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BACKGROUND [ 0002] In the processing of a substrate,

e.g., a sem conductor substrate (or wafer) or a gl ass
w@amelosuch as one used in flat panel display PCT/US2009/031020

manuf acturing, plasma is often enployed. During

substrate processing, the substrate (or wafer) is

divided into a plurality of dies, or rectangular

areas. Each of the plurality of dies will becone an
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(or substrate). As mentioned above, there are

typically no dies present negr the edge of the

substrate, for exanple between about 2 mmto about 15

mm from the substrate edge, which is also called the

"edge exclusion zone." Edge exclusion zone is a

regi on, such as between about 2 mmto about 15 mm from

the substrate edge at the edge of the substrate that



inflammatory responses (Canp et al. Ann. Surg. Oncol.

72:273-281 (2005)). RON is nostly exrpressed in
wepiohloetsital - deri ved cell types, and it has beePCT/US2009/031020

suggested that RON, |ike a nunber of other

receptor-type tyrosine kinases, may play a role in the

proggression of malignant epithlial cancers (Wang et

al . Carcinogensis 23: 1291 -1297 (2003)). [0002]
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THE | NVENTI ON [ 0006] In sone enbodi ments, the
i nvention provides an isolatsd anti body or
anti gen-bi ndi ng fragnment thet'eof which specifically
binds to the sane RON epitope as a reference
nonocl onal Fab anti body fragment selected fromthe
group consisting of ML4-H06, ML5-E10, ML6-CO7,
M23- F10, I\/BO BO3, l\/93 D02 l\/96 COS l\/97 D03 and
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[0112] In sonme enbodi nents, the invention provides
conpositions conprising the abovedescri bed
w@eiogneskeot i des. [0113] In certain other enmboRPCTES089/031020

the invention provides vectors conprising the

abovedescri bed pol ynucl eotides. In further

enbodi nents, the pol ynucl eoti des are operably

associated with a pronoter. In additional enbodinments,
spectrofn'é&yl Mv&sthé OMbediMehiehehudbiratelid sealsdad/sipagksgedhto maintain a given

tors, |.n further enbodi t he inventi
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comprisaBtasberdie, ac. 1h aaghesterhibwiiredt, theradbustirbeucirgyiamtiveendysturther
t he i nventi olwaﬁ(gr ovi des an isol ated pol ypepti de
compris, JHHRUYMR)A above- descri bed nmet hod.[0115] In sone
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encodi.ng po cl eoti es speci fical
spectro Biry AEAY HRR L SO R B R B A B R ARt e Bin
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nucleic SGFLRP B gy S P et 5 EERLr S L Agearic. Sty Rt e dhthe e or
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oo RSk RN P R e s o
Mass SpextifhnetSEQisED D¥eb phom M sSERe ERInNBry6R DVREE I Br Mdpr RAES) Nass
Spectro,q@%&l%g:}g é%@ %?R@%'\QC@%@@% ﬁ@%r@?ﬂg r?g%é:éérl%)ﬁ%&sform Mass

Spectrohﬂﬂry %@@emodm%t@ﬂga (gié@cﬁgo@&%gses%o&g Mgi Naga% certain
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i nvention provides a conposition conprising an

i sol ated VH encodi ng pol ynucl,eoti de and an isolated VL
encodi ng pol ynucl eoti de, where the VH encodi ng

pol ynucl eoti de and the VL encodi ng pol ynucl eoti de,
respectively, conprise nucleic acids encodi ng am no
aci d sequences identical, except for less than 20
conservatlve an1no aC|d substltutlons to reference
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RON anti bodi es di scl osed herein). ScFv nol ecules are

known in the art and are described, e.g. , in US
w@aa0e0918%, 892, 019. | nmunogl obul in or anti body POI/E82008631020

of the invention can be of any type (e.g., 119G IgE

IgM I1gD, 1gA and IgY), class (e.g., 193, 1g&x,

gG3, 1g&4, 1gAl and 1gA2) or subclass of

i mmrunogl obul i n nol ecul e. [0212] Anti body fragnents,

Prtﬁ/idedlam edréigli€a efetiad fBNandNashesn afiyte B9 sk $Bedthnetry, which

vari e i on(s one or in conbination tht
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S AT I I R ——
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and (ii) asEpisio aeidodr éisshl,ltmmrhéﬁ’mra@llogbhéreof amgorBehibdaiments, each spot

frner SR S Bl BT TR RS e s e spots frter
comprld@@rmrhnlammnﬂgi atte B@m@lﬂdeé Rat nlgﬂlal@@éld GP(;@H@?@ but not limited to a
as des ed infra

deoxyrlg&u%%)ég q? élbpﬂucrfeyg gmg @g{i thq\w ¥ CQ gn Wreof In sodme embodiments,

the matm@mbh@@e& hydedxydlcolific BEITTRB-HPA) | d}QIﬂYerlnﬁatﬁi slhuiablelfunamyzmg a
no aci d substltutlons

|
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about Zh@ﬂuwto%pgﬁﬁédsn h avyé‘gﬂ'ﬁr%%gé‘én &?lqygggd ef%';? hSI

embodud@ﬁm the raatfik ngrap(@sm contmm@ht smﬂadlélf@r, prarem &fpdpadeby MALDI mass

spectro gt SRESdRS s SR i el Sod Sagaidar a@"ao?vr?apﬁghvda Foxy-

cmnaml@@lc}d;)eﬁd ta@ﬁa-fc?dindsl%ydl’@xj? bianamicedtid. an ceRyin @aihadinsehtd the substrate is

a ohip (B FERBPN GB PN SRR YSRGS e SABHATise R spasbigac and i
certain Bmlbbdlménﬁsg eacrﬂs,qmg gogtomnaicompeiseian Cﬁhﬂg@ Oﬂ@éo@rbl(gamd

0 ept e Cchal CO rsin a omal n n a

R GRPEE b S SOy el i i LRGPt Ve Ry 4 g frods and
compogitionk @A e iBvenibi in@ﬁudef bt abhé ﬁ@&lﬁdl@ﬂﬂd) muc%l”oda(ﬁ?d §dddiencing, genotyping or

methylag|8pn_gllp?]I,ys%T Tﬁg% |§,’§e8@y%%éﬁ|2@? tstag\ﬁea?r}?g_slg ;@p‘é)rmed by mass

spectropietrai n, and a CH3 domain. |n anot her enbodi nent, a
pol ypepti de of the invention conprises a polypeptide
chain conprising a CH3 domain. Further, a binding

Brief Dexelipti@pdfittleDfainggse i n the invention may | ack at | east

BB R s B A Sera Lo oy Tooe o

GTG GGG anaiGmaspoteMidirectyort the sédridatd)abmbbieiee maaixailnshe Figure, the

presen{eneq% arqé[bgr\?)ggggl:{(ﬁ |sdlﬂ_?r:)]tgleazrt Ikgga&ﬁ]héﬁ pP(?e%ﬁgtglg(qZ%E onl)JaCrQnt peak at

5335 Daat ural |y occurring i munogl obulin nolecule. [0214] In
certain RON anti bodi es, or antigen-binding fragnents,
variants, or derivatives thereof disclosed herein, the
heavy chain portions of one polypeptide chain of a
mul timer are identical to thgse on a second
pol ypepti de chain of the multinmer. Alternatively,
heavy chai n portioncontai ni ng nononers of the
invention are not identical. For exanple, each nononer
may conprise a different target binding site, formng,
for exanple a blspeC|f|c antlbody [0215] The heavy

o s o I - S -y




HPNVLALI G M_PPEG.PHVLLPYMCHGDLLQFI RSPORNPTVKDLI S
FGLQVARGVEYL AEQKFVHRDL AARNCM._DESFTVKVADFG.ARD

WO LOREYTEEV QOHRHARL PVKWVAL ESL QT YRFT TKSDVWSFGVL LPCT/US2009/031020
VEEL L TRGAPPYRHI DPFDL THFLAQGRRL PQPEYCPDSL YQVMQQC
WEADPAVRPTFRVLVGEVEQ VSALLGDHYVQLPATYMNLGPSTSH
EMN\VRPEQPQFSPMPGNVRRPRPLSEPPRPT [ 0267] The present
invention is also directed to RON anti bodi es, or

Arg. lmmlmdaﬁgsﬁercﬁrgmﬁhérate@ausu@ﬂm safife Tremdr\éqth¥®Soligonucleotide

(676 G550t 60T & roRit irrofioRn FieRephe sa-groumbbaipo s seon in

the FlgtjredlﬁéfamrﬁwnlélémmmIQlﬁgW%nt[0268] RON is expr essed

e nunber f tunDr c udi n but no
s e Bars siactim dTBlates oman i th ikt eriitogfiSbuct spotted on
a standé@?ﬂﬁm@%ﬂﬂi@d maﬂﬁ(ﬁes@?ﬂ@ln a@lﬁﬂin&oﬁ%e&?%t 28M D241k }55Da adduct peak
an r, un cancer,, o0ova |a.n cancer
(NH3 + {3 aB7 628513 Jha Addus perk Canses adrige eV ARerfiu ILSNR: 2

Probabiti§f8884). t hyroi d cancer (V\ang et al. Journal of

E%hol o 2/ 3.402-41 1 9 1) ski cancer bl add
M?%saﬁqegtrgrgrgye pra ‘Jg()a&rplae gdr ?’@"F’%‘I @Og'fd spotted on
the ascadbic- Mﬁﬁﬂlflﬁ?@wﬁﬂ@sﬁlﬁn@m%@déﬁldnm&)a) 757 1D butan €8FDa adduct

ek iTalseRontve PRGN s M (S Os PiteR el o o

anti bodi es, or antigenbinding fragnents, variants, or

Detail gﬁrivatt.i ves thereof. For exanple, the present
clatie 8% i ncl udesat |east the antigen-binding donains

Nas§ epdciometi RefeIsaNAbhia Rt e £, seasitvd wagtmmta@sure the molecular
nts, ,and dl%ﬂlva ive hereof shown in Ta

mass ofip1os b oS ATap RIS - e PRSP BB Al reby provides a
powerful @ fdrftheeshdiysnfatidrage difiapt-ayméddaramplecliad! Blowelérsthe presence

of unwarﬁg%qs %d(gllg{ éﬁéﬂ}!%g%% %mig o eﬁgwﬁ&é\éggur%&rggh%;?%g amyze an analyte,
especidtve e tidbhce Mbwm@mg@t@nmhewﬂ@b@mb Risthe €b2fun@Bd when

. Dec er the follo hybri d S ywere ,
muliple IR & IR e SR Mean SHYgutEs bar 8 el Pitad tsAction
AAJ G form V\Wharr\aér&aWplc\dW cdtiong FassdciatbRaBhiemolkciiéfdnder mass
1. PAA12.2 ang 1. PSBl 10 a % wer e t he
spectrop’@ltrygwﬂéon&-,r rq{(,zé(tCé m@él'%@p{;e @%qsd)[z?gk )%gy part of the sample
procesdigs@as tbltdtﬂieYnlstR/Téar&&bﬁmanaTn‘g 8&hgle ditbAn8iBd detc)PIdmBI8 Lreanup (e.g.,

ading 303 5208 % A HEHoR THATE HFEFH) L PAou EopF fegpton of adducts
hﬁthelcase 6’ﬂ1ﬁatﬁ%g§|§aﬂedgbgfxg%cgmndrgﬁﬁﬁ)ﬁzmm)lﬁ&& dpdeetrometry, the
anti bo escr.i bed herein. e .
matrix 'H%tﬁﬂgl S%'SW@FW&&*?@ OB, @dﬂ?tgarﬂéag@”t E8r mrbcﬂ?,&]rglxture of 3-
hydroxﬁiidoln_lﬁodyldl(ﬁ’m) adesjﬁémhﬁﬂldﬂrﬁf eate (DADE |Si§f@?h&lsbeds an effective UV-
ona

matrix fgmﬂgega éqjach ?%q )lzJ]scl:se %rtgn}?)g&oggg J@deﬂy m@éﬁ%gxded to matrices,
and to 3-HP§B&©aBic&I@p hedagseshénareripowa it fiddhe arddubs edtiohRRiBLE, formation to

single- 300 BRAUPTTAD bt ¥t 4 EPRRReVCBgs DRERIom. 1993, 7. 191,

Pieles, ep@gll\fwcléai Adld Pebetscianoepj 2iope, 3)1912)1nHawtawfgsems(Jlts grovidédherein

t
naicate Ao g aT ki 98 Of AETGBES ) TAALE o RBYY i a Gimelf, Fioure
shows uhmpa:rmgb@bwn NHheddct 61286 Peatast @lvDa dferg; masﬁﬁbbc&b

6\3&?13%‘17%&&%%9 ga a%tﬁ}fg\rl]ao%%u E@)ﬂggt?%l |!1sg 9& nnéaxchange resin,

which nvaf bealded to @gsamntse dlﬁbl@femrm)e&) MheDspetydid CNdr&hcﬁff Et,le@al., Rapid Comm.

Mass Sg%&@%?%&ﬁ%%&% ggspcp S(g tﬂh%y(grﬁ%)‘eﬁ (98{9‘” afnmonla adducts are

ant i genbi ndi ng fragrrent variant or derivatives

t hereof, where the RON anti bgdy specifically binds to
the sane RON epitope as a reference nonocl onal Fab
anti body fragnent selected fromthe group consisting
of ML4- HO6, ML5-E10, ML6- C07, M23-F10, MBO-BO03,

MD3- D02, MP6-CO5, MB7- DO3 and MB8-E12 or a reference
nonocl onal anti body sel ected from t he gr oup consi stl ng

o A TN\ —— A NS NS A TNA A IS A TFNA A A I - A N A N NN N1




or prokaryotic cells) for expression. [0318]

Al ternatively, antibody-producing cell |ines may be
wa@edoentdl and cul tured using techni ques wel | KPOMIS1009/031020

the skilled artisan. Such techni ques are described in

a variety of |aboratory manuals and primary

publications. In this respect, techniques suitable for

use in the invention as descri bed bel ow are descri bed

predomin’an@dfd&ﬂﬁﬂ \Mﬁg @g@maﬁ and thASymmpéée@gyrhu@ahé@adUdabtsaire more

ds een u I SN N ocl ates and .

pronoUNRAR Y 21 S S BT e BLCIR e A S ard TRAR INeRe RASRSY K
(nléiﬁiiti)onv\éihﬁi@nla&dkﬁﬁh@h I@x¢mgé Fﬁéﬁ‘rﬁtn%@l nby cdredletegnemovd all of the

ts entir |nclud|n ment s 19] Anti bodi es
sodium iy biecus RRERe! DS LAk ob BT aLisels By Sy mnagduct mass
peak atki20DA. iChdrheldasts nfayrfo:tnhﬁommé h@ﬁi@n@f@n@lnémcbmdy ®8 ,mdr8 common in
m cal nt hesi s or era

artl I ar , b .
the prefelics b fixiiic BAF LG a s MG ety o Bleglifs Ao et ag 2 matrx,
adduct [Tﬁga%allsrhr@lﬂﬁmalﬁﬁed 188N ind a83HUINT Gg¥thdrOglyof tdse adduct peaks can lead

toa mlstlrﬂ%rlpge(e;g |cg1|f dl n ﬁ%éﬂani?%w rgaﬂ%‘, aTngwélg cgrrnggﬁ (Ip{\étaegr{gvprocesses that greatly

reduce GRNEFhEUM ah@@b@ul’entb?@f @cﬂdUctw@s;ﬁ&mdﬂ?h&ad@ﬁ&bﬁﬁmﬂfe&adducts are useful
or entire é omai n-d

for mpr&wgﬁt&?g}é,}gra}cy qeﬁ]sglglrt)%/ %ﬂd th mass s l etegryebased analysis.
Presen¢®éli n filuaiictibeifg asdiivd d:anOr@mmfd S)eab‘*@g@tbnald@djcﬂlcedeak present for a

sample%ﬁé@gé(gwltp%ﬁ%o\éa c%éj waer :lt&g: 2«)5 sﬁ%e} rhgnfem3 e aggatiio% of ascorbic
acid ha€ Bbetls et 1B rédti:‘d@Qhé awag@a@duwfdmmatm)rd@dﬁ@welﬂaed herein) by up to 40%

stitute Ieted domai n to
compar]eb]gg(femnrtirqeﬂ fLﬁta” q,r rrlﬁ FCOMR? ?XtF’bgo'? He U‘éfr’ntﬁ?ﬁ”ées (see
Example€@i3)nin ddunssm, Glstrix edifisd Wittagokbivvatill adpinveraaprevéhitbe physically

and ch%§%|yg%§%5¥§r%rpﬁgg g(rgn%cl)r&r#eé%xg%e i%hraﬁgwigﬁ orts%bgtrr]a%es to be pre-

treated @éth @Bedrbie dcrt ®uriaf nidrefaniringody. Domai n del et ed
constructs can be derived using a vector encoding an
gG human constant donain {see, e.g., WO 02/060955A2
anglydd002/ 096948A2) . This vector isengineered to delete

L0 e IS SR aiese SPEREOTEDEashy apalin Af analytes such as
nucleic B6idg k.4, mllg@rﬁdowmd@mpmotlﬂi@)l ;&btellrttoﬂe;ﬁtﬁies @hd lipids, including

their PR GPaIg° FHLCATHEBIS Bre LS KIS Eap BGISRT o B Gar substances
that carcealename & MALDganraysrm}shud arCprebat téaehinge ady §méIBmGLecuIes

metaboffi (AHIBH AR XhORRCGR a5 dP RS GEICARRIAGS O he presen

inventiohrg pemicularpnseditfor golyriercbtidds mﬁrbmgmﬁapfltytdﬂ @uanines and thymines

since te BAYM s PR AT O E T BraBhons AR oriater
8k ngéth@ﬁInnmeaemd "ragldicofgd"asferd topdige-bisaraie GRidAN double-stranded

po'ynua%ﬁﬁe °§Yr5%1|”|lég'8'rs?1%%gjn @i% "i":’}?r %t%)ﬁ‘g @&C%@@&s well as

analogst dﬂﬁjeﬁbﬂlvée rmaelthdrrmNAb@r BRAUAsotiacisddatsih @ feerh I"yudleteltci@” are analogs

of nuclcl BN 25 L a1 2GRS BRI ot Shch Dginucleotives

and othB%dchCa‘nawge aft deTvaRive bistanindtegh tHerelsimai ns t hat

R0t el oS conBitde Basheidndfiatende B RTbRsmaps modiied

nucleotidb€, V@Oers dlant fof ﬁ@B?Gﬁfemyaﬂldmff@‘é@naﬁbﬁﬁieﬁdlll%cleo_tllges containing a
terlstl 6.9 t he ant e -|ife :

dotoctafi s pick A4 Florieaenl CadPaave Warkesrr Butlbimigdagent tabel. whicn

with the subject constant regi on domain intact.

