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Y' document of padicular relevance: the claimed invention
anpot be considered to involve an invenlive step when the
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vol. 4G, no. 7, 1997, pages 1275-1281,
XP000991022
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ARTHRITIS AND RHEUMATISM, LIPPINCOTT,
PHILADELPHIA, US,
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A abstract
be MARINELLO E ET AL: "THE PURTNE NUCLEGTIDE

CONTENT OF LYMPHOCYTES FROM PATIENTS WITH
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APO01023619
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vol. 92, no. 4, December 1997 (1997-12),
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A abstract
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ARTHRITIS AND RHEUMATISM, LIPPINCOTT,
PHILADELPHIA, LS,

vol. 35, no. 7, July 1992 (1992-07}, pages
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ISSN: 0004-3581

the whole document
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pages 245-255, XPOO1025735

ISSN: 0546-0352

the whole document

X GLANSBEEK H L ET AL: "STIMULATION OF
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AND CANADIAN ACADEMY OF PATHOLODGY,
BALTIMORE, , US,
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I5SN: 0023-6837
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val, 24, no. 3, 1997, pages 536-542,
¥P001023704

ISSN: 0315-162¥

the whole document
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XP001023749

ISSN: 0022-3417
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page 105
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us,
no. 4, 198E, pages 1555-1564, XPOQ1025737
page 1561, column 2, paragraph 2
X ROSENTHAL A K: "CALCIUM 1-12,18,
CRYSTAL-ASSOCIATED ARTHRITIDES" 20,104
CURRENT OPINION IN RHEUMATOLOGY, CURRENT
SCIENCE, LONDON, GB,
vol. 10, no. 3, May 1998 (1998-05), pages
273-277, ¥P001023750
ISSN: 1040-8711
page 276, column 1, paragraph 3 —column 2,
paragraph 2
b JOHNSON K ET AL: ™“MATRIX VESICLE PLASMA 1-12,18,
CELL MEMBRANE GLYCOPROTEIN-1 REGULATES 20,104
MINERALIZATION BY MURINE QSTEOBLASTIC
MC3T3 CELLS"
JOURNAL OF BONE AND MINERAL RESEARCH, NEW
YORK, NY, US,
vol. 14, no. 6, June 1999 (1999-06), pages
883-892, XP001023751
ISSH: 0884-0431
page BBS, column 1, paragraph 4
P, X JOHNSON K ET AL: "MITOCHONDRIAL OXIDATIVE 1-12,23,
PHOSPHORYLATION IA A DOWNSTREAM REGULATOR 24,53
OF MITRIC OXIDE EFFECTS ON CHONDROCYTE
MATRIX SYNTHESIS AND MINERALIZATION™
ARTHRITIS AND RHEUMATISM, LIPPINCOTT,
PHILADELPHIA, US,
vol. 43, no. 7, July 2000 (2000-07), pages
1560-1570, XPOC1023837
I3SN: 0004-3591
the whole document
-f
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T TOMITA M ET AL; “NITRIC OXIDE REGULATES 1-12,23,
MITOCHONDRIAL RESPIRATION AND FUNCTIONS OF 24,53
ARTICULAR CHONDROCYTES"

ARTHRITIS AND RHEUMATISM, LIPPINCOTT,
PHILADELPHIA, US,

vol. 44, no. 1, January 2001 (2001-01),
pages 96-104, XP001023828

ISSN: 0004-3591

the whole document

X ALTMAN F P: "A METABOLIC DYSFUNCTION IN 1-12,

EARLY MURINE DSTEQARTHRITIS™ ‘ 25-31,
ANNALS OF THE RHEUMATIC DISEASES, BRITISH 33, 36,
MEDICAL ASSOCIATION, LONDON, GB, 104

vol. 40, 1981, pages 303-306, XP001023827
ISSN: 0003-4967

ahstract

page 305, column 2, paragraph 2 -page 306,
column 1, paragraph 2; figure 2

X TANKA D ET AL: "ELECTRON TRANSPORTING 1-12,
ENZYMES OF RHEUMATOID CONNECTIVE TISSUE™ 25-31,
ACTA MORPHOLOGICA ACADEMIAE SCIENTIARUM 33,36,
HUNGARICAE, 104
vol. 25, no. 2-3, 1977, pages 137-146,
XPOD1023838
E

