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Cb) al kyl , -NRSR6, -OR 12, -(C3-C7)cycloal kyl,
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Further provided is a conpound of fornula 1 wherein R2

is -(C3-C7)cycl oal kyl, or -(C2- C9)heterocyclyl,
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invention is a conpound of formula 1 wherein Rl is
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-(C3-C7)cycl oal kyl, -(C2-C9)heter ocycl yl, -CO2R12,

- CONR5R6 and- CONRGR8; R2 is hydrogen or -(CrCelJal kyl,
optionally substituted by one to three noieties

i ndependently selected fromthe group consisting of
hydr ogen, hal ogen, hydroxy, -NO2, -CN, -(CC 6)al kyl,
-(C2-Co6) al kenyl, -(C2-C6)al kynyl, -C=N-CH, -CNQ(Cr
Co6)al kyl), -NRS5R6, -OR12 , -(C 3- C7)cycloal kyl,
-(C2-C9) heterocyclyl, -CO2R12, CG\IR5R6 CG\IR5R8
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N- (4- Met hoxy- 3-{[ 2- ( 2- ox0- 2, 3-di hydr o- 1H i ndol - 5-yl am
no)-5-trifl uoronethyl pyrim din-
wd2005aniend] - met hyl } - phenyl ) - N- et hyl - met hanes uP¢DIE200U®1276

) -6 -
5. {4-[ (4- Et hanesul f onyl - nor phol i n- 2-yl et hyl ) -am no] -5
-trifluoronethyl-pyrimdin-2- ylamno}-1

, 3-di hydr o-i ndol - 2- one;

S5- (4-{[4- (Propane-2-sul fonyl)-norpholin-2-yl nethyl]-am
[ ﬁb@ xggmm irich umpe’mg{smgl paterial My itself comprise more than one

oG AR bt B e A v Bartilo size, ag el as in

hwenmyah mnﬂsnmnyIMamgglorls Buf@mmrdwded nuitblgeaer@hselle in
%ﬁ%i arz %l%’tr%w&gﬂﬁ sgﬁé’éé Srtdes BOINEL Nhine BRI &t | T

yI am no} 1 3- d| hydr o- i ndol - 2- one;

5 4= 2= I I |
[né%e%%r%f%fepr?tﬂcﬂg‘%ly t?@rrﬁghf?&y the @él&'{ko Ile,laﬂ A égtéTFsIl@’

Zmﬁtmm det)nelaa;a@rllkychtrmcﬂurajoVerﬁung]’dne region rich in catalysing

% %r S eqé ydro 1H i ndol -5-ylami no)-5-trifluo
roms ﬁ‘ aoérlm -yl am no] -
met hyl } nmor phol | ne 4-carboxylic acid nmethyl ester;

bl B AR SR BRIk 35 Hh b Wbl B
yaknasine Jeldmeatdas yidseribed dallove -inclages the steps of creating an

T e
SPl{anar[ (Merfidi asvetooe | plaging nrpéssl ioh dRRagridnpattigie} - @mitino]
é_?ﬁtfsgrjran{éh (ltjfer r%ggé g?’ %a@?é& p}a@g?s Q_r%‘%rea;bly being selected so as to
5b¢ dapdble bﬁpiwnelsglmgbmrbdemolpmy*aﬁamne Siaphoret, bpd oravidimp]
? asr%'hh% 810 E%QEE ﬂé ant%ﬁ%lg?gP ltl%{ éi'ﬁen?ond particles, subjecting the
5ur@bbr{d(ea>wssmnblynt02<-:gﬂdrtmh)df)elamtetb}erﬁp&ra’nufé aod qredsyd -

DA B L P b ST DRI o S8 s o,
r diairebnd p2rtidesnsnd} lagerdbeaiigyatdedrid dhe SLB)sd:rate and removing
N (4r E - 3- - (2- -2, 3= di h - ' - 5= '
ofétéll.yg'w%%8&%'#&%?&%@%??‘{8 rﬁ’egllo%'_s éfqﬁg p%U’cNg{jaﬂaneSdlé%% n

Alayba rmdieakniTetdyexposdte wdriind\ aret peripherah angacesk dmexedfde

é[ﬁsﬂ-eft'tvfl-yl\/bt hanesul f onyl - pi peri di n-3-yl met hyl ) - am no] -
5-trifluoronethyl-pyrimdin-2-

m no
S ragenhsbodadlbis et Rl iFno0% o atemn £t abieng el 59
f bwvayalbthitkhgss piithée poigcnystaline diamond layer.
yl am no} -1, 3-di hydro-i ndol - 2- one;
5-[4- (3, 3-Di net hyl - 2- oxo- but yl am no)-5-trifl uoromet hyl
- Phe substrate Rillyderrally]bela 8ementby darbidensidisirateoEhe source

5-14- . . . .

