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BoxNe.1l  Observations where certain tlaims were found unsearchable (Continuation of item 2 of first sheer)

This international search report has not been established in respect of| certain claims under Article 17(2)(a) 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 prescribed requirements to such an
extent that no meaningful intermational search can be carried out, specifically: ’

3. g Claims Nos.: 14-17, 20 .
because they are dependent claims and are not drafted in accordence with the second and third sentences of Rule 6.4(a).

Box No. Il Obsen'.atluns where unity of inventlon is lacking (Continuation of item 3 of first sheet)

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

Claims 1-3, 13, 18, and 19 have been analyzed subject to the restiction that the claims read on the formula I1-A, as described in tha
Lack of Unity of Invention {See Exira Shaet). The claims are restricled to a method for the prophylaxis or traatment of a CNS disorder or
injury, wherein the mathod comprises the administration of an effective amount of a PDE1 inhibitor to a subject, wherein the
‘administration of the PDE1 inhibiter modulates the subject's lavel of intracellular cAMP, wherein tha PDE1 inhibitor compound is
compound of Formula 1l-A, as shown, wherein (1) Q Is C{=0); (i) L is a single bond; (jii) R1 is H; {iv) R4 is H and R2 and R3 are H; {v} RS
is g} -D-E—F, wharein: D is C1-dalkylene; E is a single bond; F is H; (vi) R is H: (vil) R7 is H; and (viii) n=0; in free or salt form.

See Extra Sheet

1. I: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. ' .

\ I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers

3
only those claims for which fees were paid, specifically claits Nos.:
4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-3,13, 18,19
Remark on Protest D The additional search fees were accom panied by the applicant’s protest and, where applicable, the

payment of a protest fee. .

D “The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation. .

I:l No protest accompanied the payment of additional search fees.

Form PCT/1SA/210 {continuation of first sheet (2)) (July 2009)
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<Continued from Box lll: Obsarvations whare unity of invention Is lacking=>

This application contains the following inventions or groups of inventions which are not s linked as to form a single genaral inventive
concapt undar PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees need to be paid.

Group I+ claims 1-12, 18, and 19 are drawn 1o a method for the prophylaxis or traatrment of nervous system disorder with a compound
of Formula |-X1.

The first invention of Group |+ Is restricted to a mathod far the prophytaxis or treatrment of a CNS disorder o7 injury, wherein the method
comprises the administration of an effactiva amount of a PDE 1 inhibitor to a subject, wharein tha administration of the PDE1 inhibitor
medulates the subject’s leval of intracellutar cAMP, whersin the PDE1 inhibitor compound is compound of Formula 11-A, as shown,
whereln (i) Q Is C{=0); (i} L is a single bond; (iii) R1 is H; (iv) R4 is H and R2 and R3 are H; (v) R5 is g) -D-E-F, wherein: D is
G1-dalkylane; E is a singla bond; F is H; (vi) RE Is H; (vi) R7 is H and {viii) n=0; in free or salt form, It is believed that claims 1-3, 13, 1B,
and 19, read on this first namad invention and thus these claims will ba searched without fee to the extent that they read on the above
smbodiment, .

Applicant is invited to elect additional formula(e) to be searched in a specific combination by paying an additional fee for each set of
slection. An exemplary eleclion would be a mathed for the prophylaxis or treatment of a CNS disorder or injury, wherein tha method
comprises the administration of an effective amount of a PDE1 Inhlbitor to a subject, whareln the administration of the PDE1 inhibitor
modulates the subject’s level of intracellular CAMP, wherein the PDE1 inhibitor compound s compound of Formula Il-A, as shown,
wherain (i} Qs C{=S}; (i) L is a single hond; (i} R1 is H; {iv) R4 is H and R2 and R3 are H; (v} R5 is g) -D-E—F, wherein: D is
C1-dalkylene; E is a single bond; F is H; {vi} R6 is H; (vii) R7 is H; and (viii) n=0; in free or salt form. Applicants must specify the claims
that read on any additional elected inventions. Appficants must further indicate, if applicable, the claims which read on the first named
invention if different than what was indicated above for this group. Fallure to dearly identify how any paid additional invention faes ara to
be applied to the "+~ group(s) will result in only the first claimed Invention to be searched/examined.

The Inventions listed in Groups |+ do not relate ta a single general inventive concept under PCT Rule 13.1, because under PCT Rule
13.2 they lack the same or corresponding _spacial tachnical featuras for the fellowing reasons: -

The Groups |+ compounds da not share a significant structural element that is responsible for the represented effect of propylaxis or
treatment of a CNS disease requiring the selection of altematives for the compound Formulas I-A, I-B, A, [1-B, LI, IV, V, VI, VI, VIII, IX,
XA, XB, and X|, and variables R1, R2, R3, R4, R, RB, R7, Q, LA, X, Y, Z and n.