ISSN: 0001-6217
the whole document

b TANKA D €7 AL: “ROLE OF MITCCHONDRIAL 1-12,

ENZYMES IN THE PATHOMECHANISM OF 25-31,
RHEUMATOID ARTHRITIS" 33, 36,
ACTA BIOCHIMICA ET BIOPHYSICA ACADEMIAE 104

SCIENTIARUM HUNGARICAE,

vol. 19, no. 1-2, 1984, page 116
XPOO1023933

ISSN: 0001-5253

the whole document

P.X SAULEDA J ET AL: "THE ACTIVITY OF 1-10,

CYTOCHROME OXIDASE IS INCREASED TN 25-31,
CIRCULATING LYMPHOCYTES OF PATIENTS WITH 15,36,
CHRONIC OBSTRUCTIVE PULMONARY 104

DISEASE,ASTHMA AND CHRONIC ARTHRITIS"
AMERICAN JOURNAL OF RESPIRATORY AND
CRITICAL CARE MEDICINE, AMERICAN LLUNG
ASSOCIATION, NEW YORK, HY, US,

vol. 161, no. 1, January 2000 (2000-01),
pages 32-35, XP001023839

FSSN; 1073-449%X%

ahstract
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BAGINSKI T J ET AL: “THE ROLE OF HYDROXYL
RADICALS IN RODENT MODELS OF ARTHRITIS"
FASEB JOURNAL, FED. OF AMERICAN SOC. FOR
EXPERIMENTAL BIOLOGY, BETHESDA, MD, US,
vol. 11, no. 3, 1997, page A332
{P0G1016256

[5SN: 0892-6638

the whole document

MEYDANI M ET AL: "URINARY 8-CHDG AS A
MARKER OF OXIDATIVE STRESS IN RHEUMATOID
ARTHRITIS (RA) AND AGING: EFFECT OF
PROGRESSIVE RESESTANCE TRAINING(PRT)™
FASEB JOURNAL, FED. OF AMERICAN SOC. FOR
EXPERIMENTAL BIOLOGY, BETHESDA, MD, US,
vol. 11, no. 3, 1997, page A377
XP001016257

ISSN- 0892-6638

the whole decument

LUNEC J ET AL: "A MARKER OF OXIDATIVL DNA
DAMAGE IN SYSTEMIC LUPUS ERYTHEMATOSUS"
FEBS LETTERS, ELSEVIER SCIENCE PUBLISHERS,
AMSTERDAM, NL,

vol. 348, no. Z, 1994, pages 131-138,
XP0O1016255

I3SN: 0014-5793

the whole document

CENCETTI A ET AL: "“SUPEROXIDE ANION
PRODUCTION BY CIRCULATING
PCLYMORPHONUCLEAR LEUCOCYTES IN RHEUMATOID
ARTHRITIS"

CLINICAL RHEUMATOLOGY, ACTA MEDICA
BELGICA, BRUXELLES, BE,

vol, 9, no. 1, 1990, pages 51-55,
XPO01023925

IS5N:; 0770-3198

abstract

REDISKE J ET AL: "NITRIC OXIDE AND
OSTEOARTHRITIS: PATHWAYS OF PROTEIN
NITROS-YLATIONIN CHONDROCYTES"
ARTHRITIS AND RHEUMATISM, LIPPINCOTT,
PHILADELPHIA, US,

vol. 40, na. 9, SUPPL,

September 1997 {1997-09), page 35184
XPO01023831

ISSN: 0CG04-3591

the whoie document

1-10,
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1-10,
83-85,
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1-10,
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1-10,
83-85,
104
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84,86,
104

Form PCTASAZ10 ecrhinuation of sarond shast) {(uly 1062)

page 8 of 10



(168) ugbobooobooboodabod

nterational Appiication No

INTERNATIONAL SEARCH REPORT ,
ljr:r/us 00/25317

C{Continuation) DOGCUMENTS CONSIDERED TO BE RELEVANT

Category * | Cilation of docurnerd, with indication .where appropriate, of ihe relevant passages Relavant to claim No.

X CHAPMAN M L ET AL: "INCREASED CARBONYL 1-10,
CONTENT OF PROTEINS TN SYNOVIAL FLUID FROM 83-85,
PATIENTS WITH RHEUMATOID ARTHRITIS" £9.104

JOURNAL OF RHEUMATOLOGY, TORONTO, CA,
vol. 16, no. 1, 1989, pages 15-18,
XPQo01023926

ISSN: 0315-162X

the whole document

X MIYATA T ET AL: "INCREASED PENTOSIDINE, 1-10,83,
AN ADVANCED GLYCATION END PRODUCT, IN 84,89,
PLASMAAND SYNOVIAL FLUID FROM PATIENTS 104

WITH RHEUMATOID ARTRITIS AND ITS RELATION
WITH INFLAMMATORY MARKERS"

