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popul at i maeoWrtthedmesm& QWnstrat&Dthat tet el y 108atobs ymﬁmty@és isMek \ o
fl uorescOKt® paptlativo dves aenibrereintol teeTOKT4* peripheral T cell compartment, itiasésatesOKT}

“owhile G(W‘!P"'amd cmﬁ@démewstbﬁ"y X”EI.O6"‘ Jﬁgégaimwe't'élaf’@‘ V'"“a"Ya"

thymocyt 8¢ G AR hisSl 70% B s e i 11 5*93@3
in a 15 mptm ar e %Ce g’ﬁ%@ ﬁr&a%,szowﬁ: hi gh ert fdeeeé ?a}er y ma
iwhi ch r easgies2eQEp a:rx atdly¥5 ek heies wer e Thys,udnatta re028 the

thyrmcyt OKT4"iw Wm*eMnedveatfdloww\heem@c of20 G(Tgmceaﬁme 'mblaam Ivgkema of T

ascites €8st T4 or O grs onl Fged tho immature
|30 ey R e ftﬁ'%m ey
1 uOr eSCQEE Rrabtiv eﬂsoktre Thé’ke@i dirds| Rbp- T O~ 60stafeb bt ﬁt'irath HRAHATMtoN wa

of addstrat@tat Fimgjur gopiilagdnofbumirathymepr oxs memiakd: TiveAty-fivectsinor cal lpopulations from
‘conpl emeAttesbaar ARIGKT4 OKTHOKTAL pnd OKT8of 1 hy nipdiyiteals witle Tl cand ettiren T PeliQiGRES
by | ndic Sk Pt SRS A resuspt Yy syl wih conventonal i ool
i mmunof | | e who esh i ¥abie B o agb rﬁd’o A LA
in a shamemtmﬁho&m beann eoxmhﬁgaﬁn Ofo I ediid wvdetryactnse With - bithet KTMdﬁﬁﬁEloGa _
.t 0 OKT3 frous, 6@ nmianitk & QKTAreattive tymeeds t hi s t Q9 ,and@KT18 angfgiled tooenct withtimaohee s .
‘The “pat t &pve sjpawe%'fﬁ?eﬁﬁq o PKTer @0 OET&pun doviflonasiana) prigpdiese Eu vﬂg%‘aﬁersweei |
01 | ol BTSSRI B (e SN SoMTSRAy VIR
‘excl usi Okhe tbﬁ‘ﬁere%{h GkT#ehR OKT6 MltomRstificnaies temMéhctive with OKTS,
-di st i nguicxingd ﬁwénomvstashed dithe abdoddnanal t i n®@gésting HefGEoraMdm a more minher
.ant j-bodi estibogy shoeld have rémayed fhﬁ@lﬂTf’erei[cRRM 1640‘“(’@'mulhmndﬁtage ll) 555 T-Ahbhoup

4showsthéh\' ytion of ol ogi ca °ﬂ2€a§°w s %ﬁ?l]t
con " S i Boiattit et SO R

human  $@hbdéldnal “adt dy defined thy vtartralaerl pher @mmbonCel, Scyenshn gyri¥P aw,tgeaxms
peni ci | | itianss thyeptyensgera treS0withOKT3 bt anm ne, OB, and OKTS it wiatly bfnotetsat OKTS i@ S

lof Iysiscen ememm@ehmsﬂepesﬂwméhen and %&Wﬁ %mnb?f@m eétumorseven
}

|descr i bedly J\?;& aL':t Ok WEa‘ﬁLgﬁﬁT% tc Li‘é‘ﬁuﬁ&%ﬁ “""‘“

a humd Cof th chRd € COMPifRdrBHy ant. agdﬁa@

15% [err] vatsnai’aaor loss ofOKT4 osz OKTS, or OKT8 the sarmd a:’mgeh Emallyt hm;patibhs aemuver e
utili zed reativelopuiptions Thesb fi @!@Asumbﬁétf@ht ire Tcamelfﬂo @ rethvrmwefpoeiéaslemt ﬁon
lof the Eﬂ/% onty of thymocytes bearing’ h % S d sgd e ctl |th

; r gre i KT3~ at: n In .indivi mor i ition, wa tiv
Hours TSR e S Y
and 34% mJtaﬁ‘é% gdeking ARl eﬁ"ldéflh&l byt of | UOpdpgla@idns atﬁdlﬂéd Sﬂy'ifbw t0@ors codiPnot

respecti \dey 0 .Sans OKM' 3 bre ﬁlé%eaesmctequ:)l ement be7clearly gﬂegonzed Three were positivd w0