>3t Extblising: malegal, Wil 9SSyl b 9% SEPERISGTLSg: SURSRR: 2
- bmei additichal Sathlyisingr miatetial maf- e enixed in with the diamond
5%}? 2- Met hoxy- 1- net hyl - et hyl am no) -5-tri fl uoronet hyl
- 'di n-2-yl am no] -1, 3- di hydr o-i ndol - 2- one;
5-{4-[2-(1, 1- D oxo-1D

yPriabte” Byl Tathokad bt A% Moo begRurdiadiine P
Seiprhona - IdMadrhgdjacenh ohe erposed nsunfapeS tharedfl uGenemtiyythegsy r

i m di [ am [

SRRy AR PRRTRR o1 R PRYFY S G DL oBheHie o s bsriepy
rimdin-2-ylamno}-1, 3-di hydroi ndol - 2-one;

5-{4-[(6- Met hanesul fonyl -pyridin-2-yl net hyl ) -am no] - 5-
trifluoronethyl-pyrimdin-2-

yl am no} -1, 3-di hydr o-i ndol - 2- one;

5-{4-[3-(1, 1-Dioxo-1,I, 6-isothiazolidin-2-yl)-benzyl am
i no]-5-trifluoronethyl-pyrimdin-2-



5-{4-[(1-Pyrimdin-2-yl-piperidin-3-ylnmethyl)-amno]-5
-trifluoronethyl-pyrimdin-2-

wWQ b@sitneks 1, 3- di hydr o-i ndol - 2- one; PCT/IB2005/001276
3-{[ 2-(2- Oxo0- 2, 3-di hydr o- 1H—7| ndol - 5-yl am no)-5-trifluo
romet hyl - pyri m di n- 4-yl am no] -
nmet hyl } - benzenesul f onam de;
N-(3-{[2-(2-Ox0-2, 3-di hydro- 1Hi ndol -5-yl am no)-5-trif
| uor onet hyl - pyri m di n- 4-
ylmlmnhnp}omta/wrkpimﬂa):e fez e peigeytamaeidiond layer, and

o BRI et s rptte Wt iRte ] B2
4-subatrateo] Rewiolstl of- ﬂhbeda‘félyﬁrigahimm ldﬂ\afyoﬂ@fﬁaﬁ%d out using

thane ul f m no)-5-trifluoro
e TRYPIFEPHE df 17 a0 Shef sy Soar A aigin. Acidinacningrnd
N-dviabbndtiotNtdchnimebiy| - 3- {[2 (2- oxo- 2, 3-di hydr o- 1H i ndol
-5-ylam no)-5-trifluoronethyl pyrimdin-
4-yl am no] - met hyl } - phenyl ) - net hanesul f onam de;

5-The- Edtdiyding aatesallis WbYdaﬂYJYémd\Vd&!- By dtineédtting. am &abr &
trifluor orret

yl %mel)(g} - %pﬁ%pgptpg Gan gs [$38:in catalysing material, use can

5-HeAma@ls -dfinhyderft Un#tns ZmyémUS b acrindtik-t8-dnablel MasiE
QX? @YH m di n-2-yl am no} -1, 3- di hydro-i ndol - 2- one;

2 Oxo- 2, 3-di hydro- 1H i ndol -5-yl atnino)-5-trifl
uoromst hyl - pyri m di n-4-yl am no] -

d, di met hy t
T G Bk oS R At e pregsre e csb @tRigssy
r Itma dbllyc@styalhamdmﬂnonh Iayéilffb)‘ldé Phasd QA diafndMdSarticles are well
trl fl uoronet hyl -benzyl am no)

5- THEn

Bt et DRirAfiesE Cosan s Bepmides DabeRge 4 0
5- -§ P& 3nltdrapestiréonithe RMigayiBaoidiesodcet ri f 1 uor omet hyl -
pyrim di n-2-yl am no] - 1, 3- "di hydro-i ndol - 2- one;
5-{4-[(Pyrimdin-2-yl methyl)-am no]-5-trifiuoronethyl -

p)FTUrﬂhiedlemcardeam i -idventich, hbf‘n@l’é)hé‘gﬁbwde?ol‘ %n?otary drlII bit
am no] - 5- uor ome
AT BRI oY STes A Rg/ap o eiarialy. e which are PCD”