BINCHEMICAL AND BIOPHYSICAL RESEARCH
COMMUNICATIONS. ACADEMIC FRESS INC.
CRLANDO, FL, US,

vol. 244, no. 1,

6 March 1998 (1998-03-06}, pages 45-49,

XPDOO1C23765
ISSN: 0006-291X
abstract
A BAYNES J W ET AL: "ROLE OF DXIDATIVE 1-10,
STRESS IN DIABETIC COMPLICATIONS A NEW 33-89%

PERSPECTIVE ON AN OLD PARADIGM™
DIABETES, NEW YORK, NY, US,

vol. 48, no. 1, January 1999 (1999-01),
pages 1-9, XP001023927

ISSN: Q012-1797

the whole document

X HASSAN M Q ET AL: "PROTECTIVE EFFECTS OF 92 .97,
ANTIOXIDANTS AGAINST RHEUMATOID 101-103
ARTHRITIS-INDUCED LIPID PEROXTDATION AND
GLUTATHIONE DEPLETION"

RESFARCH COMMUNICATIONS IN PHARMACOLOGY
AND TOXICOLOGY, PJD PUBLICATIONS,
WESTBURY, NY, US,

vol. 3, no. 3/4, 1998, pages 105-113,
¥P001029924

ISSN: 1087-1101

the whole document

X KAPLAN R ET AL: "PROPRANDLOL AND THE 92,101,
TREATMENT OF RHEUMATOID ARTHRITIS" 102
ARTHRITIS AND RHEUMATISM, LIPPINCOTT,
PHILADELPHIA, US,

vol. 23, no. 2, February 198¢ (1980-C2),
pages 253-255, XP001023936

ISSN: 0004-3591

the whole document
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FOR THE USE OF CYCLOSPORIN A IN RHEUMATQLD
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vol. 26, no. 5, May 1999 {1999-05), pages

1176-1186, XP001023934
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the whole document
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CYTOQTOXICITY OF TRIETHYLPHOSPHINE GOLD(I)
COMPLEXES II. TRIETHYLPHOSPHINE GOLD
CHLORIDE-INDUCED ALTERATIONS IN
MITOCHONDRIAL FUNCTION™
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XPO(1023935
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claims 1-12
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10 February 2000 (2000-02-10)
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1,2
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26 September 1989 (1989-09-26)
abstract
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RHEUMATOLOGY, OXFORD UNIVERSITY PRESS,
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the whole document

PRATTA M A ET AL: "EFFECT OF EBSELEN ON
IL-1-INDUCED ALTERATIONS IN CARTILAGE
METABOLLISM"

INFLAMMATICN RESECARCH, BIRKHAEUSER YERLAG,
BASEL, CH,

vol. 47, ne. 3, 1998, pages 116-121,
XP000852928

ISSN: 1023-3830

abstract

92,101,
102

101

92-103

92,101,
102

9Z,101,

102

92,101,
102

92,97,
101-103

Sorm AC TASAI210 (coatinuation of second sneat) [July 19821

page 10 of 10



(170) ugbobooobooboodabod

tneernational applicaton No.

INTERNATIONAL SEARCH REPORT PCT/US 00/28317

gox1 Observatans where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This International $earch Report has not been established in respect of certain claims under Article 17(2)(g) for the fallowing rezsons:

1. I_‘T_! Claims Nos.:

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

Although claims 92-103 are directad to a method of treatment of the
human/animal bedy, the search has been carried out and based on the alleged
effects of the comoound/compasition.

2. D Claims Nos.:

bacause 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 MNos.;

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

Box Il Ohssrvations where unity of invention is lacking ({Continuation of item 2 of first sheet)

This Intemational Searching Autharity found multiple Irventons in this inlernational application, as foflows:

see additional sheet

1. D As all required additional esarch fees wers timely paid by the applicant, this International Search Report covers all
searchable cialms.

2. D As all searchable claims could be searched without effort justitying an adcitionat fee, this Authority did not nvia payment
of any additionat fee.

3. [D As only some of the required ackditionat search fees were timely paid by the applisant, this international Search Repart
covers only those claims for which fees were paid, specifically claims Nos.:

1-12 {partially), 18-21, 22 (partially), 23-53, 83-89, 92-103

4. D Na required additinnal search fees were imely paid by the applicant. Consequently, this international Search Reportis
restricted to the invention first mentionadin the claims; it is covered by daims Nog.:

Remark on Protest D The additional search fees were accompanied by the applicant's protest.

No protest accompanied the payment of additional search fees.

