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E. 1-E. 3 supfg iy tﬁs@oﬁﬁ@ﬂ&f &labrP8 pRliadY byBthé Srmivhtl hidfdotf lot m@ﬁédﬁﬂﬁuh@m‘ii{e forp- 1
Const r uct AspBa0 bledveges Baserinds Cdboles Sgang L3 RS TorifaeePW&S GdelNin Qf pritvier GERA Datkid)

Ant i - CEA drigsbrdrylilen lah theBNEndlif a reactidtowifhydlufits T DIS kifks6 Sontdiiiy d.)@M APUh wm

di sul f ssdeanb @barsy with ~20Eng SIheOmcoaiNGS TDRA faghdht TRd MintliddwdsebtlRndaatShiedininitegi ON
of muri neat®Bt andJuéndhediv \irysibeéthandll Thesdengiaréd DNA salutio® was s 6amM NaCI, 7&BMEoRENt
fixati on ¥ dMetria HCEQHZI4), 12 RivDia .oadHadNTP afd 32lunitSONA Polytalrége, I-L#Ge Flaghdenf d&3Gtigad. but
not for tAfier @nboueseinoitiathnli atcS7:0D ks ipymet rpiic weattiom wdanphealiohon dextracial, dthenobase
the probability of incorrect disulfide bond formation during reconstitution
according to the process of the inventpbon herein, the nucl eotides encoding
the ami no acid residues 226-232 15 whi ch incl udes codons for three
cysteines, are deleted as follows: A "deleter” deoxyoligonucelotide, 5

: CTAACACCATGTCAGGGT |s used to deI ete the reI evant portlons of the gene from
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"[err] CEAtrp207-1*, and primer repair synthesis carried out in vitro,

foll owed by screening by hybridiza- 20 tion of presunptive deletion clones
with [err] Iabelled deleter sequen€®9185823Bpr oducti on of Cysteine
"Deficient Altered Anti body The plasnld prepared |n E.5.1is transforned

into an E ftJ &keg eéémﬂul nX t r ac u]; resed t%rou recent polyacrylamide

d bed P ¥50

descr | bed &E& c 6 %i o »Eﬁ siﬁe %?ﬁﬂ %1& ;QfﬁE .
REMObas

Prepar at ' (Enctfﬁ K1 '?rﬁrtn s% m@*r ss@ﬁtrﬁla aﬂgly fcﬁ%
"Expr essj O h&'@n rt Qﬁ hlled-m Hind Hi junction was
[err]CEAan ﬁ,ﬁ}%@?o-r ﬂﬁgdt,gqu.,e %s the constructl on of

[err] CEAFabt r p207-1*. 5 pg of pBR322 was digested with Hnd Ill, the

cohesi ve emdseromaeton bf tabiprdiin treating with Kl enow and dNTPs; di gest ed with
Pst 1, and treated WwTh 35 BAP. The |arge vector fragnent, fragnment 1,, was

recover®d USThepldsmpieprepaidd MAEE.1TioldamstddedIntcheE coif GRdinliprelibushd trardlofmedOdith

[ er r] CEAL pRCENrpd07-10vas déttribes ktdle. VThb lRells Gikd1grBaiTtdxttac@a tbr scombinai entbby dhehg dndbp
DNA f r agmhetFal proainmesotstifutell ag dastribedint®)i.tohe trp pronoter and t he gene
sequence encodi ng the variable region continuing into constant regi on and
further i famghe anti-CEA gamma 1 chain hinge region, was isolated and
purified 40 after el ectrophoresis. Expression of the anti-CEA gamma 1 chain
Fab fragmintA mathetbior erearing- Bnimmutagiopulia wpeciop Aavingrseepificityc’er 3 pasicular envbpdieatdebn
codon be coni8? fReeieepmprisingrechimesr ippynaglebulinenainiharing senstent agsbypaableggioqsphereint e
260 bp Nco |2 Son#tgnk regiomigomplagoys o the @HﬁﬁPQW"[gﬁFﬂ‘a"ng'%%‘ é‘f‘?"f%‘g a\{jgs antibody