Mor eover, as alluded to above, the constant regions of

the di scl osed anti bodi es may be synthetic through the

mut ati on or substitution of one or nore am no acids

t hat enhances the profile of the resulting construct.

In this respect it may be possible to disrupt the

act|V|ty prOV|ded by a conserved blndlng S|te (e.g. Fc

1 a4 .=



tyrosi ne, phenyl al ani ne, tryptophan, histidine). Thus,

a nonessential amno acid residue in an i mmunogl obulin
w@eiogpesti de is preferably replaced wi th anot heCT/EH1009031020

acid residue fromthe sane side chain famly. In

anot her enbodi nent, a string of am no acids can be

replaced with a structurally simlar string that

differs in order and/or conposition of side chain

allows fbﬁd@tb&tldﬂiﬁf@@fo@tnhtaé&ﬂe b ﬁ@ﬂé’tﬂlﬁé?@dﬁ(}j{aming a&@@&thﬁrgroupl such as biotin or
atio r odu ran al gn
a thiol QD S CyR IS AP RRATISH SRDIHO EHerg Cg Sriasrt A 0

ponnU(ﬁétﬁlbe akoldyn $ahtdhadredt Nt dgeKRBk Donddthat e sfe%:tﬂlélyiﬁlbavable for

ants can be orporated into RON anti bodi e
exampl oAy ST PR Py oAU s Ao B B AG B et e ggn nclude
one or rhefeeddﬁ)xw%tn_‘élCIé@tﬁjas@ﬂfofl@K/ed bebiie érhbietribohaclbbtites fwhithean be followed
desired anti

en, e,09., RON. Vi. FUSI P El \ND .
by one ai\p N U@@\?‘Edé}%[ PEA S%%‘i’%%%&&*’@%&g‘% ﬁﬁ%%qeotlde
sequenbd BRVASY By di6ly$s.MA pcﬂﬂﬂloﬁi&ld@@@b%‘én cofitaidnineds Mmdre bdhd@that are

ments, varia

et R R e b e (8 encon
nucleotides &ﬂikﬁdﬂ@%@tl@@h&(ﬂﬁbbbl@&)oﬁlﬁs ¢ aNeasilonEnUEEBTidELS tE 3' end, which is

linked qg:{he ré(%(ﬁ??ggr%gﬁat e&a gllﬂng)%ln a %a@%\égg{bg@tgseaga%dgg Rg @ polymerase.

conp05|t|ons For exanpl e, chspecific RON ant i bodi es
ggé Ee reconbi nantly fused or conjugated to nol ecul es
as | abels in detection assays and effector

A@Iue@wh@@nstsahmpa@ reRtLiod] QaMsitonlcyprpingd@sandijtd @Sbe analyzed. In

PR 1 A S O e
considepeBdrl; rﬂ@@nal&ﬂﬂaﬁéﬂ ﬁ&ﬁ a3&ﬁmg do0r3k.gRemantdniagli lant, Bacteria, fungi,

anti d| n S, var ants r der .
protist, fis) B3 e Bloti@ DB Crb keI e datp g POl Bl S g . tssue, cell
pellets zﬁmﬁblbpﬁ&s) and fblolodk}el flb‘les cnyalridsf bladd, aa v ainidtic oM dngpeouth wash

_of | e t he ch that. ci vale t
(contairiyq BRasaEsH Shio B TaPH BoLS e BlRcr e Rsb0T B ng Ron
For exanpl e, but not by way of I|mtat|on t he
i body derivatives include antibodies that have been
ied, e.g., by glycosylation, acetylation,
Negik radtendl,is plhxzs@ hyéé:lfairof@rm@bmaéwmdc&bmemy sabh daMADI
ecti n / bl ock |rg(?a roups

deri vat t .
spectrofRbY Bl G4 EPIE] LA BHEN TR RIAGENES 5 Bl Ellh 11/ gaReieles from
each othém &7 aljzor memne@jydmpédﬂeﬁ of theusgir phistoasiemdaatransfer the energy to the

analyte; W@({}({%Csﬁ Ie(r) treﬁ%tenq |inﬁ$ar ¥ ed |§b@5ﬁf kn%gaﬁggg.h%uaen%‘lyte is ionized,
a mass&bé@tktﬁh@er ACA g laatnof ﬂ@rﬁr(mF)azﬁnawzer 0@t Bdosedcto measure ion masses.
3 nt hesi s of ddition

e 9 MRl bR oSG E SR taeafergadsppon the
type of abmcu[e@%aémlzééQ\F@rﬁxabmtél &8 nuoeicaitlid gelysk Bydnags spectrometry, a

matrix qf{(?\r)giﬁl netgﬁé @\é‘rﬁg(tbgen(t& @g/%[gk)?{ri%:aﬁg?%ga’ { %ﬁadﬁéraltw}oglummtrate (DAC).
Anotheeraathix oitdietal Dyedrifasittatebionidstionrof sachblel syt ek dbfyﬁ tsybenzoic

acid (OB PHE e eI B (e it BB SRLET et interteres
with sarplei dhalsies Algha- d@@nﬁﬂdi}fdr(ﬁ@mbyarﬁ@ta@rda(b CHORES SRS xampldof a widely

trans at| al . processi.n

used g s (BRI P B URRELHE haliies i mRRBarS Rlecpger tme-or-fight
mass s@fdtronféwl; Hona@iér G&II—H@A]Slddtﬁdcﬁs wel dondﬁ@rCzﬁdecﬁh |h7e|rl’9%w|_¢h the ability to

t ext in etaile nog sin a .
accuratg el BiteA L odRasec i ees shales. Apa oL Beirths el fre bebsed wit

occur anywhere in the RONspecific antibody, including

t he peptide backbone, the anmyno acid side-chains and

the am no or carboxyl termnr, or on noieties such as

carbohydrates. It wll be appreciated that the sane

type of nodification may be present in the sane or

varyi ng degrees at several sites in a given

Rthbpe0|f|c antlbody Also a glven RON—speC|f|c

. o o



systens, multiple gene products of interest such as
heavy and |ight chains of antibodies may be produced
wo e@omgu8si ngl e pol yci stroni ¢ construct. These BYBUS2089/031020
advant ageously use an internal ribosone entry site
(IRES) to provide relatively high levels of RON
anti bodi es, e.g., binding polypeptides, e.qg.,
RON-speci fic anti bodi es or inmunospecific fragnents
free radid%a%mfangbé‘r a@iuklaésy@édcﬁbéwﬁérema‘b} e ifoprRad hidlse sp&dhDmetric analysis are

descrlbg\ﬂigyzﬁnce d(#giv%’lpg@ %@eq?(gmeﬂ E%b%—ﬁggy %ﬂ@i}gﬁ&%tmerald and L.M.

Smith (Ahveu. Weby. EﬂobhysaBWnﬁmISthﬁ: 1998, 23 UCI7-8PaRE Nb@AOCK BE4Ie(Mass

Spectroga{y i1 698 dPsi-02ie!iof WRG S Be AR MEBRTaad Py eterence), and

examplé@éﬁﬁétrlb@’ mclgeaemdohyhmmudﬁ 1.he- tHI%Qir@t’ya@étoﬂWhoﬁ@‘Q’UHRP)? anthranilic

o, SR s -G B BP r L A5 AR R R

propenylidefe aizlcopite(DATB), Bdapiceeld (SA), idithemarcDI D)) 3efmibdfuinoline, trans-3-

ndotealpy i GS 0PBY R Rh T o e PREABR ) SRR TICPRY R

dihydroRydcetophesehe, fedlillédeid, ba‘ﬂfeltaéad@ycdrd)lmnﬂendrdaﬂlllne
iﬁansfectlon (i nc| udi n

S RIGbrare gy o P pro St PAGNGHS & 2nab ) rigs retater matix s

deposited 86 bpubgttdtenwhealdnafytisi 206 emibbbdenivel mpeid oPht-absorbing material, the

matrix @p%@%ﬁb} gr/%‘gén r|1n %%%% Ha[lll nﬁ.}yf e?altt(léﬂp " iygessﬂtb%%%@r\élpéﬁéh o? gnea’lyte
molecue &t §drfe foﬂ@ldﬁtbglh@as@my‘ c@@fﬁﬂﬁhédﬁatriﬁdﬁtena%ﬁtﬁrlﬂg\mﬁﬂdiﬁstallization, or at
t er

loast infh e BAARTY Sirtacts ROWGEP St et e tae iy AMENHgeqys or the MALDI

proces! m@bmmmmidirﬂéhts Tthe ab@itite i€ @itst sikarkaaT the gndtiematerial in solution, and

o con GRS Tl Sl S Te R PR R gostanzos
heanipus bﬂlbﬁ@l meatil n@my ddpdaited laa awe/smdé@rto Ifd)rghdus@rb@l S’pots by

dlssoIV|E%% r|?< %gg‘lﬁ i nglé;?ﬂs)(/:g@) §;,yd g’rg]\;n Sscl)l\pecnt such as water.

The resuRifly @blmmi@mwteﬁﬁiirﬁhe MALO lsupstese ammeaedbswaé edn Belplaced in a

vacuun §heaber Sy ok Be Ml kol B e dspREST s el bt Bgub e Inone

embodineat, aé&drbickyidcresndisi toe Alatrixenbtetiguesith@ndioh8@r in combination with other
transfected cells are then cultured by conventi onal
Pechni ques to produce an antibody for use inthe

wetihedsettlesccarbgsuderfor mpo§h|u§ thd rhetrlk,na/cﬁﬂtviewﬂ ahalgleitd @Ssubstrate. In

LI s cant.aini.n ucl eoti de e in
one emBAT s G Ao RN Ay e T ARl Gofein SFPafs Rigrb ERnomple, the
matrix rhéterigahn b@nﬁélaéxlle;d dri M k@sktiate @nd‘itﬂb %h@lb/tégﬁuﬁbepa’ddﬁfﬂfaEE later time using
In.prefe enmbodi nents , for eﬁﬁreSS{ ¥ |
an appr88rd%?39@ﬂ§|§9885'%??%@ﬁ“§§e QVQ@I.Z%‘?IQ,C \alegels| OHB 'B%‘?r‘ﬁ'”tgﬁj@v'ces) n
some eh@@d%eﬁhtﬁd tHd @hMeﬁtb@lrélGemﬁsyte@m nbivation s Fedesamldiehd asitrix and

st s OB S, B RSB, B st oot

followed bpgie aelitiod of éﬁfaﬁﬁlytet On &k midodieients adtrix eCtr@l'rB(/addltlve deposit

can be @Iﬁ@{? Irtﬁét Z{)jn ilaj %ggﬁqra&% ormérf%?r%?tagmgnagrgh%st lfé%%)lvent evaporates.

Subseqdéﬁt&fdpptsltl@r%f a)falwréh@@&ﬁ(ﬁﬁﬁnhﬂ‘oﬁrof theadretinedtriv fesand ineize gissolution of
nt hosts, .the

" d." |1
the drieg Aty GO EnaLed T LRLI RS B Oise g Ve el B e sopie
of centatn draishydind ahte ssddutt-teglucihg additivesip eiredtiyadilisd ey avngrix material,

hi ot her .words overy of . ypeptide fromthe
and in s3gng SrESOGiHGh (el 2B g IR S AD A Got@Bpent of matrx
fromthe cell culture containing both the medi um and
the suspended cells. [0433] vari ety of
host - expressi on vector syste may be utilized to
express anti body nol ecules for use in the nethods
descri bed herein. Such host-expression systens
represent vehicles by which the codi ng sequences of
|nterest nay be produced and subsequently purlfled

o o e o s o o

matrice



i nvention, those of ordinary skill will readily

perceive that any of a wide variety of histological
woredoboeis4( such as staining procedures) can be pordU$10e2031020

in order to achieve such in situ detection. [0488]

| nmunoassays and non-i nmunoassays for RON gene

products or conserved variants or peptide fragnents

thereof will typically conprise incubating a sanple,

materlaﬁLIVIBtrlﬁfl‘snageﬂﬂaiIlﬁﬂI ﬂ@ﬁ@éﬂnlbédhmbdts Iﬂ?‘md@ﬁmu%ﬁbd%ﬁ? acﬁd’l@@h&ln}d one or more
arvested cells, or a of . cel ] s which have
of the mass SREFHENGHY BRI ”lﬁﬁ%fr éescptﬁed( PREe{egerPOE O5MaLe O‘ggp'PA DAC,
DHB, CHEIAS THAF, DdJBQEiI'ECSﬁQmAA h@NBA):apﬂk@Inﬂ)oafm&itmhlmcrt gddie®reducing

ed variants or

.. Oor ¢o tide fr wents t her
additivegs ORGS0 R B STiSS SRy Y R RIS, A At flucing
additivel r2A5eY SBIREeMBH Yot NTHABY w&llghthﬁ tied bverdlDW89ht offiee matrix material (e.g.,

avou 50y SR BAL OB B s BHENSBL, L BB 26D AL 708 v, oo,

85%, 9@% on Els%qg/ahéuglhtaﬁbﬂl;e @Ieréll\h@?rllt&ﬁhhéjméwlﬂmﬁdténe}m bAd sbBetimes the
capa e I MMoDILTEZIEN e S cel .. rti es or

adductGaRpEIies B RS MAFRATe [ Bor oIS 04 Bo eSS ey SR g metric

matrix) StiaBcbh @0bufi b er:38 f1o1 7, avs 101, tr1eat:nent:1 it i, i@, 1:9, 1:8, 17, 1:6,

ect | abe| ed RON—speC|f|c ant i body. Thesol i d
1:5, 14pﬁ§ 1??6% H‘Ey then be washed with the buffer a

second tine to renmove unbound anti body. Optionally the
8a£1body i s subsequently | abel ed. The anmount of bound

on solid support may then be detected by
A@ny@mher@mathertemm%ddh@%%cuﬂiiyadcﬁm}er i Phastarss RAOEd tadny one or

i nt end port capabl e of bindin
more of it FiyBRonsnte iy TeRO OB o e 2ol BL s soectiymety. Trile
com porféﬁiltsf d)reréégerifecindkdee giea@smpl@ GIngBtey etk mBRrip é@wda&n@r, combinations
et hyl ene ext nat ura

thereof qrﬁagﬁergtéqqlrup%tge e aagy%)/ é%q%lrgt%d@g/e |§Jaclmi:t6g amgnca' any derivatives

thereof Wit BEbsthtially fre émﬁwﬁ@jlmfreﬁbangéﬁéttt@r can be either

oo Rl g P U AP e RS £ R ke Regener. Any froe

radical S@venydrisuliadié sor asy ifNasd &be@trﬁhbtﬂ@taﬂlb%lscm |hg:@fta|hi|rﬁHBances suitable

for use fngmlg%n%mcfrartggte%gr?%gﬁlg gforang; e?(gl-%ld C@rh ﬁ@z&ﬁ %_fxamppes ol? gree radical

scaven@@lfriogldjﬁaawnmmt Mjta e, S@d’&ﬁlﬁlb@@lb reﬁﬁoll ﬂfbc@tfrlblﬁﬂdtoc@ﬁherol coenzyme
|nr|C in the insi urf ace o at u

