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peak qyrresidfstis0t1RWdk Ay lbe pegvided, @ittyaRise, tlrnfgqf@S ek iElp-tapeot 35 us, and
fall 8.3 Q tituted al kylene)-, where k is 1, 2, or 3,
ala 1@?@; i HPkyl ene or substituted al kyl ene)-
-C(S)-(al kyl ene or substituted al kyl ene) -
-NR'- (al kyl ene or substituted al kyl ene) -
-CON(R") - (al kyl ene or substituted alkylene)-,
-CSN(R')- (al kyl ene or substituted al kyl ene)-, and
-N(R") CO (al kyl ene or substituted al kyl ene)-, where
each R' is independently H, aIkyI or substltuted
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[00296] Thus, in certain enbodi nents described herein
are non-natural amno acids with sidechains conprising
\N®2MBmaﬂ0Eycle group, a nmasked heterocycle groﬂ@ﬂU&hﬂﬁhmmn
c e e 85,0
aﬁig)rzgfegfe é%ﬁ%h‘éﬁ{ il & th{%ﬁ; iﬁkﬁlhff)‘i) {h%gxg éég 1% may be 1
m long,8aic & 20 tyn (flﬁﬁetelt dilﬁér dhersdeal4 a@ca@u 0 eﬂlsdlam&%ﬁfnﬁerrblsumlde 106.
het er ocycl e groups are f.orned by reaction
(Of coyyseathsesingfe mesHY éﬁﬁpﬂéfyrfiiﬁleﬂ%t)% and %Z‘rbmﬁlé F‘%I% lightysquige in some
systenz ALt Ve QnsHBUES %g@tof COMrRdt & s BMIES dethndfH he need of the
et oam nes, or other functional groups wth si ar
systent c@&bals eédicivsets pf tHeOORHh). Such am no aci ds havi ng
hehihe gbals @& di f th Bich) h ' ds h

IR, TS el et DRIl b Vel g s JA-2E) into
the midfiahMinnurgy d‘ﬂih@cc(aﬁ-awh ik m{j @10@1 LpEThiechon puhe112. The amount of
aeh) pEThiccl

, and Fornmul a XLVII LVIT) (XLVIT1)
inj ectezi nqugra dsga be @Rﬁﬂﬁled 41@5@5)1%@@5&@6 ithagRgRBalves. An

CR5R5 5-S 5- NR t.e
cloctriByl Tl OB LBk T B lisfl 8 T b ot Bl [t §froakdown
the neﬁlral%is ahdkug ﬁtﬁnzetho%abﬂ Hepsehbiilgl dnth€fedd, miofe or less potentlal can be
| ene, optionally substituted heteroal kyl, and

applied, Wﬁié%‘és thase figvpscaftdete Honaicaerely erapBry pripotdeitins) "Fhe ionized
gas, t@l §Iﬁ%2¢:§fz Igg%glalagelér te??(i/g ?a"}%é Xﬁv%e?dgqt%%ﬁg%% glg%éltsoﬁ%f the axis of
swnmb@ﬁGOMQ to the B group and (b) indicates bonding to

ective positions wthin the heteroc cle grou
&k e Opay thergseng &S Hhsriurelgration fogaompl {ﬁ Huan S ¢ \%pmch plasma
R |
columﬁ %atﬁg 12 Qgg)gg}geﬁ'y?%@fgﬂgg és‘é%bﬁ%%%‘o%lq 18. \’cl)dhé grlﬁné’ﬂﬁgﬁﬁna can be
Im IORgl(B)ughlyl’thd: legeth,of alllekgslse;mbllyhtsglom Ut Rchnelcky b¢ aloyut Il @al toytadius. This

or s ituted c oal k Ls sele ted fromt .
proceeg ea i SHSE I RIS Rk eI S EPEARTERPTafe 116 continues o
accele@dtg Eﬁxﬂna 11§tH *ﬁ?et ds‘ééﬂﬂﬁ r&ise MW 1o f%hﬁ)é%bmﬁ Hﬁ%httﬁﬁﬁféplacmg old

I koxy ubstituted al koxy,
plasrns amtemtsmle@ mlnklyﬂmwgblxa}ﬁ appdiga3Ry ﬂ@m@a @@u m:i@mtam the flow of the

plasrn% @ ylnfg tt%‘eu%xzs? ) aslyrrﬁn tlgy LS 1, | u{),(slelgl%ﬁ e%gfgte Imﬁ]ael at?g?leliatlon process can
maint&ib B fldw bﬁﬂlefﬁle&ﬂ{ay[hrough alckantire sadbrEbliytrbidiol 128, aAl%W various devices
(al kyl ene or substituted al kyl ene) - R') 2,

132 ma]g ke ;lemiﬁbtodhe Zonsel 1Q% @@rdﬂr@p@l}?@) ?I;ght emitted from a given

plasma é@s nﬁ{bg%\qg? éltf(? 8{he\[&l'%ﬁ%s ahé é’g@?%@ Sich @85@0% \Slcef and masks,

Wthh\Aﬂz@rlﬁenh@EUW light umlnnerg@lz&ecemd@mﬁdefydmegen al kyI
substltuted | kyl., al kenyl , bstit uted
all932), Délﬁlﬁét%‘ret qQiesgend peERY ( Sesgﬁow LBers fﬁ%@g whep the plasma has
cligned 2k ??%%‘%a%ﬁ%ﬁy GBS EIALATEL o AL K TmATHD e por
us) , whoclemehmrth® it ¢angraasio the lewsth bétﬁaetsmndﬂytﬁgsml]r&%gevery 10 us, if the
or .Z2 us Z3 contri bute

t }
tengtt g SRty iR 4P B et o P Gsps St SR R Fugh R or gommerciatly
viable@iM¥hsiorSURSL d15db&ekeal dswbill Rl %@d?b&l reco‘%ﬁbz%ﬁ' l%ﬁ(%‘él skilled in the art).