449 . the OKT3™ populatton |t|shpz4ld Isepefioted ¢he hgs ?| bg c@)@l@'ﬁzn@%@@,aﬂﬂ -
U

Thi s st adtd i A.ﬁ’%l ngf‘%@t@ i Yorble "fmmcyt eﬁy‘s‘ﬂif §$ﬂ ‘{ xg E‘?‘h"f‘g

popul at i GRistnleh frattlonated® S5, hdd  aPPT O¥dndiabrefrom i Hosdessed N

per cent aghowihg fhat th¢ ORTS sipbpylation sligrgely OKTi8i amdl AAKTFD re@@ipity. at i on.

Subs equemaettlyctedhtartmoKT&: rteymengyte annhlitt'her e was n6 celf linee teriyed fréte Tatbk bimer eopula

t hymocyt qo dem heé es nﬁgig anf? g intra Rﬁrﬁ?fes?rtm cglfsrf . @ﬁﬂ
Jcells Th'ﬁ'e% ¥ of human I‘?’!O s! oW in“fi , and COfée vh an clu
ex perl rrerztﬁmsaugg& fn@idythd tiRbr theoDKTho Wadkerdi St i ncé-velyandﬂﬁf ula
{Thi s | at tleadditiohg cetbs gnuiferaban ednlg sfage ] andtiqnateriyed $tage| lOlﬂS:onthﬂl’ t:EMans

r epr esenttie PKREP Makes (Thyy aest ThyRyaspestively: and® sufspive Wi 'fTHt KT N Tas PKTP. \ead -
obtained by lysis accounts for upwards of 70-80% of the thymc of T cells
Wi th OKT8 and conpl ement. In this case, 8population. Wth further

mat ur ati on, thynocytes t he percentage of OKT4+ T cells increased, the to
| ose. OKT6 reactivity, acquire OKT3 (and OKT1l) absol ute nunber remai ned the
sanme, and [err] reactivity, and segregate into [err] .and OKT5+ and
[err] populations were elimnated. [err] subsets (Thy7 and Thy8).
-Lastly, |t ~appears I\/breover these results dermnstrat ed that the t hat

o " " T | .. o, . R 1
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#emai ned. The maj orlty of re5|dual thyrmcyt es thyrmcyt es, the :

.-;_\_:.-:el ationship between tunor cells were reactive wth OKT3, Wnereas only
“mnority - fromindijgi dual s with TgAi3g 3q9 t hese propoaed was reactive
OKT6. These findings denon- st ages of |ntrat gmc differentiation

det er OKT30 apd apnepred toyderivp fe 'aﬂeat'u on of d?ﬁﬁ ed in t tow%g pean
{5'?2@%;@ ot %&%T6,

Twen S from§
bnd c%fg %’a“gz"ma‘“p@f ﬁ'ng ALL a mem il bR SradioRge

LR CEM since ited
- #nt i ggvasomo.t he. sarre cell. In additiog hytpidemasomsda dy(tol préseni agplicants

% onv enBincamatiensswith lafergtabés (Gmifitage M afienp n st fdesigrated dq‘%l onrdy K‘E‘P\e@fﬁ r?’e?tt
en
Vind fo

reageﬁtc%!' ity ‘E“P't??'éi‘t"llo o J"‘sée‘;els st| gat edﬁgﬂ“ﬂ v Sre i s
| -.--a frar QR §$wtttr%ta b@l eéi u .,fglﬂ(@gﬂ. c the

- mat ur gg maviuaﬁs RRAidhg cén ammia antd g(bl’bment-FBEhQ Markibsal wamuadv waldinane With

- ¢ei t heproghesia @f al gives petlent’ bvulsTcelheLl-rraj or it y Sobprésar3T rGells t Antibodyh and Methods;
“OKT9 afﬂcble:f‘(m"@ tmel::‘;m;mc% EF"r‘?é’a t with "’ch'é‘ Gehidinen ere !'é’i, 9 %‘%‘ gat ed
- nto EeP?’ dgeFa %{t& These relat 8: ':55; al .anti ﬁ }désand thods rié Esiitine ForUAI ed