N-abfadhlelsleMedts{ A2 déstribé®alove: di hydr o- 1H i ndol - 5-yl ami n
0)-5-trifluoronethyl-pyrimdin-
4 yl am no] - net hyl } - phenyl ) - N- net hyl - met hanesul f onam de

The lnventlon extends to a method of reducmfg preferably ellmlnatm
| met hyO-anni nol -S-trifl uoromet’h %n

S-
d,Sﬁa W éﬁlalr% [PPEIGIYRG Y HRIA Polycrypiglline dlamond a rasnve

t5'e{ef4“1|ﬂér(t @u%ﬁﬂt}@ﬁ&ﬁ léUéfQW&ér W:fddﬁigﬂh@ S BV bYinG BLBRLMG -
ri u one

wn(:ﬂg }froln sreépﬂggf dhe ﬁel(gprygt_awﬁ@ diamond layer adjacent both
5-ekfodedBudatbameradif onyl met hyl -t hi azol - 4-yl et hyl ) - am
nol-5-trifluoronethyl-pyrimdin- 2-ylamno}-1

, 3-di hydr o-i ndol - 2- one;
5.4 Had béedvﬁidhartﬁéﬂihfeqmlb a%‘éénﬂa' BroRteVits 1B the! ihvéHibA Have-

trlfluor? net h r di n- 2-

y SR 'ﬁafjﬂt Y1' ‘g\qu’y%?% beRadpurpag gegesult of controlling the spalling
5%Ad chigpMatvdr cb Eeﬁ&ﬂ "than pbln%mme aidhienls ojtmé g,f.érw. 0
met hyl - pyri m di n-2-yl am no}- 1, 3-di hydro-i ndol - 2- one;
5-{4-[(1

H | m dazol - 2-yl net hyl )-am no] -5-trifl uoronet hyl - pyri m
di n-2-ylam no}-1 , 3- di hydro-indol - 2-one;

N- Met hyl - N- (3-{[ 2- (2- ox0- 2, 3-di hydr o- 1Hi ndol - 5-yl ami n
0)-5-trifluoronethyl-pyrimdin-

4-yl am no] - net hyl } - phenyl ) - net hanesul f onam de;

5-[ 4- (2- Met hanesul f onyl - benzyl am no) -5-tri fl uor onnet hy
| - pyrimdin-2-ylamno]-1, 3- di hydro-indol - 2-one;
N-(2-{t2-(2-0Ox0-2, 3-di hydro- 1Hi ndol -5-yl am no) -5-trif
| uor onet hyl - pyri m di n-4-

yl am no] - met hyl } - phenyl ) - met hanesul f onam de;

N- Met hyl - N- (2-{[ 2- (2- ox0- 2, 3-di hydr o- 1Hi ndol - 5-yl ami n
0)-5-trifluoronethyl-pyrimdin-
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N- Met hyl - N- (3-{[ 2- (2- ox0- 2, 3-di hydr o- 1H-i ndol - 5-yl am n
0)-5-trifluoronethyl-pyrimdin-
wd2005aniend] - met hyl } - pyrazi n- 2-yl ) - met hanesul f oPeriBP895/001276

Et hanesul foni ¢ acid nmet hyl_g(2-{[ 2-(2-oxo0-2, 3-di hydr o- 1
H i ndol - 5-yl am no) - 5-
trifluoronethyl-pyrimdin-4-ylam no]-nethyl}-phenyl)-a
nni de; Ethanesul fonic acid (2-{[2-(2-o0xo0-2,3-di hydrd-1
H i ndol - 5-yl am no) -5-trifl uoronethyl pyri m din-
4 BRIBH DESCRIETIGN DFjTi+E PRAVIING]e;
N- Et hyl - N- (3-{[ 2- (2- ox0- 2, 3-di hydro- 1Hi ndol - 5-yl am no
)-5-trifluoronethyl-pyrimdin-4-
y Therinvehtiorewitiyloy ipy destribe@inyhdrerdetdila by svaly fob eaarmple jonly,

0- 1H i ndol -5-yl a
iy R B e o adindy  Wheh
4-yl am no] - pr opyI } - met hanesul f onam de;

Di mat - 3- -. i I

am“:ﬁ' ?15 tri O[?eéiéréet%ﬂ F\)/%?W rﬁ.% d§ n&'e@fr% el:wb&lﬂ%%lt o§ y
4-yl am noj - rmiiyvyys}talmer dlzmmnd -aprgsiveg aletrepl -onrthet naerartiounl; f
ona pni de;
5-{4-t ((R) - f—q\%t hanesul f onyl - nor phol i n- 3-yl net hyl ) - am
no] -5-trifluoronethyl pyrimdin-

