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net hoxypheny ydr ox et 2-trifluoromethyl pen
ipfprmgtion gbayt hfoPé and fél&d@lu 151391 Feaizgfldo be sent as pATt'of the
s%n{e“mé%ragi ;&f&l@}%{@éﬂ%ﬂy Be H@ﬁt@ﬂﬂ?ﬁﬂﬂued separately.

00420 or cMesivgpt. i b peadineludp s sop gl aied  editial
THIF Q0% Bion Jidsadds: Netyorl 10, though, has the ability jo modity the sent

piﬂﬁd‘sﬂa@e hffpthatibh ih dulieqa@itt THF irelateddmossages) e(gl-theswlidted

Bl i LSS ot T e movdiive ackmondedagment

(Abmnﬁegaﬁvé A RBBERIAgdman el (WATK), (e.g., packet UL ACK/NACK)
yl - 2-hydr oxy- 4- net hyl - 2- trlfluoronethyIFentylz - chl
E;xa;nglpp pf\q T&Eo{ejatgdmlgiﬁaggq includeg Rt are not limited to, PACKET

ﬁgﬁf}hﬂ{)enzos% o )@fmﬁbxk fBF DEWNTINK ZEIGAMESNT,
RACKETOIBHEY Ky SR GNMENILM UL SRS TR BLENEIASSIGHRENT,

RAGREES et S, RO R, nPULAILS . 0%, JamsLoT

HEEDMFI@‘JUI’@]D mrhyAanm@s REELEASE INDICATION messages

6- chl oro-4-[ 2- hydroxy-4-neth IH di n- 3 %
[0 gil?ﬂy dro bE}gzl(w é,sbtp,wsza §lp§v dzagram of the dlsclose method for selecting
431{ &*) FRRE Yéeoﬁgip%l Jwhk fnoe e&{&c% BY R¥{v "o (288 1500).

roxy-4-nmeth

Met(ws)rb;w |tmrx$m1tsatow TEU@Qmiwslmtpe mrofmation wsipg phecanne¢ted

met h h

S AP B aY n kv iphnt byt SO WHEU R0 RechfiBShe pulse shape
1@!’661')&131;] RJEG{ EtkpfSOQ &ih(ﬂpmée)ss&‘-ltzﬁ Iof MRS g€ détgtpires yhe apptbprfiate
1 napht

PHIEE shapestt lfyﬁa ﬁmp 30535 9?91 moa?%%os 195 detesmings the ApproRyiate
uran-7-yl) - 2-
trifluoromethyl pentyl]-4Hthieno[ 3, 2-b] pyridin-7-one;
| - [ 2- hydr oxy- 4- et hyl - 4- ( 5-
pyrim din-5-yl -2, 3-di hydr oben2®f uran-7-yl)-2-trifluoro
nmet hyl pentyl ]-1H [1, 6] napht hyri di n- 4-one;
6- chl or 0- 4- [ 2- hydr oxy- 4- ( 2- net hoxy- 5- pyri di n- 3-yl pheny
1) -4-
met hyl -2-trifl uoronet hyl pentyl]-4H-thieno[3, 2-b] pyrid
n-7-one; 6-chl oro-4-[2-hydroxy-
4- (2- met hoxy-5-pyri m di n-5-yl phenyl ) -4-nethyl -2-triflu
oromet hyl pentyl ] - 4Ht hi eno[ 3, 2-b] pyri di n-7-one;
6-chl or o- 4-[ 2- hydr oxy- 4- ( 2- hydr oxy- 5- pyri di n- 3-yl pheny




phenyl pentanoic acid
(1 -oxo-1, 3-di hydroi sobenzof uran-5-yl )am de;

WQ 2009620985/ - 4- PCT/US2008/072244
met hyl - 2- napht hal en- 2-yl net hyl - 4- phenyl pent anoi ¢ aci d
(1 oxo-| , 3- dihydroi sobenzof uran-5-yl)am de;

hydroxy 2- (3- hydr oxybenzyl ) - 4- met hy| - 4- )
mienshanefilterothe Rulsg shape filter is set for WTRU 20 accordingly (step

%ggﬁxo |, 3-di hydr oi sobenzof uran-5-yl)am de;
drox -4-
ﬁﬁijI 2- It2shmld1}ab 1dtqrhthmt| gthemegh)ong- whienydnsepulaa dias been

Sy AR P PP BT RS IRISR BAG Ry PFP TR ) i etwork

A@élﬂ:lﬁ' ﬂférW'ER‘DJ \Goﬂﬂlsfénal its capability regardmg any pulse forms present

oxo- |, 3-di hydr oi sobenzof ur an- 5-y
12_ f&)@cqquwg i}ﬂg{ g appropriate pulse form or pmlse shape filter will be

de1dcpsd %él(?éaoged%bexyphenyl) 2- hydr oxy- 4- net hyl pent ano

I C acl 1-oxo- 1, 3- dihydroi sobenzof uran-5-yl)am de;
P0#ENzy| - In @B- altermabive -hetdvodx flvh nlse) skmpeyifermatipn can be

T T A ——————
ia-thy RILOBAC heidey bortlons of data blocks. As such, the network may signal
4-(5-flu 2- drox he 2- hydr ox | pent ano