The Groups |+ share the technicat features of a method for the prophylaxis and/or traatment of CNS or PNS disease, and/or disorder,
and/or injury, wherein the method comprises administration of an aeffective amount of a PDE  inhibitor to a subject, wherein the
administration of the PDE1 inhibitor modulates the sublect’s level of intracellular cAMP, whersin the PDE1 inhibitor is a compeund of
Farmula I-XI, as shown, in frae or salt form; a method of treatment or prophylaxis of 8 PNS disease, disorder of injury, wherein tha
mathod comprisas administration of an effective amount of a PDE1 inhibitor to a subject; and a method of prophylaxis of the
davelopment of a CNS disease, disorder in a subject that is at risk for developing a CNS disease or disorder, wherein the method
comprises: 1.) obtaining a sample from the subject; 2.) measuting the lavels of intracellular calcium from the sample; 3.) comparing the
levels of intraceltular calcium in the biological sample to a reference standard; 4) Delermining whether a patient is at risk for developling a
CNS disease or disorder based upon the level of intracellular calcium compared to the refarence standard; 5.) Administering a PDE1
inhibitor {e.g., 2 compound of any of Formula |-XI) 1o a subject based upon the subject's levals of ir slar calcium put them at risk for
the davelopment of a CN$ disease or disorder {e.g., administration of a PDEI inhibitor to a subject because they have elevated
intraceliular calcium levels compared to the reference standard). However, these shared technical features de not rapresent 2
cantribution.over the prior art. .

Spacifically, US 2011/0237561 A1 to Li et al. teach a method for the prophylaxis andfor treatment of CNS diseass, and/or disorder,
and/or injury (Paras. [0524] and [0525], ... methods of treatmant of ... Neurodegenerative diseases ...), wherein the method comprises
administration of an effective amount of a PDE1 inhibltor to a subject (Para. [0635], ... injection of ... PDE1 inhibitors of the present
invention ...}, wherein the administration of the PDE1 inhibitor medulates the subject’s level of intracellular cAMP (Para. [0039], By
preventing the degradation of cAMP and cGMP by PDE1B, thereby increasing intracellular levels of cAMP and cGMP, tha Compounds
of the Invention potentiate tha activity of cyclic nucleotide synthesis inducers), wherein the PDE1 inhibitor is a compound of Formula II-A:
a8 shown, wharain (i) Q is C(=0); (i} L is -CH2-; (jii) R1 is C1 alkyl; {iv} R4 is H and R2 and R3 are C1alkyl (e.g.. methyl) (v) RS is g} -
D-E-F, wherein: D is Clalkylers (e.g., methylene); E is a arylene (e.g., phenylens); F is haloC1alkyl (e.g., triflucromethyl); (v} R6 is aryl
(e.g.. phenyly: (vii) R is H; and (viil n=0 {Para, [0242], first structure from tap, as shown). Li et al, further teach detarmining whather a
patient is at risk for developing a CNS disaasa or discrder based on the level of intracellular calium {Para. [0006], Chranlc elevation in
infracellular ealcium levels is linked to coll death in numerous disorders, particulary in neurodegerative diseases ...).

Further, WO 2013/024164 A1 to De Maeyer et al. teach a method of treatment or prophylaxis of a PNS disease, disorder or injury,
wherein the method comprises administration of an effective amount of a PDE1 inhibitor to a subject (Pg. 4, Lns. 18 and 20, ... PDE
inhibitors ... Pentoxyfylline ... peripheral nerve damage). i .

Furthermare, "Maasurement of intracellular Galcium® to Takahashi et al. teach a method of 1.) obtaining a sample from the subject; 2.)
measuring the levels of intracallular calcium from the sample; and 3.} comparing the iavels of intracellular calcium in the biological
sample to a reference standard {Title, Measurement of Intracsliular Calcium; Pg. 1095, Col. 2, Para, 1, ... accurste measurement of
higher lavels of [Ca2+] ... cells such as cultured neurons; Pg. 1101, Col. 1, Para. 2, ... measurements of [Ca2+Ji in excitable cells (8.g.,
naurens ...},

The invantions listed in Groups |+ therefore lack unity under Rule 13 because they do not shara a same or comespongding special
technical feature. .

<End Box lli: Observations where urity of invention is lacking>
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