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Box No. Il 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. E] Claims Nos.:

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

2. I:] 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 No. IIl  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:
--- see continuation 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.

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

4. & No required additional search fees were timely paid by the applicant. Consequently, this international search report is

1rc1s%:ricted to the invention first mentioned in the claims; it is covered by claims Nos.:
-11, 50

Remark on Protest D The additional search fees were accompanied 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.

& No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)



INTERNATIONAL SEARCH REPORT International application No.

PCT/US 09/03189

Box |ll - Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

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

Group |, claims 1-11 and 50, drawn to a multi-layer three-dimensional cell composition and method of making said multi-layer three-
dimensional cell composition.

Group I, claims 12-28 and 36-49, drawn to a cartilage and/or muscloskeletal tissue production composition, comprising said multi-layer
three-dimensional cell composition.

Group HI, claims 29-35, drawn to a system for delivering a musculoskeletal tissue-producing composition to a treatment site in an
individual, the system comprising said multi-layer cell composition.

The common technical feature of the listed groups is:

A multi-layer three-dimensional cell composition comprising:

a) a first layer comprising a plurality of cells, wherein at least about 85% of the cells in the first layer are nucleus pulposus cells (NPC),
chondroblasts, chondrocytes, osteoblasts, osteocytes, myoblasts, myocytes, or tenocytes; and

b) a second layer comprising a plurality of cells, wherein at least about 85% of the cells in the second layer are mesenchymal stern cells
(MSC).

However, this is not an improvement over the teachings of the prior art US 2005/0069572 A1 (Williams et al.), which teaches:

A multi-layer three-dimensional cell composition (para [0051], {0103], [0154]) comprising:”

a) a first layer comprising a plurality of cells (para [0051]), wherein at least about 85% of the cells in the first layer are nucleus pulposus
cells (NPC), chondroblasts, chondrocytes, osteoblasts, osteocytes, myoblasts, myocytes, or tenocytes (para [0059]--first cell layer
comprised entirely of chondrocytes, which inherently is at least about 85%; [0103], [0154]); and

b) a second layer comprising a plurality of cells (para [0051]), wherein at least about 85% of the cells in the second layer are
mesenchymal stern cells (MSC) (para [0059)--second cell layer comprised entirely of mesenchymal stern cells OR embryonic stem cells
[emphasis added]--inherently teaches 100% mesenchymal stern cells, which is at least about 85%; [0103), [0154]).

Accordingly, unity of invention is lacking under PCT Rule 13.1.
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