Q10, méblarite efopiuie, Beit, P e BENG. bt corkiare, ferbry iy 2SR,

canthax@utHird dlaveray (9., flltadling tpibersis, tang.?drrma; favoslks (81, Iqluercetnﬁ: kaempferol,

myrlcet@k|spﬁ1gh16r1i%Hr? upﬁggrﬁﬁqscyépﬁnssﬁ%\%oﬂé ﬂasgg%% a{mrl@genln eriodictyol),
|soﬂavoﬂerphyt©é§trcfgéhs e g dbegstamt daiagin, Cg1yo‘1‘t@i‘nb @ﬁlben@lt‘js V.4l ré3eeratrol,

pterosh&ga@r %ﬁ@ﬁ%}éﬁﬂ% Ierg];[ E?Xg’f\_'?'n?h%eq%{'w @alé(gf N \pe rg%‘l'd'%t peonidin,
petunid@i),vehienblat adids dNANessgre Cé.§i, ellaynd a&i@cbellmldQEald@ﬁceaidﬂ neésharinic acid,

cmnamgﬁcu{;ﬁhl r%[ggnlgﬁﬂgl gﬁ?%@t“ r%gﬂlioq%%?sa{aﬁ%tagwlals)ggi)ri}fﬁjgpnmd phenolics
(e.g., c@s&ay, xaitbridspsigniadin, @aehol) @i brjanatantioxidante (6. oytrmgacud oxalic

, routi.ne. experinentation. 492] _There ar a.varie
acid, pHyRY OB B riaca Rorcaiais ety ThREe R ok PRypeRs Sh e artcan
readily iﬂl@hﬂlf@@dy azﬁdld:eﬂj eébvleﬂg@’salﬁtétla%mwmbte Jﬁrﬁéddrt&,le}br:fn?mi foF mass
rate constants ods
speclrofR g by KRN AGUR PGB SHEPYSIE FRNERS 25 Shown i the
Examplef@gieiabl y conplicates routine nmeasurenents and
i ntroduces uncertainties in the neasured quantities.
[ 0493] Surface plasnon reasonance (SPR) as perforned
on Bl Acore offers a nunber of advantages over
conventional nethods of neasyying the affinity of
anti body- antigen interactions: (i) no requirenment to
| abel either antibody or antigen; (ii) antibodies do
not need to be purified in advance, cell culture
supernatant can be used directly; (iii) real-tine
neasurenents allomnng rapld sen1 quantltatlve

o - rr e o o



usi ng an ELI SA and a FACS assay. Solid Phase Assay
("ELI SA) [0547] Maxisorp, 96-well mcrotiter plates

W@ diwpod1swer e coated overnight with 50 m/wel |l PET/ESE09/031020
ng/ M sanple of hRON-10 His in Dul becco's Phosphate
Buffer, pH 7.2. Plates were then enptied and washed
three times with a solution of 0.05% Tween-20 in PBS,
pH 7.2, using an Enbl a automated pl ate washer

(Sloatd @nbodimmehisotvergdiibe isvsbtaptifyaders impeltles ane fierefore does not

need o e s adob65E 9 PTG Aol SPsieiB Plke. | BEHpE Purined by

methodb P& & the art thedrhow |ﬁ@)uhf§s ﬂir%&@mblepb}( Lontékehéﬂg%tregn purification.
seril al.

A SW;; '\Ifﬁ?(é”gﬁ?(lﬂl%%ﬁ\@gd? |%L|nd gigﬂldp@s sso Hﬁﬁ g(gtse,%%d then deposited on
preloadsdl mrmaérampssutem dﬁﬁe@ﬂ}kbmmemmbét%te wthom maas@émainx. Alternatively, the

additivegr%%?s %P'Qggw“gmmﬁg&ﬂpﬁeb eéngf po |teﬁg %gtsubgtbq'.aﬁa. The additive

and matrx"pey i6é u@rﬁblnaﬂ & Sigainer nveiRaion bomatrixi oM so about 20 mg/ml and a

concenggtz)[%rcg%galtl gr@ a\bgfgt_ V@){&lgg@(g&whgég?% H\stﬂlslgH qo{‘am?nts of additive
will not bllgﬁfneaintl\ylaédwédﬁéi allquct Aeatié, thﬂ@dsﬁ:lg&bd’lmabﬁ auEElet ¢an suppress the

bat for 1 ratur Pl at es. wer
parent SRR 17 U2 PRR 20 res SRHA G MBS ATS I Paied sy Wigut undue
expermmihtﬁtlbﬁ IﬂlfDéppﬁ@prlﬁte binbust of ¥Bdifiva r cﬁﬁ)n@dlhéfahalyﬁs and pahiedlar analyte

by very B Pl f PO 9 P BaNDg DL e e B e

N édnﬁfymbmﬁheﬁﬂsaﬂlefad\d@dft&ed@ﬂtb addittena\medilsedl alone or in combination

with othﬁth?ttésq%ar}gggﬁﬁ re(EEp gﬂglé{wﬁllgg lwé‘ E’ngx{?ge n@%ﬁ&%@dﬁgts. Ascorbic acid
additiveSeint seconilied WiH efgt addithey Icéﬁéﬁle an@abyah$ bsskgtomat oise in mass

spectray, BT PP BE A et 86 VA 6 L6 B SRTTO ARt e foularly
volatile nfPbbadiQiibsRE @ elifasicaomblyi uinl dalts | Peefeably tlﬁ@i%ﬂi &36uves are not too

v AP S MRS eR) e LS SR, LR, b monobasi

phosph@eb lana@ulfétes)(e @t @mhiroRiuRBRohebase Hospledte) and elblasidehraitss (e.g.,

and et .ab r.ow h dia. After each. wash e PBS
ammonfias fBesiagte e P AnalERs & onamomt S HbSRd=g 1
of cdrfai élﬁbb(ﬁrﬂél’ytﬁﬂhe @d@@dtlrecﬂoﬁmdﬁtvbwa@i@fﬁi@éciﬂ,ﬁs@mate, a salt

e each flask and allowed to
thereof; %@HB’&‘E%@%? zo%aﬂﬁﬁ?aft?é%a?/lﬁ??Ha'B%i'PQHﬁ"Eg £57p9 Ay tautomers),
having 8 BRidtig dodordélgatasiee fohewia g fdrmuznol ayer fromthe tissue
culture plastic. Fifteen to 20 ml growt hnedi a was
added to each flask and the cells were gently m xed
ior to transfer into a 50 mM sterile tube. Cells
wkre cegyrifuged at 1200 RPM for 4 minutes to sedinent
t . Cells were washed in 20 nl sterile
i rior to counting and suspendi ng i nto FACS
oBSA in PBS). [0549] In order to visualize
fl ourgscenge, cell staining was perforned. Al cel
st dil@ ng st@pks were perfornmed on ice or at 4 OC.
First, the washed cells were counted using trypan bl ue
excl usion on a henocytoneter and suspended to |-2xl0
whereir6/ M in FACS buffer and plated 50 ul per well into
2 b $. X 0 30 34 3
RRaMER: IelSidenty 35 Cat o oo RF 2alfBrbipppop Mo PEHRR, SR
NR%¥‘and|body, serun1ant|body or mAb supernatant) was added
to each well and the plate was left on ice for 30
m nutes. The cells were washed three tinmes. Each wash
cycl e was conducted by adding 150 m FAC buffer to
each well, centrifuging the plate at 1300 rpmfor 4
m nut es, discarding the supernatant and tapping the
cell pellets | oose, adding 200 ml FACS buffer to each
wel |, and then centrifuging the plate at 1300 rpm for
4 mnutes. After the third wash, the supernatant was
dlscarded and the ceII peIIets ver e t apped Ioose

oy N | Y A NN N o -
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anti bodies bind to a sol uble RON protein containing
the SEMA and PSI domains, the antibodies did not bind

wo eooblog1SPSI domai n al one. Exanple 17 Anti - nur i PET/BEIN09/031020
Anti bodies Bind to Mouse RON on 293 Cells [0593] The
bi ndi ng of RON anti bodies to nmurine RON- expressing
293E cells was anal yzed by flow cytonetry, and an
apparent affinity was cal cul ated. Confl uent

RO REiridaperAhtig etd 1S, avgy, eac@g/teanetw@yand br & wpsdnallpsebstituted aryl

S L TR AN A s A = S
Ascorbif @cidednlaloge wieed h@’etnog@nléﬁdlly RFORYE ﬁd&ap%dﬁv@n@hg EQthé villd|free radical
utions

scaveng’l_}lﬂ& Ia[?t?vgt}é/ Hg%%??%’t”?'is ﬁwg I[g)gd:agg)gtdlgte(rwgtcabé( Berson o? ordinary skill in

the art (éle titkagibh witl lag oRidatien dgeht sieHidag edjl(fhﬂb"ro;ihdh@urndafbhefthDCPlP)
uffer. The cel

odine, {odrt A oie MRTE o AR ORERMAITRES 00 ol of PE Ehb 2

frh@wmrtbpmatly sustitis @s lugéd rerginsingioatda that &t papslyar group or
di | ted 1/ 20)) and ingwgat ed for.1 hour _at 4C in the h
groups geiPg esr‘Hl?eéé”al diaXene R ARIER SHOSLUSRIS: o FREHEOWR P Ypups may have
one or ABE: AdnxgdraygehlsuBSuétts. 1H’mp%tﬂémf§@épéeiﬁ¢d€the [titéﬁlﬁrraiéd of such
was cal cu

substitu%ﬂ%ﬁ%%tﬁ‘gag gr%%ntd%?g)@g?st%ﬁ Weeﬂﬁtﬁngﬁee gnsubstituted
form of e grodp deingastdrivbes WHeaé aib bﬁtltﬁfat Slhﬁ;dlu%ﬁt iiaitalcted il dsuble bond,

such asyehBArB R PRATAGRB Kby BioHP baker G S KRl ValEH Barac 58 daje! number of

substitueRtsahatahayt Ibe theluaedisredidedadticbrdingltb Mee MEAAbEYT blgidbrRSvalences.

S B0 and onelaes G orien oS o BaDE GO s RER capable of

prepara@@h bS s, €n et lcH$e Gvhefevieh ﬁaf@réﬁé@lé&ﬁadytoatbéecﬂﬁ@)@fd iBRinderstood in
I N var

the art G Bl BeE U PR s Rali e S Pt adcr e ST By bg feid

additiorHstts gnviofvih ginerigaielor dfg%ﬁrclémﬁﬂ drl‘méfg@lﬁnh@ in3the Thse of acidic forms of
7. T

results, are sho n re he decrease
the contgpie S PRI TPt HePHBd CRTAOHRN sk O CHFEPBodTEaLenty. the
compounddiae@pepaitddasr uasd bs bhﬂirhﬁa@etﬂ%ll}aﬁédebmﬂ)le%‘altb|p@e§dér¢d°&s'|'addltlon

productEygh Bk YEAI S EOBD S5 S HASFS 1 U A A des fcally Scoeptable

acids a@dbasegLire g/%IrI]-Rﬁb\lrvramthb@di Qschalssydkichidrit, csdmmga Hy@Mbromic, acetic,
. rin yman .RON pr ot ei wer.e express
actc, o o8 ErBiin APy (GO BORPELTRLSH e KERADY 8 LY figide, sodium

hydroxié&ldnsmuviismadgtieixifienegifeirt, RgridvAGmiasElayis itk 1@ feledaning ®dsic salts.

Methodg e ebalaioraare arstoa i galts ate Melier rhiShednl® Uk arh ogisgme cases, the

compoudids dnetyQ:dn@til’ﬂbdi’h fainn@icinghdal baglc Rﬂ:hcmaﬂ)gleiupﬂn wHichh@ige tidey may have
for ggrhgne RON. Exanple 20 RON i s

%( er affi n|
two ioni (gp@geéa”%‘at GRS B e ti pl e Human Tumor Cel |
hcwesic [20RmhIobb @ftbh behtaig ovk dR%r@llhlrdJ)Odmtefs tTheR&Mdntion includes

cach o S SER LT FHERTETS UMt Factil S MOr sl BT e o hiadge dearees
of chiraWburiy, ﬁmcytnﬁmgﬁraaérﬁildrﬁﬁtuﬁémﬂdéldo ahc&n@ds& thendariviig MastéeBmers and

05% sodi I x PBS
tautomel(éltt@?gar&é q‘qrgteg 88e\5\:81‘npowbt{%rfg%beo edmoB(gn%yp%I%(b%l%tﬁ%more than one
tautomedtlcaben;ake Bépictiohwdréin oAbid taathyndtiid 1ok oM@ nisREE oA AP also
q in ][:A CS buffer, at Zi;agti na&rttq ncer}pratl on, and added to

understofd IgpngeRPZs 8] iaHRmIers Ol TNt Wias i ncubated for 1

h@uée(ﬁheréﬁi tHectbinmsnetkylyy aW%EW agd 2xkywyit lﬂ]ClﬁA@Strbllgfﬂf @Taln branched-
chain a'&%Bycgg oggﬁlﬂ%ﬁttég\éﬁzg ra%n gérltj g(érrt]t%g%tlc@&%%e hICh contaln only C

anti body (diluted 1/ 200) and i ncubated for 30 m nutes

at roomtenperature in the k. The cells were then

washed 2x with FACS buffer and fixed with 200 ul 1%

par af or mal dehyde i n PBS andanal yzed by FACS. The

relative | evel of RON expression on the cells was

determined fromthe MFlI. The results are summarized in

the Tabl e shown |n Fl gure 19 I\/bst of the hurran t unor



114. The pol ynucl eotide of any one of clains 7 1 to
113, wherein an anti body or antigen-binding fragnent
wa bh@peof4conpri sing the pol ypepti de encoded byPGEHUS2009/031020
nucleic acid is a nultivalent, and conprises at | east
two heavy chains and at |east two |ight chains. 115.
The pol ynucl eotide of any one of clains 7 1 to 114,
wherein an antibody or antigen-binding fragnent
and H wmrtﬁ@j arféngUbSilltmgd t Bﬁarﬁ@bymemﬁe @%tm@ﬁﬁds&mﬁ a¢yd|oh8xy|
acid is | eoti de

cyclopeg el 2 HePap o B g thi ey sTHE Rl BVl r AR OB GRS in each
such gr@tﬁp &rﬁoh@@ﬁrebldﬁéd:rm)@dfhbﬂrﬁmﬂj \livh@ff ﬂ?\@fgr@qmid’ri &nfin UP € ten carbon

atoms e Rprestnted 38 S YAt o et iy Retpepaggms (N, 0 and's

typicallypladé Bfowkdlio réplddebcarbdrestems adhin &élbrdm@ygrQUps for example the numbers
ment t

doscriv R EBTP JBTEISETEY 26 241 Cioich dPROREN dNE Sy ggnumber of carbon
atoms iR g@vyroam gluk it urbibeion sM(&f haalo@tdﬂFmFWeVﬁd{?@d\;&ﬁ&eiﬁlé&érﬁents for
of claim erein

hunman. (118. The nucl eoti d
carbon Qi A GACkRAYG DORE MERaT SAUA P ISBAE B ne ar 6
Tasedlly ciak alkgl, alkerd b a&yﬁwlwbbtﬁﬁl@dts bethe aviehtierdyontain one 10C (alkyl)

oo TR AT P TS Rl oo
aIkynyI)l\/Eﬁ)T@ﬁ]esNﬁay cdaadn oA dNHBI-k{ﬁl& tw’bjéﬁ'; (aTI{’wnynﬁawwyll) eAlfslr@Ge group can

nolude Gror& g e oh TP AGAAAE MLHEHEBor eSS PHER iGN troups are

included @litiiped defhitRncd dettehy “Ske i Whehey edhtdin @Drpst sseScarbon-carbon

aouble et %ad Sttt S03h e B ikt Sthebi Beybortan 2hasiang carbon

carbon Shigbdiriavy and Ilght chaln vari abl e domai ns are

i de cal oclonal e
ARGTeRRY g iy 28 ausins g O mpRa!y s BBl BRGNS that such
substituﬁmmeeedmsb%a&m:amgﬁyﬁ b spiedtiyuemntd iaoititieleudbreaity lidited to, halo, =0,

oSy B, Ao, S50l L SRR B RRK R oo, NRcoR

CN, COUR, mmm atmelncodezdabdf N&3| whersialezich Fas liriebsn e, 2adCs alkyl, C2-

ca ot agun SEC RS AP e 0L Bokote Of Slal BT A L) oo coahyny,

C2-C8 hdteroamking oopa18iang, érliGs-pod M@temarydear&mamemsb)ptuemm} substituted with

nalo, =GN EAE B8 aReC WAINEG: 36 Sauhene RRa BT ATR BoNR

NR'CO@RY, iINFECOR, TGN, g0 ORQQTNIR’, L@ CROICARIMid RORGvHen€in each R’ is

naopohIERTELSS 0500 N b LE LA, CER R, co.cr0 o

C5-C10cheaaeaaryl AlkylOalkdryl andglk@iyh geipaBam bl@d)be@snbstltuted by C1-C8 acyl, C2-