al kenyl, al’kynyl, substituted al'kyny
Once @@tpiftsmadtaé gorg ﬂhmwgh this klynstlkmxycanéxgtrsplacte\dt@dlew plasma via a valve
(for exa ;%/fglaslﬁ%%g )eiﬁée 2@§m¥ﬁg );Peespg?)jl% Vg if, 1m$ﬁ%glegr%ﬂmeamlnate the plasma, or if
ﬂmlﬂaﬁhqgﬁﬁfyhmﬂ@ubstltuted heteroaryl al karyl,

substituted al karyl, aralk substltuted araLc

- [003RY| Emencsspegi %{hqdjqc@@eé pwg;pc‘éﬁ@)ttegv%q:\wgltage is apphed and drives

the cu\_’%@{ \g%l}:lg Egcege?atgﬁﬁgi: %oﬁ‘xﬂ) sg 5at:h é}&g{l}llg) Tlgcgr% efple(;c?s the stored energy

substituted aryl), -C(OR', -C(O2R', or C(O)N(R
wherein each R' is independefitly hydrogen,

al kyl , substituted al kyl, al kbnyl, substituted

al |l cenyl, al koxy, substituted al koxy, aryl,
substituted aryl, heteroatyl, alkaiyl, substituted
alkaxyl, aralkyl substltuted aralkyl or RS |s L X
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Proc. Natl. Acad. Sci. USA 82:488-492 (1985); Kunke
et al., Rapid and efficient site-specific nmutagenesis
wowrakostio0phenot ypi c selectlon Met hods i n EnzvP@Gl/US2066/060042
S t T S
in the %Por?{%@r%m{léﬁlgﬂ)am&gg %Eg g% ] © ca{tvy A ed Crlhlle%ﬁ{:eg Q(Eﬁ% %%g 4%ftelr the
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ods in Enzvnol . 154: 329-350 (1987); ZoIIer
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ri t e
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o GRSty SR S A S Spenee2, L
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reactlons to prepare nic Nucl . Acids Res. 13:
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o Sy PIOSEMELELL e PERLE T Q08 ) AL ot
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u t :
S SRR G L PRI Wl S s R
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eot i de- d ted nmut agenesi Nucl .. Acid
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plasm§ hﬁ)ﬁg agearRte? BB P HQLAY BbAakE b6 PRafENL AL @I\dﬁl babve the first chord.
reaction with restricti on endonucl eases in
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pped dupl ex DNA
densith B0 TG ch LS BRb st 7 a3 hut a1 on
CUSH UThE efdgndiicticld ACThd 7-fRash 10@canIdheR4RE Willd8dzimuthal array
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)
o Rl Dt i K505 g o bR st
of the apphdapllasrha) obl tcgb Autiriag thlefetdine &€ tl&:dZ-pﬁfchtplaSﬁial mmfrom these
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R b TR 3 EEL I e e o
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rlbonuclease S protein, Science 223: 1299 1301 (1984);
Sakmar and Khorana, Total sydthesis and expression of
a gene for the al pha-subunt of bovine rod outer
segnent guani ne nucl eoti de-bndi ng protein
(transducin), Nucl. Acids Res. 14. 6361-6372 (1988);
V@IIS et al., Cassette nutagene3|s an efficient
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3 ng/liter, at |least about 4 ng/liter, at |east about
5 ng/liter, at |least about 6 ng/liter, at |east about
wQ@ 2008/08d10Er, at I east about 8 ng/liter, at | eaBCT/HRHOE/060042

IS t - Lit. I
o RS o 13 70 0 L L5 A e
passesalxt v i@0yavahdpths $0tweah 600 add 600 adao Uthe 200gesatabeit at3B@rvals of 28.5
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us, 2906uB0900, A kst 334 uaEt 13 34 1% and 323 et clgrly showehe stability of
/ of protein in a cell extract,
theph%%%ﬁ%fysa mkbhEF?gégpﬁégiunt a buffer, and/or the

I [0089] 1 Nokbiy,@ati ferin Sitet ¢iagnostius hrdrcendstehtveied éid ddcription of the
[00384] The technjiques disclosed in this section can

plasmp behgypir) die tigingel @z pableqiennd shawristiscl cerespapy to the stable
no aci d pol ypepti des

nnmshi@%?%%@gtﬁ%?é?%nQﬂgkﬂ%%#%ﬁg alra}t;mno aci d pol ypepti des

n040e  ©np o€ deadsults ohsarvdfdmmﬁrthmlﬁlas‘ma B@hlu&a FaxpCes Ehe(hmghtness of

: te i ncl udi ng, . but not i nsec
the lighlfipd heafivak PHKTe & F}S&nemm&a@t@r p ETcRbRBL R t?}PP‘Hﬁ lgpeth of the
plasm& gﬁfm |f@t‘irYed%%‘h@a?§di ABwSOFIhEMEsthS pRIsAMI R ﬁﬁ@thré ‘plasma temperature,
385] Yeast As used herein, the term "yéast

leads tortbd: p]@,sma amph U hghtoantpud lbgmg@@m&canazpaimfﬁcmﬁt and suitable for

X essi a ne encodi ng the non-natural am no acid
exmm@%ﬁ§b€g$T@%°g%@@h yeasts include, but are not limted
t fD042P C 230 pRUBA DS WSty réfHosem/sededdrfled by measuring the Doppler
ba3|d|osporogenous yeasts and yeasts belonging to the
shift of plaginajimperitydmecs ugipg pm gnegiye Mcesymgicpwph artetensified CCD camera
S t |
S L R R

plasméb pinchapin setuefanglews tl&qibésﬁm dxh@ providing a measurement of the axial
Schlzosaccharony00|dea

velocitypiodlss alwreipshpésesyted dply §%i%‘i’f‘o‘iift?@%@1w‘é1 t9slfremingeaeadplgvelocity
proﬁleaSﬁF %ﬁ)‘?bﬁ% %gst be n%gsubaSI n@ il CRirfhe a §ull's)év GhRY6fkfon of the

onyce I Ospor ogernous yeasts

Veloci'tymmbﬁtbeevbh@s Grenes brgeenwntospdiavddunmg Idedmssmlbhydo ong that is sheared
pori di obol Fi | obasi |un1 and F obasi di el

(non- glp% dygay tﬁa ﬂH]ﬁS‘teat PHE Flﬁ,tdhe i:IHip %gttnpsc(elat perlod the velocity

quickl%%i%&é%ﬂ%%@ﬁlﬁﬁé i ﬁ’l‘dﬂn@b%fﬂé Mia 8 o %@uﬁl%hﬂ am | ies,
por 6bol omycet aceae (e.g., genera Sporobol onyces and

