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L—

ol G N B AN

TAF= AT A NT DA

—

178 = A NZVA—
(=2 b b — A
(Estrace))

B F
(= A M7 4 — A
(Estraderm))

WA~ A bl

(7 L= Y > (Premarin))

T AT LR pa s
(= A M7 &7
(Estratab))

T A fua EN— |

(Estropipate)
(Ortho-Est.625)

Ry ME

R x=zv MR, BHEK
SE. BT T AMGE

AR
PR B HIRE

50~100IU, im. ¥ 7=i¥s.c.;q.o.d.
Fidqd (X =y MEERIZ
BHBEDES) ; 4~61Ukg
imFxidsc ;qid(®AINVTD
LIMFEDEE)

200IU & q.d.

0.02~0.05mg ; q.d.3/4wk

0.5mg q.d.

0.05~0.1mg 2 X /wk

0.625~1.25mg q.d.3/4wk

0.3~1.25mg q.d.

0.75mg q.d.
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(Premphase))
7L > 712 (Prempro)

1~14 HIZ 0.625mg DT A b
7 oqd. BXO15~28 HIZ
0.625mg DT A F 7 L 5mg
o MPA q.d.

0.625mg DT A haFrBLT
2.5 £721% Smg ® MPA q.d.

BIRW -2 h 2wk
£ = L—# —(SERM)
Jax 7 (bR

PARE R B HIZRAE(TBH)

60mg q.d.

% (Evista) &% F1E))
TnhaanFaf R YraAf F—2 AL 10~60mg ; q.d.
T R=Y LEANT T AMSE, €
(7T N & J v FZFILDHE. LUK
(Deltasone)) LR ERINERS O
DY 2 BRIEFE P
EREDHDEDEM
B

BRI RAR AL
b~ 1-34
(/X b —\(Parathor))

(AR FRIRS AR T
fEDZHT

200U ; 100 %8B 2 A1EA

TANARTRY
TARAT OV EL X
— bk
TFr NETAMNAT R
Ve
R F

7 A M H — A
(Testoderm)
FAKNZ— A TTS
7y ke g — A
(Androderm)

BRI RER T E

200~300mg 1.m.q2~3wk

200~300mg 1.m.q2~3 wk

4~6mg 2T /X > F q24hr

Smg AR Ny F
22D 2.5mg /v F q24hr

& 3D BIAF
a7 ea—LE

KEMEYFYIL D RZ

400~1000U ; SREHBAEM L L

10

20

30

40



(96)

JP 2007-525953 A 2007.9.13

Doooo
) Bk L UOEEDESE O | HEEIA)
TBR~DEEA
721X Ds iE BHRRIE, BT R, T
B R BRSRE IR T E 16

L T e T e T e T e T e T e T e N s T s T e O e T e, T e, N e T e, T e, TR e, T e, IO e, TR e IO e IO e T e TR e T e T e T e T s B s Y e B e T e T e T s T e T e T e B e B e B e T e T e |

O

INAHINT T ed—)b
723D,
(N7 =xa— )b
(Calciferol))
N7 ea—VERIZ
25(0OH)D;
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ANy Y F—IVETZX
1,25(0H),D;
(e ba—J
(Rocaltrol)) F 72 1%
(AN Yz R
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Ve RrFFATFa—
(DHT)
ERAKRAR LR — b
TF Fax—Fh

Ty FRFax—§h
(7 %~y 7 A
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FRAKHIES 97

B 5 BHEFAK
£
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JEREEREAR TE | TRREHEHT
< D
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JEREEREIK TE
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b, BEm AN T AL
SiE

BHEBEO TR L
BE. Vv MR

25,000~100,000 U ; 3X/wk 75
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20~50 u g ; 3X/wk 226 q.d.

025~1.0pg; qd.?7*5H b.id.

0.2~1.0mg ; q.d.

p.o.. Smg/kg. q.d. % 6/12 2 A (/X
V= v MROHE); N LixEH
BB 1 BRI 35 A
% ¥ T 20mg/kg. qd. ; FRERE
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qd(BEEREDOSE).
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Smg q.d.(BHERIE T O%HE)

; 10mg q.d. (B HIBRIEIRR OG5 &
) ; 40mg q.d.(NXV v MEDOS

)

10

20

30

40



7))

JP 2007-525953 A 2007.9.13

00000
B3y TR L OCEBYEED | HERELAN)
B A~OfEH
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b [ Iy AN
(36%Ca)

EA BT A
(6.5%Ca)

TN AN T A
(9%Ca)

ILER I LT A
(13%Ca)
BETUCBANLT T L

(23%Ca)
UVB=Ni vy

A 7 A LRE(TE R
TREERDOFEIE
iv), BHERE. < 5.
BEALE., BHEAL,
Bl FUIR BRABREIR T AE . T
RFR, B = U BER

p.0.400~2000mg Sy EIEDTHE
Ca; qd

iv., 2~20mL @ 10% 73
BV 7 DR ERERIANT B
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(39%Ca)
~ R T LA
[ A A SIAr N K~ 7" % 27 AJE 240~480mg D TTHE Mg ; q.d.