8 hete P - WL Dy Pl it SV Gy J4iRlgted by he

substituen¥ethat aléEppr’BbﬂatB@tbrMhlelphmomlaldgfooé any one of claims 7

Priaiein serdienls e rREM aBUpS M a5t mlenalicofativtsg. and are of

the fornauka ebzmedaewae@m Rla issH anCHals &Iky@g0BT8. helstbalkyTh€2-C8 alkenyl, C2-C8

neterodliRaiiol o ko) §050 B SRR Ui h G S elsromov. Co-C10 an

C5-C10t eagreaiyl, GmP12 siyigky, ve CBot ypgtbiod syl ekt atheicball Rsadrdup is optionally

. nucleic acid is an, Fah' fr nt. 127. T . ,
substinfFy iy Gr6h Pere RS seeBra AP hIo7Q: TEONpaN-OR, =NR! OR.
NR’2, Sﬁh,a@dm SO,NRY, INFOE@, R NRICONRR-MROD IR, NREPDRNTN, COOR’, CONR',,

OOCR’ tg@ﬁe a@d gdwhgrleg{ﬁea%g?j%?%]nﬁgg%ﬁﬁy ﬁgég-%%%@ C?f‘-bg heteroalkyl, C1-

pol ynucl eoti de of any one of clains 7 1 to 124,
wherei n an anti body or anti - bi ndi ng fragment

t hereof conprising the pol ypeptide encoded by said
nucleic acid is an Fv fragnent. 129. The

pol ynucl eoti de of any one of clains 7 1 to 124,
wherein an antibody or antigen-binding fragnent
thereof conpr|3|ng the polypeptlde encoded by sald

s o s A NN



the art will appreciate that, despite adjusting the pH
of the P-rich and My-rich liquids before they reach
W bh@9sosuri t e reactor neverthel ess struvite doRGI/N81009/031020
formin the upstream pi pe because no amonia i s
present). Moreover, peak concentrations of the fluids
in the downstream struvite reactor are reduced. In
this way, optionally upstream | ocated pH adjuster 117

C6 acylpCoEiRste@apytt @6LCU 8 taed, P53 phetdisaryl, Cla- 1aru:1y|a|ky| or C6-12

siumrich Li u1ds stre as an inp
neteroaqislR: 4 AEHBIIS SBlpnapr TS CESaRLaTh Sindyd diyms,selppted from halo,
C1-C4 @kyavcd@zt rmt@rysélkﬁnmm éd?p@t%@’hétbgiatc%IShmtﬁ)@ amino, and =O; and
[ an

wheroC R S5 G b B bt A R T g ah b b Pree

heteroatdieg €dlectedfra NISD BRNE. iI1$ sfRe %ﬁibﬁ&ldtdnt‘s RaeofstOR4d i€ H or Me.

[eacto 002 separ, tor/ kener 4 acts to . .
LG5 ek hee ey P R L g TEE 2 4Tk sipaigry to the
correspd@diﬁghycﬁamrbqualkﬁ%%r%ﬁéﬁd BIQWdle)a@blﬁbsl baetharrdtdroete Midrefer to groups
into two di's

224 0
that contafiopS Fep: v of 5 IHSSRIBIR CORI RS B ReL i o prckbone
residuef fRus &t Ihfgst%n@ft)arddncmoﬁ?of Stcbﬁéﬁbohbﬁtg(aufyl aie@fieoedkyhyl group is

roviacef Bl G epedtediieBiobate ave MRt upaketpLi§ neteroalyny

group. Wh@g@f@t Hisct bl@@bﬁbﬂgbé:gfsdomé\eﬁjrmmof élg}dpﬁldel(ytt’an@&alkynyl groups are
- Poor) mi_xture a di
generalldn Saih 0 4o GG PPBAnG P BB BH Ierugatiyqngs that may be

presenttclm tAé ﬂétg&ﬁomﬁs &8RN EPME bS thdsk ?gi@tﬁagﬁtabeaéﬁoi% W’d&icattﬁ/l groups.
al so Io [ eact or 0S
For reageny Rl gueien SPOLH | Bl Sopii el Qe O HarSs Spectiad, such

groups By potiddade Alord than devabitigubds hétefatddys &&RpT AhérdGintdxe group is
i nfo two separa differentially concentrated

WAS i n ,
presenté)(n%é asdme At ‘?fgsukhrd'é BfYPus and magnesi um
thesélky&&m @@da@réuedwcmdes aV(ﬂ@aIIS}II 21l by@oamkw)a:imt;rcm@s the term

er 116, is.mn conc
cycloalglylr letb L%p@har(e{r] @rtje\ﬁfrtttﬁ %C%Pwl"f B(I)rt 2ol %i%@ f@t Is connected via
a ring ca®$h tehe,thnd|* Gﬁlﬂ’(’;ﬂlky'l'dmﬂ?&n@f bé kisdd toldestli‘[% @acdrbdyiclic non-aromatic

group R SnBEEALS Pl ol S e QSRR Thisks Bl Fefecpvptyt may be

used tofdleeCritiel 4 Adri- erromattublcycfhatgr@m thainsbneHiid #tflegst bpd hérdhtom as a ring

membef g it BreoBBecibler S Breioufe s o roap b oRtiC e ghor Y and
heterodfﬁ:twmmdnépbé bsed topigscride JuBPR qrélimihiatig coasddtedlibZmoth@neholecule

troughifer ST LBy et LS ot e BTt P EYHBAG: DEiRkialy.

heterocl¢igiadmendte37clylslkg Wrdatsl e thar santd & hos@ degdrived abdive for alkyl groups.

As used i B s Ao el S RO & A B 87 blo! Bs ong as the

dngermmbﬁmkmally sell able struvite product, e.g. pelletized
fertiljzer s, the sidestream out put. of the iﬂvented
B Y @erﬁt‘i‘d YL FRARMATTSER IQUPE RPTPISING 8N qikYly alkenyl, alkynyl, aryl or
arylalkydgzaicaCatédohed Badneodites twmé\muéblefval%htelpd)stltﬁ)rfsetﬁ@to@fboh%carbon atom,
f | uent strea

and hetewa\%ﬂée{e%%%&%c?rﬁwaﬂg n%]gro‘,lilgs g/%gﬁaéri ntetﬁ? é)lnpfarbon other than the
carbony'l chodathab De@n repyaiee iy 22{bterbBORBGhoeI fromeN, edrnd SITEMUS heteroacyl

nuiot 15 Sob SR i et T S Bae o

Abg aammemramayl droupsn bbhdeld/ td a"ny grﬁ@d Utdhﬁlgcuﬁe&b Whick they are
attacheé?t{irta%h %et&%gF aal\éﬁégﬁf tﬁg cgr Sb&% aﬁ) ! ec %{ga & Etgvvare C1-C8 acyl

mat eri al, a usabl e product such as fertlllzer or a
wast e product In one preferﬁpd enbodi nment prllled
struvite is fornmed by a nethod disclosed in
International Publication Nunber WO 2005/077834 Al .
[0027] In a first preferred variant of either the M.SS
or the WAS enbodi nent the diversion of magnesium from
the anaeroblc dlgester and the resultlng reduced

- . Y . R o o T



In a step 224, el ectrochrom c w ndow 202 nmay be
positioned in superinposition with substrate 12 to
wo ooosodzmd 104d. I n a step 226, pol ynmeri zabl e »@Er/E81089/031020

34 may be dispensed on substrate 12. In a step 228,

vol tage may be applied to el ectrochrom ¢ w ndow 202

provi di ng opaque region 206. In a step 230, energy 4(d

may be applied along path 42d to cure pol ynerizable
groups, i€ inaluddforinkl, Bastdl, éugfidyl érlidl E%r&]p?lpaﬂ(ﬁZQ -Oohdte@acyY gids, which

renove cure and/ or sol i di

mcludeﬁzﬂtwla?eztgb?tg Y} argcil py@@g%\,]ly F&?dr@@%gﬂr%o%Baryl groups, and
heterofdrhlsusisuétt §roaps BeEoFhpiise Sy sdyEon térobeyl @idmgl@aam)@ sObstituted with the

substi g B g R BB SR E2BbAI PBIE SGFTHE B &3PT &l (6 comesponding
comporidﬂipbﬁ tAt labg orﬁe@&ia@yll dougyst em 250 i ncl udes an

el ectrgchrom c f | east one region
é‘}rewli%dm"a%oe ?W'I mogw%rﬁ 1 MPeEY @a&r e%ﬁlé’rya&? ”A@ety having the
well-kndwh ElefpcBsgict of Mohiatce:; e@ﬁplegambe,phé@glam naﬁlﬁhy'lf Similarly,
onse to

el ec rochr mc fil turn a
“heterogrgma @eanﬁ'n etﬁf‘%?&ﬁ f 6%520 BW’UB'%‘B‘W& orf @VC ic N9 ByFte[ps which
contain\&8fridg Imdmisrs exe os bR héler@@&fng;yse%&ed mmcnrsezﬁrgayNscrué w;lusuon ofa

heteroai?'% QeAd Igrp_rga@it&%{%5 ﬁ%&pt] % HRQs @%\Helg de tbhe(:F‘e rlngso Typlcal
heteroadregtic yeteais isaldd mbnoAklic @bt a &omlhaat grolPs sirer &X@ﬁfﬂklle pyrlmldyl

pyraziny ey A DLy (5o hA o SRRt Bty Baoe s gnd IR fusec

blcycl|cmr&lilét@sﬁ§rn{éli?§/7fhsﬂ?§f)ﬁé of thgsé mohb&Blic @rouBs aatel alphén.ring or with any of
ormati.on o

ern 30 revent ,
the hotdsSPaS DDPE & SR PSS At i BARVEN GheP sych gndoly
benzimidazdiglpihtg&gohdf bares@iaZdlyIdidoquigolyguin gyl Behzothidzolyl, benzofuranyl,
trates a

illus exe l.ary .ma attern 30 attern o) .
pyrazoletf B G GO s 6 TR BN ayel pofised ring
blcycllc%%iemfwiflaﬁhaﬁ ®s cBQAacteNBth% diatdrﬁdtmltﬁﬁﬂeﬂ‘ﬁe/oﬂlﬂe@m|dlﬁtﬂbutlon

e bo dar
througngpi GGG KPR iselrRa h s Jelage | Plsar ales Riprcigarupghere a
least thaahg Whn;h?@auredtlgzattudsr%@ 0@k rEairsled of 1BE NSAlOfuIPNEIRE @hh@Bteristics of

sty QB 520 o bt SO0, i, 54 o

monocyciit Réterahyls serabih 5capind mampefsdbae the Bicyehihéercaons tentain®-10 ring
b | arge capillary forces during spreadi ng of
MEeMBeKol yrreri zabl e material on substrate 12. Additionally,

BR0pAY aétbfﬁam&)oiét%s%@ﬂsz%ﬁlﬂuwdgmtm@Odmﬁtysoﬁubgﬂaents including C1-

cn st by ARG ESRHL 5 POE PR35 00 D 8L S s, ac

of whictabayn Mrmtfuitﬁer%haﬂﬁutadddtbér dJubsittuénts fehapeand Rheteroaryl moieties include

nalo. R ST % 8615 s PSR, BRCZRFE, BRI OB il faom

CONR,LOOCR, COR,ZniM0A WNeﬁBirheéNﬁ R ¢ igdepeddenyy, HaDt-C8 eﬂl@/ll @H-C8

neteroafkl G208 Ak LA B o8k el By Ry o £ TG SRl 'os-c10

aryl, C5Fe#0 hét@&aﬁ}@%'ﬁ&ﬂZb@lﬁkyl IHresb-g$2 hbiettﬁrj?lalkﬁdamdﬁedﬂhCR isldpfionally
substitfie 1 FAPFERT aftve mealfnoues. B USSR pigEs o af an oY heteroary

group mdycdfeduidg beliuther@ubstititee dith the griapps @éschbédlb@'emmyswtable for each

type of L%&%J})stﬁegrgtg gr c%gag%a att gpﬂgg(s)?lpqqlﬁ}/@&af%qs for egargple an arylalkyl

substitueat may bekwestituted en tred @&l mres with $ieatiuess dBe4dribaidtherdin as typical for
portion of maze pattern 300 and the entire area of
that portion of maze pattern 300. Maze pattern 300 may
have positive or negative tone dependi ng on features
304. For exanple, if features. 304 are depressed, then
the maze pattern nmay be positive. If features 304 are
standi ng out on nesa 20, then nmaze pattern 300 may be
negative. A maze pattern 300 having a positive tone
with a fill factor f and height h7 may form m ni mal or
near zero thlckness t2 of reS|duaI Iayer 48 i f
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initial counterparty to the buy and sell trades acting
as principal. Alternatively, the operator of

W e@pd2usti on system 100 (or another entity) naRCEOSM®09/031020
the trades into C earinghouse conputer 102 without the
entity actually becom ng counterparty to either trade.
ILB. Tinmes and Conditions for Perform ng the Sleep and
Wake-Up Trades [0036] In sonme cases, it may be

aryl gron@fafhﬂﬁitbh@/ b&furthe A\ Guted orsyis ey délor with Ssbstitueatsdyskribed herein
ositions 110, 112 to sleep relatively

as typ'cgﬁ? S ﬁ@ﬁ ffrf’ﬂky@g@ae%e each trade 130, 132, 150, 152
sk gd awllatllfyl @rﬂahet@ﬂimuélﬁym@f@lﬂé @fonddlid anfiGidteBoaromatic ring systems

which a8 BVl do Sk Cebr e Rt fmaudtia Ling aun st 395 pByigne. including
substituted wmubgtmde@)sadmaﬂeﬂ @r Uhsattiradi, bgliday acydlic lirkerss My pidally the linker

o terparties' net r
s c1-chalip] oot o vty Bl keinimanp o iR et pigh thus
making [BtE8m tablesb gmudb:’ém:osﬂtaantgss A radyltdr &é@ﬁoabﬂ)mmbt% AM &l or heteroaryl

.. Qde e COo 102. The, count er.par def aul .
ing in 3 SRAPCL oV TR HEoUD Bk BB P LB b Fare pdrsfents
describé@@bé\@rfoﬂzﬁkyl grogpd. | Praserddiy), anlabdaRoitgry@s inclsbiePs phéryl ring optionally

oo G, oS o PSS COMMELCE e

unsubsttafdtdr @subtfdtedith drie &tRO T ve4 YikqlgrokdsyoradfeterbalRyl groups, where the

alky orypRESTE) VB CPhEPBBEMEBIZER TP ASHE R Bh oS S ERPADS: diowolane, or
oxacyclbperitaiee |Siroiply] ¥ héterr2sflakyl esUpt ;ﬁ*éiéﬁdtﬂ%ndlafj@slb C5FCE Mohbcyclic

neteroeiy| G pOf Rt RBny e il e o B el atbue o5 s uents

typical dnlaryl foupnéer £l -Qaslkylehe thaeissesutgtieuted ols %absttitlgbd)w&ﬁ? one or two

c1-04 8 sty S5 PP afeap Otok Rk et emrereesinr gt 1@< phenyi g o C5-

C6 monbilclic e rbdrictes daeumerretérbalkwen@tr@t Ralksuiesituted or i$ 3dbstituted with

one or T Ay RS S ko Ro e & e’ el o SeiksIog Grige o optionally

cyclize {0fdrm andigrsuch a@gyd%peansarregb@u@lané;wmué@blob@&ah@ hol d

W 88 PG e SRRIAET ST Tk tiBe s PPyl S Rltea, the

substltu%ﬁfseﬁéy NVebly eltticxnisd glkyltoniheterdaphy| portibmer @ameserwa&eteV@rrM portion of

the grolgy allie SIRRIUERS QPP EAILPresPaLr G A Oy oLt are the same as

those desuivad kBbdleefor blkarg&éwsrgdngrawsthé isostituD@s optibAaltypresent on the aryl or

neteroalyl BRHRAEN Lo ORI hee Searybeasye 1ol Ll hiiarograli

farylatkhie gw’ludelébwsékgherﬁﬁidru m@dﬁbcénbyl grb@psaf(ﬂhﬁ‘pbﬁa uriduBstituted, and are

., bond | t th
descriogd B edp pLpwh S 4 6P AaLas)® Bkt THaPEH AIPRE P SimAlingp Thus o
benzyl gr©u§¢s\/£c7tdﬁﬁalkylyﬂo@f aAd peavtwetmpwmsmﬁamymn and/ or

el Ml eegpdii g Peled g P RO bSO bUSg 2D BAgipLP hat s
attacheptﬂﬁbugma)lnmg GroGp eatrd difidre from “hB2alkyd’ inithdt galeastr Orfelﬂntg(htom of the
ouse

aryl mohE S R TL e B p g S A AT SRR R o S, The

heteroakyékg @qupsaﬂré gedtyi bé@blére(ﬁ &ROINGOUSE ot SuMmBEeF of@6igs Ih the ring and