BLA042L ) Thntheorofistlarowteitma for (aestafic, Z-gaabiss Damrdior e measured

experi%r%oﬂgl? glﬂp{asgqﬂ%gé{ rtn%ieg‘%e}E?OdI e te?%é%’glﬁ g]%%%}ag gvéw\emn{lglber otqﬁe mode,
and “asqm%gﬁﬁ%%ﬂlgw TRS exﬂéﬁﬁ%ﬁﬁ&' I@ults-r @F tH s%ﬁ@%ﬁlarﬁ%lementatlon show a
i ncluding, but not limted , P. pastoris
stable Berigdiof dpproxmmattly 40 S, vdeclesiabhes 20@) (twarthmtsemcb@mpo@,ntlal growth
times. ﬁ’ghegéﬁi?pglgtteln‘%ﬂy gm%glgg&#)%l loqlté(gspf:%l exReedF Flggt}??qrgtlcaéy required shear
thresh@idbdtffﬁ& She &uicdBhilRPiBd aRdthetdheRQd M%Rﬂ@th%sﬁolld%%ld%f the
he nethods, techni ques and conpositions descri bed

qulesderetrtmmd[ D8 8JtclThen sithe cxpesimantal sbilisp ﬂ@a yathghe plasma flow

ex ssi on .of Qn: na no ac olypeptide
measuFERGS RicAnyingnonh PEShORHEAy BRURRUT rEaBr1 Y Port he

a[(043] NnisSlotdriabitecy 8Rdt dReRk&d fBjecerRit@s &teqaa,weis ghtpabhiethe Z-

hosts may include, but are not limted to, those shown

pinch isghp arnsuctsyf thewgnesgy estahasme, puliscad shecdusy yse.c Rhaeriersy, per pulse is
[
expect?g\ét\l/os Fé §1t0§81't;é0:111é1‘r:tg| ﬁé er\édﬁé{ 'of @f@gﬂ S\rﬁgal'r’n \acgltr\r}é rgggﬁty rbge?sﬁta lifetime. The
ratio oF ohyy @Ryl e puldt figha ﬂnw anﬁhcﬁ EuMt derdeoo tHalnef & Q@&tal gas discharge-
Genetic Stock Center, Departnment of Biophysics a
produggdplasara (SHYRE)sgurceyspsy be émr9>ﬂatateéa|lt<t(br ﬁpaetaeml%éh% -pinch plasma
CA), and the Anerican Type Culture Collection ("ATCC")
(Manassas, VA). [00388] The Berm "yeast host" or
"yeast host cell" includes yeast that can be, or has
heen, used as a recipient for reconbi nant vectors or
ot her transfer DNA. The term i ncl udes the progeny of
the orlglnal yeast host ceII that has recelved the
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materials, nedia, and buffers are also available from
such conpani es. [00443] Equilibration, and ot her steps
WO p008l08616DI urm chr omat ogr aphy processes descr i PEUS2006/060042

may ha\eer &L Id i/lﬁlggolg 386 X\@B nc%n?&gte?% lﬁl&i 9[? hfer{lg&/ Ig?ﬁ/ fos& T s grmcﬁoseconds)

while a& @DBB [ 1:0% lﬁaaae/bnm&l dfyl @Vaanulaaﬁb@rnauﬂps usndlhud,e(so(bbkt *30 us) ~ (1
are not limted to, Hi LOA‘D% Punp P-50, Peristaltic
cc * 0Py ~Ax10". ﬂ@n‘r@ctm ow, Z-aigh sanm)@oelwrmémmmch higher power
even \?ll‘d?g f Ivﬁeﬁ%@@ Y8l tt@?ﬁs éﬁﬁ?naﬂqe@%ﬁ% r aCF@bﬁPOfThe value may be
higheiGhht €€t00)andFRAC A& iands FRARR80(3) abt bhemeoifdteedsans; be longer.
and SUPERFRAC(r) Fraction Col |l ector (Amersham
. xers -re al so

: 2 yalx Pation
n il u
é@g?gnp%ﬁﬂ O)E g%f%{sfdf @1114 Z %YC% 1 r?gbile%)%gpéﬁ%%?g% & and measured in
Figs. B} esti€ns asusel%ihsz(radl almlyla flNg) in o 4et Sthbilihean otherwme unstable plasrna

ot SRR P57 R By s

EUV NgROwhieh %ﬁu@l@ﬁngﬁifb@ rS&hi Bsubh kehitdNogitd | YRIBSEHNOE litHldraphy, as for
and conductivity. Exanples of detec%ors i ncl ude

examm i compuer ¢hip wna:ﬁar:@(rfr )0 oﬁ the KesyspnsorU Wighn g¢nerated by the Z-pinch
100 is és%egla(f useﬁu(l9 r%%thygrg#ﬁy?m can gbd\/%n e}lgu:gélp IBllvv(e:lr 99 —on ’the or(cjier of 100
watts &l meRt-awhh 1d\us)efu1 li eligie dnanaﬂatcturre systens are

commerci al |y avail abl e including the varlous AKTA(r

s{M8hs Ome gproahel sheareBi Ravnafiewds they sich way nopgypiform. As
rnentléne(a 1? Lstceﬁ]t QN eg{_{gq% s utcec? 1tﬁ1@§clpﬁ8vhf?ﬁ1§t lé%% atrﬂund 40 us. This

escri or exa
lengthﬂmmﬁlilﬁl@ﬂd)rﬁé%r BRY figor'oF QOO@ dvélrl’hﬂyfﬁﬁ{gamwtr Iﬁ@ bbé’n oligded in the art to
denaturing the resultant purified polypeptide in urea,
date. Pueh Rrpkweed maintenenetof mplasmapigelbard e apoptataddilAYy caission can be
TT) at a suitable pH In
dnea%&%?ﬁ%?géﬁ' fﬁ%ﬁ#ﬁﬁgﬁ§ ol ypeptide is denatured in
ufoset6] n Fegummm 2méx1ﬂmn pangey of wheshwhedredplasha ZoM daa be

out 9 fol | owed dilution in TRIS buffer at a pH
wcconPh e S Ygtge Ve Hibout. st wpres pamion OBAGRd A fasedie g o the
f t n t
e M, ey PRt e depited
An inrey elactredp2i2ais ur @ cémalfconﬂﬁgur@tldn/wnh ya botgr clacuode.20¥hes mentioned,

one of;tﬁg oy zd trpgegsl cgl?lg)gtaﬁ Ira%g tE% gt b%)% t o eogpngyﬁe%aq%%(%e is shown,
whichRlb®ks Bas 26 fértdx@mpld) ﬁetha'l ghs, ﬁpba/ﬁ?&tddqgtor% {riddrStidBE0 3R tween the
adj usted prior to performng any subsequent isolation

inner @@@me 208 apddictaudar clackredd Z%tTlpfcga} @Qﬁtcaldtélemloaemcwssu ghe line 212
demarcali]t}/nrggtﬁ b 3K %Pera{][}onrpe XoHn 88}\ o e&lfe st bﬁ)g ORI EIA &8 gxgentually line up
ques Rnown I n the ar ver,

along &{ewtxnmf Stj)ﬂlfrﬁdﬁfy zqoms forei NG-pifch Iflagrﬁd pol ypept i de
m xture_or any subsequent m xture thereof

e}t 3hgdgxt, big. 3Bbi§=pf6é9rth§ Grgiaming of sheatadenlaraa H@\g oPaes the gas 208

has be%t%ﬁ?éf?(% ﬁlltgché ﬁl%l‘?ﬁ%é%)} 4§€1} lta% q%%ﬁ t(;e fb tﬁ’g %e%rlgfona%/ﬁ(sma 209.