Form PCTASA/210 {continuation of first sheet (1)) (July 1968}
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International Application No. PCTAIS 00 £5317

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

This International Searching Autherity found muitiple (groups of)
inventions 1n this international application, as follows:

1. Elaims: 1-12 {partially), 15 {partially), 16,
17-20 (partially), 22 (partially), 104 (partially)

Methods of predicting, diagnosing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the lTevel of an
indicator of altered mitochondrial function, wherein the
sample comprises a chondrocyie, the level of the indicator
15 compared in the presence and in the absence of
transforming growth factor heta, and the indicator is
nuclectide pyrophosphohydrolase, pyrophosphate or calcium
pyrophosphate dihydrate (CPPD).

2. Claims: 1-12 (partially), 15 {partially)}, 17 (partially)},
22 (partially), 39-52, 104 {partially)

Mathods of predicting, diagnosing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an

indicator of altered mitochondrial function, wharein the
indicator is ATP.

3. Claims: 1-12 (partially), 18-20 (partially), 21,
22 {partially), 104 (partially)

Methods of predicting, diagnosing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitochondrial function, wherein the

sample comprises a chondrocyte, and the indicator is
collagen.

4. Claims: 1-12 {partially), 18-20 (partially},
2z (partlally), 104 (partially)

Methods of predicting, diagnosing, moritoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitechondrial functioen, wherein the

sampiz comprises a chondrocyte, and the indicator is
protecgiycan.

5. Claims: 1-12 (partially), 18-20 (partially),
22 {partially), 104 (partially}

page 1 of 4
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nternational Applicaton Mo. PCTAIS 00 £5317

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Methads of predicting, diagnosing, monitaring, classifying
and ident{fying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitochondrial function, wherein the

sample comprises a chondracyte, and the indicator is calcium
phosphate.

6. Claims: 1-12 (partially), 22 {(partially), 23-24,
53 {partially}

Methods of predicting, diagnosing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitochondrial function, wherein the
level of the indicator is compared in the presence and in
the absence of an inhibitor of mitochondrial function such
as antimycin, oligomycin, rotenone and cyamide.

7. Claims: 1-12 (partially), 22 (partialiy), 25-38,
53 {partially), 104 (partially)

Methods of predicting, diagnosing, monitoering, ctassifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitcchondrial function, wherein the
indicator is a mitochondrial electron transport chain enzyme.

8. Claims: 1-12 {partially), 22 {partially), 54-56,
104 (partially)

Methods of predicting, diagnosing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the lavel of an
indicator of altered mitochondrial function, wherein the
indicator is a mitochondrial inner membrane component.

9. Claims: 1-12 {partially), 22 {partially), B7-65,
104 {partially) .

Methods of predicting, diagnosing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitochondrial function, wherein the
indicator 1s a Krebs cycle enzyme.

page 2 of 4



(173) ugbobooobooboodabod

international Appiication Ne. PCTAJS 00 £5317

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

10. Claims: 1-12 (partially), 22 (partially), 66-82,
104 (partially}

Methods of predicting, diagnosing, memitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitochondrial function, wherein the
indicator is the mitochondrial mass per cell, the number of

mitochondria per cell or the amount of mitochondrial DNA per
cell.

11. Claims; 1-12 (partially), 22 (partially), 83-89,
104 {partially)

Methods of predicting, diagnasing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitachondrial function, wherein the
indicator is free radical production, reactive oxygen
species or products resulting therefrom.

17. Claims: 1-12 {partially), 22 {partially), 90,
104 {partially}

Methods of predicting, diagnosing, monitering, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitochondrial function, wherein the

indicator is a cellular response to elevated intracellular
calcium.

13. Claims: 1-12 (partially), 22 (partially), 91,
104 {partially)

Methads of predicting, diagnesing, monitoring, classifying
and identifying agents suitable for treating arthritic
disorders in vertebrates by assessing the level of an
indicator of altered mitochondrial function, wherein the
indicator is a cellular response t¢ an apoptogen.

14. Claims: 92-103

Compositions for the treatment of artiwitic disorders
comprising agents influencing mitochondrial function.

page 3 of 4
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Intemational Application No. PCTAIS 00 £5317

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

15. €laims: 105-112

Synthetic cartilage patches comprising chondrocytes selected
or modified so as to have a given mitochondrial function,
the chondrocytes being cultured in conditiens permitting the
e¢laboration of an extracellular matrix.

16. Claims: 1-11 (partially), 13-14

Methods of predicting, diagneosing, monitaring, classifying
and fdentifying agents suitable for treating arthritic
disorders 1n vertebrates by assessing the Tevel of an
indicator of altered mitochendrial fupction, wherein the
sample comprises a hematopoietic cell.

page 4 of 4
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