wo 2007/015252 A3 |10 T 00 O OO O

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization vd”I;v

International Bureau

(43) International Publication Date
8 February 2007 (08.02.2007)

(10) International Publication Number

WO 2007/015252 A3

(51) International Patent Classification:
AOIN 1/02 (2006.01) AOIN 43/16 (2006.01)

(21) International Application Number:
PCT/IL.2006/000902

3 August 2006 (03.08.2006)
English
English

(22) International Filing Date:
(25) Filing Language:
(26) Publication Language:

(30) Priority Data:
60/704,917 3 August 2005 (03.08.2005) US

(71) Applicant (for all designated States except US): LM.T.
INTERFACE MULTIGRAD TECHNOLOGY LTD.
[IL/IL]; 3 Hamazmera Street, P.o.b. 2044, 70400 Ness
Ziona (IL).

(72) Inventors; and

(75) Inventors/Applicants (for US only): KANIAS, Tamir
[IL/IL]; 8/8 Zevulun Hammer Street, 54423 Givat Shmuel
(IL). NATAN, Yehudit [IL/IL]; 10 Urim Street, 58307
Holon (IL).

(74) Agent: REINHOLD COHN AND PARTNERS; P.o.box
4060, 61040 Tel Aviv (IL).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HN, HR, HU, ID, IL,, IN, IS, JP,
KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT,
LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA,
NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, RU, SC,
SD, SE, SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ,
UA, UG, US, UZ, VC, VN, ZA, 7ZM, ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,
RO, SE, S, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,
GN, GQ, GW, ML, MR, NE, SN, TD, TG).

[Continued on next page]

(54) Title: SOMATIC CELLS FOR USE IN CELL THERAPY

(57) Abstract:  The present

Frozen Dried MNC

invention generally concerns cell
therapy and products for use in
such therapy. Particularly, the
invention provides a preserved
cell preparation essentially free

of one or more members of a
group of cryoprotecting agents

consisting of  polyalcohols,
DMSO and  cryoprotecting

80

~1
S

proteins, the preserved cell
preparation comprising somatic

(=]
[

cells and at least one polyphenol,
wherein upon reconstitution of
cells in the cell preparation, at

/

(&2}
(=13

least a portion of said stem cells
are viable, said portion being
sufficient for use of the cell
preparation in stem cell therapy.

o
o

The invention also provides cells
reconstituted from preserved

(%]
<>
t

Membrane Intearitv [% )

B3

somatic cells, and the use of the
reconstituted cells in cell therapy.

pu—
o
It

A preferred cell preparation in
accordance with the invention
comprises stem cells, preferably

f T
0.945mg/ml
EGCG

o
R

Fre
sh

human stem cells.




WO 2007/015252 A3 |0 DA0 000 0T 000 A0 0 0O

Published: For two-letter codes and other abbreviations, refer to the "Guid-
—  with international search report ance Notes on Codes and Abbreviations” appearing at the begin-
—  before the expiration of the time limit for amending the ning of each regular issue of the PCT Gazette.

claims and to be republished in the event of receipt of

amendments

(88) Date of publication of the international search report:
2 August 2007



INTERNATIONAL SEARCH REPORT

International application No

PCT/IL2006/000902

CLASSIFICATION OF SUBJECT MATTER

A
INV. AQO1N1/02 AQ1N43/16

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

AQIN

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulied during the international search (name of data base and, where practical, search terms used)

EPO-Internal, WPI Data, BIOSIS, MEDLINE, EMBASE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A EP 0 668 013 A2 (NIPPON TELEGRAPH & 1-17,
TELEPHONE [JP1) 22-36,41
23 August 1995 (1995-08-23)
claims 1-19
A WO 2005/056755 A (CATHOLIC HEALTHCARE WEST 1-17,
[US]; KOPYOV OLEG V [US]) 22-36,41
23 June 2005 (2005-06-23)
claims 24,25
A WO 01/45503 A (UNIV MINNESOTA [USI) 1-17,
28 June 2001 (2001-06~28) 22-36,41
claims 1-13,256
A WO 97/35472 A (ADVANCED REPRODUCTION 1-17,
TECHNOLO [US]) 2 October 1997 (1997-10-02) 22-36,41
“claims 1-23
- / —_

See patent family annex.

Further documents are listed In the continuation of Box C.

* Special categories of cited documents :

*A’ document defining the general state of the art which is not
considered to be of particular relevance

*E* earlier document but published on or afier the international
filing date

"L* document which may throw doubts on priofity claim(s) or
which is cited 1o establish the publication date of another
citation or other special reason (as specified)

*O" document referring to an oral disclosure, use, exhibition or
other means

*P" document published prior to the international filing date but
later than the priority date claimed

*T* later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory underlying the
invention

'X" document of particular relevance; the claimed invention
cannot be considered novel or cannot be considered to
involve an inventive step when the document is taken alone

*Y* document of particular relevance; the claimed invention
cannot be considered to involve an inventive step when the
document is combined with one or more other such docu—
gnet;rr:ts, ﬁuch combination being obvious to a person skilled
in the art.

‘&" document member of the same patent family

Date of the actual completion of the international search

10 April 2007

Date of mailing of the international search report

30/05/2007

Name and mailing address of the ISA/
European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) 340-3016

Authorized officer

Marie, Gérald




INTERNATIONAL SEARCH REPORT

International application No

PCT/IL2006/000902

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, whete appropriate, of the relevant passages Relevant to claim No.