The pl'ﬁhlﬁa 26¢ bmidyus s alirsod bB‘&den the irinies elsetcddecﬁm elﬁd tlh:eouter electrode 204

and tERRRGESS f ASB B O HOSs IS G5 (e 6o A Gy gy 209
showrplﬂq:lgrﬁpehh%ﬁﬁentaaﬂg tl?esmgéheﬁgtf'em%erac@@wbﬂohﬁ’m L&%ﬁﬂ% force which

I on exchange chromat ography nmay be performed on th
accelefatessthe pbllsmpelpthedieremlou ofrthe 1®seatgé aeowb 28,1200 EENCZHAN@e magnetic

oo SRR TR AR ATIER e il

Commerci al |y avail able i on eRchange col urms i ncl ude
H TRAP (r), HI PREP , and HI LOALV Col ums (Anmer sham
Bi osci ences, Piscatamay, NJ). Such columms utilize
strong ani on exchangers such as Q SEPHARCSE (r) Fast
Fl ow, Q SEPHARCSE (r) ngh Perfornance and Q
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is chemcally ligated to a synthetic peptide
contai ning unnatural am no acids (expressed protein
wo p@ansam) . X. Post-Transl ati onal Modi fi cati onsP@F/US2006/060042
et R NG R 08 10540 RAIRERGDID sl PRIKIEAR! Hovaniorm v

of the lpuadmfalzoat ltoshsuldfbemorednBdwie gk, thadanappliédimegigpio it Sould just as
epti de descr.i hed hereln have been descri bed

easﬂwe ﬁéiiff I1F1§7f0<¥ﬁdlﬁf‘o$tawliywh§f?@@ff$‘i“c§ of theplpeaa. Vergipecceleration
techni !rﬂne%nag@ gt‘gfl oﬂrl]lg ﬁ?ﬁ!sse : algdrgg Q@%ctgmtn t%gglco??BFg/ﬁ ch is dispositive
bumnhebemam$hmwld not be imted to just the generic

descrip |on i C ex o i ded, ~but rat
C B S Rl b R Rl ot Bt SR LS RS 200 15 non-
uniforf{l TR f%{?de@aﬁ@mﬁlﬁ t\%hé}fe “& RAUYRERE bgﬁleQﬁeﬁﬁb@@@ beginning at the
herei n apply equa [l to all conpounds that %

axis Oﬁwmﬁry,hfeheseoe@ ofdy gwngmub tosthe innxdyivill off th@l Qludfrrr@@ecangie 204, where r
-fornul as .or npounds that .fal L\ thin

- (S?IH% nQYEHS "HFOED) “%esas Caftﬁ&ﬁnl SCPRYE VEFQT LSS lgle%% fnd 222, the

force 2 TEncRRBEIhEIa& R @Pmnietrai2N® iohd sfrotiesemdire firde 2420Q4R4] the outer
Met hods, c ositions, techniques and strategi es have

electrczﬁ@e?r%aethem@est {the dgngéh epeegnifude pf theivaetarsgadisates force strength).

s GBL11A: LR, LT A el BT L 10 00
W[(I(]49}i Thelsledaaihat fsf'gem:ﬁteﬂ)dub lttatheS*adiﬁlhh@zgm@|ac&d.’[)erhhﬁﬁﬁ)rce which
of the naturally-occurring amno acids, this

variesga d oD B LeAaRate: Fads fhrawse e raspa.adesiecthe fuer electrode 106 to

acceleﬁ%& ga?é?eg J\;/ag rﬁlg a%]q fﬁﬁa@%{}ﬁﬁ% Sewggkngeo glfélt! | 'lgt?]esﬁrd'eq§ Hotportﬂ')nal to B,

and Bt(the imnagqeﬂecsﬁeid)jva'ﬂes as édireMadeser.iibedotheraspert of thehlatclosed subject

rnatterh g%ﬂgv :%s'qgaoﬂtl £8 Il% E.‘j?% %Eggtgﬂwgﬁév‘b]g 1? o aalrsfgt%ﬁ?}f%ed ﬁlgh I%1ow reglon
t W'Jé 8 low B8tk emoatﬂﬁseﬁ, t hﬂéeﬂ%@edl tends to sat
mmgna me%%&mwmﬁgému1me%£&|mte also tends to satisfy

the shmrﬁhmshqhd &ir stabiliy: &G odrgol Yo dfet ivblers Mlerthﬁea:naﬂywavn nyinper, dVz/dr is

the ra@ élcn)sthe 4 0f e?l ij%l%% ocn[PI gihYna %%ge {Agggn weeﬁgfgar%@[e%%l)c of the plasma.

t f00R0] dURerchti@iy dh@%edmetw tief cleoteviies 8s®BidY ireXRhRIPRMAma 209
protein Iégatlon m cal synthesis, ribozyne-based

flow. e pxiinepledh e clectipde 28¢ 4 sragpth e24insusheiveayehat it helps in the
transné%rﬁ tﬁec‘ ﬁftagrﬂfl %g%rﬁlgglr gspc?gi oa?)éﬁdgt pl%Ceaa[r%Q%gdgtg%:l %l@g 20? towards the
enmngpb&ﬂhbmahﬂwp&m&ﬁmm&nﬁﬁ@&dDyﬂa%pﬁhdh1&@&1@hﬁﬂmﬂyE&@&bb

may he inple ted for post-translational
dwﬁél i Y .ZQrfﬂuW?éffSéF%S@aeho warsdhs Saiengry Begistis field 224 keeps

pushu%oI g[asﬂng 280 YRv4ls {hR a¥islor @yrnMefr? 23088 iG] gYnch lasrna The forces

eptide derivatization"utilfzing the re ctl
218, ZQDpealldb?dﬁydeeladthngmgl inmageittde dndrdimeatidredseho pgwine 209 accelerates, from