‘subse use iz L} n of . r eedcdbling Monadmeiah ffbotiyd tP @SH@HEH ear |y
‘thy ms&tﬁnﬁ@‘hhgﬁWnﬁ‘dﬂoklﬂ bf/e dlyamgmg oa ProtkgifioByte YeligenaAnibpdyy aihd Methods( St age .
1). t hieod eams]blesnjb@o Ivisual osuspested dfot h 0@44 ahvgpbered.3 o respecivglyc o $0304348.8, 5/ o5 -

| caseshWéﬂge’" ter § d % FatddHARG] gnal -
'sugge gt'lﬁ" r"|Ia %u?ﬁrfgj) :’ig;&ﬁs\é matur e.efa,tg ﬁ'ry}&z ouzg}c'i&%vae rem)v@g t he -

_ UEH of ,ﬂg)piyéaag dtatblis( St 5ge IAecordﬂibms thb-pidsentgnenyiont therameey t es.
was | hseuatdaea\&rafgenemwbw fely., Mgeplect t o FOMided & dlvﬁruﬂomheqam!’@t ef wradecinghe

r el at penuiséd aminaMltbﬂermm thesgpguticKT9 reeﬁf‘f"i"\ﬂ’ %asﬁ m’"i'gfécifgw
for p

T eact V¥ rapiat to the e
pat i ety ﬁ%qgffé' oﬂsﬁgt 'eva‘ieg?ge" 'Qgthﬁ{ xlibodiC bganed art i b orac-

COMDRhd aiméﬁtpe shén GEMsbles rzclsude rag OKT4 apmo&ns;em Tmnpf; prewl hemen thymgt ed

W

WI t h @thar svayl in- which QKT6 antihody @Y e |t | 3 QE9E-tRAfh nﬁél{e y.jcem-
! nlested aal distingeisheddpmatier astibqdiesyc o '§‘gg§tf°;‘:f o oé,g;@,,ﬁ 's""“ oo
| these 5Ot gsgmﬂ ﬂapf'g e ﬁ@%eda‘t & ? tanibFag.Y bk pmwdatioons |
thou g e sn@bam\éa;d Thi Scahaihg out sdRl didyoudis. i n Tabl e 2B, OKT3
and conpl errent 45 result clearly suggests that OKT5 and OKT8 define
- renoved 25% of t hynocyt es. Mor eoverasiehere di fferent antigens or .
- di fferent det er rieaaiitysofononseisnahantivadies o beanolymElGipop@ididhs OKT6, or OKT8 -

the sanme anti gen. thlnalio , 1/ 25 atg)lln ents tunors reactive popul ati ons. '
These fi ndi ngs 'sugg 0 %?ﬁd?t Srub Y yte popul ation (Stage -
the vast nmajority Of§'ﬁ I¥DCVT ear| lr‘tqr?gr Ii A‘B JT??) as defined by its. x
reactivity with OKT3.  This maEker gre contained in the OKT3 popul ation. In
50 individual's tufer—traeaddirtton—was—TreactTve w tiraddition, they

further suggest that Q'ﬁ?rmcyt 8%  Ors5, OR¥S, and BKT10. OF the 25 | eukenmic . . -
si mul taneously expr es(ﬂa%g antdogens gglef i negoby erul ations anal yzed, only .-

four tunors could not T4, OKT5, and OKT8 are likew se restricted to be
- clearly categorized. GkTeee vveroa» po@%t i ve @bt h -t hes1ORT3- popul ation. |t :
shoul d al so be noted that an t}ut Iacl%re?g OKT3 and OKT6 and the
OKT9 reactive popul at9gn? of tﬁ/ {%’es 2§ | i kel y represented
transiti ongyrhdeRh Padfithades! erJserdltﬁB Rinsdae o aripled Wdsieg; m&eaad medRl ement
- Thy7, 8. One of 25 cases appeared to be a treatnent of the unfractionated
~thynocytes, thus transition from Thy3 to Thy4 since it possessed show ng
"that the [err] subpopulation is- |argely OKT8 and OKT10 reactivity.
restricted to the OKT3- thynocyte popudsation. T cell lines derived
fromT- ALL tunor popul a- Based upon these results it has been possible
60 ti.on al'so represented cells froma specific state of to describe the
stages of intrathynmic devel op- intrathymc differentiation. As shown in .
Table 4, nment of human thynocytes. As s@hown in Figure - HSB was reactive
W th O<T9 and OKT10 exclu- 2, virtually all thynocytes bear the OKT10

mar ker.  sively and woul d therefore define a tunor popula- In addition,

thynocytes acquire at an early stage- tion derived fromStage |. In ,
contrast, CEM was the OKT9 nmar ker (Thyks and Thy2, respectively). 65
reactive with O<T4 OKT6, OKT8, OKT9, and 8 15 : 0 030
449 : - 16 OKT10 and: apgeared to derive from a Stage I

descri bed and- }:1 ai-med in the followi ng European thynocyte. Finally, MOLT-4
" seens to represent a. . patent applications: 80300829.1, 80301356. 4 .
-l eukem ¢ transforrratl on at a.st.age between 'HSB- 80301357 2, and
80303272.1. 2 and CEM since itexpressed OKT6, OKT8,  OKT9, Still other
monocl onal anti body produci ng and OKT10.