: account s d for sjtigns wt
inker oG ERE L PaHge Sh e oBrel RHdaHan b Felec i itiss hateroary aroups
linked tirolbit b @gdlodsrbpEingeMsuSA s ainSikydet@p s hkete @ab gebupk dalesl through a
forwarded by transaction system 100, with at nost
relatively little change. In sone cases the margin
required at C earinghouse 102 for a counterparty my
be reduced by new trades in ﬂ§nan0|al |nstrunents
entered as a result of futures trades being "slept,
due to these new bond positions netting down that
counterparty's opposi ng bond positions already
exi sting at C earinghouse conputer 102. Additionally,
t he nargln p03|t|ons hel d by the clearer for bond
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financial instrument into a position in the first type

of financial instrunent. 3. The conputer network of
wW@b@onyB41 wherein the first type of instrunentPCHURING031020

futures contracts, and the second type of instrunent

is bonds. 4. The conputer network of claim3, wherein

the quantity of bonds traded by the transaction

processor is related to the quantity of futures

heteroaD@BIirﬂ(bQﬂBhL&Pﬂﬁ' example eCy-hateroaBkitwaid ingludé @§ridylmethyl, phenoxy,
N- traﬁf = anount of bonds transacted DVOLl for
and N-pyfro WOl for bonds5. The conputer network of claim

AlkyMrRy @b iséd ﬁer’@ﬂﬂ@ferzi foaéieudalbm HyldeodaFBN§@ab] Itause it is divalent, it

con BHRERTS o g BBk BB EAS) rotoray n i
1-4, thoRQINAMMERY spReifieer dn mkyl@ieatam a3so wé sistitutédisy SaBdgotipa@dad can be of
ansacti.on eproctﬁ are chosen Efﬁ have DVO
StGet 1 d atur

by the t
other leiihe 11chE 85N W6 U564 OmpOSHen sl @ Py Bes ~CH(Me)-
and —C(W\Ae)}hﬁa;cgla@bé egfemed m%|W|e@saam& a \o&tﬂnb@rduddmeh kaeraglaopropan 1,1-

. raded the transactio rocessor are ect
aiyl. WhEBE Bererpin g Shstv el B5 R beREnGhEufE gk il Bresent on
alkyl growsvey desofived tdréinl, wherein the communi cating of

oS Rty S RIERE aBmaskE A 45t ordtda kol 1y eferotorm of
one of thédeagroaps thiapisaapratheldhe a tsubstiiaht afaytildelf bpt&iﬂﬂaﬂwbé y@tisﬁmted by

addiior] YA o o B IRR & EFS BUBSILE BB AP Rtk fegaed Wih regard to

the prlnﬂafry blisstit e tHemnBeVeiMtRtsubdBuents arecmtﬁe&ﬁnsé aby&ibled ofrhus, where

an embGURIRLP% eAFaPReR! 15 ARy SN TR RaTIRbE s b Ga by e

remaumﬁg gebdliabntOlREY dssérifodiments f&{S7 whereQhis atakeb eaémigal sense, and where

oo P BT B SRR LR R, SRS S s
by alkelﬁmmouwcdlr&p@fmtwdblﬁmdpﬁdﬂﬂlﬂﬁteﬁ carbad atdns @ﬂﬁeé@@ﬁibﬁdlﬁ@nts and is not

oot BB S Ry AR oL A Mol o e
within trﬁelﬁddfpefbf peShidniios, anaitbe éfo@rm dfitlﬁﬁketsmb*sﬂlttr@nt(yl’o@s are not counted in the

numbersii i e3P 1B AR GG SndiRy PG R PAdRiesispey nihere no number

of substituarts ngs@y;mtae nezghdutinelkylr ademg, skale m:yl ot e @jml.ltperhay be substituted
va

with a BAERE R B B0t TS iR B lehate Ty Erey St isRese groups
may betsuad&lntedﬁmtdelhbm&r tomelat gﬁy blOaﬂlSofLillﬁ(éQélletdBi‘véDémfésffot ebfai‘ﬁple

tract, and |ater r se I ng. purchas
e RS =5 e B arfrg ot el SR B8 rudfenmibatfzen. or aoyl
whereinldt@edst bhe dardbn atoan of tlhé d%‘lgﬁﬁbdl chribaeydio gidufsthals Hedn replaced by a

N e O R I A
and arypakyt erermeteradiylf heﬂérotalkenyd,l r@@roelkyr@&,dfetérba@ll ﬁ@teﬂaa'ryl an@l

heteroa%;ﬂék%%%ﬁ;%)%@\r}%yoké ﬁ?(fe(sj cﬁ@ g% mo (%r{h];ﬁop:ﬁ\ggﬁle $ %tpms are ordinarily

connecteldaiequdritialy) exeept wihier@ar oxd grisap I|§atda%hed 9 Neel Stto faranagieo or sulfonyl
risk held by an operator of the trading system 15.

" The nmethod of claim11l, wherein prices for purchase or
$8di®, aé usdtehdreindscl@les filsidio, Ehlofce g Zed ipHef Fluosnshd @ﬁ@ro are often

preferr%g L\&)}e{@? %?ﬂls{e grr&ﬁz'ﬁ ars gp @fﬁ %thgerfa;gwgaéﬁﬁ%&() qggrlbe(J as substltuted
or optlérfaﬁylsalﬁdtllttﬂéﬂ Pihecedsntiutes NRfFa’tvﬁtbrélﬁ ebbie RO&NRY isynd¥pendently H, or

is an allfyhleél:lée%& g o §I g%&ﬁﬁ{ﬁpr % %@%! <¥ d?lcl'{egou (el f)ggtcnu{hese groups,

futures DVOlL for bondsl1l6. The nethod of claim11,
wherei n the bonds traded by e transaction processor
are chosen to have a duration approximately equal to
the duration of the bond futures. 17. The nethod of
claim 11, wherein the bonds traded by the transaction
processor are chosen to have a DVO approxi mately
equal to the DvVA of the bond futures. 18. The nethod

group



i npl enent a radi o technol ogy such as Universa
Terrestrial Radio Access (UTRA), cdna2000, etc. UTRA

w0 p@broekssl W deband- COVA (W CDMA) and ot her varP@mnus2009/031020
CDVA. Further, cdma2000 covers |S-2000, |1S-95 and
| S-856 standards. A TDVA system can inplenment a radio
technol ogy such as d obal Systemfor Mbile
Communi cations (GSM. An OFDVA system can inpl enent a

and eadha%fltlfve aleﬂhmgtrqgw@uglha@s,laEMEbr\éaggdlaWFg‘homﬁrMB%rofowhé bPone of these
1Ll e . )
groups @dﬁ)“ﬁ?@a W |‘”&E¥%6@9§§e”?§| (ﬁ?ﬁ“tﬁﬂmr‘iﬁ” aétsH'ta%lF@erAthe

correspan@ln@gkéﬁBATaéeernﬁﬁléo picludes 1tems AheMMRF 8nd R” are linked together to form

Tel ecomuni ¢ on. S m ( UMT'S P Lon
2 3-8 BB B WG Ly O Lo e b e Al e PP g Sek Wpiclypapains 1-3
heteroatdmsindepandeysy S PomINI© N8 ldsiaganshises FAAviaEh ishptionally

substituiltl% \&@t@ﬁﬁfw@ityg%ﬁ%?#rlgg%ﬂég F%I%ﬁoﬁpgg Moﬁggfca'dl?ﬁl&r’&”k}se (ejm aromatic
group, iGenprietaligrubeaititee wWihitie Sisjivents deséAE.asAdsicdl rfdm@idr@!aryl groups.
cunents from.a

00 an cribed ind
F{jﬁ?\‘??%(?i” ﬁ‘ #ﬁ%oca‘%‘iﬁéjc' g‘?’ afq %HVC%QFPWBP ?P”ﬁ"&'f‘%é’{"y carbon
atoms i@ the( rfﬁ@:’R/B)areaE?ghbt@l‘ocylslléthfems :t(ﬁié epdicCompuind edrh®ising a heteroatom.
The carﬁéwcﬁga?(gﬁ%tﬁﬁc&htc;g{ﬂﬁwa srplé%@l%ﬂse% AP gggggﬁg &g{nﬁi@}clic, bicyclic or
multipleliepdys Rehsl Mg s eekis, ﬂﬁ@terrmri‘ﬁeteﬁﬁ?omxreWrﬁ &) &8catbANhat is not carbon
or hydr%eb{g H a d an )éfqtegﬁrrts@g_ﬁm IH{latégtlve[e&gQ{@{es\pgﬁp@&cycles include but

are not ﬂﬁ]n@@tcﬁteﬁéhyfd@(ﬁmahﬁﬁs 3widxoldpe, @Bﬁﬁﬁﬂtcﬁﬂirahnp}lr@rﬁ N&traiydropyran,

benzong% %ﬂgé}ﬁ‘ﬁwgﬁ@ ng%lrcg%gbg%qurgrﬁ résog)(la{o e SL{ % g%%grmsoxazole piperidine,
pyrrohdlﬂm@dﬁyr&ﬂldmdz @il pafpele e@rlatr@dpyirhr&itjmbhﬁ:ta/r%r@pg&rcﬁo{sM&J]iﬁyrldlne

plperazg?angrgﬁlaéjgﬁorﬁgsln:qlo Pq%?eﬁ@gelﬁ]ldq}prpong '85% A{Jdlone 1,3
dihydrob@imaiians| 2, oD thdbles thedzole, BemittasLmk, itiladiordie abibptens tdrahydro
[ A conhbi ion of t es,. can

, the fiqgures, in
ioohol S o GO SieEp e Ta B e Rl e SRR SA a2
dlazablo.iy'crdﬂ esq?rue@camuﬁ Beidd,9Pa &Eﬁér@molﬂ@ bet darthaliné r @irade,idxetane,
(% dapce mnth vari oug ‘% i,ment.s .esi ed herein. |
tetrahy 9%36% [FENERPPI S §210In5 s el INE; %He'%?’ kM ghd may also
encompa’s Ihutéeoaryllst O}fﬂe@ nmatr@tn/@aexgmm@s)f hE@roa&wgmhﬁe babe&re not limited to
enna, i ncl ud ntenn s 104 06
furan, p&ﬁB‘Fh@F'ng 'rﬁ' Wec'HWEﬁ%O e ‘é?ﬁ"@ﬁﬁé%'ef@ e110 and
an additional group can include antennas 112 and 114.
antennas are illustratedfor each antenna group;
, hore or fewer antennas can be utilized for
a8 cbegh@yp, "dBsEatst @fdre o érO&sGIablea;dﬂp(trt omahlcy anrmlalytieis deposited

and an%ﬁte@ﬁréijgﬁttrﬁtxtﬁg m%pﬁrlm({%(%ggytgaée Elml e(rgl tgt %}lhcg)f 9'@8%()&129}&5@ controlled-

pore gla33 0P, adiomi Whng tegima IMdriifins raskhs Seﬂhﬁed sesrepdden bellulose, magnetic

peacs. Bidliarrme SurreF ) b, B0 AVEhALETAED iicon 250 gpppen). a plastic
materiab@. @ ppolpsthaéres pblyppglead i dolyaehide) pb%st@f tpoly&lh@!ﬁf&ne&ﬂ&@hde (PVDF)),

or pins {1 HERYSE PSSR T Syt ok s or s Eis e B e in pits of flat

surfaceé%ﬁch zhs)waml gf(e d.] tsnics)ntv@féle)t Wlﬁpbr::\ﬁﬂtr&iugdltatds;’:lﬂ'hb@ﬁd support may be in
i on .ca e W SuUns nti an

any desyBINR, STONREG PRC T ReE B ARt ciyi CARBAY o ey meRbrangs wafer,

comb, pimch W2rar melbité %udﬂaﬂlmqtlaﬂyz fléﬂsﬁlrféﬁéi ah%?ra@fﬁﬂ pb@or radoliter wells and other
exa , C on rt apt S
geometfaa L foime Srewin fL P SR Teart.f quﬂ@dosueﬁﬂ%ﬁ?ﬁeﬁ'at surfaces

devi ces, satellite radios, gl obal positioni ng systens,
PDAs, and/or any ot her SU|taR§e devi ce for

comuni cating over w reless comunication system 100.
As depicted, nobile device 116 is in comrunication
with antennas 112 and 114, where antennas 112 and 114
transmt information to nobile device 116 over a
forvvard i nk 118 and rece| ve | nformati on from rmbl I e

o A A I~ o o o o » A NN A n




Denodul at ed synbol s are anal yzed by a processor 1814
that can be simlar to the processor described above
wowrab/osgard to Fig. 17, and which is coupl ed POI/ES2009/031020
menory 1816 that stores information related to
estimating a signal (e.g., pilot) strength and/or
interference strength, data to be transmtted to or
recei ved from nobil e device(s) 1804 (or a disparate
designdmas eecivat draink 680ples ROWBErbte 13610 Myst pfaayerﬁ&d‘a%é flatddraieSwith
nformation related to Rerforn1 t he varijous

hydrophaor‘?éF "eIves PURUNGNY PYGFaRlTiGded 95 re %@P”@P“H@e%@dﬂd”lgs&lﬁamp'e The
substratesmbteriblg %én @9 umirﬂd thed operb BsiOgMhe B&vidddBhaRsHgehtstto baised in the

proced ey g4tInG A=t X FRRIACATH HvA P ae AL fessesppmety

@mh@gubserat@ ep6ts oMt thategaduihe. or MteoNedlytefabgitive often have

certain g}é%a?tsrl r 1 %gt} grgot pﬂﬁ%ﬁ&)&téa &Png ggpgtfgvolr(hjﬁpe)(dt%rssltc\)/about 1 mmin
dlametdrﬂfS@bfmémelérbﬂel’Di% ﬁjb@t@ﬁf@ll@lﬁj@ﬁorﬁrﬁéhd)@dﬂ@yp(ﬁeﬁérﬂieﬁer&\/arlatlon often is

- dul at.o ulator, 1 can ti p e he
m'n'mar(%fgcrvﬁﬂ? thofzaépu{\?(gwwrggie égy ﬁe'ft?r' Sk e(réiltsttalrgzgéfor Spots on @
substrateuiszflg lforaﬁﬁﬁl’ﬁibéctic&ﬂ&r}l cannBxitlliged] @utlE 8¢ 83ntdBdenter dlstances of 2.25

mm or fléégm%g t?o amp eoémaaﬁa?el egft g?tﬁg%igpgg% ﬁtltwli}gp %R%tfé)n a substrate
often is@0Dgtartiadl hﬁl‘ﬁ(ﬂhﬂ rSpbteén thersubsetrdtaichn @hves Gia®ees rahgihdg befween about

. a _nunber of ocessors (not shown). [0Q110
10 micrGaes et o B PeRes ce Rt of Podh St cbbugipte ofients
substanTbHB,/ Wifofrth @88 spotiaLspbtitickaesssyssibidn didls demimal @.qgbout 30
ase station 1910 and one nobil e device 1950 for sake
”“momSW revity. However, it is to be appreciated that
system 1900 can include nore than one base station
nd/g .more than one nobil e device, wherein additiona
tions and/ or npbil e devices can be
ASI bsécanérbml, the tednar tb@@t site" defefsad %ﬁpe&ig@ Bcax gﬁglsgbbta@e upon which
on eV|ce ) descr i el ow. .
material, ﬁ“%ﬁj@ﬁ F‘iagl%‘ m%?”?' m?tS 3?5%9"6@ a&?@éje’t%é‘{‘a'%g?sQa%k’%g?%%'ted and
retalned|.9A@uBé1tyté)mambmtbm (ﬁ%\brmﬁ)dr}&%gemﬁs e/WﬂJ;rO&art theearsatijedrBndomly or in
or net

Figs. 1-11 . 12-1
orderedgriair glae ey sy tsetiion ess ek BrRekic g aiees, sl arMALD
analysdshg [ gételitaee the rb&ﬁ]ﬂr@éﬁe&%tfb@@sﬁécﬁ@bf@ﬁall%@efetaw &dual to or less

than the; ¢ 8 ot G/ he” T8t V158 S O Py Borlies [ Biea dEgbbn. Thus. o
target sk®tdn bé\feoexdntige, taQN@rbr@Ktamplrﬁor t@ad ordapreysral eaneraha i positioned

tran d over a res ive antenna. T dat a . ) .
on & sulfh AN aThe SO Ao R PG e St a5 BSAHs o yghip. chips in
wells, ot theflikie c Adaigat Qtdmmdq&%iiamplacqwrﬁb el subseatd] ¢h be etched on a

surtace gl K8 SUEBEAGoga L CONER ol a P ar AR riohi e piPlaf A ke, or can be
definedly physitalphexass MI‘bhlemsz etichiad @latisé Agdroptiingigomalrophobicity, or any

frequency . divi si.on n OFDM techni ques.
otner sufi R ET P S e ErAUEROGER SHIGERN] ot synbal s can
be frequency division nultiplexed (FDM, tinedivision
ltiplexed (TDM, or code division nmultiplexed (CDM.
tlot data is typically a known data pattern that
The pfeﬂﬁﬂS%ﬁd cbmpasitierevet tieprieesntaméntanmag beedd &t conjunction with
: nnf e devic d195 to estitmte c nnel res ns? gGe ical
any ioniggfign $UESE BN AIRGP S i d o el lonigplieg (B Clahemica
lonisatie@(CIR Elevndt || apeact (EB 'ectr&}b?é;ﬂbm@ﬁnmqﬁ}al bieE8)] Fast Atom Bombardment

(FAB), Il%g(;i ﬁot'pgllgg@?etll(laﬁ) g?mﬁﬁsgﬁﬁ%trlgﬁsg? Ei@%ﬂﬂy a%%g%ﬁ Ig)rtnsatlon

M phase-shift keying (M PSK), Mquadrature anplitude
nodul ati on (M QAM, etc.) se{ cted for that data
streamto provide nodul ati on 'synbols. The data rate,
codi ng, and nodul ati on for each data stream can be
determined by instructions perfornmed or provided by
processor 1930. [00113] The nodul ati on synbols for the
dat a streams can be prOV|ded to a TX NIND processor
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opportunity illustrated in this case is an XLXS 125,
al t hough others nmay be used instead. The drilling
worp@abe1sit has two stabilization and | eveling | BOEUSD09/031020

and the skid nodule 100 has one stabilization and

| eveling leg 80, in a nodified tripod configuration.