Ao or ol s PaISe T ReS Ry it et b A B P e or

Aofeilﬁlbsaefs(?e&xmé@ ewemia Sit¥tors, 4r Q)é@ﬁx@i%rtﬂmf’ﬁﬁbfébf a@pdrd ofthe
et hyl - 2- pheny % opyl )pentan0|c acid ( 1l-ox
[}

san®e thahgmissiono fen gmmp]@na 5pc}qla}lamg1§pémg frame or burst or block or
or o- 2- met hoxypheny

ﬁ&.éé@%?ﬁ%s%a?e Wl RURRE Hhi ndmiptol

[0046}x 0- | , Ba ghtlaydther a]:tbﬁmtﬂfe,ulha sighalihg byrivbiech the network sends

fluoro )+ .
133*"‘5’51% }%?%O‘E%t]#BWeWF)a’?/%H%%‘S% YRy gy be realized
{61 OBN-t AWTR T kighe@ing] sifch as new parts of or extensions of NAS
di hydr oi sobenzof ur an- 5- yf)an1de

ggp@hngnﬁw@wbﬁ§§w¥ma (5-fl iioro-2-nethoxyphenyl)-2-

Xy-4 tanoic acid
?mgzgo I ggg%ﬁ¥%?§$sobenzofuran 5-yl)am de; 2-(3,4-
di f I dor ob dmagthpd dimplenidnied in 2wireldss fpplmibreyeive hoid (BWLRU)
-4- net.hy | pentanoic acid ( 1- oxo-
PRI RS dr oi sobenzof ur an- 5- yl)am de;
2- ( 2-teimsmiittibg &l pidsodipability siknlabiddludihg-ad-indication of a pulse
hydr oxyphenyl )

4- d
Prorilas Sageiiar iheosarparirahy Boe PN s
2 ( 3-fobditin %bﬁﬂ Zysiontidn®- ﬁb&&@e Fhiaydh ophep hesiyment Redsage

}/ 4- et ent anoi c acid
jnclusles an, mdmahyu obthropelse &irmr enpslsg shapg Gler to be used by the

ﬁmgéjfluorobenzyl)
-(5-fl uoro- 2- hydr oxyphenyl ) - 2- hydr oxy- 4- net hyl pent ano
ic aCZ d ( Thexmethbd3f esmbvdinents bpwherdinthe-aSsighinent deessage

ickiied st SCRERTKkaite i BB PR VP RARREIYkG shape

fiitepﬁ&béué’ed%mrwirmbenzofur an-5-yl)am de; 2-(4-
fl uor oben fluoro-2- nethoxyphenyl1-2-hydroxy-4

Y4
- met ﬁ?y| pe ﬂﬁxgmt@og ef emboriggent 2, wherein the pulse selection indicator

L8 AR e O eandt] °2. fyar oxy- 4-

met hyl - 2- ( 3- nethylbenzyl)pentan0|c acid

(1-oxo-1, 3-di hydroi sobenzof urdn-5-yl)am de;

2- (4-fluorobenzyl)-4-(5-fl uoro-2-hydroxyphenyl)-2-hydr
oxy-4-methy | pentanoic acid (1- oxo-

1, 3-di hydr oi sobenzof uran-5-yl)am de;

4- (5-fl uoro-2-hydroxyphenyl)-2-hydroxy- 4-

nmet hyl - 2- ( 3- net hyl benzyl ) pentanoic acid ( 1-oxo-

1, 3-di hydr oi sobenzof uran-5-yl)am de;

2- (3, 5-difluorophenyl)-4-(5-fluoro-2-hydroxyphenyl) - 2-
hydroxy 4 nethylpentan0|c aC|d (1 0x0-



met hanesul f onam de;

| -(2,6-di nethyl-pyridin-4-ylnmethyl)-3-(5-fluoro-2-neth
wo@00p020993 ) - 3-nmethyl - 1-trifl uoronethyl - but yl BEA/082008/072244

3- (5-fluoro- 2- net hoxy- phenyl)-3- nethyl- 1-(

1H pyrrol of 2, 3- c] pyridin-2-yl met hyl) -

1-trifl uqgponet but ne

ar i 4- (5% Pathed 2 R LFRBRS R i3 ebsipin heppiepms et

h&RBEHCchiRB ENé hrfénﬂaii&yélehidhndol e- 6 carbonitrile;

N-[ 3-(5-f] uoro-2-nmet hox heny].) - 3- ne
1- Equ 551 ol i T]hgrmeg} I‘W‘ Iangrl op embgldlments 1-4, Wﬂlerem the appropriate

p;u'léer fhih 4P fé@%ﬁ%ﬁ i}rﬁlk’,'t%r%ﬂ uw t‘?%WV'PﬁUrig imphdtly indicated when

-am n | 'uoro- 1,
the mﬂ)h;aatlen quem‘t iisndt- griesastttin Ithb assignment gssagephenol .