ZF{é‘ﬁg‘ng} aﬁ?d’" %é&iéd%%?@%gx (l)deg %Weah e °ﬁ1%”ﬁne12 2 of the

H i ndol - 5- y| polyangstalline diamond abraswe element of Figure 1.
trifluoromethyl-pyrimdin-4-ylam no]-nethyl}-phenyl)-a
m de;

5-{4-[ 2- ((R) - 4- Met hanesul f onyl - nor phol i n- 3-yl ) - et hyl am

ngj}ir.‘ &ql. @ﬁ)ﬁl}lﬂgﬁ_\%ﬂ%@eﬂ Et hanesul foni c acid

nethyl (3- {[2 (2-oxo- 2, 3-di hydro-1
ndol

tFr }‘?l B%'V%W%t?%q? %m%d PRIEZYS1 SIRMRT - e PVEeNalRS 2

- phijticalar dpplication as a cutter element for drill bits. In thls application, it

T e e i
4“Mham beiig pusapplidie e speilingser dhipping dhesither the leading edge

id . )
ObF 19 B8 ol h@ e Welar ot o These, RiggpriEs g i be.
t ubdd effectivety try driling obrboting- cf-sybtenianedn formations kevingdeigh

(2- oxo- 2, 3-di hydro- 1Hi ndol - 5-yl am no
cgmp{qsmvagfrgﬁétﬁh - pyrinni di n- 4-
yI am noj - net hyI } phenyl ) - met hanesul f onam de;

E | f

SRETSHgTe (o P - 91 o (e gesompanving,giavings. the cutting
Helentbmlt 15- hdsaa’rpﬂIWFy_Eta!hne diamond Iayer 12, bonded to a substrate
t r‘llécliél 'H'ﬁr ﬁglf{é&éqapgér%arpagﬁﬂlaﬁey ham.n ppréFtWWthg WA
etakytind (whidH i8-a( peripkeraledtin &y 18 dnd a peripheral surface 20.
H- i ndol - 5-yl am no) - 5-

trifiuoronethyl-pyrimdin-4-ylam no]-nethyl}-phenyl)-a
nTee polfichatsime diambad &gk 12 has respective reglons 22,24 lean in

Hcg%hlsﬁwggnn%ttpgﬁl‘ aﬁé)é %910%226 rlc% in cata(ijysw}é matenal The regions
t |22I2l4m@an niat Eathlysivig | rbihial- dxtyhdnrespalctivary Hiydng -thd evyrkihg a

N- Et N- net.hyl - 2- (2-0x0 3-di hydr,o-1
T TS a BRIy oA 2t el ASvR i pimond fayer
44y] amhaodepietdiyédechphgion, Jasnetd@srsulateradnaday from the
E‘gehsr%gg% f%%{sfj%%l@ wﬂl&ygc@lydqempdmarelthan 500 microns, and is
H i ndol - 5-yl am no) - 5-
trifluoromethyl-pyrimdin-4-ylam no]-nethyl}-phenyl)-a
m de; Ethanesul fonic acid
(3-nmethyl -2-{[ 2-(2-o0ox0-2, 3-di hydro-1
H i ndol - 5-yl am no) - 5-
tr| fI uororret hyI pyr| m d| n- 4-yl am no] - met hyl } - phenyl ) -a




United States Provisional Application No. 60/148, 464
(filed August 12, 1999), United States Patent

WG 28631849 (i ssued January 26, 1999), United Seat/e005/001276
Patent 5,861,510 (issued January 19, 1999), and
Eur opean Patent Publication 780,386 (published June
25, 1997), all of which are herein incorporated by
reference in their entirety. Preferred MVW-2 and MWP-9
inhibitors are those that have little or no activity
| phiférablyng0 MYRHOD. midromes, pheétepreﬁedablwaf) tdh @560 tivadns. In

oendon{fr o RE A Popvin @ ARcal. (107 ta ABrdhd Kijelcdsie'®

Mdwatds ME-sobsthditl- 4, MR- [BastVIVB 8he MVErall thickiubés bf ]the

MWP-1 2, and. MMP-1 3). .S ifi I f

i nﬂlm%@wﬁé‘ AN Y BTGRP o B SRR D Mo iE
Pejigat 28 etat ga¢EH00MM intdrde (G- [F3vidht ifdAvadardedchirgof the

13 Or§30 and léhe conpounds recited in the foll ow ng

| {ndgrface region 23.

3-[[4-(4-fl uoro- phenoxy) benzenesul fonyl | - (1 hydr oxyca

ey 45 SR tpe s BRI, yBuBRoBn e2 o) insatraging.

