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Box No. 11 Ohbservations 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 to subject matter not required 1o 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 international search can be carried out, specifically: '

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Ne, Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

‘This International Searching Authority found multiple inventions in this intemnational application, as follows:
This application contains the following inventions or groups of Inventions which are not se linked as to form a single general inventive
concept under PCT Rule 13.1.

Group I claims 1-20, drawn to & method of generaling megakaryocytes by providing hemangioblasts; and culll.nring the hemangioblasts
1o differentiate into megakaryocytes (MKs). .

Group II, claims 21-54, drawn to & method of generating platelets by providing MKs; and culturing the MKs to differentiata into platelsts.

{Continued on Exira Sheet}

1 E As all required additional search fees were timely paid by the applicant, this international search repart covers all scarchable
claims. -

2, I:I 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 foes were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
Testricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
paymeni 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,

E No protest accompanied the payment of additional search fees.
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Supplemantal Box ***
Box |1l - observations where unity of invention is lacking:

Groug lll, ctaim 55, drawn to a method of screening for a modulator of cellular differentiation comprising: providing a quantity of MKs;
contacting the MKs with a test compound; and determining lhe presence or absence of a functional effect from the contact between the
MKs and the test compound, wherein the presence of & functional effect indicates that the test pound is & karyepoiatic,
thrembopoletic, and/or hematopoeitic factor that modulates cellular differentiation and the absence of a functional effect indicates that
the {est compound Is not a megakaryopoiatic, thrombopaistic, and/or hemalopoeilic factor that modulates cellular diffsrentiation.

Group IV, claim 56-57, drawn 10 a method of treating a subject in need of platelet transfusion by providing a quantity of hemangioblasts;
culturing the hemangioblasts to differentiate into MKs; ¢ulturing the MKs in vitro to differentiate inle platelets; providing a quantity of the
In vitro differentiatad platelels; and administering the quantity of the in vitro differentiated platelets to the subjact in need of the platelet
transfusion, thereby treating the subject in need of platelet transfusion.

The Inventlons listed as Groups I-IV do not relate to a single general inventive concept undar PCT Rule 13.1 because, under PCT Rula
13.2, they lack the samae or corresponding special technical features for the following reasons:

The inventions ol Groups I-1Il da not include the inventive concept of treating a subject in nead of platelet iransfusion by providing a
quantity of hamangieblasts; cultusing the hemangioblasis to differentiate into MKs; culturing lhe MKs in vitro to differentiate into platelets;
providing & quantity of the in vitro differentialed platelets; and administering the quantity of the in vitro differentiated platelets 10 the
subject in need of the platelat transfusion, thereby treating the subject in need of platelet transfusion, as required by Group IV.

The inventions of Groups -l and IV do not include the inventive concept of screening for a modulator of callular ditferentiation by
providing & quanlity of MKs; contacting the MKs with a test compound; and determining the presence or absence of a funclional effect
from the contact between the MKs and the test compound,, as required by Group IIt.

The inventions of Greup | do not include the inventive concapt of of generaling platelats by providing MKs; and culluring the MKs 1o
differentiate inlo platelets, as required by Group 1.

The inventions of Groups | and IV share the technical featurs of generating megakaryocyles by providing hemangioblasts; and culturing
the hemangichlasts to differentiate into MiKs. Howaver, this shared tachnical fsature does not represent a conlribution over pricr art as
being anticipated by an arlicle titled “The megakaryocyte lineage originates irom hemangioblast precursors and is an intagral cormponent
both of primilive and of definitive hematopoiesis™ by TOBER et al. (hereinafter Tober"} (Blood 2007, 108(4): 1433-1441) that discloses a
method of generating megakaryocytes (pg 1434, para 3; pg 1435, para 5), comprising:

providing hemangioblasts (pg 1434, para 3; pg 1435, para 5); and

culturing the hemangioblasts to differentiate into MKs (pg 1434, para 3; pg 1435, para 5). As said method was known at the time of
the inventien, this ¢annet ba considered a special technical feature that would otherwise unify the groups.

The inventions of Groups Il and IV share tha technical featurs of a methed of generating platelets by providing MKs; and culturing the
MKs to ditferentiate into platelats. Howevar, this shared technical feature does not represent a contribution over priof art as being
anticipated by an article titled "In vitro differentlation into megakaryocytes and generation of platelets from CD34+ cells of umbilical cord
blcod” by LI et al. (herainafter *Li*) (J. Cent. South Univ. {(Med. Sci.) 2006, 31(5):776-781) that discloses a method of generating platelets
(abstract), comprising:

providing megakaryocytes {MKs) (abstract); and

culturing the MKs te difierentiate into platelets (abstract). As said hod was known at the time of the invention, this cannot ba
considered a special technical feature that would otherwise unify the groups.

The inventicns of Groups -l share the technical feature of MKs. Howaver, this shared tachnical feature does not represent a
contribution gver prior art as baing anticipatad by both, Tober that teeches a method of generating megakaryocytas (pg 1434, para 3; pg
1435, para 5), and Li that discloses using MKs (abstract). As said MKs were Xnown at tha time of the invantion, this cannot ba

idered a ial technical f that would otherwise unify the groups,

Groups |-V therefore lack unity under PCT Rule 13 because they do not shars a same or correspanding special fechnical feature.

Form PCT/ISA/210 (cxtra sheet) (July 2009)
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