Yi sol at ed and®'3 ﬁuP" ?’ft eé’?ﬁ"al‘?p Iaé ?P’ﬂ@b' SFRof is hpmglo I%W@H?b"’o‘leg'%?fch
ericoded’t he ‘1" ecag 'aiswg"'ﬁ'aﬁ‘a' Eﬁ%e fd"9®Pases of

re'ge
he 3 d SP 8" i 21 h
the 3449 need “5% oh ROSPT 0t oo APAaph oo P RSB 3E

hird hese. 2? Wp s RIS Rl v AR O roeene £
*ﬁ%m&'caﬁs Doss Bares nmﬁ@g@o%aﬂ SpAERH{ o ﬂe@b fro 05 Qi

filled-in HnNn
this pr|mer vvas used In a primer repalr reac I on phosphoryl ation at the

S' end in2a A Makdd &Bortihd B cleftn ¥ Rhéréin L4la &Néadﬁlan@ma&mbehsrwgo&l ot EchBtahtn
20 [err], Sbnd &Mdbléteglonsreépectively it bilferdit mdmnialitd shbcies] - Nde | DNA fragnent. The
m xt ur@ewas heat .denatured for 3 mnutes at 95 and quenched in dry-ice

et hanol . 3heA dlehati ddtopdingWAlaim(d wherein the\irs: nighrarealioCspbdidsasthumad M [err], 7 nM
“Tris HO (pH 7.4), 12 nMin each dNTP and 12 units DNA Pol ynerase |-Large
Fragnent %asA metietaccdingto &hylpeceding elaim]wherein the immunoglobulin species compnses a chain
extracted, deyiemspregddtermined@itedetivr® SleloR@ dB Rdditcncif pt teast @0 anling @sid ¢ial adgrtoh tBteH |
and t hés r eachimgric ehargeter).ophor esed through a 6 percent pol yacryl ani de gel .
[err] ng of the 181 bp blunt end to BanH | DNA fragment, fragnent 111, was
i sol at ed &nd* PaPG paserding @r?'?'mrfgw'lf’fe"l‘ feighypiigrationy delgtiop of a‘?ﬁ’l}j‘°’éz§c'ﬂ ther constang HRSI9E S
%/and |11 JRefie™| i gat ed overm ght and transformed into E. coli K12 strain
294. Pl as fromseve tetracycljne resistant transfor was

anai vz Forh FREESIRE Eht R VAR B Slion MERcr 496D LR T & oo

t hrough theafgpm r blunt end filled-in Hind 11l junction was determ ned for

verificat 5OWhQFneﬁmﬂc?g%rEéegﬂi&Qiﬁ.%mﬁ l?el%slp 3PQ‘E§0|. &Tbeflt ; Fab Protein 10

The plasmd pr epare I's transtornme “coli strain

previ oysl ¥ t7xaRahed SRy Pleldding Keir iteRmHs JectoRSonthihs %mﬁ&aa? BY%F hgéw ol dnd

are grown, exphtardied for reconbinant antibody chains and protern

reconstituted as described in E 1.10. Glaims 15 1. A method for preparing

an i mmunogl ainsl iethod Bresaly Precetigi ditiin A& the GinininobRbuiiA siiet isCdlhealy ¢rd@Night dnadl

antigen. therE@aRmesogRBUNRS i Sing a chimeric i munogl obulin chain having
;constamg and variabl e regions wherein a constant region is honol ogous to

t he cor r et dhe imathod airetelna A twhereig it@rchioferi@immandgidboithyis akovaretl ifbmtthechiobt det cytuelaas s

or first maramestraimmepegiobelm. and a variabl e region thereof is honologous to
.the variable region of 20 an anti body derived froma second, different

anti body ¥\ Jbe mgthodrefroieitt P an10sphecsingthe hgmm'eumof@fa)kaepamiygeqwm:@awschpn ¢spr ed

encodi 89 saﬂ*ﬁ?qamr@g'h'obul in species: (b) the sequence is inserted into at

| east one relpl i cabl e expression vectaor operably | inked to a .

2. The mathod of any preceding claim wharein the immunoglobulin species is deposited within the cells

as insoluble. AR g/ Rxamuication W i STIRS BTN CIRBMRS @t vaNRDES San -
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suitable pronoter: (c) at Ieast one prokaryotlc or eukaryot|

culture wisth which the pronoter is conpatible is 25. 9 ,lﬂwﬂ”ﬂ”m
at | east one vector of (b); and ('%) °t1EgH$¥ﬁé cell is cultured+*and