including.anitro ainin et er oc I|nka

eft 0 545 e FEaPRE S b RETE BBPENGH Bfch Al B9 flow
ofdoanp $aMAYah FE\VINL 3E888rio Eg ddbvn WRGe AR é}l‘&sﬁ{a' 209 has settled down
occurring anmo aci ds do not (a) contain dicarbony

along @}wpﬁsoftswrmmecezrﬂ 10eddr statiphary insaginelec Geld Qéé keepsftor nhasma 209 along

the axhsalgagsgly edlb ‘ﬁﬁ(g "Qefon ﬁ)gcle%[J ge[&gcon Iée ﬂ% ﬂ]ilgl% plagrna 209

pinchds@af be \Maﬁrttalde@ 8h E}ferbfhergff@@ RS, Which @y 40188t 200U EELlonger than
i ncludi ng a nitrogen-containing heterocycle, |inkages,

anythiag diithértespredistpdior sceheaplighed! @uccftbe plasme B9 pmbgsewstmneﬂ EUV light
shies i f the n nat ur al
is eml{tgcg_%gm é)n%srn he]ﬂe}ggpél %W%‘ wlg]at t%lg% gﬁ}}nasnma 15 fus% @r & eel%t%akvelengths of

t he non-natural am no aC|d and the correspondlng
reagent have been designed t¥ formsuch a |inkage),
thus the ability to siteselectively derivatize
proteins provides a single honbgeneous product as
opposed to the m xtures of denvatized proteins
produced u3|ng prlor art technology Second such

o, o o o T



nol ecul es (e.g., other proteins, polynmers or snmall
nol ecul es) to the non-natural am no acid pol ypepti de,

\N&MMBmmnﬂno functional i nkers, also knomm as PCT/US2006/060042
i PRSI AP ARG RHARS BB AL e

clemenfsiag X¥Ron, Zdi | @Litiurh ben Bowsedat ural amino acid
By combining this |inker, strateg

| d
Pf@ggﬁpb'@ge # shavs) ableehflowchad rbgye weket mﬂ%@nﬁémnrpf the sheared
flow ﬁlésnﬁ%?ﬁ%gluoﬁg S eat o§19§ a%eh&@l céag bEseH! 'I%{%h%' i9Bfvided. Then,

structu hem ca borat e pr ot el C.
at blodWe3 (20 dsutfab paHie senidadansl faplasmaal NyxtMadildoki 30, Nalpldﬁataus héing

0.Aci d Pol actions
accelcited it MOgRet T RSN GIPH PEHOBIeALY Bshsipghmanner, as
indicalddGRbRRRBO6 COREAIRY ﬂgsrﬁ@ﬁgl%%léa{eg%@g%ﬂlea?él?manner it is eventually

post-translational nodification techni ques and
forrned@ﬁp@&lasn@nsndeetblo@@@&bmemwo allestbodye timety it block 310, the
ra a ci. ds

1 i am ne- c ﬂ %hnon reac%i%% the ol
p asm@\ﬂ“ﬁ A 5&15 fn PL EoH A r? pgaase %ls§e 45P¥y ja&s to Catise the plasma
to emifBUIV iiget dueih e bORY$ lagoeiit Gt fihe thdiShdtel PidlciRis formed. Of course,
ni trogen-contai ni ng heterocyc| e- contalnlng
this praeess st be epcaipd withaeshingyoinjeséioniofiekesmp.opsheyn Ay block 312, which
feeds Qe{c tt8 'b[bcg %bbvﬂﬂ—: Ht@gt \UF EF ﬁﬁls BI%%%% JPAbe r@l?roal?c%ﬁtré&%s 8I1 the order
~cont ar ni hg elrn"w a
of muﬁhltfssab lfm&lwlsédobﬁst I Hdﬂe&ﬁimmal € tlcee BgRridicatal med rneasurernent purposes, it
dvant Flrst di am nes undergo reaction with
could 3 ‘U&Qﬁ‘f CYHRERME AGMEBITSo 98 shiprmaking-Pyapse. hFould e teproduced
n r
at the ?aé% gfe &ggrlég %%%e(’t% g/{)dra ‘%ﬁtthggﬁleaﬁqgéﬁmﬁe WV &Rt butput could
range éwhodtivemhtvstts 1o savehl nedgel vedttsaboohe 8spect, abtabte fBr clop manufacture,
et furthe Iments a about to ab
the poliEt il Poar- SRdbarTEREQ 1S U et tuific ierdrabi feay  Morcover,
the wév@leggﬂhecff‘ﬂbev Aghe LREACHE bemplO Ot dhdh MPinor Lithium, could be in the range
ni t rogencont ai ni ng heterocycle I'i nkage. Under these

of 10 tolfditni ani suethBUY lithe Freionghtdor ¢ttip maa @llret yt epabslba dbogt 13.5 nm.

am no acids are unreactive. Second, such selective

aSSV the site- speC|f|c

‘Aﬁm&ggﬂ%§%§§2?§%ﬁ%H§LTEtgﬁ§¥nant proteins: derivatized

promse] ns.agBn ghewtircatpk e gRtedioafdes ypedf daiaey eie alight be used for

products. Third, the md conditions needed to effect
EUV ¢missipp.cadithmpiopess 196 DEAVEding tel cmissiRta e vy vigm e hgjeidisclosed for

he di am ne-cont ai ni ng

““nggﬁ%qggg?ﬁl gg%@%%ﬂg&herein general ly do not

i [00SSEr & beﬂcyl ldbegraly, tind dséddepdilirawiblet UV litfogtdphy, which uses

light vgﬂl %\//H%é?ﬁ:rtggz‘s( §1 (ﬁec ‘. n%a%%{ ]ill’gggltgsﬁgﬂla}\ll\ggl%lg]ageyht e @oLﬁo%ISlg functional
blocksSt(f)l{% e S&ree; 'f@}&%héle V\(Elj‘?etfcfeas%geo(h %%jé’crtﬁ)n Hbéjl(y) \%fer stage (6)

room errrperat ure, Ch a e use o
alignngnt pxﬂtwexmﬂu(a)e‘@cm syseayehiose shidled wotht drtbyell wmhlablmereatate these
er tures. Fifth, th ctio curs
blocks Y TR IS Teanlist b e it Bt Py oiRE cTaaEYY lthography

dlffermbmmwd&sgrw ih eaRedtrsur re%@m@ a(qR IBitay (k18 s8tidte enelyasetih the 13.5
I X