(Mag-Ox. Uro-Mag).
p.o.(84.5. 2413 dD Mg)
RA T = — FRLK)
= a— F 7 -FK R KRYCBLE, 43I po. FEIETI~3g; qd
(Neutra-Phos)p.0.(250mg D #EHMEL 258, AL
D P, 278mg D K, 164mg 7V AMIE, HHNLT T

@ Na) L RAE
=z — F7-FK A
-K,p.0.(250mg @ P,556mg

D K)

ZV—=h e HRAT7-V—
4 (Fleet Phospha-Soda).
p.o.(5mL F 815mg ® P,
760mg @ Na)
A > -7 A (In-Phos),i.v. iv., 6~8 KT T 1.5g
(40mL H 1g O P)
N A4 N — oK A
-K(Hyper-Phos-K),1.v.(15m
L 1g O P)
FIPR R
YATHFA R
t RasaeadF7T Y BILYULRE, B 25~50mg; qd E7iLbid
K p.o.(25. 50. 100mg) v
a2y Rrpo(25,
50mg)
J— 7RI
7ut3I Rpo(20, 40, EHNLT T LMEE;EE po.. 20~80mg, LEZEL T
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INTERNATIONAL SEARCH REPORT tnterefff apptcation No
PCT/US2004/017951

A. CLASSIFICATION OF SUBJECT MATTER
TPC T clz201/e8

Aceording to International Patent Classlfication {IPC) or o both natlonal classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification syslem followed by claszification symbols)

IPC 7 Cl2Q

Documentation searched other than minimum documentation to ihe exlent that such documents aere included in the fields ssarchad

Electranic dale base consulted during the inierational search (name of dala base and, whara praciical, search termms used)

EPO-Internal, BIOSIS, EMBASE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

NL,

279-283, XP00D4207238
ISSN: 0168-9525
the whole document

TRENDS IN GENETICS, ELSEVIER, AMSTERDAM,
vol. 16, no. 7, duly 2000 (2000—07), pages

Ceategory ° | Gitation of document, with indication, where appropriale, of the relevant passeges Relevant io clalm No.
X WO 99/60164 A (QUARK BIOTECH, INC) 15,48,

25 November 1999 (1999-11-25) 50,51

page 75; example 2
A KUHL M ET AL: "The Wnt/Ca<2+> pathway - a

new vertebrate Wnt signaling pathway takes

shape”

Further documents are listed in the continuation of box C.,

ID Fatent family meimbers are listed in annex.

* Spaclal categorias of dited documants :

"A" document defining the general state ofthe art which is nat
conslderad to be of particusar relevance

"E" earlier document but published on or afler the International
flling date

"L* docyment which may throw doubts on priority claim(s{ or
which Is cited to establish the publicatian date of another
chtatlon or other special reason {as speciied)

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

"P" document published pricr to the international filing date but
later than tha priortty date clalmed

'T later decument pubkishad after the International flling date
ar priorty date and not in conflict with the application but
f:l!ed {P undersiand the pinciple or theoty underylng the
nventfon

'X* document of particular relevance; the clalmed inyention
cannot be considared nove! or cannot be considered to
Involve an invantive step when the document is taken alone

'Y* document of parilcular relevancs; the clalmed Invention
cannot kg consldered to involve an Inventive step when the
document Is comblned with ane or more ather sich docu—
im?lrl“s' such combination being obvlous te a parseh skilled
n the art.

*&" document member of tha same patant family

Daate of the actual cemplation of tha intematlenal search

13 July 2005

Date of malling of the intemational search report

01/08/2005

Name and malling address of tha 1ISA

European Patent Cffice, P.B. 5818 Pakentlaan 2
NL ~ 2280 HV Rijawilk

Tel, (+31~70) 340-2040, Tx. 31 657 epo Al
Fax: (+31-70) 340-3016

Authorized officer

Leber, T

Forrn FCT/BA/21C {sacond sheat) (January 2004)
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O

page 1 of 4




L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

O

(148) JP 2007-525953 A 2007.9.13

In tional application No.