The I egs 80 may be extended as shown in Fig. 2A

retracted as shown in Fig. 2C, orpartially extended to
(MALDIQ‘ anPERsSAiBpfayTloniseioanMePy lafcetthia exttdldinegnts, tHéiRnlaG6n Sdurce is
MALDI agg a maxi mum ext ensi on of 53", although they could

Be“Constructed for a | onger or shorter maxi mum
GEP(é A% oY anar\&@mbeghorﬂ;rdf&hgﬁv@rﬁ@nanéif thd lidadgn B6GANABN with any mass

i be ex&lalned i n ggeate

detaj | belo n :
analyzeg, iBers@rg@@Hrqbﬁr raassZ@a ¥Ze Cl{gren&he\%laélpsg El%kwém of which
mclude|qag($ru§&e§xh@dﬁdght$h©ﬂlﬁaﬁdm&eﬁﬁ imdgnBc Setsts, 1dhadsimh By@fér transform

and qugejadie BRTape: dhircifon, T8 STyeet ey bkl Gdebogien (MS-MS)
mass spdtfrofiieldrs | ngsd'mﬂeﬂnbodlméﬁlé the Flassiahalyadr id & TOF al‘%Q/zfalor

he skid nmo e sh in Fi B, .2C and
b B ST B s B ey T NELS PUA TR SB S IR UG ARyaals and are
not ananztadﬁ by b%pé(btbfseapld mdtrhdm gn %Mmb%mbo'ﬂhﬁerﬁ;q Qﬁe@te@rdre hbtftg]alyzed by
stemitself anno 3 q qftea
infrared EPERSEEPHAL-9-h OLFEG(/ éarﬁ SBe% rlﬁ’éé‘b%(i s¥ rB‘f Ngpngial measures

the wbrialﬁdrf&ﬂfré@)éﬁbylbf (Semlﬁﬁr&o@bmlbé Sandiioeb @ obgsniefdily Wi dlltdedosiz&RM of analytes
can trav % from one ubsea drilling systemto
m“jmeﬁﬂﬂyﬁe eHﬁﬁSBE Péﬁ@?qqaquQﬁnw ous configurations. The
ROV has mating pins and a wet nmate connector at
| ocations 12, which can nake electrical, hydraulic and
Examplgg ymyni cat i ons connections to the vehicle to operate
The folblwmg @xdimblelsiafg n Sy hmRiRy ahb @lustidts @artaihidhibodInéiits bt invention.
is adrilling and coring system The general
requi renents of the systemcall for the ROV to supply
Examp@MdU&whwét@ﬂ@/&kﬁﬁériC power , teIenetry and spare

[ The mis abI of dril
thg‘av‘é'PWH@ e’@r”a%c? e%eq\wﬁ??i“ﬂ I Irﬁg‘ft'roﬁt"\?@ mixed with either
nanopu€OWhicf or with am agdttbid iaaideiaditids td ddtadnib®leseffebt of the additive on adduct

o B D ol e Tt
describ&Ny Usrinkeed., Teith, . baseldnBoosy, I, AL Bl-TOB s sspeytrarh el a versatile

ol for RSBl R S S R B SR S 458 0 et P. et

|PLEXT%m§@ﬂIm%eU\MEWBﬁgeﬁGy méybumysmﬂmm@) SL/§tem through

a subsea ski ril

single t3 1 100% Mgt MR s fadra TEAas. L SPQUER il pgplifion Note
(2005), WofMof WHISH aTg hatsby ikl sirhte@foyréferethice] Dufigg theadilufléh/@dnditioning step,
9011 of azg'a@fﬁd%ﬁjllttﬁobn Smbéggmlt%25mfw%m§a$rg&%t%eeqg%gialgﬂarldupdrgtog& dictates,
while theythergherts whb alsbbmixed wfth asdoebiaasiand igldlBfina abyuibia cidconcentration

£ 20 @pindle drive notor 19 and a non-netallic spindle
Or<UM¥rive belt 20. Even greater detail concerning the

do rérhovegrebidasl chllonssfrgm the @aﬁrmyamm@n@rtoesaem i'ammrad)ssmle inference

from arr\érlﬁgr\l{ivatl%fg cg@(ghe%hené%reﬁgy stgclg ﬁﬁﬁﬁtgqntg ogaicortgﬁ: §g'terﬂr‘é dp%egtied with 1g/ml
of protoded e Béperﬁjlr\@érememrmﬁiw A% aduitive caatereithdiboméd difbetly with the

ocks th | i nder that it . .
analyteé)éhj %g EILJS?#?Q# h{a agleq%é thﬁﬁemelg ?'2) S palrﬂ )@Imp?e, the dilution
step wasWoxplet@Bom an whehetewioRid ieiioesr swittihe (ﬁlht&)rﬂtrdldtioh R¢ré®mch 50ml tray
10 andd nto.,a. drill pipe for |ub catlng a hol e

at a volipe et T3 d e e petin Tl Moo dna B ST The caver sub
24 connects to the drill pipes or to a core barrel for
drilling. The hydraulic spi e drive notor 19 is
connected to an overhung not'or adapter 26 and to a
drive sprocket 27 using the non-netallic spindle drive
belt 20. A further enlarged view of the spindle

assenbly 18 shown in Fig. 6 again indicates the
spindle 2 1 the splndle Iock cyllnder 22 the wat er
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[0044] In sone inplenentations, when high granularity

identifiers (e.g., GCls) are used in the list, several
wa@bdaoenoossi ve | i st options may be enpl oyed for PCT/US2009/031020

i dentifying underlay nodes for registration. In a

first option, the TAl is used and nade | arge enough to

support a uni que TAl per underlay access point (e.g.,

HeNB and Pico eNB). In a second option, a speci al

Fbl&ﬁkﬁg‘lme&éﬁfecﬁ\ﬂﬁ@Iu(iémé@'d)tidﬂi&tg deps, 561 d‘laﬁés @efddispensed at

10nI/do%frﬁE)l%p%%ﬁ%%ﬂsﬁgﬁﬁggﬁét% ﬁg&(&}%@ SﬁlaéAggrqmg) using a

Sequen®RNbgddidpenédreaseatug-ed i a)Se@Jerrh@ﬁl MasIMRRAN® AnBi§zer Compact.

i égﬂqq?gf&e?rslpa%fccaﬁccgglﬁﬁé éhij?lgﬁmegp{qevs for ascorbic acid-
treated bdmbbrsf semm(@wogammma%sjdsm Weds suppr&ssedtethasRebdion limit in the

es and ranul arity i.dentifier e.g.,
ascorbig B VP P its e oy i olp g e Ertals uGh By &FnBniagnaror
soduumraad@as fObdsdorbi@acio trdated &amiplda, white éram@hiarwﬁutterrewgter conditioned

sampleh SN SEHL P G hiD HRINBRAISBY 2Pt IpoaYaHI e eba Posiive ca).

operations (e.g., tracking area updates) perfornmed by

£ a _apgdc sstt r ntal while operating in idle node. As

_p_ﬁ%,]xam Qﬁ@ﬂ@—%—&‘&&—f—a here may be many idl e node handovers
bﬂh@/&ﬂl@wﬂf@dﬁ(énﬁye mmanm dahrosifien earaplisiyg m&ﬁé?md (AA) was
oints i nt as an access.term na

shown Bpdiceadiud\ Bt GRaLPIeDy TReexEd BERATE S over | ay
access points while in idle node. [0046] Registration

oad in such a mxed deployment nmay be reduced in sone

&@-@%é‘—)ﬂi@—m‘prow ng a paging list (e.g., a TAl |ist

Matrix doh&ﬂ‘d@ltlﬂgs Wé%%ré@é’r@ﬁ froACHe MIIOWB@G@@& SdlutlbﬂfE)and nanopure water

(stook 0w STt Fint MR tepetls wedF HGeHav Broaflet exhaaoe resin
accordih@td tﬂww@lpb@@hﬁlfmwﬁSnaI@%lfﬁ HARtWithNexdaamge @8 if H+&orm, and

mor urate the network | earning from
ammo”?ciait%‘”tgé??ﬁ‘ H‘a'ﬁhgo&rmgty events such as handovers and

BIHR I350mar BB 0epaqicdut aguealtriigessages about the RF
ngi_ bors in thF depl oyment; and access term nal

285D ACPUS SRR pr ovi ding a |ist when the access
DaCIREhg BdindRudoiis sutitiong area update request message.

R g B P T N o o

matrix way p‘rlep.m’ed O\Hhtﬂmaml\MBHPA]@OJﬁMd\I H,00xd1te Givie 20V bir,@irblﬁayd See Table
i.Nnvo ve access.term ha SSI. S ce. exa
1. The [ i e avelR S PEaY oa SoR e e  son Usive, Besty Ranoplotter.

term nal may hear and the level of nobility of an
access termnal may not b to the network when
formng the list. Siml arﬁf‘@"%\fqﬂ networ k may need
access t emamixiTape assi st andatrix Codpdsitioni(dvacdnhatiops msehce
of nearly fento nodes or [rnM $S
i StaRdpsd. paresiha t ¢ 2 3P0 HPA/ 3
term nal g St R tracki i drpRoat a mor >

For exanpiwmati'e 9 antitabhd ypadho AP oSRERIAUE at =
macro n S nay not—be suffrcient to determne wiich

fento nodes and pico nodes are near the access
BertheticDliggnapleotine Sameles terni nal registers (e.g.,

PR babeipdhid LRARKAHAEE BRI gbRGETHERS SBARR directly on the

osure re 'R SO A8 Pec

matricepobVakle Ag Imma fitst axpatimandle hgneri ssmthtehfaollg@ayclp@ttm (B &HCTG GTG GTG
GTG Gﬁ'g\H%te's%?'o‘?ﬂ;dtr?fhe éld\M}g ifr-trdg e@%ﬁﬁ)? aﬁ@fﬁ@ H@\;v a§cc98|'0%9|d modified

in an e to reduce OM/O the access termn
matrix. ha§iguee 1 €jdl stadix),(an @nr,noulpcmlﬂectas t:learcbkprﬁgenatr(mk. helght IS

Forexanpl e, an access termngl may renenber the macro

node that provides macro coverage at the honme fento

node of the access termnal. In this case, whenever

the access termnal determines that it is within the

coverage area of that macro node, the access term na

may |nclude an |dent|f|er (e g., TAI) of |ts hone

e T I



conprising multiple cells 802,
macro cells 802A -

poi nts 804A -

Thus,

802G, with each cell
wh008/028er espondi ng access point 804 (e.qg.
804G .

such as, for

exanpl e,

bei ng serviced
aCPERHS2009/031020
the macro cells 802 may

correspond to the macro coverage areas 204 of FIG 2.

As shown in FIG 8,

term nal s 806A

806

2 (new 51@ % n?@@ae\%m

i Sonane

ni cat

access termnals 806 (e.g.,
_ 806L) may be dispersed at various
approxulr@céky il 2R of bAredtigdukUt 5888 D‘éy SHIENtIeY &hmiohiEad dBata8 nacsressnt in Figure

sMatixs

with one or

Re-iefsrieddRdp o

access

gess
er se

I e donBlekp@imént Gh AmBEYTEMher s;baw@ndblmnuaeand&wOMa) and high

mass 286t e ol

erm

igorggfeo

Bl kdphs

active an

ntredrste

ggmgg%m.ﬁqima ap pr&%gepurmatlon.

In both gx@rmnw&}umgmtrwtuowlu@kﬁnu&@bﬂw@nameg ward @smsgeog l'tlﬁ‘prhtaﬁlces of

Table 1@?qb0\, qﬂr 88?&5%' X &

AR G

macr o cel

Y HB%?%E?&

AB? for ?fgega\grréas,ﬁ elnggngh mass

oligonutlBotidés &lre W i MBS 2 érﬂm,léépelﬁh\fély 9 is an exanpl e of

a system 900 th

at

illustrates how one or

nor

e fento

nodes may be deployed within a network environnent

(e.g., the syst

multiple fento nodes 910 (e.qg.,
910B)installed in a relatively smal

em 800) .

fent o nodes

The system 900 i ncl udes

910A and

area cover age

networ k environnment TBLE 2A:I1TmRAAJAGcteOr € user

Adductssiit': yﬁn}gé 5 4‘,4 % net

| 0

% eﬁafiﬁ & net )

HPA (+1%P@® may subscri

HPA Decar oxlyatteor COF n

I

sampenDblle oper at or| core network via a DSL rjouter, a

NH3 (+170apl e nodem a W.4eb®3s T1nk,] or ot her conngciivity
% le owner of a fento node

ng”be fiBbi | e service,%such ag, for ©
o, setyiees—eftered—throughthenepite
' i 0,13*1:6=0.
(ﬁ%uwﬁ 3 In addition, an dc&ggess

HPA Decbtﬁé@bt@@t (+988Da

environnents and?%n snmaller 4§

OQEGS—E.apabl € (g

T1*ppRefod | Ng Dot
r%a coverage (€

N+d.g¥s@acr O
1d%,

otassium gSPREeNt i al ) neft WsTAS=¢Avi r onn

P
W‘l/ﬁurronf I a¥al
Sodium (f ﬁ)] nal 920 h?@fzaccggs tern

ents. | & ot her

tionof the acd

wor ds, 0

es s

i nal 92% may bg

ToY

served by

CarbonicAcid BeD84) celt—ac
nobi | e oper at or

CEGss gt 964
TRre network

associgted Wt
950 or by any d

t5.0618=0.08
e, of a

Average gagttict Gfmdtigndeare no

des 9105(e.qg. .

the fdmto nods

s 910A.and

DepurinaePORB t hat  r esi

withit a car

respand? ng user

resi dénce

930). For exanp

| e,

when a subscri ber

is outs

ide his

home, he nay be served by a standard nacro access

point (e.g.,

access point 960) and when the subscri ber

is near or inside his hone, he may be served by a

femt o ROGs (85:97meh PAhe Mt anHe%' @'\al Ho- N@@EQSNRS’Ra%O
cgnna1|b|e W t gacy access
Probe term nals 920. greard Mafe, nertStasderd Mabsisve, g nsydatrix
(o o o ant n@ﬂ@'nmaﬁein r rf%ﬁlntrweﬂd rn odnnm
PmmeHé@m(ingmeLr“‘” U gy T IV T T U TM0724, 0 T 79/26
Probe SNR(HVY, /'stiev.) ©° CAGJW“ 241 Ps797T VEI f C“‘BBsf?FC ey Ut B3/ 77
Proviae Celftalll SEIvVICES LU CEllalll aCLESS Ll III nal s.

In deploynents with so-called restricted (or closed)

associ ati on,

set of fento no

a given access tern na
served by the macro cel

des (e.g.,

may onl

y be

nmobi | e network and a defi ned
the fento nodes 910 t hat

reside within the correspondi ng user residence 930).

In some inplene
not provide, fo
signaling, data
service. [00118

nt ati ons,
r at

access, regis

I n sone aspects,

at | east
tration,

a restrict

pagi ng,

a node may be restricted to
| east one node,

one of:
or
ed fento

node (which may al so be refgiied to as a C osed

Subscri ber G ou

p Honme NodeB)

is one that pro

vi des

service to a restricted provisioned set of access

term nal s.

This set may be tenporarily or
per manent | yext ended as necessary.

In sone as

pects, a

C osed Subscrlber G?oup ("CSG ) nay be defi ned as the

. Y

.