OXatdrial Wil §érbrallyliotew &ﬁvésr%peccﬂrtb@mdvebameﬂend along the

gt o e 5ivet 5 The Blanon of 507 BaYSyBENDE ATPIc YR 13-
hggiendivig 3o e heghizinpsy tatbide -suBstatebpkid the @gioh 26 rich in

hydr oxyam de;. "

15 BOE M EISHa. Braskiien) B TSR AR NS ROR FemEnt BAY o
I Be PydohBnidalBasdienad scCaswl dthlayd aasy-dndtida surface or finish.
3-[[4-(4-fluoro-phenoxy) - benzenesul fonyl ] - (1-hydroxyca
r banmoyl - cycl obut yl ) - am no] - propionic acid;

41r{ 6sd 4she pomb @taam_»(l mwz eonlsitdtd @yd aniicapit deedlopdy d
yran-d-car boxyl i.c aci

Rt b SR LRy Plast i B8 A DRy Ao BYRERAdiRg
r eesmébmr g I ieainag icatastHoompadtiall @is 1608 RveadRkar 30

4-f| uor o- 2- net benzenpesul fo
nghriS8s ot prarB stba RN i KR eras Sharajocatbe in &
hy, &"XYI@% dﬁh catalysing material. Thus the previously perceived

oro henox benzenesul f on (1- hydr ox ca
phisjges SEWAT Ciea] TRy Bieo Pl stace o

3§[dD4361‘btsfv¥eUéJémgﬁh§r@0M® eﬁl@ﬁ@ﬁ%wﬂlé eayhg <dde thlfWa

rbano etra ro ran a

"E&re igg the pgr %fm%‘F IR dx e béh% é%ﬁp ﬁlh 3 ‘?ﬂ@]th%
i6h o%ab glh 3r|1% ;%%Tg@t 81W201 et@@rrmpavlregﬁo@%ah in catalysing
r OX am de;

3 "@ﬁ%r iil.31 pragtises p@&aﬂy B ﬁd‘i‘y)seﬂ@ﬁ%»ﬁg&ﬁ fiampnd iavebi2

Q?u%d?mcﬂh@[cﬁm% ldpeedtRAe-For insddriteX e Bsé@einthy be rotated
roxyamn d

3 f[rauqm%‘i Whew e waBk§9ar BarfRYAIORE 19 A9 HNerEPY fUMinghd d

I Pyl s8arlc @ﬁ%ﬁé’dw@ tﬂ%ldéemﬂdh %Mﬁﬁbéiescaaé“ébuld develop
e salts, solvates

phar maceut i cal cept ab
pf%cﬁ@g@'%f Itds h?r%fewprgqﬁ@? toJpagh PRKt 'quleowﬂonso?f region
e%angrRspSidid 44 &ne SE%aéﬁt@ viHile 3hk %’ﬁﬁecﬂ@l%ar kBars il

Sout h San Franci sco l'ifornia, (ian al. so be

c &8 nibgrehvt FPTB‘"EQor?péGT?é'%H‘ "f“SFHPJtF‘ i““WGlﬁeQ'%u‘%‘f“} df's
alcgtaflefgthiXedall N, for exanple in WO 99/24440

(publ’i shed May 20, 1999), PCT International
Application PCT/1B99/00797 (filed May 3, 1999), in WO
9@%@%2 (Héukﬂyéﬁeﬁgo ﬁéﬂlnéﬁlarﬂ&%hz WP 5R9hRlidéed and
(publ’i shed Decenb , 99{, United States Patent

5 bgndedsigshe |C§§@e@dm%&*bs rgte Holyginethads dapwn e art.
(publ i shed Novenber 12, 1998), United States Patent
5,883,113 (i ssued l\/arch 16, 1999), United States

Pat ent 5, 886, 020 (issued March 23, 1999), United
States Patent 5,792,783 (issued August 11, 1998), U. S
Patent No. US 6,653,308 (issued Novenber 25, 2003), WO
99/ 10349 (publ | shed l\/ar ch 4, 1999) WO 97/ 32856
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conbi nation of one or nore of the foregoing cancers.
In a nore preferred enbodi nent cancer is selected a
wa@odosdideysor, such as, but not limted to, breRSt/[B2005/001276
| ung, colon, brain, prosta§g. stomach, pancreatic,
ovari an, skin (nmelanoma), endocrine, uterine,
testicular, and bl adder. The conpounds of the present
invention may al so be useful in the treatnent of
addi ti onal disorders in which aberrant expression
| Thenedfters catplysingimaterialdt reomyed froac thiewearkiog sarface 16 and
n a r Sien
A era"SrBE  of Tf bR Ko B G Hf U1
t hombendf kmewnomathodgl iCale, suab tnesbed i theh;spoifraahdnnmeral