t a her aodi .rent a
L0 81 RSSO A o Btbfimb 8% A Mo
del@tifg ahe I’}gﬂsed fsred 08 qﬂlISenﬁﬁiiieaﬁRély badedvet, least] ilRparts oft the
- Cgal kyl , - Cgal ken -Cg al kynyl, carbocycl e,
q‘?%‘il‘é‘i’do‘%sgﬁég%m ta‘P?‘”fsag%/Ieter oaryl, car bocycl e-C -C8

al kyly, CaTQQ)ﬁYeth&ll k@ ¥ uERARRH 6, WhteidXksS sélbl"t&'dn is made in
aryl -G -Cg hal oal kyl , heterocyclyl G -C8 al kyl,

avewldaoeﬁr‘ylﬂl@ defiped| WYWRU mdebocycl e- Ca- Cg al kenyl ,

I 4 .
o0 oo gy 5PN £ Sl
thedegignthent imessagess iperfordeditlirougin bayteo 2tdrdayer 3 messages.

subs I tue wher ej S r au

i nabbe e ge 15 Sngolfimes Bk 7 ieltint SBaag for
tehlelsmghm Gt fdS di¥drmeahip richeeblSs AFdtaKY(NAS) li
phenoxy, eCl Cséﬁ;glbzﬂgoylrm ar O)%QROC1 cés al koxycar bo:;/%na e
1gess@gesn| kanoyl oxy, am nocar bonyl oxy, Cl-C5
al kylygm n?ﬁ@rxﬁ&!&%h C%y in Ghy T, &hﬂé&%}eﬁfg @@%ll?éi@iﬂ R pulse
am nocar bonyl al kyram nocar bonyl ,
chipabRity dmdicaton isotrapsmit@L- @osl doanegtimoraonet@pﬂcs

al koxycar hony| Cl- C5 k S{ 1+

21 Kyl noBa mERyR it a8Y e rbRneR o oot the pulse

Jh@ia??ﬁﬁ mclih!@bﬁ@ iYtrag@niitotyupstygistering®with a network

tri uoromst yl, nitro, am no reint

at omiZs ophedhethod as ey @t %ﬁ%ﬂgs ]Efo erei the pulse

& aﬁﬂﬁff Ghdidhed 1§Maﬁgmﬁ§ecﬂvﬁﬂb coMfRInd@tMSHahR netwdi&Iwith a

ni t rogen atomis optionally independently substituted

nétyoriQe@uipmenky| , C1- C5 al kyl thio wherein the sul fur

atom 0 e X{ S Uh

aner dih REpS Moy ¢ th A 38 ebolinietieh L iifre e Wfeted
pulaefirasoopulkd els@edﬁmms selectied blasetbin part on the WTRU.
-(2,6-dichl oro- idin, . . .

" yl e hy Aywiele les? thngptesceiun Wik OV SRER grfigured toimplemmt 2

miatiod & inNhy dxreQIf'%ﬁ:{b'oanﬁéits 1-18.

quoroerethox- phenyl) - 3- net hyl -

1- quikel i .A.]qasgsﬁ@mg,p qu:da‘pﬁ m@le@ent a process as in any one of

Bhyl - 3- (5-f 1 uor o- 2- net hoxy- phenyl ) - 1-(
%@%ﬁg%ﬁ"%@ met hyl ) - 3- net hyl but yl am ne;
| - (2-1h| oroagwioriobntibytoyfigwted ¥ implemenk o peoreys aGn@dyohe of
uor 0=.2- met yphenyl ) - 3-nmet hyl - but yl am ne;
i‘i“%%h s E‘- yridin-4-yl met hyl ) -
1-cycl opentyl net hyl - 3-
(5-fl uoro-2-nmet hoxy-phenyl) - 3-met hyl - but yl am ne;
3- (5-fluoro-2-net hoxy-phenyl)- 1,3- dinethyl-
- qui nol i n- 4-yl net hyl - but yl am 11&:
| -cycl opropyl -3-(5-fl uoro-2-net hoxyphenyl ) - 3-nethyl -
- qui nol i n-4-yl net hyl - but yl am ne;
3-(5-fluoro-2-net hoxy-phenyl)- 1, 3-di nmethyl- 1-(
1H pyrrol o[ 2, 3-c] pyri di n-2-yl met hyl ) - but yl am ne;
1-cycl opropyl - 3-(5-
fl uoro- 2- met hoxy- phenyl )-3-nmethyl -1 - (I H pyrrol o[ 2, 3-c]
- pyridin-2-ylmethyl)- butylam ne;
2- r3 an1no I . 3 trlnethyl 4-(IFprrroIo[Z,S-c]pyridin

~




sul fadi azine, folinic acid (leucovorin), clindanmycin,
and trinmethoprimsul fanet hoxazole. In one aspect, the
wa@paova2a9fect i ve agent i s selected from the groRI/US2008/072244
consi sting of bacitracin zinc, chloranphenicol,
ci profl oxaci n hydrochl oride, erythronycin,
gatifl oxacin, . gentanycin sulfate, |evofloxacin,
moxi }1-oxdtWiFeless pammanication Fyshera copfieyre ment a method
aB9h ¥AY $h8 oPembsdibysingsul fate, trifluridine,
vi dar abi ne, acyclovir, val a%cl ovir, fantyclovir,
f osci®-netA infeguated arauit (1€ soptigyned snimplepmepibymethod as in any
ogggpgﬁn%&i |tB1.18at anycin, fluconazole, itraconazol e,
etoconazol e, m'conazol e, polynyxin B sulfate,