INTERNATIQNAL SEARCH REPORT POT/US2008 /017951

Box Ne. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.b of the first sheet)

1. With regard fo any nucleotide and/or amino acid sequence disclosed in the Intemational application and necessary to the claimed
Inventlan, the Internaflonal search was carmled out on the basis of:

a. type of materlal

a eaguence listing

D tabla(s) relatad to the sequence listing

b.  format of materlal
Inwritten format

In computer readable form

¢ time of fillng/fumlishing

contalned In the Intemational application as filed

flled together with the international application in computer readable form
fumished subsequenrtly to this Authority for the purpose of search

I

2 E In addition, In the case that more than cne verslon or copy of 2 sequence listing and/or table relating thereto has been flled
or furnished, the required statemants that the information In the subsequent or additional copies is identical to that in the
application: as flled or does not go beyond the application as filed, &s appropriate, were fumished.

3. Addidonal commants:

Form PCT/SA/210 (continuation of first sheet (1)) (danuary 2004)
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Intert al Application No

PCT/US2004/817951

C{Continuation) DOCUMENTS CONSIDERED TQ BE RELEVANT

Category °

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

Relevant to claim No.

A

SAMEYOSHI TAKEO ET AL: "The Wnt/calcium
pathway activates NF-AT and promotes
ventral cell fate in Xencpus embryos.™
NATURE. 16 MAY 2002,

vol. 417, no. 6886,

16 May 2002 (2002—65 16), pages 295-299,
XP002332460

ISSN: D0D28-0836

the whole document

SHELDAHL L. € ET AL: "“Protein kinase C is
differentially stimulated by Wnt and
Frizzled homologs in a G-protein-dependent
manner.”

CURRENT BIOLOGY : CB. 1 JUL 1999,

vel. 9, no. 13, 1 July 1999 (1999-07-01),
pages 695~698, XP002332461

ISSK: 0960-9822

the whole document

SIRONEN REIJD K ET AL: "High pressure
effects on cellular expression profile and
mRNA stability. A cDNA array analysis."
BIORHEOLOGY. 2002,

vol. 39, no. 1-2, 2002, pages 111-117,
XP002332462

ISSN: 0006-355X

page 112, Tast paragraph

GARRIDO JOS L ET AL: "Protein kinase C
inhibits amyloid beta peptide
neurotoxicity by acting on members of the
Wnt pathway."”

THE FASEB JOURNAL : OFFICIAL PUBLICATION
OF THE FEDERATION OF AMERICAN SOCIETIES
FOR EXPERIMENTAL BIOLOGY. DEC 2002,

vel. 16, no. 14, December 2002 (2002-12),
pages 1982-1984, XPQ02332463

ISSN: 1630-6860

page 1984; figures 20,E,F

LAL S P ET AL: T"Antibody arrays: an
embryonic but rapidly growing technology™
DRUG DISCOVERY TODAY, ELSEVIER SCIENCE
LTD, 6B,

val. 7, no. 18,

15 September 2002 (2002-09-15), pages
5143-5149, XP004534138

ISSN: 1359~-6446

the whole document

1,2,32,
35

26

44

Form FCTASA/210 (eontlnuation of second shest} (January 2004)

page 2 of 4
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Intern; il Application No

PCT/US2004/017951

C.({Gontinuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory ©

Giation of document, with indication, where appropiate, of the relevant passages

Relevant 1o ciaim No.

X

LUCAS F R ET AL: "Inhibition of &5K-3beta
leading to the loss of phosphorylated
MAP-1B is an early event in axonal
remodeiling induced by WNT-7a or 1ithium."
JOURNAL OF CELL SCIENCE. MAY 1998,

vol. 111 ( Pt 10), May 1998 (1998-05),
pages 1351-1361, XP002332464

ISSN: 0021-9533

abstract

page 1352, Teft~hand column; figures 1-3
WOLF M E ET AL: "Lithium therapy,
hypercalcemia, and hyperparathyroidism.”
AMERICAN JOURNAL OF THERAPEUTICS. 1997
SEP-0CT,

vol. 4, no. 9-10,

September 1997 (1997~09), pages 323-325,
XP009049131

ISSN: 1075-2765

the whole document

MCHENRY C R ET AL: ™“Lithiumogenic
disorders of the thyroid and parathyroid
glands as surgical disease.”