wi t h non-aqueous sol utions. e reaction occurs

nm rapgea gl the &9 pamipegs; {hachlegtive oniﬁcsgn%yb@medd@t@ﬁ od i pyedominantly
{
refrac éollgghfl)%}gtﬁc?;?(?g%‘eﬂgétlé %Ihglﬁ S 11 t < Iluge_q 1:ﬂgt§j£d osfo tratnh%]tlttllll% DIUSV reticles;
and (4l)| HRECES Sastymtrayacidplex agasuune agdrinn@ht peleyd epihic tétrdgen-purged
. obtain a useful anmount of reaction product. Seventh,

environgpeoG Y Yg het erocycl e can be produced

regi osel ectively and/or regiospecifically, depending

upon the design of the diam ne and di carbonyl portions

of the reactants. Finally, thHe reaction of

di car bonyl - cont ai ni ng reagents w th di am ne-cont ai ni ng

am no acids generates a heterocycle, including a

ni trogen- cont ai ni ng heterocycle, |inkage which is

stable under blologlcal conditions [00524] By way of

o o T o o e o -




reagents. {00551] Heterobifiinctional derivatives are
al so particularly useful when it is desired to attach
waledoBes@nt nol ecul es to each term nus of the pPCTIBE2006/060042
F agpl - N:api.no- [ I
¢ OB P SRR o WG TSR BLCRLA: DB S HER AA  dftoyec.
block é0BchrEIpWiilighcsogr@Upprositded. The dighedodedeymle; bkgbdined by the device
activated ester, activated carbgnate and sqg forth, taq

discussebwite FefFivnee B ig nled prhs Procsshpartadevitutalegneso Fig. 2A-2E.
| . 3 '
Onee B B B0 A Ch TSRt i uai ng
b(05Apt Thigyiat Bldck ¢é04icandanedr apdins e engdmyteddwinich Imag consist of

.di carbonyl grou esent .in,a non-natural .amn cid
multilp¥ereceqpd 4 F@Pﬁ%{}iﬁémg eHIspT P i A S bpUiRe et Bt aggEU Y
beam HESREOSYFhBinall ©RcdtRc TR of ASRE:. CRHls M BRS k0B UckB&Tve reticles are

_reaction by treatnent with an appropriate agent. '
providadt ér suwhiasst-yp, & lne-expehsoptsilliceticantige clamped por ataading reticle stage

into the polypeptide via a non-pat.ural .am no aci.d and .
moveq s §p R gor MERisk i i g SR ORLE BTt Syt bperi
compdHeBEGbdichs e tint eddusObibE e BRLY MBige, Seinaicalcl ¥t bidtk 408. Finally,
| east one term nus of the PEG nolecule is avail able

at bloglst 10; thecermmngiveser sthee eRRINAE drsamieorilngowibsraty oenghyvith EUV-
.- . pti | .
sns 4 ORI Ve O MAFER'SREAIBA e sannin
reticlesstdggbl e pol yner, such as pol yet hyl ene gl ycol (PEG,
via the side chain of the non-natural am npo acid. The

n[ﬂ%g} urMpnysd %@n&ys&pwgblge e | glith ithgnsheared plasma flow
emitti?ﬁﬁ@‘v Rtk qh%#gg??%écqgsea theQJ‘ish&él&?&%ﬁ?ﬁrﬁ%{g‘tﬂgﬁ&é not

e selective ication of protel
limitirgeiniangimanesr, Ashineftianed elrvaly, st EUSEdystet wdl differ from a DUV system
. incorporation of non-npatural am no acids, includin
whichygigy bybemlpyed eirently it ok Brerian 4 SGHEoke sl cmployed by the
EUV §4ReE, HRNBposta RURST refle iV Dhiidsutrsti I (if Qs tB réthR:ti¢O ones used
' natural ly incorporated amno acids, into proteins in '
in DUMasprtBeimpertensedior vasnuwsnynormenttth eddratssegpuenies and absorption
nodi fication of those am no acids with a suitably
reactive PEG derivative. Known chemi stry nethodol ogies
00039 A8 nvadtioBédaldie, the EUADIightfsetircti 8n ¥é tidedtile lithography system.
non-natural am no acid net hods and conpositions )
Howeyrrsthis s aeerelsoar axemplpiycne pbhstlithasousecerlt §31 algn e used in a
1: DO N I ' T .
s AN St B R18 oy LRUIE R b TASSROL KR RAEKRED
hologapky,gades ahl Thésrokilladrn theearawill reddipl grdcyate ehehruanehsdipplications
ol yner has a central branch core noiety and a

Ofsucgﬁa fightspuicenear pol ymer chains Iinked to the

CRNGOR! WALiRNGE pQLR qisRiSichal!BEG ddiccAnt BEithebO8H Rith the preferred

t ﬁ{'yf Ean ble prgpar eéhskgy agdiat I on erC et hyl ene eoxelgdelt o} © pretette
aspectyaasiibusgrappdl iy hesvarmus igarss,gt i cadaitood that ethet siolilagaspects may be

wed SR A B 3R o g ST e B prmin e
same RMEHorASt thy prlént diRRsBlcaRaRE dRAHeah&REEME Fok ¥eahple GARarious
be represented in general formas R(-PEG COH min which

aspectRof theghgclosats, & sheared Bow elasmaginch veaschscassed whese sich a plasma pinch

oS S SRS R, o,
other $qiRLatt @fch&lighs @ShédRQsscribes aspco8rd Mlsdlcsnterlated W9 She teachings

5,932, 462 5, 643, 575; 5,229, 490: 4, 289,872: U S. Pat.
hereinaghereforgothe p1esgmgtsclonnyodopligme be Hnvtctey g1y 9ngls 9spest bt rather

constrg%(% Wé?{}i,tﬂ fnd &%ﬁé Hlo{)c%l%qn wﬁl??%éa%@%fdﬁﬁga?%ﬁ‘ inits

issues

can also be used as ackbone.
[ 00555] Branched PEG can also be in the formof a
forked PEG represented by PEE -YCHZ2)n, where Y is a
linking group and Z is an activated term nal group
linked to CH by a chain of atonms of defined | ength.
Yet another branched form the pendant PEG has
reactive groups, such as carboxyl, along the PEG