[o®t8iy ci n Althéughefeatnires andrelemients preogemariiedebove in particular
i set hionate

| vhexa hyl ene _hi guanj d .
ORI Sl Penal Flerient Coa i 48R, Sone wighow the other
fértiufes(drREIOMOALsDY in CAHNAIBMBiRations with or without other features

trimet hoprim sul famet hoxazol e, and conbi nat i

. ng

apfelempents Tihbe mathedsor dlopghagts pxavided herein @Wﬁ\%ma&émnted
] | @i g1 c bngthe,r .
4, e OB P ETRR S feeBoErda' tcer
reddahie atirage yedimmnfoa raacutiprOby a gensalipuiose wompiiteror a

from about 0.001 to about [m, ok from,akout
BRIt kap SabpiRRiTeadibl PR e mitingluRRCH kead only
m&BoU(RDOM),04 rhfidéth aleodts KHe®Ody (RAMDOutregiStedDéathe Mémory,
from about 0.01 to about 300

I /M, or fromaho 0,01
segieonEyEton remRATY Sevices maegehis Bdte o fse%teslb%ﬁiagé gtpks and
HEB{o¥hile Hisks, %@ng%tgcal }?ﬁd?a,afﬂﬁyépt;&@ i suckP bs OIMROM

about 0.1 to about Ol .In anot her aspect, a
dighmp onil digital yersatide gisks @AVDshvent i on can furt her

T R
Proc3801e atspdcialpnirpsa fratezs@) a cpovendiopel prycesser, actigitalaignal
t . ) bate 20 | t hyl .
T iy
5868 5ti wHHGEDSP)coR0 a cdNREINr, & nfiCrocdREdr] Ap?l@()a,tion Specific

ol oxaners (synthetic. bl ock polyners of ethylene oxide

BT presdyiratts (Gxlde), Fiald Br%w @rgpmriys @,?&@,s) jGipeuits,
530 TSR i £ i (0

(06§01t het i A pdrbaskorpinlaysoeiagionfwith beftveare ay beusaddo implement
r ene oxi de at.tached t.o ethyl ene di agine. sug

PrR bR ROV 85 Srd B TR FadRE e WiPiRo),

Jdk e@iipadent (UE),Germib@l,hasé Stakibn 1A% wétwbek eaitisller (RNC), or

908, etc., other_noniagnic surfactants such as Brgj ( ra :

Mt howt) comepitier-orighec WAL fraeY e Aseg ) wnjynchion withypodules,

%&oﬁég%ghtedsﬁlel%rﬂkvla% GRARL ’soﬁ%[éd‘e\j,w_ts%ihh ak GOtRhera, a video camera

exanoyl al cohol, etc.) | car bon chains
maduleg salyideophoner a nypeekerphbne at vibzatien gleyiceyehspeaker, a

f rom.about t. b ar ho t . h

RS oardetigioR nEdbechiher Rl P headith s febgara. o

BhiktdotA® L od Wby t(d gd;@hﬁlc%f"ﬂmlmﬂﬂlﬁ‘élll)eraﬁm gnikeh digmiid erystal

. C. ma Ed, ), Phar.npceuti ¢ Pr on .

@i@e@ly <§1§'§%ﬁppﬁé’rﬂ%@aﬁ,rgaf#ﬁ Sicomfiboe digeRp Lt ciebpy unit
i 1 . alefledia PlayéP T AAEL fdiBe £ModulRf an Internet

%Eg%tt.%%séﬁ&ﬁ%?pi ncott BV\i'yI%I i ans &éWI Efyr%tse New Yor Kk,

2006); the contents of these sections are incorporated

herein by reference. The concédBtration of a non-ionic

surfactant, when present, in a conposition of the

present invention can be in the range from about 0.001

to about 5 weight percent (or alternatively, from

about 0.01 to about 4, or from about 0.01 to about 2,

or fromabout 0.01 to about 1, or fromabout 0.01 to

about 0.5 weight percent). In addition, a conposition

of the present invention can include additives such as

buffers, diluents, carriers, adjuvants, or other

-

o o T B



pharmaceutically acceptable salt thereof; (b) a

phar maceutically acceptable carrier; and (c) a
woreaoen2@rs sel ected fromthe group consisting oPCT/U$20881072244

anti-infective agent, (ii) an anti- inflammatory agent

ot her than said DI GRA, prodrug thereof, and

pharmaceutically acceptagble salt th ;o a I,
bEON AT SR8 S0Y P61 1074] A1 TetBOds @%ﬁﬁ’ ) gp dfluy Wide Band
(OWB) SbdggN be a sterile saline solution or a
physi ol ogi cal |y acceptable buffer. In another

enbodi ment, such* a carrier &onprises a fhydrophobic
medi um such as a pharnaceutically acceptable oil. In
still another enbodi ment, such as carrier conprises an
enul si on of a hydrophobic material and water.
Physi ol ogi cal | y acceptable buffers include, but are
not limted to, a phosphate buffer or a Tris-HC

buffer (conmprising tris(hydroxynethyl)am nonmet hane and
HCQ ). For exanple, a Tris-HO buffer having pH of 7.4
conprises 3 g/l of tris(hydroxynethyl)am nonethane and
0.76 g/1 of HO. In yet another aspect, the buffer is
10X phosphate buffer saline ("PBS') or 5X PBS
solution. O her buffers also may be found suitable or
desirable in some circunstances, such as buffers based
on HEPES