Y "
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a fento node or a pico node; the first type of

identifier identifies a node that is restricted to not
w@e@vioghss1 f or at | east one node, at | east one PET/UR®09/031020

group consisting of: signaling, data access,

regi stration, and paging. [00156] In sonme aspects a

si xth nmethod of comruni cation conprises: receiving a

regi stration request froma first node; receiving, in

conjunction wth thaasg $:P3hiceAddessiest, a |i st

r\nnr' rlan

g—pdeglt-t-LpeLs—of—noees—MepeLLheLnt-st—nodH

Adducts to 28 843 . nd r ri

sample s \2\5%@5& fg ?)e p g}oﬁnrem tgz n. t ffé II{ ﬂ%@gf ?(1 ers dI,SWF %(e

NH3(+17‘Ha Edst OTE |||p3843)gp_c Ol !qugg BoEr ard at| g @3Sty OTe
second type of ligentifier; idemak fying a set| 7§ nodes

HPA (+1388s)ed on the | 1[st3s*ea¥d4sendi rlg,6*tex1t he set dfo.emuodes7s
at least one refiest to page |t%e first node.|4mn

HPA Deca@%#w'et%h“%% sog%f%‘s%@é‘is at Iog-?a‘st 1one of ttégjm .7=0.78
4#8""‘9‘\7\71 S—app +o—t } —rethog F
HPADeC@B%tﬁ?% ﬁ;goDﬁ) 3;% fi rs? type 233 %leld\elﬁt ifier cgl\ogtfpfo"lf’ses
Potassiud (F3BBEGNT1 11 € Off 0381 .3=081 Vi dUgdl0.98Q6&58 a Cel 1 | 0.4%0.9=0.36
identifier, or lat%identifier |gf a subscriber| 3 oup;
Sodium (tit?@a)se_cond type Q}fﬁ*ﬁ-‘de-ﬁlt i fi er oegl.&xtlds to a A0PH€71.150.51

Mpe@-su ¥4_gn
Carbonic AL {1&&Y?) i ncl ude 4i1h0e8' Pst; é;?’rlré)t Aol furt he rgo/107 0.8-0.14
Average SRR onien G ET T T 1Ty A pdgl Mg Set Gt TderntT i es yat
Depurinali@asde.ONE NOdE [TOT _pagi ng Thg T1TST _node, Wierern the

substitutibrd&@nt3sha cat i on |of.2otde0get of |wodes=0.4 f urt hgqrodeaseds on

e'lm'natlotﬁﬁeﬁr@a%l ng set; Qhe pagi ng sgt? conprises at |I%ast one
substituti r\f | r*lanf i ‘F i ro nnr*l/ or—at | a"col' ohe
ot her second type of identifier; the first type of

i dgnt | fTAELECIBIRIShRe Préve Hdgmtantjlsrgnawto RBisk NENR) REfd
node. —ck

Probe vt hesedond—tyne—of i dqntifie

Probe Helg i Ev,) ! 2075~ ST C 98T , L3177

Probe Sr\l'\’:(b\%‘/‘_sﬁie\? o & Zont; Gozyy >t NST YT sl o7 VT AT VLA BA) B
e et et ||| mat T o of— tie pagr My Set COnprTSES

obtai ning the paging set fromthe list; the

Metrereomparisors & babed patherrglaiet admwpamcseqouridetiuri peakigights, and on
the pro@l{ h({’\,\ﬁﬁé% ? %‘RI I‘}I%O%}g {e #Bﬁgé’tﬁ)g'tée?;rgreeﬁ%% ﬂﬁggﬂjcegrt]cr)n gc%ot%ﬂ?for the relative
frequengy of prelsghafi axgeed theqnepk sews tmrdetmld v3lua gptathel amalysisone

node for the paging set based on a | ocation of the

first node; the determ nation of the paging set
Adduct bmmptiosesor¢ gent i fyi ng at | east one node for the paging

_ .Se A : .
~(rtati e QRAG o Yol BRkocdnts Bleshl ol LT q3RitE okl ueichy
mobi lity of the first node; the method further
(o} . rm i t
The terr(ﬁ deé %lﬁél g)'tsﬁooghnélt{ﬁgtrgtﬁfe%m rlt:tb)gn rQ%Iren I% rt‘dfaF e\peﬂ%ﬁs for the
average h@dl@ép@kmdigim waredbwiand qoagaraplester alt ovapices @sd are not reported in the
identifying at | east one node for the paging set based
on where the first node previously established a
Eonthesyntbetic timeerdiéeavaiagatadductéormaion pegen@ssisis less on the new
. r e t o
matrix (?8528) r%ﬁea?tg rgtﬂem}@(thﬁtgct %ém(—% i t?tétavgﬁ grér%ggéﬂt??énrag n @g%re was 29% less
on the it eatrixiAable n3Afastdomppeayi tndhs esinetoerted steedard ematii. yi ng
at | east one node for the paging set based on a tine
of day; the determ nation of the paging set conprises
identifying at | east one node for the paging set based
on an application associated with the first node; the
determ nation of the paging set conprises identifying
at | east one node for the paging set based on how
frequently the first node i aged; a size of a paging
area for the first node is ifiversely related to how
frequently the first node is paged; the determ nation
of the paging set conprises identifying at | east one
node for the paging set based on a frequency band over
mhlch the flrst node S paged the deterntnatlon of

" o . o o g o, T . o N 1

tables.



TargeGen's short-acting m xed inhibitor of PI3K g and

d, TG 1001 15, is in phase I/Il trials for treatnent
w@boovndmuct foll ow ng myocardi al ischen a-repePdTUEEN9/031020

injury. Cerylid s antithronbotic PI3K b inhibitor CBL-

1309 (structure unknown) has conpl eted preclinical

t oxi col ogy studies. According to (Verheijen, J.C and

Zask, A., Phosphatidylinositol 3-kinase (Pl 3K)

PAkiPEXBRSoRSambldscancer drugs, Drugs Fut. 2007, 32

7-54 Al t hou it seens clear_ that inhibitjon
é‘gg'{'?f@?ﬁxﬁ’%@%e&tﬁﬁ"?@ EReq Using ﬁ?l'dlaﬁ% SHRUEDQFRGENOtyping assays
directec@@tgoliniotplitmBIiBike RND Sid AME gdrles] Thosy asag@ivehgdritemed using the

PLEX T a5y er BV R RRENT 28 B i Bt a9 By D. MALDL

TOF massapatiroméeea veeRdletted fomagh-peroriiad ke DNAa@@lys.g 8. Bidws chnol. 26,
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G -C al koxy, C6-Cidaryl, G -Cgheteroaryl,
C3-Cgcycl oal kyl, and G -C al kyl which my be the sane
woroodiopfserent. "Aryl" refers to an aromati c hyRPeDUTS2009031020
group. If not otherw se specified, in this
specification the termaryl refers to a C6-C 4aryl
group. Exanples of an C6-C 4aryl group include, but
are not limted to, phenyl, 1-naphthyl, 2-naphthyl,
3- bi phen-I-yl, anthryl, tetrahydronaphthyl, fluorenyl,
i ndanyl , bi phenyl enyl, and acenapht henyl, groups. An
aryl group can be unsubstituted or substituted with
one or nore e.g. 1 to 3 of the follow ng groups which

may[ be {he Jane pL diffterent: [ - JCT A kyl,
C3-|Cgcy¢l oal|kyl , |Z3 - Qgper |4 uoropllkyd|- | hal o,
halloal kyl & H¥drokyl, (€ - GehydBxyRalkyl -, - NH2,
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o &ediplet S ramianicaineg: ToRiorm '3 oo’ Radpist o gy
of thdi eleiberyts Jtohedifids] (eay. ameyicd” @mmogarNonet dryrhere devices) unless it is

conk%éﬁ t hly %%gr nog gitn%,s]ekr)nqu} a@r ggrgﬁtg? n%r’le 9%?1¥ Iefaelmde)n’[s is

desdri{ed| 4l'h(e3e|m T’a)bbuﬂaams@mbdanem-réfeﬁ to3 value W|th|n 10% of the

ondE i Rt o TR s 3y g RO ks gkt

beg'ﬁnmgtoﬂalsdﬂrtgmfweuuesl rrmiﬂlepreepiao‘étttieaaludeﬁcer i“beoltiin2the 3” is

aboﬁ??%&&%%goq/%%uu?gy%grp%gmplne_, g_quigrgﬂf “about 100 grams” can include
weidhts Betdleen |99@ém$ éndi-'l t) pyamsm Thus; ibslydulpbe nyddrstaod Hrab withough
the Errg(sgr?tm\?e& 8r|1 ﬂ?/ﬁ %oeﬁ él%ll |?c%%sré‘ﬁg)|y)r8pr§s%%tli\§e eé‘rl]]%odhrg?nts
and(cp@omdl feddurgs nnudiﬁ)lqatlbﬂaﬁl'd (3@atiog ,of hheZonmeptsy hamreth EEXIdsed4Day

ng, 0.2 mmol) in anhydrous THF ( 1 nlL) to give

4- ({[4-(3-ethyl -7-

nor phol i n-4-yl -3H[1, 2, 3]tré§zol o[ 4, 5-d] pyri m di n- 5-yl

) phenyl ] car banoyl } am no)

nor phol i n-4-yl et hyl ) benzam de (30 ng, 49 %yield). M

(ESI) mz 601.3. Exanple 54 Preparation of 1-

[4-(3-ethyl-7-nmorpholin-4-yl-3 H[1,2,3] triazolo

[4,5-d] pyrimdin-5- yl)phenyl]-3-(4-{[(3

—



from 3-[7-norpholin-4-yl-3-(2-piperazin-l-ylethyl)-3

H[l,2, 3]triazol o[ 4,5-d] pyri mdin-5- yl]phenol (15 ny,
wQ@2@4/0mswl ), 4-(3-di met hyl am nopr opoxy) - benzal BPE&hysz®09/031020

(15 mL), NaBH3CN (15 ng, 0.23 mol), and zZnd 2 (15 ny,

0.1 1 nmol ) as described in the exanpl e above to give

t he product (10 ny, 4796yie|d) M5 (ESI) nfz 602.
bersrg()j 1@ zélr?ntlgn d h cafio fions ar

529 ntBPQS %r? ¢ {11 e 2, f"l P TR Ticadons ARd YR/I3fiBTHPa

congidereldyithin the scope of this invention.

e b Ll Pyl i g0L8l Bl P SRl heno!

4-yl -3-(2-piperazin-l-ylethyl)-3

H[I,2, 3]triazol o[ 4, 5-d] pyri mdin-5-yl]phenol (15 ny,
0. 04 mmol ), 3-pyridinecarbal dehyde (15 nL), NaBH3CN
(15 mg, 0.23 mml ), and Znd 2 (15 ng, 0.1 1 nmmol) as
described in the exanpl e above to give the product (9
ny, 51%vyield); M5 (ESI) mz 502. Exanple 112
Preparation of 3-(7-norpholin-4-yl-3-{2-[4-(l

H pyrrol - 2-yl net hyl ) pi perazi n-1yl]
ethyl}-3H[1,2,3]triazol o[ 4, 5-d] pyri m di n-5-yl) pheno
was prepared from

3-[ 7-nor phol i n4-yl -3-(2-pi perazin-l-ylethyl)-3

H[l,2, 3]triazol o[ 4,5-d] pyrimdin-5-yl]phenol (15 ng,
0.04 mmol ), 2-pyrrolcarbal dehyde (15 ng), NaBH3CN (15
ng, 0.23 mmol), and Zznd 2 (15 ng, 0.1 1 nmol) as
described in the exanpl e above to give the product (10
ng, 57%yield); M5 (ESI) mz 490. Exanple 113
Preparation of
3-(3-{2-[4-(2-furyl met hyl ) pi perazin-1l-yl]ethyl}-7-nmorp
holin-4-yl-3 H
[1,2,3]triazol o 4,5-d] pyrimdin-5-yl)phenol was
prepared from 3-[ 7- nor phol i n-4-yl - 3-(2-

pi perazin-I-ylethyl)-3

H[Il,2 3]triazol o[ 4, 5-d] pyri mdin-5-yl]phenol (15 ng,
0.04 nmol ), furyl al dehyde (15 ng), NaBH3CN (15 ny,
0.23 mmol ), and zZnd 2 (15 ng, 0.1 1 Mol ) as descri bed
in the exanpl e above to give the product (16 ng, 92%
yield); M5 (ESI) mz 491 . Exanple 114 Preparation of
3-{3-[2-(4-benzyl pi perazin-|-yl)ethyl]-7-nmorpholin-4-y
-3 H [I,2,3]triazol o[ 4,5-d]pyrimdin-5-yl}phenol was
prepared from 3-[ 7-nor phol i n-4-yl - 3-(2-

pi perazin-|-ylethyl)-3

H[l,2, 3]triazol o[ 4,5-d] pyrimdin-5-yl]phenol (15 ng,
0.04 mmol ), benzal dehyde (15 nli), NaBH3CN (15 ng, O0.23
mmol ), and Znd 2 (15 ng, 0.1 1 nmol) as described in

t he exanpl e above to give the product (8 ng, 46%
yield); M5 (ESI) mz 501.
3-(5-Chloro-7-norpholin-4-yl-[I,2,3]triazol o] 4, 5-d] pyr
i mdin-3-yl)-benzoic acid nethyl ester Step |

3-(2-Chl oro-6-norpholin-4-yl-5-nitro-pyrimdin-4-ylam
no) - benzoic acid nethyl ester was prepared from

2, 6-di chl oro-5-nitro-4-norpholino-pyrimdine (2.0 g,
7.17 mmol ) and net hyl - 4- am no- benzoate (1.09 ni, 7.19
mol ) follow ng procedure 1 (step 1) to give the fina
product (2.04 g, 7 1 %yield); M5 (ESI) nlz 394. Step
2

3- (5- Am no- 2- chl or 0- 6- nor phol i n-4-yl - pyri m di n-4-yl am
no) - benzoi ¢ acid nethyl ester was prepared by the
reduction of
3-(2-chloro-6-nnrpholin-4-¥#55-nitro-pyrinidin-4-

yl am no) - benzoi ¢ acid nethyl” ester (2.4 g, 6.13 nmol)
follow ng procedure 1 (step 2) to give the fina
product (2.4 g, 100 %yield); M5 (ESI) mz 364. Step 3
3-(5-chloro-7-nmorpholin-4-yl-[I,2,3]triazol of 4, 5-d] pyr
i mdin-3-yl)-benzoic acid nethyl ester was prepared



[1,2,3]triazol o[ 4,5-d] pyrim din-5-

yl ) phenyl]-3-pyridin-3-ylurea ( 110 ngy, 55%yield). M
W@ EBbpowsarz 501. 5. Exanple 164 Preparation of PCT/US2009/031020

| -{4-[3-(l-nethyl pi peridin-4-yl)-7-norpholin-4-yl-3 H

[1,2,3]triazol o[4,5-d]pyrimdin-5-yl]phenyl}-3-pyridin

-3-ylurea was prepared fromi-[4 (7-

Wwhirl h0|l -4-yl -3-piperidin-4-yl -
—&%Mﬁrlazol o[ 4, 5-d] pyrlmdln 5-yl ) phenyl ]-3-pyrid
in-3- ylurea (150 rTg, 2.3 rmol) f or mal dehyde (37%

aqu]eousl;fol ﬁm‘?%r ucil%n%d%j" %imng?H%|a)sa5‘é° %8%’{?’? sﬂ)r?sgdngr? n

anatyteatoe)eeanallﬁealbymsts ngd:tmndtliye:ommdlmgtthe( 6p wHadd®yan adduct-
red Cér}g( a%{ﬂv& WF] Ehsc%mprlses ascor%lc acnf‘ %Pa saﬂfqgutanee %rr gr%ellc?gnth%];eof

to the- §ebniild pfigr(td-ahblysis optheraph)ytatnbaey sgeatromelrphenyl ) - 7-

. 2, STelTbET of e LB aHO PSS e

com‘dnse(slhratmnluﬂ?oomleﬁel rred sol ution of tr| phosgene (250
?’3 4I'he met%od of c%_llrznq Wgerelnmhza ana@te IS a nuc eclecratcmbUt yl
[ 5-4 4- arfiheapéteoy bl clairmdwpb@in the duyleic3did ik d2pBjribona@deit acid.

0. 57 ooty By o opedn RIREEL BT RRRETE GhE e ol

f or6.15 rifihe racttod\df clainotwhkieirethé B0 Blysig by On38 spatt-gmetryds

90 9. 0 mmol .add d ion .. .
selag 7R Mengout pFCu s B NEUT A Ponas Py Cematonliign Tme-

of-FiightéMAL DB T O ) Masa Spettragetry, hse dDasamtioh Mase ISpdetrometry

(LD S)§ tﬂ?gtrogaﬁyf("—%B %g% §B%<ft%’oinnétryp oanycPITron(Reséngr?cteQR%) Mass

Spettrometoy Imd)ﬂopnaf'hanﬁydn} Bhass Spectrometry.