o e o s~ o F A=~



conprises a heterocycle, including a
ni trogen-contai ning heterocycle, linkage to a group
W bas/opriovi des the i nproved i sol ati on char act ePCHUSI86/060042
R t her or additional enbodi nents, the non-natura
WhatiSCIRRARY DO 200 Her Mmodt 1 0d Lo form a modi 11 od
het erocycl e-, including a nitrogen-containing
1.  hétmetbed &reprodontgaixtiemg ubtorvielatt (LA ) lepiik, momgpeisihg:
pol tide, wherein the nodification provides a
hB?éﬁ§@§%P§?ﬂFﬂcluding a ni trogen-containing
hgdRIePaMG/tRe plabik 80 ollRecth el pllRh fRRLVI des the
i mproved |soFatlon characteristics. In sone
efdymgeplasma ginch frigmythe gpcdleratgil plasmiyard nked to t he
ggugﬁag@%lgl iEh:lel Hl?snmnil(agé)}nc\%llc faogg H%}nlﬁﬁl f tir%%: gﬁ %s fooa ?oﬁvlet%g rf)iasél‘nasfg %r|111it EUV
light du@iflg Belctstal podidn6f satdl griotiBf €iftiet ai N enmbodi ment's, such a
group i s connected to the non-natural am no acid by a
singl e chem cal reaction, i other enbodinents a series
2. offhehrtiodakcdr8mGid ORI 11 Sfur@@rédrRstisif: ©PRBREthSplasn@after the
group to the non-natural am no acid. Preferably, the
plasmgpingp hpnprentsisiginpdrprbpoyiding? aew olesah asekindri s tighsemission.
l'inked site specifically to the nonnatural am no acid
in the non-natural am no acid pol ypeptide and is not
3. | Th&kegthod agcardingrtaclaym d cwhetichgthe masma acaagelgradist attatyate to satisfy a
ma&héﬁtﬁ§k&ﬂ conditions utilized. [00609] In a further
s%@é I's a nethod for detecting the presence of a
pol ypeptide in a patient, the nethod conpri sing
adm ni stering . an effective anpunt. of a honol qgous
4. POt Risfo e SRS SR B RoBEIEF alShagpgiResacenon

structure of Formula (XXXVII11) or (XXXIX): (XXX X)
rein: Ais optiopal, apnd when present i.s | qwer
> Z\Jﬁlﬁwéﬂ@fi ASEHLPRR B loarTel) ﬁ% pliya cppREses Tin

cycl oal kyl ene, substituted | ower cycl oal kyl ene, | ower

al kenyl ene, suybstituted | ower al kenyl ene, al kynyl ene,
6. IEE%WGH@HQP%%HWIt%ﬁ]@}méuW grict @afaﬁ@@@i@@anwﬂm@}m-
| oner heterocycl oal kyl ene, substituted | ower
het er ocycl oal kyl ene,  aryl ene, substituted aryl ene,
7. héhepstiogiaserading ipskeim Jt whenge Be plesyp sp@prisgsianigatde gas configured
to emiPHPAL litt ed al karyl ene, aral kyl ene, or substituted
aral kyfene; B is optional, and when present is a
linker |inked at one end to a diam ne contai ni ng

. . c : Iy
s PRS0 ST LRI SRR ORISR ranee o
about ket ykene theplisid hafibredt k aveicratckenyl ene, | ower
het er oal kyl ene, substituted | ower heteroal kyl ene,
-O (al kyl ene or substituted al kyl ene)-, -S-(al kyl ene
9.  OTh&ie&odtadt@dinglik ¥laghe) wherefa(t6)} Beriod of tHh&)skit ddaktydree (a) about
or substituted alkyleggz- where k is 1, 2, or 3
20 micrggaopndsdp inaiseosesondspad (b at least 40nyicmnegonds.
-C(S)-(al kyl ene or substituted al kyl ene) -,
-NR'- (al kyl ene or substituted al kyl ene)-,
10. - Gonprthod (ageaegdingrie cloim d upybercinthe glaamg pinshdy formed at a rate of about 1
kilohe N(R') - (al kyl ene or substituted al kyl ene)-, and
-N(R") CO (al kyl ene or substituted al kyl ene)-, where
each R' is independently H, alkyl, or substituted
a | - R is H .an am no,protectin FOUR, ~resin
U S eihofact gt B Peffa VbPeffS hlioma il FfiRl e e of about
10 to 0 heata. ester protecting group, resin, am no acid,
pol ypepti de, or polynucleotide; each of Rand R4 is
i ndependent|ly H hal ogen, |ower alkyl, or substituted
| ower al kyl; or R3 and R4 or two R3 groups optionally
forma cycloal kyl or a heterbtycloalkyl; Z1 is a bond,
CR7R7, O S NR, CR7R7-CR7R7, CR7R7-O, 0-CR 7R7,
CR7R7-S, S-CR7R7, CR/R7-NR, NR - CR/R7; Z2 is
selected fromthe group consisting of a bond, -C(O)-,
-C(S)-, optionally substituted G -C3 al kyl ene,

o " - - ] ~A



characteristics. The derivitized protein is then
screened for function or functions related to the
wadasnsan7 of the newly substituted non-natural PENUSZI06/060042

12. aﬁ”hg Fl%ﬁlgtg%%édrﬁglg &8 Bﬁﬂn qp&h?t@ tﬁg ﬁla@fﬁgi ﬂﬁ)?(it}(ﬁllc?%%qga{rs% .100 waltts

ofEUENﬁﬂnﬁeSmDﬁn@M$@MKﬂBdmﬁl nodel s |nclude but are not
limted to, based assays, cell free assays, cell-based
assays, tissue culture nodels, and ani mal nodels.

13. [ 98868 holrceorfiiktth ehaire MhateBthe BUNARbEHas b &vavelength in the range
substituted on the non-natural am no acid for

of aboyh 49 et lOpHEerSteEt i vity in drug di scovery or as
fluorescent cores useful in detection. To facilitate
such addi tion, indole-based R gro R groups

14, sdintagbiretus Gor fradusing @gtwmeéirswelﬁe@gﬂ%l@lghtocmlsmg
ng@n§%<%ﬁ8& am no acid by conducting indole formations

i h agueous Buffers at roomtenperature with an

opkamsnd eltctrydr; stherin thectdond.cldcabli®bicogfigitts coaddlyl with respect to
t he der|V|t|zed protein is screened for its _desired

the ﬁrﬁalfrc\smfi;» sufle@%%pmeb isfeymest bwapmons entdwé the fist¢legfode and an
adj ace[ﬁFFéﬁ s@éonﬂ &‘ﬁroag 'vﬂle%ig MIH&{ 8% E(T'E) 1%%1? sheared flow of
a-g u003| se en atlon 0 %

apkmdmsease can be evaluated in a nDuse nDdeI for Ponpe

di sease. GAA ol es whi ch cont a .
v }%?f&oaﬁpﬁm@%% g E%éwtm ik eaft QARG 7 ?‘&L,&) plasma into a
reglon%Mé@bét%e@ﬁ%m SRfro8Eakd BakE&InaRIERIN, gAged via the
i nvention di scl osed herein. The non-natural am no acid
cangcicsi gt @miigmed foaprovidery dvecssvaElat eghtfeoranatig from the plasma
P aﬁ?ﬁﬁlg¥ in a nouse nodel for Ponpe disease (mce
orme %Y bred to be genetically diffident for GAA
(GAA-/-)), either in unnodified or

past-translational |y, nmo d forns e .