(N-{2- hydroxyet hyl } peperazi ne-N -{2-ethanesul fonic
acid}) having pKa of 7.5 at 25 0C and pH in the range
of about 6.8-8.2; BES (N, N-bi s{2-

hydr oxyet hyl } 2- am noet hanesul f oni ¢ aci d) havi ng pKa of
7.1 at 25°C and pH in the range of about 6.4-7.8; MOPS
(3-{N-nor phol i no} propanesul foni ¢ aci d) havi ng pKa of
7.2 at 25°C and pHin the range of about 6.5-7.9; TES
(N-tris{hydroxymnet hyl}-nethyl - 2-am noet hanesul fonic
acid) having pKa of 7.4 at 25°C and pH in the range of
about 6.8- 8.2; MBS (4-{N norpholino}butanesul fonic
acid) having pKa of 7.6 at 25°C and pH in the range of
about 6.9-8.3; DI PSO

(3- (N, N- bi s{2- hydroxyet hyl } am no) - 2- hydr oxypr opane) )
havi ng pKa of 7.52 at 250C and pH in the range of .
about 7-8.2; TAPSO

(2- hydroxy-3{tri s(hydroxynet hyl ) met hyl am no}-1 - propane
sul fonic acid) ) having pKa of 7.61 at 250C and pH in
the range of about 7-8.2; TAPS ({(2-hydroxy-I, | bis(
hydr oxynet hyl ) et hyl ) am no} - | - pr opanesul foni c acid) )
havi ng pKa of 8.4 at 250C and pH in the range of about
7.7-9. 1; TABS (N-tris(hydroxynethyl)nethyl -4-

am nobut anesul foni ¢ acid) having pKa of 8.9 at 250C
and pH in the range of about 8.2- 9.6; AWMPSO (N-(

1, 1- di et hyl - 2- hydr oxyet hyl ) - 3- am no- 2- hydr oxypr opanes
ul fonic acid) ) having pKa of 9.0 at 25°C and pH in

t he range of about 8.3-9.7; CHES (2-

cycl ohexyl am no) et hanesul foni ¢ aci d) having pKa of 9.5
at 25°C and pH in the range of about 8.6-10.0; CAPSO
(3-(cycl ohexyl am no) - 2- hydr oxy- | - propanesul f oni ¢ aci d)
havi ng pKa of 9.6 at 25°C and pH in the range of about
8.9-10.3; or CAPS (3- (cyclohexylam no)-I| -propane

sul fonic acid) having pKa of 10.4 at 25°C and pH in
the range of about 9.7- 11.1. In certain enbodi nents,
a conposition of the present ildvention is fornul at ed
in a buffer having an acidic pH, such as from about 4
to about 6.8, or alternatively, fromabout 5 to about
6.8. In such enbodi nents, the buffer capacity of the
conposition desirably allows the conposition to cone
rapidly to a physiological pH after being adm ni stered
into the patient. It should be understood that the
proportions of the various conponents or mxtures in
the foll owi ng exanpl es may be adjusted for the

o o, . N7 AR BN P~ o == s a1 N 1



met hod of the present invention conprises a
bi odegradable matrix with the active ingredient or
WO pggpeziivent s | npregnat ed or di spersed therei n. PCT/US2008/072244
Non-limting exanples of ophthalmc inplant systens or
devi ces for the sustained-rel ease of an active
i ngredi ent are disclosed i gUAIMS Patents 5, 378, 475;
5,773,019; 5,902,598; 6,001, 386; 6,051,576, and
V@mﬁ260b48w WHi ch are incorporated herein by
" ef f encey bl infl1GhBAteddR Akl 1EANRIAR deR2 it (IPRU)
present invention s adm nistered once a week, once a
cnmprlhmgonce a year, twice a year, four tinmes a year,

bl e { h
a|ropr SPF%‘{ ltlﬁagoa} Skﬂlsé ggp%df’éé’r & g%lt 1n§l|ug%r%£mﬂlﬁgat§o% &8 pulse

féih 6F pEIss eBAPNilteNtHad i¥Bioytedi l@etanséiv TROhdhdi on, or

di sorder. COVPARI. SON OF G AND DI GRAS One

of t FRSCHERE Ay agiiennenh dassassy| ofeHn Ghe a5piegment message

g&lﬁ&%@ﬁ tAReitshr aheRaldeSfoshrYPulsditahR ifRter tdhe ds@@%? Rhe
or I's undesirable condition’is the stinulation of