"5 hybr| domas pr epar ed by the pr esent appl icants Si nce pat i ents W|th Iat er

. ~ o, P~ ST N P~ ST N P~ ST A N\ o



be used for diagnostic purposes (e.g., to detect 15 Pr oduci ng
» Monocl onal Antibody to a Human acute infectious nononucl eosis) by anal
the Prothynocyte Antigen, Antibody, and Methods bl ood sanple of an
i ndi vi dual suspected of and O30 449 respectively, 80304348\8,
‘having one of these disease states toyggigey m ne  80304349.6 and : :
8Q304350. 4. the l'evel s ofpifferéretd i dibutiorC6H dntigend efied by hese These
appl i cati ons -ar e | nownesignalt antibdvig ropi hurrisy pedphatal Treallsi gpd tymocyrésso be used for
therapeutic. 20. reference. purposes where the cause of the disease state
is According to the.present invention theP&cest éeaﬁﬁ"\éPfe(P&g'aﬂcf'G\_Mélh. of a T
cel | subset (evgnphoilype | . prgwi dqd a hybri dons TEPHIEPE BFPYESGuci ng
acqui red aganmmpapulatian i nemrinbed-@tovila@r APBUL OICT4 OBt | IEEY @GB! 'Skre@NokT10
- anti gen foumd o approxr——use—at-r-St+atonr—ef—the jate-noNno-_ .
mately 70%_5?"95‘85‘11%Ic°'|'ﬁ1rr’an t hynocytes, -a clonal antibody to a patient with

an el evat edyptresiad! 25  nethgd,gor prgduci g -thjs hy ri doga, nono- subset

level will decrease or elimnate the excess.  clonal antibddy against an .
antigen foudKréeQtThe rel ati onshkm® shoves i n dabl e 2-5¢are g8 - -
appr oxi mat e(JJI¥|'87§'% of normal hunan thyno- further way in which OKT6 anti body

-may be : + ytes, net hod§5?6}°°pr odu®ing ¥he abtiboly, c8m detected and

di stingui HeRynhdeps Ot her antibodies. positions for treatnment or diagnosis
of di sease—er——qf&gi}-—mngc_ : l'onal. anti body producing - 30 identification
of T cel | o¥nteeptpdiocyt e subcl asi9r®®hybrizdonassspr eyar.ed égy thyg pregent gz
applicants OKT. eH;pI oyi ng thiss anti pody, and nethods for (designated OKT1,
okT3, OKT4,XMakT5) are. ¥ ryind%ut. Qai d 8i agri@si s.55TABLE 1 75
Reacti vity ofrsgonocl onal anti hgdiges on dgumarggl ynpioi d 1gopul gtiong -

Monocl onal = . Peri pheral Bone antibody - blood (30)[err] marrow P%)
Thynus (22)083+C" "E- (OKT6 30x100% - ©% 60 800% 82 ‘90 70%OKT8ss
30% 0% <2% 80% OKT9 - 0% 0% 0%

[ err]10% OKY {fdtreated popmdfions and’gébulationk FEddcARHT 28 vera L S L o
par o heses. e s e ok e FReE e i faibner o
60 65 9 ACG8Ompleifent ABLE 2 Differences in distribution of anti .8ens

defined by nonocl onal antibody on human peripheral T cells and thynocytes . |

Percent reactivity of residual cells wth nmonoclonal antibodies: Lynphoid

Total - cell population . nunber recoveged OKT3 OKT4 OKT5 OKT6 OKT8 -
OKT9 ". OKT10 A. Peripheral T Cells Untreated ' 40x[ err]
98 = 60 25 0 . 34 - - OKT4+C t _ o :
15. 2x10 - 95 v 0 70 -0 95 - - KT8+C .
P 25.2x106 95 92— - 0 0 L, O - - B. Thynocytes
Untreated : _ 40X[ err] 30 75 70  65. 75
8 - . 92 KT4+C - - lox[err] 80 o - 85 -
55" - 7 6 75 OKT8+C o ' 9.5x[err] 85 65
o . 13 -0 -5 - 85 KT3+C . 30x[err] 0
60 80 82 90 12 - 86 **Untreated popul ations and -

popul ations treated with conpl enent al one were indistingui shable on
re-anal ysis. Non-specific l'ysis was [err]5%.in all cases. Results are
‘representative-of 6 experinments. tC :conpol ement 35 40 45 50 55 60 65 10