SURGERY. DEC 1990,

vol. 108, no. 6, December 1990 (1990-12),
pages 1001-1005, XP009049152

ISSN: 0039-6060

the whole document

WOLF M E ET AL: '“Hypercalcemia,
arrhythmia, and mood stabilizers."
JOURNAL OF CLINICAL PSYCHOPHARMACOLOGY.
APR 2000,

vol. 20, no. 2, April 2000 (2000-04),
pages 260-264, XP009049151

ISSN: 0271-0749

the whole document

HADJIARGYROU MICHAEL ET AL:
"Transcriptional profiling of bone
regeneration. Insight into the molecular
complexity of wound repair.”

THE JOURNAL OF BIOLOGICAL CHEMISTRY. 16
AUG 2002,

vol. 277, no. 33,

16 August 2002 (2002-08-16), pages
30177-30182, XPD02332465

ISSN: 00219258

26

27

27

27

Form PCTASA/219 (continu=tion of second eheet) (January 2004)
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lntem.al Application No

PCT/US2004/017951

C.[Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Gategary ®

Gitation of document, with indtcation, where appropriate, of the relevant passages

Relevant to claim Ne.

A

BURGER E H ET AL: "Responses of bone
cells to biomechanical forces in vitro."
ADVANCES IN DENTAL RESEARCH. JUN 1999,
vol. 13, June 1999 (1999-08), pages 93-98,
XPO09049014

ISSN: (895-9374

US 6 048 723 A {BANES ET AL)

11 April 2000 (2000-04-11)

Farrn PGTASAR10 (eentinuation of secand shest) (Januaty 2004}

page 4 of 4
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tnternational Application No, PCT/US2004 /017951

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21(

Continuation of Box II.Z2

Claims Nos.: 1-3,26-30,32-34,38-42,44(partly);
4-14,19-25,31,36,43,45,47(fully)

Claim 1 refers to a "gene expression profile” and thus to the mere
presentation of information, which is objectable under Rule 39{1){v)
PCT. Thus, no search 1s carried out for claim 1 over its full scope. In
view of dependent claim 2, the term "gene expression profile"” used in
claim 1 1s understood as referring to a "set of nucleic acids
corresponding te specific genes". The search of c¢laim 1 is thus Timited
to a set of nucleic acids corresponding to the specific genes of claim
2.
Claim 3 refers to gene expression profiles comprising two or more genes
of Tables 1-5, 11 or 12, In view of the fact that the said tables
contain more than 100 entries which according to the wording of claim 3
can arbitrarily be combined, claim 3 lacks clarity and conciseness
rendering it impossible to carry out a meaningful search over its full
scope. The description, however, appears to specify a particular
preferred set of genes (page 32, 1ines 23-25). Claim 3 was thus searched
with regard to the genes specified in this section. Claims 4-11 relate
to gene expression profiles for which enly a functional definition is
provided. The absolute lack of any corresponding structural features
renders 1t impossible to interpret these claims 1n the way claims 1-3
have been interpreted. These claims thus relate to mere presentation of
information and, furthermore lack c¢larity (Art 6 PCT) to such an extent
as to render impossible a meaningful search with respect to their
subject-matter. The same applies to claim 14.

Claim 12 refers to a method whereby a gene expression profile is
compared to the gene expression profiie of claim 1. The expression "gene
expression profile" is interpreted as above for claim 1. In view of
this, ¢laim 12 is so unclear that no meaningful search can be carried
out. The same applies to dependent claim 13.

For the same reasons, also no search is carried out for c¢laim 19.
Consequently, also no search over the full scope can be carried out for
any of claims 32-34. A search of claims 32-34 and 37 1imited to the
embodiment specified in dependent claim 35 was carried out. Claim 36,
which is also dependent on claim 32, refers to a composition wherein the
pluraiity of probes comprise nucieic acid sequences that anneal to
nucleic acid sequences of genes of gene transcripts of Tables 1-5, 11 or
12. As for claim 3 above, claim 36 was only searched with regard to the
genes specified on page 32, lines 23-25 of the description.

Claim 20 refers to a method referring to the gene expression profile of
claim 19. As stated above, no search is carried out for claim 19. and
the term "gene expression profile" is understood as a "set of nucleic
acids corresponding to specific genes". In spite of the meaning given to
the term "gene expression profile” (see above) claim 20 is so unclear
that no meaningful search can be carried out or for any of the claims
21-25 dependent thereon. For the same reasons, also no search is carried
out for claim 43.

