anlicipated by US 2006/0032768 A1 to
Hamai, et al. (hereinafter "Hamai'). Hamai discloses a pre-filled injector (para [0008]).

The only feature shared by Groups | and IV that would otherwise unify the groups is administering a formulation/drug. However, this
shared technical feature does not represent a contribution over prior art, becausa the shared tachnical feature is anticipated by US
2016/0081914 A1 (Cynapsus Therapeutics, Inc.). Cynapsus Therapeutics, Inc. discloses administering a formulation/drug (para (00B9]).

As the technical features were known in the art at the time of the invention, this cannot be considered a special lechnical feature that
would otharwize unily the groups.

Groups |, II, i, and IV therefore tack unity under PCT Rule 13 bacause they do not share a same or corresponding special technical
featura.

Note: Claims 4-59, 64-104, 108-137, 141-163, 167-189, and 193-234 are dependent claims and are not drafted in accordance with the
sacond and third sentances of Rule 6.4{a).

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