I mmunogl obul i n species is recovered"f host cell culture. 2. A nethod
according to claim1 wherein said constant and variable regions are

honol 0gop3cibited, Od?gcés@@twrtﬁ@gmﬁarrah@meq'eicﬁ&i Q&?ropt{o?e@ hlcLteh ¥ pe%ntddofygﬁf'lﬁﬂlhe
mammel | afel.SBE R} SiShe 159 bA bluft IRE to U HAICSNN FHigh@nt! fagmb@iTwas MERELANE pliigal 1 T ST
manmmal i an  SPRCAgas trh urraﬂ)o nf-sach madawaltsa%anndwar.g{a&a%@mm QAL NSk Gt
wher ei-n  Ehgii kst bridsirity DR GbrR SeveRIMREradyEifme FosBlaAt tRndicHnbiy wis §HaRekl 6 hd ned
al t er at i proper @ersRictiéNandrthedslidiebtide BedqubnodithrbiAIte @PEr LRI val (Med-Fl Hiddnn adelioh was t o
the 35 determinbd1r vetificlichion tio GA.stob coddniTet hod according to claim4 wherein
said alteration, deletion or addition is in the constant region.portion. 40
6. A netéed Pmmomlofr@Pmtem aim4 or 5 wherein said addition, alteration or
deletion is of from1 to 7 amno acids. 7. The nethod of .any precedi ng

cl ai mnvher @hen piasreid heysparedein| E.B.3 i trgosfdrmer injeastE. b str@n prefigeshniransipanest winy
pr ecedi NPKGEAPAN Whesr deiseribed aboye Cihe cellsare oromdy eRINAted rfmaenormg'nmwbadm@aw aphai n-
and a | i ¥§nFatcarelpin reconstitpiee aggaserivgd BE-ally precedi ng cl ai m wherein the

|nnunoglobulln species is a heavy chain. light chain or Fab I munogl obulin.
50 10 THaM%:t hod of claim9 wherein the chineric |mmnogl obulln |s

recové fro t cell rea amatu

met hod of 3 o %manc'{" u"; Isi’!i F sﬁe‘i’fb% ?ﬁ ""' and
or the heayy éﬂ:%i,e ong cus 1o the Loy ST

rSP :on wh
in c regioir of a |r a
pr ecedi ng %Ia?i amnfau'ﬂ?; gLk gsi gl pg%hi%f gfléo oﬁh
cells 21S ' '3 Gt Sy SeRvak b confl, Hifferen ntlté) s "gested
with BamH I "gp DNR@e e@su (IbaRld SRdoME percent

pol yacryl am gg y@eequerle ROin&trted i mlasbﬁn@l'éémabl@@péé%mﬁ@%t’or' opgﬂé!yflﬁ\l?éanﬁrht
fragment |11 suitdsdspromebrat €d and purified. [err] ng of fragnent [err] ng
each of fragpedisast dnetickatybtic MR oliCIRISEELI QRIS W hickNEe brbﬁ\BtSrf@rcmﬁﬁhhleTzé) E.
coli Kl2 str gansfortd withhitiedst she Btorfof @Masever al tetracycline resi stant

t ransf or mant @) e sosd bl iy Zultdred ard thdithnunogidbUNNEPECIEEaN®EIVEGE From tramdstichieculture.

nucl eoti de sequence through the repair blunt end filled-in Hnd I1|

j unct i on-wasneledexcerirdingoto clgim v @héréin said capstantfand beziadiéregotope botdrgouso Gordtant
Product i on acd vaRatie Rgionseiespetiysly, of differentplamodiiah speaisared in E. 6.1 is
transformed into an E. coli strain previously transfornmed with

PKCEAt r p20Pmsthod gcepedingrte plaith Zwgreln, therfrel reasmaliangpeciesrivptiianext ract ed for
reconbi nant ant i body chai ns and the Fab protein reconstituted as descri bed
in E 1. 1%. Acpeiharsacedding toany Hraceding ¢laim g? 5‘r‘i"?| ipmyrogioRylim SRACIBH GOTRIISLS R £fals
havi n?s speegqqgcﬁ%g{d?‘%r""ﬁd plisratipn, gelgtion; 4 andifiqn; ?5(1“ 1At ogR ATINE (7Ed Jp SEfiE to the
conpr Fsi n |nnunoglobulln chai n havi ng constant and vari abl e
regi ons r nst an | o

const an té’\h % r%tpod ?cgé)rdﬁgd% él% 4gwhefem ?afJ‘ gg{) alﬁ?&%tlo ) té?oeh ion O}nqgéa 9°q‘g‘a'ﬂgﬂ%%‘|
species and a. varlable region thereof is honDIogous to the variable reglon
of 204 &, %ﬂnéﬁ%' BAFNngA6 ChaikP Al of ef Mk th SRCBon. Stefdnbd & UolefdAlié AN LlodStniRy
mammal i an gg@ci es: wherein (a) DNA sequence is prepared encoding said