Claim 26 refers to a product identified by the screening method of claim
20. Claim 26 thus represents a reach through claim whereby the products
claimed by reference to a screening method only without providing any
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Interational Application No. PCT/US2004 /017951

FURTHER INFORMATION CONTINUED FROM  PCTASA! 210

technical features of the products as such. Claim 26 1s thus so unclear
that no meaningful search can be carried ocut over its full scope. In the
light of the description (page 11, 1ines 3~19) and dependent claim 31
(it seems that claim 31 refers by error to claim 25 but was meant to
refer to claim 26), it would appear that LiC1 weuld fall under the scope
of claim 26. The search with respect to claim 26 is thus Timited to this
compound. Claim 27 and claims 28-30 dependent thereon, which refer to a
method of treatment using the compound as identified by claim 26, is
limited to the same compound. Claim 31 only provides a functional
definition of the agent, rendering a meaningful search for this claim
impossible,

Claim 38 refers to a method of modulating bone mineralization in a cell
comprising administering an agent which produces a bone 1oad expression
profile of any of claim I or 14. As discussed above, only a partial
search is carried out for any of claim 1 and no search for ¢laim 14. In
the light of the description (page 11, ¥ines 3-19) and dependent claim
32 which refers to COX-2 antagonists, it would appear that LiC1 would
fall under the agents that could possibly generate a gene expression
profile as specified in claim 38, The search with respect to claim 38
and claims 39-42 dependent thereon is -thus 1imited to this compound.
Claim 44 refers to a plurality of antibodies, wherein the said
antibodies recognise and bind to two or more proteins of Tables 1-5, 11
or 12. For the same reasons as those outlined for claim 3 above, the
search for claim 44 is limited to the specific proteins specified 1in
claim 46. With regard to claims 45 and 47, no search is being carried
out for the same reasons as those raised to ciaim 44 in combination with
the fact that no searchable embodiments are referred to neither in the
description nor in the claims dependent thereon.

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the probiems which led to the Article 17(2) declaration be
overcome.
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I ational application No.
INTERNATIONAL SEARCH REPORT PCT/UI52004/017951

Box If Observations where certain tlaims were found unsearchabie (Continuation of ltem 2 of first sheet)

This International Search Repart has not been established in respect of certaln claims under Aricla 17(2)(8) for the following reasone:

1. I:I Clalms Nos.;
bacauses they relate to subject matter not requirad 1o be searched by this Authority, namely:

2. Claims Nos.:

because they relate to parts of the International Application that do not comply with the prescribed reguirements to such
an extent that no meaningful International Search can be carried aut, speclfically:

see FURTHER INFORMATION sheet PCT/ISA/210

8. [_] ciaims Nos.:

because they are dependent clalms and are not drafied In accordance with the second and third seniancas of Ruls 6.4a).

Box |l Observations where unity of invention iz lacking (Continuation of ltem 3 of first sheef)

This international Searching Authority found mulfiple inventions In this international application, as follows:

1. D As ail required additional search fees were timely paid by the applicant, this Iniernational Search Report covers all
searchable ¢laims.

2, D As all searchable claims could be searched withaut effort justifying an aciditional fes, this Authorlty did not invite payment
of any additional fee.

3. ]:I As only some of the reguirad additional search fees ware imely pald by the applicant, this Interaational Search Raport
covers only thase claime for which fees were paid, specifically claims Nos.:

4, l____l No required additionat search fees were timaly pald by the applicant. Conseguently, this Intemationat Search Report is
restricted to the Inventlon first mantioned In the clalms; it is coverad by claims Nos.:

Remark on Protest |:| The addltional search fees were accompaniad by the applicant’s protest,

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

Form PCT/ISA/210 (continualion of first sheet (2)) (January 2004)
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rmation on patent family members

JP 2007-525953 A 2007.9.13

Intern

PCT/US2004/017951

 Application No

Patent dosument Publication Patent family Publication

cited in seasch report date member(s} date

WO 9960164 A 26-11-1999 AU 4004699 A 06-12-199%
€A 2332150 Al 25-11-1999
EP 1082463 Al 14-03-2001
JP 2002535956 T 29-10-2002
WO 9960164 Al 2b-11-1999
US 2002022026 Al 21-02-2002
Us 2002086825 Al 064-07-2002
uUs 2002137705 Al 26-09-2002
Us 2002151514 Al 17-10-2002
ZA 200006613 A 14-02-2002
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