A obAg B PRI PR PARGRRRe B 1R Fvaibe e

e lgmnesstiucnof the Bcidatill be abmutgng?(alahd e Ieﬁcmmgatlraebﬁnll be 3

Ego%g'uﬁ k' n%ﬁﬁsarg% e%feﬂ% %g%ﬁt%lgrﬁ@ﬁ@ér‘ﬁhrgcpéagelp which is

t rmaerajedunotctmbel lebghddn anah fthemaebide ﬁubameoglﬂnbe: saitably

[ in 0 t d_as
) SENE A0 oo T A
bmterhmteﬂ)rqgmmrmslsq»’rowm present invention.
particul ar aspect of this invention is di rect ed to

nmet hods for treating or preventing a condition that
ptrespemdlﬂ:mgi the Ipchtystwmaadiarriond aabrasival elé¢mactsudesogbed

AR oot T RGeS Do BRD AR Wil ool

V\mdhsbrmw vib e placesi o eakegteancarbitie slibstrdter mknisaurlbonded

ORBINAG Rl R P Belto? RERAPR R P bR

Suﬂﬂm'mmmdsromee epalyorymumduamfmu ohtte. praamdt pantitled
o BPR0 o R iy EPBGeR3Bater oo aritamp g stops

I cicuyrad o ac}bmmethlsczsewe&kn@mh mrthbarte | oss, mandi bul ar
bone | oss, bone fracture, osteotony, periodontitis or
prosthetic ingrowth. A particular aspect of this

| e riianaond jsarticle odllegtefetabip torapdse amik bédta’mmd particles,

op orosis in ncl udin u bei nq).
WAFEARE b Bvarase AFR R, hme o bthifeh TR CistHipes
S patticles déaving five diffeasit evgrageparticiersiz@siasdolneunt of a
Formul a I conmpound or a pharnmaceutically acceptable
salt of said conpound. Another aspect of this
invention is directed to methods for treating a bone
fracture or oroticfr ure.i.n a manmal which
conpr i éé{ %Er § to a mamh@ S WYBESDE such
t r eat nent 5%‘85‘@"7racture treating or an osteoporotic
fLactueetcbrzsqltrefegammmm bIof a raﬁﬁuBa(bremampaeﬂdor ﬁ
phar ma [ ceptabl e sa co, nd. The
term" gﬁ# 6539 é%ﬁy?%cl udes pri 93?)’7:’82%&9566%@?%]5
such as ®eB8i I(;ﬁefepmjlzfi)enopausal da@tb Ju\erefdrably 7) ]
ost eopo as secondary qsteoporgsi suc
as ost e:{)g%bo&’g'se&%ﬁyfl)o hyperthyﬁgltagérwrgfer?ﬁ ﬂ?%g
syndr ongss (tiekied (refealily 2)0St er oi d lassahan a¢prefeegay §)
hypogonad| sm dysost eogenesi s and hypophospat asem a.
The term"treating", as used herein, unless otherw se
I niaaethed emhsedlm'énlt ema r;ﬁilymg,;sta’ﬂlriee&’ hiono gayér rdoniprisé$ gwo

ress reve sor der ,

o Gt 1R egn Sheichical bR ElRbrn e 1St . et e waphias
S yufdcBadfa mucdsf ;ﬁhr&@ésief ther tys® agsdrivet. abble, tTeknsecond
“treatnent”, as used herein, unless otherw se
indicated, refers to the act of treating as "treating"
is defined i nmedi atel y above. The present invention
al so provides a pharmaceutical conposition conprising
a compound of forrmula (1), or a pharnaceutically
acceptabl e salt or solvate thereof, as hereinbefore
deflned |n a3300|at|on mnth a pharnaceutlcally
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3Qul of 0.037 ng/mM (1uM Hi s-Src(249-524) 30ul of7.5
nmM ATP 12ul of 20 mM MyCl 2 10ul WMh2+/ ATP cockt ai
W@ kipStiateds Bi ot ech. ) 4ul of 6. 7nmM DIT 6Qul Src ReED/IB2005/001276
Buffer (UpState Biotech.)_24. Incubate Reaction for at
| east 3 hours at roomtenperature At tinme to, al nost
all of the FAK(41l 0-689) is singly phosphoryl ated. The
second phosphorylation is slow At tl12o0 (t = 120
m nutes), add 1Qul of 150 mM ATP. TO = (Start) 90%

slayef, W@t@s péiwegh e firsFialéridndDtheaRibsifdie PE&DneTid Iviich( 43
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i ntlebatienotD spirong oBuaiimind dianSpidimades ¥0kthefist and second