A WO 98/46072 A (BIOSTORE NEW ZEALAND 1-17,
LIMITED [NZ]) 22 October 1998 (1998-10-22) 22-36,41
claims 1,25b-27

A EP 1 471 140 Al (ASAHI TECHNO GLASS 1-17,
COSPORATION [JP1) 22-36,41
27 October 2004 (2004-10-27)
claims 1-14

A EP 1 131 998 A (DIRECTOR GENERAL OF NAT 1-17,
INST O [JP]; DIRECTOR OF INST OF GENETICS 22-36,41
A [P) 12 September 2001 (2001-09-12)
claims 1,2

A WO 00/29551 A2 (DAVIES ALISON [GB1]) 1-17,
25 May 2000 (2000-05-25) 22-36,41
claims 25-27; examples 1-6

A WO 01/87062 A (GEN HOSPITAL CORP [US]; 1-17,
GAMETE TECHNOLOGIES INC [USD) 22-36,41
22 November 2001 (2001-11-22)
claims 1-35

A US 5 955 257 A (BURGER SCOTT ROBERT [US] 1-17,
ET AL) 21 September 1999 (1999-09-21) 22-36,41
claims 15-26

A WO 2004/098285 A (CELLARTIS AB [SE]; 1-17,
SJOEGREN ANITA [SE]; SJOEGREN-JANSSON EVA 22-36,41
[SE]; ENE) 18 November 2004 (2004-11-18)
claims 1-12

A WO 02/076206 A (UNIV OTTAWA [CAJ]; STAINES 1-17,
WILLIAM [CAJ; KRANTIS ANTHONY [CAT) 22-36,41
3 October 2002 (2002-10-03)

A WO 01/23532 A (TSAKAS SPYROS [GRI; 1-17,
LINARDOS NIKOLAOS [GR1) 22-36,41
5 April 2001 (2001-04-05)
claim 3

A US 6 007 978 A (GOODRICH JR RAYMOND P [US] 1-17,
ET AL) 28 December 1999 (1999-12-28) 22-36,41
column 4, lines 48-64; claims 1-8

P,X WO 2005/072523 A (I M T INTERFACE 1-17,
MULTIGRAD TECH [IL]; NATAN YEHUDIT [ILI; 22~36,41
KANIAS TAMIR) 11 August 2005 (2005-08~11)
the whole document

P,X EP 1 627 565 A (CONSEJO SUPERIOR 1-17,
INVESTIGACION [ES]; GREENLANE 22~36,41
BIODEVELOPMENTS S L [ES)
22 February 2006 (2006-02-22)
claims 1-10

-/




INTERNATIONAL SEARCH REPORT

International application No

PCT/IL2006/000902

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

EP 1 057 405 Al (MG PHARMACY LTD [JP1)

6 December 2000 (2000-12-06)

claims 1-10

EP 1 535 514 A (MG PHARMACY INC [JP];
KOMEDA MASASHI [JP])

1 June 2005 (2005-06-01)

claims 1-60

DATABASE WPI Week 200381

Derwent Publications Ltd., London, GB; AN
2003-869279

XP002337044

& JP 2003 267801 A (MG SEIYAKU KK)

25 September 2003 (2003-09-25)

abstract

DONG-WOOK HAN ET AL: "Protection of
osteoblastic cells from freeze/thaw
cycle-induced oxidative stress by green
tea polyphenol”

BIOTECHNOLOGY LETTERS, KLUWER ACADEMIC
PUBLISHERS, DO,

vol. 27, no. 9, 1 May 2005 (2005-05-01),
pages 655-660, XP019231159

ISSN: 1573-6776

abstract

US 6 319 914 B1 (SIMPKINS JAMES W [US] ET
AL) 20 November 2001 (2001-11-20)
figures 9,13D,15

column 6, Tines 44-63

claims 1-36

DATABASE WPI Week 200218

Derwent Publications Ltd., London, GB; AN
2002-140053

XP002337043

& WO 02/01952 Al (OHNAKA K)

10 January 2002 (2002-01-10)

abstract

GRINBERG L N ET AL: ™"PROTECTIVE EFFECTS
OF TEA POLYPHENOLS AGAINST OXIDATIVE
DAMAGE TO RED BLOOD CELLS"

BIOCHEMICAL PHARMACOLOGY, PERGAMON,
OXFORD, GB,

vol. 54, no. 9, November 1997 (1997-11),
pages 973-978, XP000879205

ISSN: 0006-2952

abstract

1-17,
22-36,41

1-17,
22-36,41
1-17,
22-36,41

1-17,
22-36,41

1-17,
22-36,41

1-17,
22-36,41

1,22,41




INTERNATIONAL SEARCH REPORT

internatiohal application No

PCT/IL2006/000902

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

AHLENSTIEL T ET AL: "Bioflavonoids
attenuate renal proximal tubular cell
injury during cold preservation in
Euro-Collins and University of Wisconsin
sotutions™

KIDNEY INTERNATIONAL, NEW YORK, NY, US,
vol. 63, no. 2, February 2003 (2003-02),
pages bb4-563, XP002337114

ISSN: 0085-2538

abstract

1,22,41




International application No.

INTERNATIONAL SEARCH REPORT PCT/1L2006/000902

Box 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. I___I 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 International Search can be carried out, specifically:

3. l:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 86.4(a).

Box it 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 additional sheet

1. 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 an additional fee, this Authority did not invite payment
of any additional fee.

3. 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
restricted 1o the invention first mentioned in the claims; it is covered by claims Nos.:
1-17,22-36, 41
Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

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




International Application No. PCT/IL2006 /000902
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-17,22-36,41

A preserved cell preparation according to claiml;
a reconstituted cell preparation according to claim 22;
a somatic cell transplantation kit according to claim 41.

2. claims: 18-21, 37-40

Use of a preserved cell preparation according to claim 18;
a method of treating a subject in need of somatic cell
transplantaticn according to claim 37.
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