556
60

65
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=030 449 TABLE 3 Cel.

fferentiative:-
f.T-ALL status- -

) surface characteristics of acute | ynphobl asti ¢/~
_eukem a of T-lineage Reactivity wth nonocl onal

OKT3 - O(T4TA(3(E§ OKT6 KT8 OKT9

anti bodi es: |
030 4349 '
OKT10

B21% * @i ti onal
;-tage | 13' Hmy

‘reactivi ggoanh:
~-suspensi ;’“
C](T3
- (Thyay  +
# MOLT-4

nd + re%‘ﬁ"*)lty was the Same &s in~Tabl & 3. 50 55760 65" 11

n=25) Stage-| AeyBY EJ‘XHE%%F& f acute lymphoblastic Iéuk f T-ineage
Tore) S0 | BB o st ko of Taross
+ + 8 Reackiyity) witht agmclohal@omnst hym)cyte (Thy3)
I oiffe'r'émi'ative I I T T ' o fT-ALL
+ saus: ©  OKT3 TOKT4 ORTs OKTe" ox'rs OKT9 om}no -25) -
) L i | . (ThyAsB) =
o -Stage | - o+ + -+ _ 1 Stage 11 Late
hymocyePmgeIe  + - . = 4- - = 4= A op7

f our turmrs could not be easily cat egorized |nto

+ CEM

% Reactivit
OKT5 . OKT6 OKT8

‘ﬁf‘.ﬁ odyeXt. for details of their characteri zaty on. '
-?emgnatfra.;mre ers-to Figure 2 [err] Positive (+) react|V|ty was defined as
err] 30% speci fic fluorescence above backgr ound contr ol

_+

t Thy

‘while negative (-

S, indisti ngui.shabl e from background staining or tunor cell
éq wth m)n%cl on%l antibodijes Cell Iine
9 . 2 : -

OHS_
+ -
+ +' +

++
+ Criteria for
0 830 449

ABLE S(P,F,%pheral T cell Jevels in_disegse T_,_CeII Di sease state 1

@
t-est e

)

+ 1+

err]. err] [err] [err] Primary Biliary :
 Stage Nl - Cirrhosis (2) Miultiple Sclerosis ' -
Late-th\(m%'y@ di sease) ‘( 8) MNyastheni a*tGravirs + : 1 0
_ 0 (early untreated) (3) Acute G afi,vs Host
0to - 0 +. Acquired’ Agam*ra
obul i nem A aliyifiéhal foﬂ?ytﬂﬁoré.éould not be easily categorized into Stage I—Ill. See text for detafls dfihpier | gE
4) characterization. - N - O to- Oto Acute Infectious Mno-
0 tfoThv. designatign refers to Figurg 2

'%
!

t Posmve {+) reactivity was define

d as =30% spec'Qc Huorescence a ose I}ackgrougg con?rol while

ease

negative (-) reactwny was indistinguishable from background staining or tumor cell suspensions,

TABLE 4
Reactwuty with" monoclonal antibodies .
“\N ) "Ce.lll l':ne - OKT3 OKT4 OKTS . OKT6 0KT8 OKT9 0KT16
. hse2 - - - -+
CEM- C - - + o+ + +
‘MOLT4 - '_—. 4 S+ 4

* Criteria for — and + reactivity was the same. as in Table 3.
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Stages | & |1 . N N N N