WTRthneogenesis in the liver by the induction of the

transcription of hepatic enzymes involved in

gl uconeogenesi s and netabolismof free amno acids

t hat 2ar e Phomhetiad df bhmmtmwhdmjn ahlmdstgnméntpn@segeﬁmludes a

abol j c .action .of, gl ucoc e nz
Rl B CHOr ST iierPg ohe nSiRe S oo R ey b be
Bl ngtthawetruase (" TAT"). The activity of this enzynme

can be determ ned photonetrically fromcell cultures
of treated rat hepatoma cells. Thus, the

gl ucgneog C
91 UoaTEORRENARY of SHHCBALEP il SARIRICHTIALARIS i
iadnyod in Eolinfexmnfibe elemendne procedure, the cells are
treated for 24 hours with the test substance (a D GRA
or glucocorticoid), and then the TAT activity is
nmeasur ed. ThBenetdd afdlainh 8] whefeixi thdassigimeaitadedshgRincludes
and Iucocort|00|d are then conpared. Qther hepatic

atign elpaneided in pl ace of TAT, such as
phosphoenolpyruvate car boxyki nase,

gl ucose- 6- phosphat ase, or fructose-2, 6- bi phosphat ase.
Al t enat i Tbe ;nethwboﬂ chaiml & vdtereindbe apprepnigte Pyseform or pulse

%ﬁlm@d gfﬁg?%g HHY lf%rﬁgp]?él{l J(lj%a\}mt%pﬁvlgeq{%rl%r%rtmn

abm@ﬁefsrﬂdtc;@ésénftmme saigmheart messdgée.i on and t hose that
are treated with a DIGRA for the sane condition
Anot her undesirable result of glucocorticoid therapy

is G, indgge %&BB@BP&&xm 1haritat ssmptisiagRbkcied Y pulke form
of a conpound or con€03|t|on may be determ ned by
a

opLpulse $1}&Hﬁ>gf11t€h‘é)3§¢d leagf intpeat e ﬁlwrﬁﬁawe@ %%ﬁ?)‘@gil‘i mgssage.
on the flux of potassiumions through the nenbrane of

| ens cells (such as nmanmalian | ens epithelial cells)

in viT.ro. Theaethod bfxlaib 6 xvinarginthedeleetion isavadyyin acenrdance

ex l.e I si ol ogi cal techniques or ion-flux
ﬁﬁgﬂ@?écﬁ&%ﬁg‘gg(such as With the use of

fluorescent dyes). An exenplary in-vitro nmethod for

determ ning the cataractogenic potential of a conmpound

orconposition is disclosed in U S. Patent Application
Publ i cati on 2004/ 0219512, which is incorporated herein

by reference. Still another ungesirable result of

gl ucocorticoid therapy is hypertension. Bl ood pressure

of simlarly matched subjects treated with

gl ucocorticoid and DIGRA for an inflamuatory condition

may be neasured directly and conpared. Yet another

undesirabl e result of glucocorticoid therapy is

increased IOP in the subject. I10P of simlarly matched

subjects treated with glucocorticoid and DIGRA for a

condition may be neasured directly and conpared.
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For the quantitative determ nation of LTB4
concentration in the aqueous hunor we used the LTB4

WO pavaarssay kit (R&D Systens; Cat.No. KGEOO06; PADUSINGS/072244
243623). 1llm of aqueous hunor were diluted to 11 Om
with the calibrator diluent solution provided with the
Kit. 8100I 'lm'he @ﬁethadimg elanﬁrmlwhgreﬁﬁ ahel afgﬁhahwlg ifér theagksighingent
a 96- e ate_and _recorded in ate | ayout.
meHdpe s mf@m@é&rwﬁ Byt ﬁ&‘yﬁﬁg ‘E%séﬁ@espr ocedur e
described in the kit. A mcroplate reader (GDV, Italy;
nmodel DV 990 B/ V6) set at 450 nm (wavel ength
corr éet i ofbatmebod pfjclaips lugberein e sighaling farethe assignment

FRLEREH bR AR KA L GBI INAS) Sighafing mossqges,

vvas measured as previ ously descrl bed by WIlians et

& Lol Thb o0k ok o LR AR ehS, S bl ANt Lniator s

ﬁrahémitmdu@ﬂmmuéﬁ&fmﬂ&mkutlon Then, the sanples
were sonicated for 10 sec on ice by a ultrasound

honogeni zer (HD 2070, Bandelin el ectronic),

fr eczq; ¢ Nayednliing or Liafs1, WAGAANRNEIGE cAfhiRG, fHifeat
centrlfugeg(g 4,000 g for mn % rer?%l\?ae ng aorls
websmitedypa regwbermg Wuﬂiuea selqsmrkat ant (40-200 m) vvas
diluted to 3m with the odianisidine 2HO / H2Q2

sol ution. The change in absorbance at 460nm was

cont iT2uouThy mMetholl @f ethiinOl, Wwhéfeth the pulse capability indicator is
spect rophot Qneter (UV/ Vi s S ectro Lanbda EZ 201 ;
@épﬁmﬁt?{] Wé%? compuIni¢ating ]‘ES‘ft £ RELT, n?feV‘”(‘]E)Prﬁeﬁj"o Tiaequipment.
determ ned for each sanple and used to calcul ate the

nunber of units of MPOin the tissue as follows:mn)-
| O welide eThemetz}slomotifclalmvhlmb@emﬂae wolented pulse fermy or tpalse

s Pupi | I ary
%IIa ﬁlngcl)éee%,lgéﬂiét?a%r O%dénfﬁ%k/ﬁl’t an 'O wer e expressed
as mean * SEM Statistical analysis was perforned
usin one way ANOVA f ol | owed by. Keul.s post
hoc Tt - AP Tiefees frasstitregice LU utginedy o
and th @ra‘-‘dsﬁﬁtt&i ifsatradBRlittHigSa \@ﬁﬂsep@iﬂdbﬁm@dmgﬁhlnﬁlcludmg an
Kruskal -Vl lis followed by a Dunn post hoc t

mdicamn & méﬁ%foa@r@d)@f@ea&ha@@ ifidter thatsis gﬁppqné@d]by the WTRU;
jh cases. Prism4 software (G aphPad Software, Inc.)