I munogl obul i n species: (b) the sequence is inserted into at | east one

repl i cabt e TARXMERSESI ARy MedbiAg ciaPrhaRinyind hoskel istEcolt oSydaitabl € pronoter: (c) at
| east one pr.okaryotic or eukaryotic host cell Tulture with which the
pronpisers. i Shemampad ofahyeprsceddp claim wherdir the sdctr @ thinsiDINA eatodingasih adevy\ceab aid Of
(b); and (d)ighthimiraost cell is cultured and the immunogl obulin species is
recovered fromthe host cell culture. 2. A method accordi ng to claiml

wher ei n $aiTte methet efrany asecedingrdlaith Whereie iedmmuenglbiiio sodcivg drus heagy chams tight Ehagind

vari abl e regmrmmunoels?}@ct ively, of different manmalian species.
50

10. The methed of claim 9 whersin the chimeric immunoglobulin is recovered from the host cell culture as
a mature 1mmunoglobuhn

11. The method of claim 9 or 10 wherem the light chain is of the kappa family and. or the heavy chain 1s of
65 . the gamma family.

12. The method of any preceding claim wherein the immunoglobulin species is deposited within the cells
as insoluble prligieSuenaicanam 1 qu: estites regans consantes o varames sun . .
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‘30 3. A nmethod according to claim2 wherein the first marrmal
human. 4. A nethod according to any precedi ng claimwherein m mmi"ﬂm,!ﬂm,
i mmunogl obul i n speci es conpri ses aEP0ai26 023 B1ng a predeterm nedca

‘del etion or addition of at |east one amno acid (in" addition to the 35
-chimeric character). 5. A nethod according to claim4 wherein said

al ter ati ori3. #hsl roethagrof glaimp towheraisihe majure hepey ar dight chains WQMMWW theparticiep byg .

A met hod acc@?"c!fsﬁ@“ﬁ’%edcﬂyép'ﬁ*?'ha@ﬂ icdefpiweti n sai d addition. alteration or
deletion is of from1l to 7 amno acids. 7. The nmethod of any precedin

cl ai m wherl4i H‘%W‘H‘IGET"V@&F'?""F dtd 186?@'"(?1‘""?@%@%3"" o dight chgln is W@'ﬁﬁ’é‘i*h% "‘Eg UBny

gagc:d: Iﬁgﬁg‘l i m V\ho%re ect orfvﬁ.ont encodl n th ﬁ"{]%gv mgrtl'éa
i munog! obul 1“?1“"?5'8%"?’8%“ %ché' esa?f?/te%ﬁ‘ sf'?'@ﬁﬂ'c ?: aﬁﬁ?’ﬂﬂbgl obul i n.

50 10. The hod |_ai the h rrer obu 'p
By cla v{;éﬁ i gh hal
:ne;ﬁ\égr&g clm‘a'5 %ﬁﬁ%;ﬁ@\ gal a?']t% al n |s'm};ﬁi|§%:}‘D fﬁ and

- or the heavy a|n 'S O . the gammfamly 12. The rrethod of any

precedi ng ¢! fdth 'oPardy. oHEIth WM@R%&N an@Pfight Ghaind %9@&&%&&% W dafb Rost.NE
cells as insoluble particles. 13. The nethod of claim 12 wherein the
nat ure JaeauyAqspul:abﬁh&xpﬁehaémsecef eorﬁﬁe@yemdosemm iR R34 lohgoBP cBiYipdiltb with %6Si S
foll owed by smbuidplokafytié 0N elirybiR ViU Nbaid DHA eAdbBInGRh ARubloBUlY spdcies Inglings 1
to 11 wher ei spottiditi R iaGakicBar YdeRifiod aigligen, €ldcpstidshaifdoRstatl ad Vafablshegicie ditifein 5
15. The met haeonstntastionaé hardoidgsis tdlthb Gorddpantiing ednstarit Megjioh @B an deibady b fst Gritidoay
hegat | ve bactiassiotatiraimanmislisrespecesrand b variable agion therebi ig) hdmotoigaisiio ihs variable espienl of
it o th® per ampdntisxy derivprhien @8ecoricdifimert atibbdy diagtrenammalianispecisBhe net hod of
any of clainms 1 to 15 conprising recovering both heavy and |ight chain and
10 r ec 3fs & iveaiar jaengrdingdt claionhi@i whetginbaitl sansiantcand iveriable regionsrerg homoletons to constant

| munogl obul #nd vaeble ieglons.respectivelif. of differapt mammaliapgpeeip ul ar known antigen. 17.