S nd collect flow

%ﬁgﬁé&g%&? |C§&r?g'aa({gﬂﬁqi?tﬂy%@%t?r hd renove Hi s-Src
(captured on columm) I11. FAKcd Kinase ELI SA 1. Coat
96-wel | Nunc Maxi Sorp plates with poly-glu-tyr (pGrT)
at 10 ug/well: Prepare 10 ug/m of pGT in PBS and
aliquot 100 ul/well. Incubate the plates at 37C
overni ght, aspirate the supernatant, wash the plates 3
times with Wash Buffer, and flick to dry before
storing at 4C. 2. Prepare conpound stock sol utions of
2.5 MMin 100% DVSO. The stocks are subsequently
diluted to 60X of the final concentration in 100%
DMSO, and diluted 1:5 in Kinase Phosphoryl ation
Buffer. 3. Prepare a 75 uM working ATP solution in
Ki nase phosphoryl ation buffer. Add 80 ul to each well
for a final ATP concentration of 50 uM 4 . Transfer
10 ul of the diluted conmpounds (O log seria
dilutions) to each well of the pGIl assay pl ate,
runni ng each conmpound in triplicates on the sane
plate. 5. Dilute on ice, FAKcd protein to 1:1000 in
Ki nase Phosphoryl ation Buffer. Di spense 30 ul per
well. 6. Note: Linearity and the appropriate dilution
must be pre-determ ned for each batch of protein. The
enzynme concentration sel ected should be such that
quantitation of the assay signal will be approxi mately
0.8-1.0 at OD450, and in the linear range of the
reaction rate. 7. Prepare both a No ATP contro
(noi se) and a No Conpound Control (Signal): 8. (Noise)
One blank row of wells receives 10 ul of 1:5 diluted
conpounds in DMSO, 8Qul of Phosphorylation buffer
(m nus ATP), and 30 ul FAKcd solution.9. (Siganl)
Control wells receive 10 ul of 1:5 diluted DVSO (m nus
Compound) in Kinase phosphoryl ation buffer, 80 ul of
75 uM ATP, and 30 ul of 1:1000 FAKcd enzyne. 10.
I ncubate reaction at roomtenperature for 15 m nutes
with gentle shaking on a piate shaker. 11. Term nate
the reaction by aspirating off the reaction mxture
and washing 3 tines with wash buffer. 12. Dilute
phospho-tyrosi ne HRP-conjugated (pY20HRP) anti body to
0. 250ug/ M (1:1000 of Stock) in blocking buffer.
Di spense 100 ul per well, and incubate wth shaking
for 30mn. at RT. 13. Aspirate the supernatant and
wash the plate 3 tines with wash buffer. 14. Add 100
ul per well of roomtenperature TMB solution to
initiate col or devel opnent. Col or devel opnment is
term nated after approximately 15-30 sec. by the
addi tion of 100ul of 0.09M H2SO4 per well. 15. The
signal is quantitated by neasurenent of absorbance at
. 450nm on the BioRad mcroplate reader or a nmicroplate
reader capable of reading at OD450. 16. Inhibition of
tyr03|ne klnase act|V|ty mould result in a reduced



(including both tibia and fibula) are used for
visualization of the cellullar and tissue response to
WO eastiureds heal i ng with and wi thout treatnent. BUT/iB805/001276
red stai ned sections are ugsed to denonstrate the
characteristics of the callus structure and to
differenti ate between woven bone and | anel |l ar bone at
the fracture site. The follow ng neasurenents are
performed: (1) fracture gap - neasured as the shortest
dCEAHMSe between the cortical bone ends in the
fracture, (2) callus length and callus dianeter, (3)
total bone volune area of callus, (4) bony tissue per
ti ssue area inside the callus area, (5) fibrous ti ssue
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maxi num | oad, and maxi num stress are determ ned.
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be ef f egt‘ed/vt’ngrenartye {petyb;ydtatl‘tnatdlmnermﬂ @edelts,ﬁvt(;asya mé%ioge
conpoun site of action ese ods_i.ncl.ude
oral r outaé@ E?‘PSdWS%‘Wa.SUF%iﬁ e‘ghlc aPeft egegr at catar]ysmg

i njecti on-néteriall udi ng i ntravenous, subcutaneous,

i ntranmuscul ar, intravascul ar or i nf usi on) , topi cal ,
and rectal admnistration. The anount of the active
cenpound Agdalyaiystatine diamdnkd dbeasiiepelactent aczordifetoseldimett
bei ng treat ever f the.disorder .
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wei ght per day, preferably about 1 to about 35