was used for the analysis and graphs. 3. RESULTS 3.1

Pupi |eeeiyingi amedssignmess umessage, Fhereinwthdaassignment message

ayed i,n Tabl a
leBRieP HECnlaias of She B ritan p” pris® sl PS BEL TS pepd by the
WERUNents. 3.2 Cinical evaluation The raw data are
di splayed in Tables T-4 and T-5. Only the 0.5% LE
group showed a significant difference versus CIR
(p<0.{3). ﬁe%ﬁ%f@&hﬂﬁ@ R'hE&ﬁ(l BEFdbighBRny hREBIYe idddes a
raw data are displayed in Tab T-6 and T-7. The
pubaﬁﬁlecﬂl@ ndi@gerrior thdicating th@ pllfl«seﬁf@un onnulse shapefilter to be
S%ie aI Iy significant versus CTR (p<0.05).
k ro e| n rreasurerrent The raw data are displayed in
Tables T-8 and T-9. It has been found a statistical
significance for the treatnents 0.03% F and 1% BOL vs
CTR with p<0.001 , and 0.5% BOL vs CTR wi th p<0. 05.
3.5 Leukocytes (PMN) neasurenment The raw data are
di splayed in Tables T-10 and gl | . Al the
treatnments were statistically significant vs CIR
(p<0.001). 3.6 Leukotriene B4 (LTB4) neasurenent All
sanpl es were under the |imt of quantification (about
0.2 ng/m) of the assay. 3.7 Myel operoxi dase ( MPO
measurenent The raw data are displayed in Tables T- 12
and T-13. It has been found a statistical significance
for the all the treatnents vs CTR with p<0.01 for
0.03% F, and p<0.001 for 0.1% Dex, 0.5% LE, 0.1% BQOL,
0 5% BO_ and 1% BO_ 4. D SCUSSI ON The pr elimnary
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cl ose to another operator's network. Under such a

ci rcunst ance, special care nust be taken when all ow ng
WO h@IMIRG t 0 use a wideband filter in order toPCEKS2008/072244

sure that the used energy does not leak into the

adj acent channels. A simlar, but sonewhat different,

situation can al so be recogni zed when the operator

es t ont i,quous f reguenci or bl ocks of . .. .
? cqubhe; W ﬁF_Sd’ 6f! ’r‘ﬁ‘e_ﬁé‘f o\yg?“eénng‘?%o%ulsﬁdS‘?ﬁﬁﬁté?%t ipdicator is
includd®i8R IRfbriiitidr Bledt, | Ng REDHOT and HUGE wit hout the
limtation of the prior art. [0017] SUMVARY [0018] A

nmet hod and apparatus are disclosed for wreless
or nore pulse shaping filters.

anspi Ssi si.ng .t
{6+ o1 The WARIL ot cPhim a7y whgains q/RgigRmend Metspgeidncludes the
. |t e capable of utilizing a narrow band pul se
Hﬂbmngﬂggfﬁgifﬁpter, a W deband pul se shaping filter, or
both. The network entity and/or the WIRU sel ect a
gulse sh%%in filter to be used and transmits the
2 ecThenWVii rdagh ki,grherein. thehepeioprite meplseyform or pulse

e SHRSHIESS U s X e hartl e ntormacio
elemen?Ffb Rt PreleRtih! A £35ightRe MG .[0020] ‘Anore

etai | ed understandi ng nay be achieved fromthe
foll owi ng description, given by way of exanple in

BB R iP5 BB S ES e e form o
ple AR EURL g AL R <SRBI FRE g O SARL A Qo ror

WTRUCtilpa 8 6slstoved ih ¢Hapyoddseenri zed GVBK pul se; [0023]

Fi gure 3 shows an exanple w reless comunication
system [0024] Figure 4 shows an exanple wreless

TEc IR T O S ——
messaéé)ﬁﬁprérfd:ﬂlﬂéﬂ throuzhodseR 2fdra%y el 99hédBaghs .t he discl osed

net hod for sel ecting an appropriate pul se shape.
[ 0026] DETAI LED DESCRI PTI ON [ 0027] When referred to

R T TR AR S—
e S84 AR i P AL SR (VLS i B

personal digital assistant (PDA), a conputer, or any

other type of user device capable of operating in a
8 el €8 WIRY giradakm My erhereie thedtrapsmittenftransmitisethe pulse