Stages 41 & IV -- B\ N N
Psoriasis 3/5) ' -+ to ++ N ‘N
N=wi thin nornmal linmits o= absent += abQVQBGnMI ++=great |y above nor nal
- =bel-ow ror mal - - =gre eat |y bel ow nor nal tigighgse | evels return to nornal

abqut one week prior ‘to the CefhpRERcANReeOfn Gbéas aat=synpt oms The nunbers
“in parentheses indicate the nunber of pati ent1s eval uated. Al though only a -
'single hybridoma producing a . differences SHbfThese classes or
subcl asses singl e nopREkOBBle anti bodgkp@ai NnGkrea huses- OKTB*- V\%@l S
affect the selectivity. of 't he .r eact i-or—thy-Fpeyte—antigen | (?I’Ibed
it is 50 perimay Biligy t he anti body, Mut mayt af fect- the fu-rt her -
cont enpl at ed. t 1B &) pr esent i nvention encom reaction of the .
anti body with m,h?g stigbas i @l s, passes al | “noppclonal_ anti bodi es exhi bi ting:
the = such aSad aneaed|(®) conpl ement or anti-nouse characteristics
descri bed herein. It was deter- - anti bodi‘es. Although the subject
~antibody is- mMﬁiﬂ‘Pwath‘t"ﬁg subj ect ant@body &T6 belongs t® o o
specifically | Jarlviuptrgatedy (il enpl at ed that anti- the subclass [err], which
is one of fourA&gngaﬁs,gq.@st @ 55  bogigs having thegpatterns of reactivity
illustrated of murine I gG These subcl asses of imuno- " hérein are
i nduced wi t hi nA¢qaizedsAd#mesx i nvention globulin G differfrom one .anot her in
“the so-call ed l?'@eu'ﬁ\eﬁ'raess of ‘the irmunogl obulin class or sub- "fixed"
r egi ons, aItho an antibody to a cl ass td whi ch they bel ong.
- specific antigewpewil | have a so- cal l'ed "vari gple" . Further Wi t hin
t he subject invention region which is functionally identical regardless
60 are net hodiw#rduE M eparing the nonocl onalN ant i@ toof wliteh- subcl ass of
“i mmunogl obul i n cute In¥ecttous Mon bodi es deSCbl bed above ‘enpl oyi ng the
bel ongs to; Hedsisr (4l TONOC| Onal antT body ° . “hybri ddm - O
illustrat ed her ein. At hough exhi biting the characteristic descri bed herein
may only one Hodgkips Disedse a hybr| doma is given herein, be of subcl ass

[err],[err], [erﬁ“]gesbﬁ'[err] or of - iNis N N'tha one. gkilled in
the-art could 1 gA or ot her kno l g c|,asses. The 65
fol l ow the %%%?ﬁ &and sel ection 12 ‘N‘ h 0 8§30 449

20 met hods pr opdotiasis {385 ei N and obt ai n 0t hen- to++ N 5. I‘,@nocl ogal

anti body according to any one of hybridomas capabl e of producing antibodies

~claims 1 to. 4 vvh ch e52| bi.ts the pattern of having the reactivity

characteri st| g',ﬁc"r"f"b d™% eactivity with T cell ALL stages shown in Table
3. 'herein. Si q&eb&\be,ohmh vi dual hybridoma produced 6. Monocl onal

“anti body accorkguety @baveyroowst of from a known nouse nyel oma cell line and

“clains 1 to 5-=RBlowmogedlines a T cell popul ation spteen cells froma known

speci es of rousedreatly below R82) which is | ower than normal levels in cannot

be further i dapsklidved r&SnaE hoftal whok{dPor B/ thd 8; ary .ci . hosi s,

mul tiple scl arheauaberandparhﬁxeg%hé%gﬁm%u&pgd pb:)éntsl‘ee&i‘,nJ (Lnée ridinieg] symeioms
hyper | gEgl hi gher tha%bﬂ!nygrgmi Ial/'el s in acutﬁeﬂ graft contenplated that all
hybr i donpAlthopgitenty rddomadpredysiniast rea eGncesamdng:maqaloﬁsggsyo, in

body ha:}"}?“{f;lnt'ﬁé°°f°§aa’c‘t']"9?‘ty i L ACVERD st i o5 qubnot e e pplaativinent gt s,

SCri c pattern oftha— d

acute | Q43 IOl prégsath% RheNGmar e Tnclf IR Demay petsbe uriber
nucl eosi gassedlall mohads it ib gkmnﬁngduhsease amﬂl ak WGFE'-I- h% tor ant PGS

for naqung'atthlsscsadetspnbed oin. dSives ditedy enpl ayiiteged he*:&tybrth Qﬁ@ec lmouse

. Mono F“ pige ﬂ b&é\c‘é'ﬂélbﬁ ngsdo any on P‘Ptﬁﬁ"h@f as paewnfenﬁfa:d‘:ﬂt%tzd:m'.s
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