- The net hod of an\P/} of clainse 1 to 16 wherein heavy and |ight chains are

coexpre‘isé’& F?F"'E" pang hastcefig, kansforingd with the, vecias of Galp 1@o%l®pr essi on vect or

corrprlsm | inked to a pronoter corrpatlble wth a suitable

er abl
k melng ¥ﬂf'eo A Eimupegigbul el it i ron
glrogc?regohaw% =§[m wgs'm?ﬂsg@?“ et f;;mggg %. es
n

havi ng const

having g % *m it zﬁs?&%“ﬁmmm 5

Sl
anti body cl agg f
i s honol ogous to t lgab%rl q?e reg?éhnégf'g@g%ﬁﬂﬂgﬁméﬁ{"r er| ve rom a
segond,  dighf Rrchieri MrhlBgidbufid asetie havilRIEBLCR 16} eesdreauar ﬁ%wn RAnde &R having &
accor digg t Ocdpbtant Tgled HMBIBEILE to52 béhreSNEhE BdnsBit Jegich’ df 3R laRtibb@ObI A irstahammalian
honol ogous  t gpeigyrdad Waridikdrelion hoidloBouss b Yafable rYidRE b Miflibdty cfivedl iirbi & R8dna,
rramml I an spéifiérét madMaldh spgos.onbi nant host cell's transformed with the

tor of claim18 or 19. 21. A nethod for preparing an imunogl obulin

CI es ha8i Tie chpeetic fimmuroglofub sgecipaot claim| 22r whetbnihe frimuhoglotiulirg Spacied bupEi@eai es
corrprl sdong amethvie iveavy @nd/erlightolinobul i N chai n havi ng constant and vari abl e
regi ons wherein a constant region |Is honol ogous to the correspondi ng
const ant rReyendlicatiensan anti body of a first antibody 30 class or first
mammal i an species and a variable region thereof is honol ogous to the
vari abl e rlegMéhodss d%lﬁ'éaﬂ?th ® PERACY climmpgagiobulia: @yaat ungy PHéF@‘F"EWU%lH'! PHigene
class of ma "E’ltH shae Gr'm'ﬁgme'emhg chirsspys 3, ttdﬁs @P'ﬁ’i‘sm
20 and recov gt yeriphis. it

vl P? o o ahlu g A U yaes
chimeric i S‘SEﬁjo? °s§é%$ aﬁ? i 5? | F4ng; '% °°§) glsa ‘gn
antigen and ﬁ &g cg §é§é 0 eriable. i i st d% druge, e§°@8 agssep Gtk
fg”sgﬁ” O;rg?'o%uﬂ g&ﬂ %E‘f\bﬂ té)?é a.@ef:&draﬁttuadﬂ? g ﬁ&b b g”d a vari ab' e
| \V/

segond dlffeg(g,ul§ ﬁ%ﬂ% seedca | es. gig rlI'g&techl rnc |né{'1.|a{ﬁia Tcn\i@eg{gh%éun
speci es of clg %?m Whé & ﬂretdg%eiu@%w&a 8Hbiel oF Bty RSs £B8CREsRAS pRmBEur

o U o heavy o e o afolon o ity PR et

56 (d} la cellule hdte est mise en culture et l'espace d'immunoglobuline est récupérée de la culture de
la cellule hdte.

2. Méthode selom Im revemdication ol lesdits régions corsianing of-vanaes sent homologues aux
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"1. Mithode de preparation d' une espace d' | munogl obul i ne ay, .

spdciflcitd pour un antigene 45 |dentiflt particulier, ' m"!lllll“””“l
“conprenant une chai he d'i mmunogl obEP 025083 Bdr | que ayant dess T g
constante et variable 0O une regl on constants est honol ogue a | a region
constants cofr sspongaa?gte d ant| bre crlm%sse d' anti corps