.1 ' " has atiqQn" includes but is not limted
capabl]{@r {ﬁcﬁé%tg)g é’poga@ ?IP%E%érﬁ 3? & rlleg ,°r h access point (AP),
or any other type of interfacing device capable of

operating in a wireless environment. [0028] Figure 3
2howsThe WIRH of caime| s swherem theatransmtendrangmits the pulse

A0 coppr,i sing a WIRU20, o or nore network equi pment
capability {rgliEator b 18IS EHAE RN DT sl | 5 40, Bach cel |
40 conpri ses one or nore Node Bs (NB or eNB) 30. WIRU
20 network equi pnent 30 are configured to inplenent
2%e dThel WIRU il deis Hiewbetetn tthentrambhdtter [t9A2Ghitknthe pulse
.accor dance mLih t he di scl.osed net hod and appar at us,
capabilfprindrenter avhile\eamprunicating vath azeetworkieguipment. a
narrow band pul se shaping filter,(i.e., the | egacy
lineari zed Gaussi an M nimum Shift Keyi ng (GVBK) pul se
shaping filter), and a w deband pul se shaping filter,
or only one of them [0030] Figure 4 is an exanple of
a functional bl ock diagranfEﬁ'aVWRUZO. In addition to
conmponents included in a typical transceiver, WRU20
i ncl udes a processor 125, configured to perform pul se
shape sel ection, as disclosed bel ow. Receiver 126 is
i n comruni cati on with processor 125, transmitter 127

i n comruni cation with processor 125, and antenna 128
i n comuni cabUB® Tl SERBE(RURE 200d transmitter 127

Y L T - e .



pul se shape information in subsequent TBF rel ated
nmessages, e.g., those listed below, or by using
WRR@HNEEG7EoNt rol bl ocks of type positive PCT/US2008/072244
acknow edgenent (ACK)/negative acknow edgenent ( NACK),
ég.g., packet UL ACK/ NACK). Exanples of TBF rel ated
ssdlfee mathadief daimal® whereinntheselestedpdse form or pulse

shape ,é%s%ﬁg l&’% @IW%#LT:@EEEVi@ Qgéwu NK ASS| GNVENT,

UPLI NKASSI GNVENT, PACKET Tl MESLOT RECONFI GURE

MULTI PLE TBF TI MESLOT RECONFI GURE, or PACKET CS
RELEASE | NDI CATI ON nessages. [0043] Figure 5 shows a
fl ow di agram of the disclosed nethod for selecting an
appropriate pul se shape. WIRU 20 connects to network
10 (step 500). Network 10 transmts toWTRU20 pul se
shape information using the connected BSS 30 or any
networ k equi pnent (step 501). WIRU20 receives the
pul se shape information (step 502) and processor 125
of WRU20 determ nes the appropriate pul se shape filter
(step 503). Once processor 125 determ nes the
appropri at epul se shape filter, the pul se shape filter
is set for WIRU 20 accordingly (step 504). [0044] It
shoul d be noted that although one w de band pul se has
been di scussed, nore than one w de band pul se nay be
i npl enented in the network. As such, the WIRUwoul d
signal its capability regarding any pul se forns
present in the network, and the appropriate pul se form
or pul se shape filter will be selected as discl osed
above. [0045] In an alternative nethod, the pulse
shape information can be signaled through bit or
synbol fields in a radio burst or a radio bl ock, or

i ncluded in the RLC MAC header portions of data

bl ocks. As such, the network may signal allowed or

di sal | oned pul se types for either one or nore WIRUs,
or for one or nore tineslots, channels, or cells,
sectors, or a conbination thereof as part of the sane
transm ssion. For exanple, a special signaling frame
or burst or block or RLC/ MAC nessage woul d incl ude
this information. [0046] In yet another alternative,
the signaling by which the network sends information
about the DL pul se type and/or UL pul se type, may be
real i zed through GSN-to-WRU signaling, such as new
parts of or extensions of NAS signaling protoco
nmessages. [0047] Enbodi nments 1. Anethod inplenented in
a wreless transmt receive unit (WRU) conpri sing
transmtting a pul se capability signal including an

i ndi cation of a pulse formor pulse shape filter that
is supported by the WIRU, and receiving an assi gnnent
nmessage, wherein the assignnent nessage includes an

i ndication of the pulse formor pulse shape filter to
be used by the WIRU. 2. The nethod of enbodi nent 1,
wherei n the assi gnment nessage includes a pul se

sel ection indicator for indicating the pulse formor
pul se shape filter to be used by the WIRU. 3. The

nmet hod of enbodi nent 2, wherein the pul se selection
indicator is included in an information elenment.4. The
nmet hod as in any of enbodi nents 1-3, wherein the

assi gnment nessage includes the information el enent.
5. The nethod as in any of enbodinents 1-4, wherein
the appropriate pul se forml&- pul se shape filter for
use by the WIRUi s inplicitly indicated when the
information el ement is not present in the assignnent
nmessage. 6. The nethod as in any of enbodi nents 1-5,
further conprising selecting the pulse formor pulse

shape filter based at least in part on the received
assi gnment nS@EﬁﬁHTLﬁTE$ﬁﬁﬂﬁ%ﬂﬁUBIb26bnbodlnent 6,
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