/ kg/ day, in si ed. dos For
irms, i SosDitng. Shmons Eeie gt foadiie Hany
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w t hout au3|n n [ e effect oVij t hat
Sheh | ar AV g 200 <13k B e 18l 0orsty b Bbit Pt
doses for administration throughout the day. The
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i nhi bi tor for Vi nbl. ast i ne; kyl atin
wgents.  raimashissPeiiEy Badp Haidh hatlF isafatichaite.
cyclophosphantde anti-netabolites, for exanple
5-fluorouracil, cytosine arabinoside and hydr oxyur ea,
or, for exanple, one of the preferred anti-netabolites
di scl osed in European Patent Application No. 239362
such as
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yl met hyl ) - N- et hyl am no] - 2-t henoyl ) - L- gl ut am ¢ aci d;
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of these cutters is ascribed to an increase in the
wear resistance of the PCD in this area; where the
wo eoosuale4df the catal yst material results in JdRCT/EROEHN01276
thermal degradation of the#CD in the application
Wi | st renoving the catal yst/solvent in this region
substantially reduces the incidence of the highly
detrinental spalling failure on the | eading edge,
spalling-type failure on the trailing edge, which
06i gi nat e& potyorystHimeatareond abrasivansémeant agapeding & klainy
inthisr ' t
per f or et T e Pl BEferBL BtRior B Y b g
the trailintige eﬁgefaahuea ofdbe pslytrysfhllias didnosel Ia:yert he
| eadi ng edge, cracking in this area can cause
substantial material |oss and hence degrade the
pé&r f or mank eolytrystaline wistmeond BluhdilRye@ENTHECOrANVENTEI @ S
According_tq_th [ t i Qn ' I
2 pol yer ot S §e PhERilhs BYRIIGEn flgksind Tobr et
parti cul acdnyprizses udre tiganednemegion, whinip differ ingaveradgeyearticé
pol ycrystall i i.anon ferably of a high grade,
bonded to'%?gr§§W?§¥D°%B%$W$EuIarly a cenmented carbi de
substrat e, along an interface, the polycrystalline

di,banond | ayer urf P

[ terface‘g‘l zﬁﬁ%éaaBQPgﬁﬂ%? e§ﬁ$?m§ G F@ﬁh%%any
bet ween tdree m’nhdx pregeding taoes, avhich ibe outttngrdanemt. t he

pol ycrystal I i ne di anond abrasi ve el enent bei ng
characterised by having an annul ar regi on adjacent the
peri pher ah milychystallirex tienbnd gataasiye feternertt heccamtig itw any

surface, the agnnul ar re lon,or a pprtio I ng
lean in cAl%l sFWﬁ PrETE S%Idaqﬁe @ﬁ'§g¥9h%a§?Vﬂ¥ﬁgﬁne
di anond | digewngisedfertdgn gradecl udes a region, typically
a layer, adjacent the working surface that is also

| ean in catalysing material.As a consequence, the

prief er r edA pmdiyoeystailirad ianendi abrasice Iemmentcam:prdim@m any
annul ar regio whi ch efln c

i nterrupt Cﬁnme PreEEng Hﬁs’anggpq"i'o Pt ﬁléb%ﬁﬂ'ﬁg
surface atementedgardileadpsteait t he wor ki ng surface that
are lean in catalysing material such that in use, as a
wear scar devel ops, both the | eading edge and the
trailing edge thereof are located in a region lean in
catal ysing material. The pol ycrystalline di anond
abrasive elenent is preferably as described in
publ i shed international patent applications WO
2004/ 106003 and WD 2004/ 106004, both of which are
i ncorporated herein by reference. The pol ycrystalline
di anond | ayer has a regi on adjacent the periphera
surface which is lean in catalysing material. This
region extends laterally into the polycrystalline
di anond fromthe peripheral surface generally to a
depth of about 30mm to about 500nm This region also
extends fromthe peripheral edge of the working
surface towards the interface to a depth of at | east
hal f the overall thickness of the polycrystalline
di anond | ayer, but stops short of the interface by at
| east about 500mm The pol ycrystalline di anond | ayer
al so preferably has a region adjacent the working
surface which is lean in catal ysing material .
Generally, this region will be substantially free of
catalysing material. The region will extend into the
pol ycrystal l i ne di anond fromthe working surface
generally to a depth of as |ow as about 30mmto no
nore than about 500mm The pol ycrystalline di anond
al so has a region rich in catalysing material. The
catalysing material is present as a sintering agent in
t he manufacture of the polycrystalline dianond | ayer.
Amy di anond cat al ysi ng naterlal knomn in the art my
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