I -4-yl - 2. i | o [4
F T by e i ¥t a2 s oot oy
anaIWe tobel @lat)relV/By hESIs)spmﬁtnﬁe’l& c@mpﬁxmgﬁh@stﬂaﬁ@f adding an adduct-

red% Qgg?{ﬁh%;ﬂalgﬁn(:ﬂrgﬁg%egn aC|d a salt{tautIogTPe}/ E)Ir éjrharl]og4thereof
to ahhéth%bhdsrrto analysis df tﬂmbmy\alym ld,: mass spetpopetry.di ne- | car boxy

| atge. o SLhLg e sol n psgene 50 ,

ot e TrneEBEs S AR Cmd SuBRE YR Sy e the
adddetErEdthngiMdﬁtﬂ)@hemw énaTythn@’rtolalnal-yész)f thaHmflyte by mass
Sped %trl azol o[ 4, 5-d] pyri m di n- 3-
P tf(i erl di ne-| -carboxyl ate (500 ng, 1.02 mmol) at 25

0C.9. The Theaoéthod ofclxitru er Svabesin theeddiicfreditcing additive further
o 4-riagi na F"i %g)gé%zm ng, 3.0 mol) and NEt (909 ny,

"5’.6?1%0%}6 S ®d and the reaction nixture was

st i10r ed Thermettidd bf daial 7 bh® whétein thelnvagrit sompositionesompeides 3-
h dror>]< a. Crg)hrt] roggg ﬂPrA am and the crude m xture was
YAy P15°edC B % gr ep- HPLC (TFA-nmet hod) to give t

rt -dut yIThé—r@é’thnd)DpcﬂaiM heod8 whetein the matrix composition comprises di-

ri d -yl car banmoyl ) am no] phenyl }

amr%%n}—ér%f%?t% azol o[ 4, 5-

d] pier i deherm&hydi doclgier 7 dﬁ&whbmathb@myllym ie a(rﬂi&[blonygld 21

0

% y1: el[ i)P( ?ePP%)Egﬂrzﬁre%arApgﬁ L%)S’gg% ﬁﬂ%ﬁq %9{ u)ﬂa %gé" tspectrometry
con‘rﬂn[sﬂng Me33tep bbderos|tidg 3-matrix material comprising an adduct-reducing
addﬁll/%é” m d'b%y'gtr;%wkgrglm t¥1| ]ﬁxdgﬁj(gss‘(ra#u%' r‘[rg]g(ag t!vgrcﬁ%prlses ascorbic acid,
or adsait) bambaamyboaiog thefqafienyl } - 3

H[l,2, 3]triazol o[ 4,5-d] pyri mdin-3-yl)piperidine-I-ca

rboxylate (100 ng, 0.17 nmol). was di ssol ved CH2C

12/ TFA (4:1, 20 nlL) and st '§d ed for 4 hours at 250C,

than t he sol vents were renoved on a rotary evaporator

and the crude m xture was purified by sem -prep-HPLC

(NH3- net hod) to give

| -[4-(7-rmorpholin-4-yl-3-piperidin-4-yl-3

H[I 2 3]tr| azol 0[4 5 d] pyr| m di n- 5 yl)phenyl] 3- pyr| di

Y ]



Exanpl e 212 Preparation

of 7V-benzyl - 4-{[ 5- ( 3- hydr oxyphenyl ) - 7- nor phol i n-4-yl -3
W0H2009/091841 PCT/US2009/031020

[1,2,3]triazol o[ 4,5-d] pyrimdin-3-yl]nethyl}benzam de.

was prepared from

4-{[5- (3- hydroxyphenyl ) - 7-nor phol i n-4-yl -3

i (20 g 6008 dhid 10 EbeCieiioiial e b hpg i

substaik) as described in the exanple above to give the

2;21 ul(:te %éﬂ%ﬁg%gﬂg%lﬁﬁi %%t.her'vcsorrngri%lr?g tﬁ% %te%zo?trgéting the
subétfdtfa ﬁfgb&ﬂ{ag_dnmlygabe@gﬁr)im‘fzemmhom.i n-4-yl -3

HT[l., 2, ri ol o 5- . . .

d] |[o Fim J\er{l‘%lz‘?‘f' ?ﬂé?'ﬂw3}W9?79MDB§P?%W%ted??{U?r1%?Fét"ﬁ?rl ) be

nzam. de Thasmgtheaf @gint tOwhdre{ntbe G3duct-reducing additive further
hydr oxyphenyl ) - 7- nor phol i n-4-yl -3

C°”1H¥'F‘is, ?%%PPW%&%%?A, 5-d] pyri m di n-3-yl ] met hyl } benzoi ¢
aciid. ( 267 cgmpdkitdo toelanalgpet by mass spectrometry comprising an

-(2-am noet hyl ) pyrralidine (21 ng, 0.18 nmol) as

anabées%r}(f%ré?igqe%weﬁ%@égg % -above to give the product
(1795 nghhedotoppsitibel pf cldB (EShgrein the 3d8ud-redncimydgen? 14
Preparati,on_of TV-[2-(dinmethyl am ng)ethyl]

com SR &I ol el IO 6 RAIBH e
yl -2BH [ ITh2, ®htpokidian bbldinbt Tupiet cantbrising-anhhomitiimydxa aén z

am. ge repared from4-{[5-.(3- o o

hy oxﬁ%‘ﬁ?ﬁ’@‘ﬂ”rﬁ%‘%‘fﬁﬁ”?ﬁ-’%@% ._cgmposmon and ascorbic aC|c.j, ora
saltHa[itbpidr 3} hmaleg thieedo,, 5- d] pyri mi di n- 3-yl ] et hyl } benzoi c

acid (26 0.06 mmol). and . . o o

N, N4di et %%‘E%&ﬂ”eﬁ?@lﬂ”&ﬂ? AMRHE CRYPoYlos APl aggh or a salt,
tautderecoi drextbg thetco& aad anmphanidghoxalate0 gi ve t he product (

13. A 37% vi.eld): ESI) mlz 503 .3 . |l e 215
B Bt oA A ae R et B rdr e R PR BR SBRgH e orbrieg an
analyle &3t &y ddducy-pueninl additive vgteodin ithe additive comprises ascorbic acid,

e e PR R Rt g T et

hy ddoxy phaingdt kit faroigsh abedtrobatty-cdmprising a substrate and an

el AL AR 05 e
and-gotiro@yilrardxalate. 18 ng, 0.18 nmol ) as described in the

ex | e ;abqve ta. give.t r.oduct (.18, 8 . 50% .
v ath - el St fun 2 BhesspliiBe R s IPRebn o
4- {365- ( A mgthodXymbreparing-ah- anahyd falr imasd spbet®metry analysis, which
o H'iél 2,3]triazol of 4, 5-
"'8Y¥ i mi di n- 3-yI ] et hyl }-i V-pyri di n- 3-yl benzami de was
pr epar ecohtastingla §plGtigrBeomprising an analyte with a composition

hydr oxyphenyl ) - 7- nor phol.i n- 4-yl - ,
com e YT A LT 30 Al R Ted PRy ERTne
sangpta fbr (n26s spect@n@fryramalyyisaardl 3- am nopyri di ne (17 nyg,
0.18 rmol% £5; dqﬁé:ri beld in the exa}%ﬁ above to give
the prodUtRPUEE 0P TP 896 JiasP 8P*UE (s ) mz 509. 3.
Exd@Tpl e T2kné&thegaf @dimo26 wherein the composition comprises ammonium
FE 7V-(4-fluorophenyl)-4-{[5-(3-hydroxyphenyl)-7-norpho
OXa)AGy . 4. yl-3 H
[ 1,28, 3] tThearethod 4f Gaid] 26/wheriethi the 3nziyferiebmybiplverczam de

\t’]\’;a/ g;;gﬁ%ﬁﬁ?t&)g%@ﬁ%ﬁ f/ﬁ(:argi_rytp(_a gucleic acid is deoxyribonucleic acid.
H- [3D, 2, Jhermethod of daibr 2 wiereim tte nudeiglacitas hpbriskiz adid.
acid(26 ng, 0.06 mmol) and 4-fluoroaniline (19 ny,

0.18 nmol ) as described in the exanpl e above to give

the product (18.2 ng, 58% y§1el d; M5 (ESI) mz 526.5.
Exanple 218 tert-Butg \ 4-{4- [(4-{

[ 5- (3- hydr oxyphenyl ) -7-norpholin-4-yl-3 H[1,2, 3]

triazolo [4,5-

d] pyri m di n-3-yl ] met hyl } benzoyl ) am no] phenyl } pi perazi n

e-|1 -carboxyl ate was prepared from

~



{[ (2-met hoxyet hyl ) car banoyl ] am no} phenyl )urea. The

conpound was prepared as described in the exanple
wW@bwyeoissi ng tri phosgene (21 ng, 0.70 mmol ), PCT/US2009/031020

| - (4-am nophenyl)-3-(4-(3-ethyl-7-

nmor phol ino-3H-[1,2,3]triazol o[ 4, 5-d] pyri m di n-5-yl ) phe

nyl )urea (40 ng, 0.087 mol), 2- nethoxyet hanam ne (20

"0 oomerina ghnis B SelinG ks Shet e Ay bied

seldctedardN tret greapc@nsibting ef: cviawlie-Assisthddiaseab eguptidn/legizon

EA i -
Timp Yoot (AT TS Tk oS Sppromeyiy: Laser Desomtiop Mass Sgpeirasmetry
(LDNISDYE e ctradpraySEB) WbeS)bb(}tro%e(tﬁy {dn(@yaivtioh Regehimyde) ((GR s s

oyl ] am no enyl FA salt (5.4 11%
Speﬁf/r%ﬁlﬂaﬁ’ alvélqg(?)ﬁg‘ér(r)-P orm %fs§ Ty(e 277m%r epar ati on
of 32 {4-A Bre(Hodﬁatdr;allﬁtrig)@ln)anH;‘@bph@lss Bpdbtnpinedy, which

2,3]triazol o[ 4, 5-
Co”lﬁ’f'%‘fﬁn ni di n- 5-yl ] phenyl } - 3-[ 4- (4- net hyl pi perazin-1-yl)
phenyl | unte@lucing@ sangdlé ta & thas® bpddtrometdr, Whérpindhg ean@ple

comi)%%%s grggrbeﬁy)tséng]m {#{Pfﬁ%&%% §%_\f' tam'fg)m\(’avragr a%%go%qhereof' and

2 3] tanatyzinl dfetsdmplp py miass dpeetforydtiyani | i ne (150 g,
0. 48, Tk B3RP Saimt S YSRGS Lol i ShgR o

oxaldtg.rri ng was conti nued for 1 h and

andngs B REh a2 b GurlER s ARl ikt | on

m x35ur e Theanesthod bedaifro34 whehieini tbaahclélcmmd |§'heo>§mbummleic acid.

burEr 1 oy el SR HHLES PTrAe AU RBE oL 5 BT Y g2 30

(3-3t hyIThé methpdh of ¢laind33/Whérein the mass spectrometry analysis is

seicticidty Pl e Srmstog of Ry i Labe S Oiedi

Timb/isf-CEPit\MALDI-56F ) MasESpagitandnd L &see Dassatption Maks Spectrometry
(LDMSE)T‘EI%(:%@Q{)@@E(E%{ &thg él_pgétr%mné%rryr,) e éyrgflo%r_owr\;e%onance (ICR) Mass

Spedirpyeiryratidobrigd Trahsfomh Me@s Séea:trdrmelghenyl Jurea. To a

d | f 4-
ordher A BB b oS AR B e ege seotgomirpes O
a mhirlnéor(l\Zzﬁlﬂx-W@slsfédG_aErerdDésdrpStloaﬂhmzhthus{MNHBI)(rﬁasmts)pema@netry and

.. add ol uti of 4-nitr | isocyanat ( 118 nmg,
() OB Fi P HrsoliipToric P S RGeT e e ot i fred for 8
hOLBQS anithetsuestyatt lobwaisoB8,dvheasin eath sodt éatthay comprises
am Iltjratllop The filter cake was washed with hexane ( 1
'H@ W& e@Sed in a vacuum oven to gi ve the product
- {40 [ 3-Thenmibhtydte ohylbi 38, mirepdiolona-od mple 8f the spots further
HI[l, 2 trlazolo[45d]pyr|md|n5y|]pheny|} 3-(4-
CO”}E’.”%?%%’P@% YfUr ea as yellow solid (140 ng, 46%
yl el1d) , I\]Hie(siﬁﬁ‘st)‘atﬂioﬁcléﬂﬂ4@t wheltsin e analyk® isPy epagiabeidn of

4[543] t ﬂ[e gﬁtéat 8%%55@%@ !ﬂg(al_ r%uncslﬁdl'g %f:;]i@ﬁsy(lil_%oxyribonucleic

acmbar banmoyl } anmi no) phenyl ] met hanesul f onani de. To a

stlredolu of .. , o
- ani TG skagHs Shetpm #1 whesgip S5 fuckic g rgiopugelac.
H- [44, 2, 3I]Hersuaztodute[oﬂg:|5irn 83, wiraren thenmatrixlcppipesgd 3-ur ea
hvd Ial)nan. O.% nmol ) andNaO H aqueous (2.5N) (200 nmL, 0.5
A Al (1nL) was added MeSOsCdl (20nL, O.253
nel5)  anihetdubstrat® oficleinndd, véttargin ¢tk $ubistratelioarchip. The
formed precipitate was collected by filtration and
washed with water and allowed to dry on the filter to
gi ve 5
TV-14-({[4-(3-isopropyl -7-n‘°brpho| in-4-yl-3H[1,2,3]tri
azol o[ 4, 5-
d] pyri m di n-5-yl ) phenyl ] car banoyl } am no) phenyl ] net hane
sul fonam de as off white solid (92 ng, 79% yiel d) M5
(ESI') mz 552.2. Exanple 280 Preparation of



experinmentation the appropriate anmount of additive to
optim ze the analysis of a particular anal yte by

wQ a0ogiogig4t he anount of additive and determ ni NBCT/H82009/031020
effect on spectral characteristics. In sone
enbodi nents, the adduct-reducing additive nmay be used
al one or in conbination wth other substances that
reduyce el imnate the presence of .unwanted adducts.
hochi bi o NEHEPEIAL POET AR BE G SHOTHER KT Hher
addi ti ves capabl e of reduci ng background noi se in nmass
spectra. O her known, suitable additives include
resin, volatile ammonium salts, particularly volatile
nonobasi ¢, dibasic or tribasic ammonium salts.
Preferably the salt additives are not too basic such
that they interfere with the sanple being anal yzed.
The additives can be nonobasi c phosphates and sul fates
(e.g., ammoni um nonobasi ¢ phosphate), and di basic
citrates (e.g., ammoniumdi basic citrate), and
tribasic citrates (e.g., ammoniumtribasic citrate).
In certain enbodi nents, the adduct-reducing additive
IS ascorbic acid, ascorbate, a salt thereof, a
tautoner thereof, or an ascorbic acid anal og
(i ncluding anal og salts and tautoners), having a
structure according to the follow ng formul a: wherein:
R1 and R2 i ndependently are OH, hal ogen, R3, OR3,
azi do, cyano, CH2R3, CHR3R4, SR3, NR3R4; andR3 and R4
i ndependently are H, alkyl, acetylene or cyano, or an
optionally substituted aryl carbocyclic ring, aryl
heterocyclic ring, non-aryl carbocyclic ring or
non-aryl heterocyclic ring. Ascorbic acid anal ogs used
herein generally are free radi cal scavengi ng agents,
and free radi cal scavenging activity of an ascorbic
aci d anal og can be determ ned by the person of
ordinary skill in the art (e.g., titration wth an
oxi dati on agent such as 2, 6-di chl or ophenol -i ndopheno
(DCPIP), iodine, iodate and iodide m xture or
N- br onmosucci ni mde). The term "optionally substituted”
as used herein indicates that the particular group or
groups bei ng descri bed may have no non-hydrogen
substituents, or the group or groups may have one or
nore non- hydrogen substituents. If not otherw se
specified, the total nunber of such substituents that
may be present is equal to the nunber of H atons
present on the unsubstituted formof the group being
descri bed. Wiere an optional substituent is attached
via a doubl e bond, such as a carbonyl oxygen (=0), the
group takes up two avail abl e val ences, so the total
nunber of substituents that may be included is reduced
according to the nunber of avail abl e val ences.
Ascorbic acid and anal ogs thereof can have ionizable
groups so as to be capable of preparation as salts. In
that case, wherever reference is nmade to the compound,
it is understood in the art that a pharmaceutically
acceptable salt may al so be used. These salts may be
acid addition salts involving inorganic or organic
acids or the salts may, in the case of acidic forns of
t he compounds of the invention be prepared from
i norgani c or organi c bases. Frequently, the conpounds
are prepared or used as pharnaceutically acceptable
salts prepared as addition products of
pharmaceutical ly acceptablgxgcids or bases. Suitable
pharmaceutically acceptabl e aci ds and bases are
wel | -known in the art, such as hydrochloric,
sul phuric, hydrobrom c, acetic, lactic, citric, or
tartaric acids for formng acid addition salts, and
pot assi um hydr oxi de, sodi um hydroxi de, anmmoni um
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