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b. D furnished together with the international application under PCT Rule 13ter. 1(z) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. D fumished subsequent to the international filing date for the purposes of intemnational search ondy:
D in the form of an Annex C/ST.25 text file (Rule 13ter.1a)).
D oy paper or in the form of an image file (Rute [3zer.1{b) and Administrative Instructions, Section 713).
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‘This intemnationa) search report has not been established in respect of cenain claims under Article 17{2)a) for the following reasons:

L D Claims Nos.:

becanse they relate 1o subject matter not required to be searched by this Authority, namely:

2 D Claims Nos.:
because they relate to parts of the intemnational application that do not comply with the preseribed requuemems to such an
extent that no meaningful international search can be carried out, specifically:

3. . Ciaims Nos.: 7-10, 14, 15
because they are dependent claims and are not drafted in accardance with the second and third sentences of Rule 6. 4(a).

Box No. NIl  Observations where unity of invention is Iacking (Continoation of item J of first sheet)

This International Searching Authority found multiple inventions in this imtemnational apFI:canon, as follows:
This application contains the following inventions or groups of inventions whish are not so linked as to form a single general mvenhve
concept under PCT Rule 13.1. In ondet for afl i ions to be inad, the appropriate additional examination fees must be paid.

Group I: Claims 1-6, directed o an extraceilular-targeted drug conjugata (EDC) comprising a fargating malaty linked by a stabla or non-
cleavable linker fo an agent, wherein the targeting moiety binds to CD38, wherain the agent binds to or modifies the activity of a Na,K-
ATPase,

Group |I: claim 11-13, drawn io an extracellular-targated drug conjugate (EDC) of Formuta |, lTARGErING MOIETYHLINKER]-[AGENn
wharein [Linker} has {formula Il

- Please ses axtra sheet for continuation -

L D As all required additional search fets 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 addmonal 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 international search repart covers
only those claims for which fees were paid, specifically ciaims Nos.:

4. No required additional scarch fees were timely paid by the applicant. Cnnsequcnt[y, this international search report is
‘In"cgn-md to the invention first mentioned in the claims; it is covered by claims Nos.:
Remark on Protest D The additional search fees were 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 bit the applicable protest
fee was not paid within the time limit specified ia the invitation.

D Mo protest accompanied the payment of additional search fees.
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Continuation of.
Box NO i), Observations where unity of invention is lacking

The inventions fisted as Groups | and 11 do not relate to a single gengral inventive concept under PCT Rule 13.1 bacausa, under PET
Rula 13.2, thay lack the same or comesponding special technical features for the folowing reasons:

Special Technical Features

Group | ncludes the special technical feature of a stable or non-cleavable linker, not required by Group Il
Group |l includes the special technical faature of a fLinker] of formuia I}, not required by Group 1.
Common Technical Features

Groups | and |l share the technical aof an lular-targated dreg conjugate (EDC) comprising a targeting moiety finked via a
linker to an agent, whereln the targeting molety binds to CD38, wharein the agent binds to or modiftes the activity of a Na,K-ATPase.

However, these shared technical feature do nat represant a contribution aver prior art in view of WO 2012/178173 Al (Prudent), the
article entifed "The Na-K-ATPase and Calcium-Signaling Microdomaing™ by Tian et al. (hareinafter Tian'} (Physiology 23: 205-211,
2008) and the article entitied "Formation and function of lide-enriched r platforms with CD38 during M1-receptor
stimulation in bovine coronary arterial myocytes” to Jia et al. (hereinaftar 'Jia"} (Am J Physic) Heart Circ Physiol 205: H1743?7H1752,
2008).

Prudent teaches an axiraceliular-targeted drug conjugate (EDC) comprising a largeting moiety linked via a linker to an agent, wharein
the targeting molety binds to an extracellular target that is not a Na,K-ATPasae, whersin the agent binds to or modifies the activity of a
Na,K-ATPasse (pg 2, para 3). Prudent further teaches that the targeting molety's target is distinct from the target of the therapeutic {or *
diagnostic) agent, but the two targets exist within close proximity such that the Largeting moiety and agent act in concert or even
synergistically with one another. Thus, the EDC of the invention is generally only therapeuticalfy effective when both the targeting
moisty's and agent’s targets are in closa proximity to one another on ihe cell, ssue, or organ to which tha therapy Is {argeted {pg 3, para
-3). In ene specific embodiment, Prudent listed caveolin as the target for the targeting motety (pg 24, para 2). Tian teaches that caveoiin
Is a structural protein of caveolas and plays a rola in targeting the Na,K-ATPase info caveclae {pg 209, col 1, para 2) wherein Na K-

' ATPase rep a highly abundant caveolar membrane protein (pg 208, col 1, para 2, pg 206, Fig.1). Jia teaches that CD3B conlains
an ADP ribosylcyclase domain and the localization of CD38 in a special lipid raft form contributas to CD38 activation to produce cADPR
in response to Mmugcarinic tyoe receptor stmulation (abstractfNOTE, cavecias is one type of lipid rafi]. One of ardinary skdll in the art
wiould have been motivatad to prepans an EDC construct comprising a targeting molety tinked via a linker to an agent, whersin the
targeting molety binds to CD38; and wherein the agent binds to or modifies the activity of a Na,K-ATPase, since Tian, in view of Jia,
teaches that CD38 ray be brought to the closa proximity of Na,i-ATPase, in 8 lipid raft/caveolae microdamain. G quently, one of
ondinary skill in the art would have substituted the antibody to cavealin with the antibody io CD38, as the targeting moiety in an EDC
construct. As said technical featurs was known in the art at the time of the invantion, this cannot be consldered special technica! faature
that would otharwise unify the groups. . )

Groups | and |l therefore lack unity under PCT Rule 13 bacause they do not share a same or corresponding special technical fealure.

Form PCTASA/210 (extra sheet) {January 2015)
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