S
ou d'une pre'r"?i;i PEOeD cgtva" t"?jsP e'stzf%rde 1°0 PRMEST™ honol ogue de

|3 1 egl ON g bl e gnHQeV@ﬁHiJ}g@W% %&tnmegpéw? @%9@&%&&%86 diffsrente
d"anticorps ou esp une sequence d' ADN est
prapar dg GOdQEthodeioh SoufSiBitnGicdion PRELYABAL 60 YeshEls: difulindgBbifdl EHliréna SRS bnaine

i nsdrde dansgyght dHa! dkBralith, YEiGtoR W ddiaiBnPprésédried Rl inoRB IR b MREERA plus A
Un pronot eur gaddRfdhimers ueﬁC) au noins une culture de cellules hates

procaryotes ou eucaryot es avec laquelle | e pronoteur est conpatible est
transf or mge mstRsde IsloATRITEVBNdidatiONELiEdite ARkrdtion, ;déiBtion 96 addition est(dghs th Poriddl de Ldgon
h8te eab mM sen@dntgul ture et |' espbce d' i mmunogl obuline est rdcup~rde de |a
culture de la ceflule h8te. 2. Mthode selaim k ulicMo ir adOMN

coaftof t 6- aféthddeasblonVia relemtibdtiogan Sosixladé additichegiéatich quodestiemésese @ta 7 acides
vari abl es resmissst i venent de diff~rentes especes manm feres. 3 Mot hode
selon la revendication 2 ob la premere espece manm fere est humaine. 5 4.
Met hoders s @l oMéthasiatsslon teute reverclization prépéddatel dielatcelluisthdte’ setsh befieouding lemumog| obul i ne
conprend une chatne ayant une alteration delition ou addition predeterm nee
d' au moi n§. uMéthede celom autedreyasdicatin; préeridente o da Kacteuiceantiagl by ABN cogant R FRsciene

.-\sel on | a r eveate lounde ghing chaine|ldgdte: ¢ al teratl on del etion ou addition est dans

Ja portion de r |on 10 const an te hode selon | a revendi cation 4
o4 5 0l di pien [oHte reyen i 7% ‘°d’é’|'8i 6%" imgyunoglobyling est uge. |MyAE0gabil g

is 7. Mthd “'P&@t‘i?a'F%eﬁﬂ?‘tﬁﬂon préc6dents ou la cellul e h8te est

F'e \Sglclt eub‘ %&?l evu'iar tton gmr?\g oglo u‘tme éhamengt}/eﬁgl nch%%rleg Qelgcu ureu e C glbns
| 6gbre.,, "t' %e se‘l' vgou 'g u}'evendl cation prdcddente ob | Pespi ce

d' i mmuriog I‘I‘P gﬁdxd&s a5 ¥ raMJR cdugt‘b' B9 &P ch ‘nerl?géé eghd%' lﬂ R WEHAE ot |§ Eh%tng Sourde

i egere ou F 'a revend: I catlon I nmrunogl obul I ne
chi meri que est recuper6e de la culture de ceIIuIes h8tes sous Is forns

d" une | My OGN | solBF 16Tk Rvendieatibd prebbleRto 4R 1@6pabd ainBNRBEIbHRe! 2NagPosdUaahd 168D
| a chaigps | d@lies s8¢ la thrnd @ danidlibd iRsolseBPa etou | a charne lourde est de ia
famlle gamma. 12. Methode selon toute revendi cati on precedente ob |'espbce

d' i munoghxbvéthcae ds & rdepdicatiord 8al Ibchafabs mires Rartié til Eghre sonBrétupéiéey des pakBcules
particul es ipasiybeidd ie selluld 3uitil t'redslublisation darswangent ddnetorantl2 oui | es chat nes
gOres |ourde ou | dgbre sont rdcupardes des particules par lyse de |la

cel | ul @s sid.Widthode selen 310é aieicongva tiesomveddicationsr 2atjendtunel etreine iwhistique B@rde by légére
Mit hode sel mst $éciétde densdé oimgue des revendications 1 4 11 ou une cha' ne
chimdrique |ourde ou |.gere est sacrdt6o dans |le mlieu. 1. Methode selon
fouts r ev ¥ diéthode gplon toyte ravepgication ¢ & 11 AU ejiuie héter est)pne haglénieffag-négative et une
G am nolgat [ \Fé"@‘t °'ttn%newannépum°H1'é\9Pfa §8 sfRrytée depyfageace piriplagiainye dods basiipe @ﬁ 'ée
dans | spac°L§ ?)I asm que de |l a bactdree de |l a 40 ceI I uI e h8te
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