R O s A L R of e S Flee et pmagises one of
@)ad&%@d@@n LWhkhségred i ntravenously, orally, or any

other route of adm nistration that allows for

efficient protein transport and absorption. Efficacy
16.  OThagiPapitsd sRbidR): toecnibﬁnﬁ Wﬁ'efelﬂ ik &irstandudhé %Vs'u%thlﬁﬂllly curved
of Ponpe di sease can be eval uated by measurenents of
along ghy cofy érerehygreanidting m smnothdransikiea p&he eldsmat fham mhiecregion to the pinch.
assessment of serum |l evels of GAA changes or
reduction in cardi onegaly, cardi o nyopathy, skeletal
17.  nifbpapayatuoaccotdey toi atedincida whasin theisdemtlictdceddacmprises one of (a) a
nitored by one of ordinary skill in the art. [00664]
CMho#ﬁgmﬁgh? ¥3®G%or unnodi fi ed non-natural amino acid
pol ypepti des described herein are useful in a w de
ranﬂe of industiral applications. Use of the difie

18, ofAnHpRsrRyuSHOHORBIOGPENE SHFFBS WrHoks (FH¥p tecompﬂsmg
Ph ?ga's'&ta Soles frichtin GE'IW F€SUhktctn R p%ﬁla%gultcg %enerates the EUV
Ivities denonstr § conmer ci al aval |
Hgmnpbmwpeptdﬂewpnép&mdmhmns,|n |ndustr|al appllcatlons.

0066 f th ducti

of PEERaHBTOB 1 BT iods TREH Hahe RaetiAdt am no

ag 'f&‘%sﬁgq PRy st cBﬁfrol‘Plhg RGEsUV rllgth BehhRRe R tﬂéﬁ)%[sﬁla source and
of alco F dehydrogenase Il and pyruvate éecarboxylase

passingriliprels ailpist inecepsrairqoidhe mesls non- nat ural anmi no aci d
substitutions can be created and expressed via the
i nvention disclosed herein. The non-natural am no acid

19.  nibbi¢ $yseun esroydieg taceaint K whsecis dredonwsing appacinengewprises a reflective

. their efficienpc f nol duction conferred by or
Opnc%§§§u¥§§%P?mgﬁm¥ﬂ9vH§ht ﬁtﬂp T?an1no aci d substati ons.

Increases in, but not limted to, affinity for
substrate and rate of converk on can be easily
screened by techni ques well known within the art, and
applied to the industrial production of ethanol.
[ 00666] Further exanples of industrial application of
the |nvent|on dlsclosed hereln |nclude enV|ronnentaI
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norning of day 4, imediately prior to dosing on day
16, and the norning of day 19. [00738] Bi oanal vtica
wORROBMHOAN ELI SA kit procedure (D agnostic SyBCENIS2006/060042
L 3 , r IX).. i . .
20. - GRREEA I Vsckhihs o lRET ottt sl of B fmds prspprutaccd ina
vacuubdet erm nations Vital signs are recorded i medi ately
prior to each dosing (Days 1 and 16), and at 6, 24,
48, and 72 hours after each dosing. Safety
determ nations are based on the incidence and type of
adverse events6 049397 and the changes in clinica
| aboratory tests from baseline. In addition, changes
frompre-study in vital sign neasurenents, including
bl ood pressure, and physical exam nation results are
eval uated. [00740] Data Anal ysis Post-dose serum
concentration values are corrected for pre-dose
basel i ne concentrations by subtracting fromeach of
t he post-dose val ues the nean baseline concentration
determ ned from averaging the levels fromthe three
sanpl es collected at 30, 20, and 10 mi nutes before
dosi ng. Pre-dose serum concentrations are not i ncluded
in the calculation of the nmean value if they are bel ow
the quantification |level of the assay. Pharmacokinetic
paranmeters are deternm ned from serum concentration
data corrected for baseline concentrations.
Phar macoki neti c paraneters are cal cul ated by nodel
i ndependent nethods on a Digital Equi pnment Corporation
VAX 8600 conputer systemusing the | atest version of
the Bl OAVL software. The foll ow ng pharnacokinetics
paranmeters are determ ned: peak serum concentration
(Cn x); tinme to peak serumconcentration ( 1 x); area
under the concentrationtinme curve (AUC) fromtinme zero
to the last blood sanpling tinme (AUCO.72) calcul ated
with the use of the linear trapezoidal rule; and
termnal elimnation half-life (ti/2), conputed from
the elimnation rate constant. The elim nation rate
constant is estimated by |inear regression of
consecutive data points in the termnal |inear region
of the |l og-linear concentration-tine plot. The nean,
standard deviation (SD), and coefficient of variation
(CV) of the pharnmacokinetic paranmeters are cal cul at ed
for each treatnment. The ratio of the paraneter neans
(preserved fornul ati on/ non-preserved fornulation) is
cal cul ated. [00741] Safety Results The incidence of
adverse events is equally distributed across the
treatnment groups. There are no clinically significant
changes from baseline or pre-study clinical |aboratory
tests or bl ood pressures, and no notabl e changes from
pre-study in physical exam nation results and vital
sign nmeasurenents. The safety profiles for the two
treatment groups shoul d appear simlar. [00742]
Phar macoki neti ¢ Results Mean serum nodifi ed
therapeutically active non-natural am no acid
pol ypepti de or therapeutically active natural am no
aci d pol ypeptide concentration-tine profiles
(uncorrected for baseline levels) in all 18 subjects
after receiving a single dose of nodified
therapeutically active non-natural am no acid
pol ypepti de or therapeutically active natural am no
aci d pol ypeptide are conpared at each tine point
nmeasured. All subjects should have pre-dose baseline
concentrations within the notral physiol ogic range.
Phar macoki netic paraneters are determ ned from serum
data corrected for pre-dose nmean baseline
concentrations and the Cnl3x and nl3x are determ ned.
The mean t a for the therapeutically active natura
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