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product i on ambdsealipsrathdse Fesdifd] it tABbed lalel’t&&u&rfbé {he staRy Qﬁhm@éthﬁﬁc dGdibgrros
wer e conulinsul tesnageiss AB sieivni in Fighe zahmwﬂy BiX toggnb@tes bédr teODIGN0 MarkeeIn addition,

quanti ti es‘hwf‘mivﬁéa fean “&'MP"‘P% K@ marker (Eiy] raedjTﬂy?r wsnfc@mlv fjs stage definef thet

or core SRR R e O e el e BRG,
: hyh !

techni qu@Sar\d&bdouhlﬁiMdeﬁdstdﬂm—é’BOy b6 ol e ;ﬂ;amattba' mffemv a!i.am Zytes lose

~ super nat an@KTﬂeﬁst"etv 1809\4#@@5”: fard @lﬁ'attleaothvyandfsedi}@@ int@BRBY aﬁd@a’s /QNTB* GhEEae
with vari oﬂg‘g ?Mj 3’? qfs that ﬁ% ;{qoj Iﬁ?@ is Tex B‘°n'i3ﬂcl’e¢|éﬂg\qggh'f ce“
ant i body i rpne
appr oxi nﬁ?ﬂsMnﬂ oPfr :S\BQTHWF e I egs than 2%t Svel?pme
-marrow cells Slr&embutedvmmoblhstB|eoadrﬂua;of0‘r1meugh |s tlmablllt&) berth@edp@Hnaﬁiatum‘thymocytes
reactivityth Se' ARshipdeiwe U S !'ff a@wth&ﬂﬂrw fd@?femled o

e e e

nor mal hunmeKTiohydadsd © rausqmeme other marioElorial ﬂntiEQﬁesdTHuH,HISQﬂ c&fas &]ﬁTe% aphdt

OKT5, G(TGPOS%QS'SG"VGWB:ES?@E?ES évped. M FI TC S| m 1k ar pat terns . of reaé’t i VI ty
were seen r | Wi F!p tyrg G“'SAS
h
e S R R
- and fl uoreﬁaedmgeOKmI@(mHnnoméhh &Q)Id‘l‘@f&% ﬂese%St eh

~exanpl e, Oﬁ@rsrewohwgmo!(hea mtmvasrabss d Iﬁl%anér réshyﬂmryhmem thkt dkosand OKTS . _
f I uorescen m?ﬁtfm A e'mrﬁ' erent @asnaemi tupiorgrame -

e R e e e

nonoc I onal OKT&anid OKlTennd mlﬂstdikelygepteseﬂtewnémda frod TAYAQAd Fry7.B Ohe bﬂseﬁegﬂapeamd to

intensity.be Htfawwmfm T3 elﬁbv“lsmh@t\mssebmd amome:l%mﬁﬁ% of. thyrmcyt es - |

are det egd ﬁlga\"\%:guc ph erem‘ﬁ%)' w °E jpns(Risograeraseptad 3 tfrogh pecifie starpf |
whose pattern react v TQS \7i"'r1£ |"ﬁ?§maftﬁ’§l'”'tf‘ a@f*go(')(ﬁm[‘?ff}%"(?{yta@g
The pattern of reactivity in Figure 1 |s anot her test by which the 65

subj ect antibody OKT8 may be detected afd disti ngui shed from ot her

anti bodies. 7 0 030 450 Table 2 shows the distribution of antigens:
defined by various nmonocl.onal antibodi es on human peripheral T cells and

| ynphocytes, as determined by the series of |ysis experiments described in
Exarrpl e IV SI nce onI y G<T31 G<T4 and G<T8 ver e corrpl errent fIXI ng

s s o -— 1 ”~ A



. to.the OKT3- popul atron

60% 25% and 34% of T cells, respectively. Lysis with OKT4 and - /-
pl enent di m ni shed the total nunber: by 62% and specifically deleted t’lé
[err] popul ation’ I'n addition, the percentage of [err] and [err] cells

i ncreased and there was no ef fect qp g3peqshsol ute nunber of [err] and [err]
T cells. These experr ment s sug ested t hat err% was distinct fromthe [err]
and-[err]¥ gne gt 5 grived frem gsaes Ric t’égrﬁﬁ”h‘g?‘s ﬁc\yg% anK "ned
T ver o) SRS O o {eRa o3t CEW sl Pexplebiaa O 14 BRI I°
of [err] dkmebhd okTiol €ase ut e nunber renaine R sane, an

[er r] and [ &inc paqempwitlahteomgemrgesebe b el sbute W wphob xtic Iehﬂemwmtﬁ dhdwn
denonstr a%% mere PE%'_ d@rsg F;E’gg‘?itsw? %t:w tmts:ev':rtﬂe%éttg P léblleérhew of ﬁ%qaeh'rqdv allows
pOpU| atl 0 'Ec% j‘]?;“ jonsh 4we n riphér. '}:a i |
exper | elyseald bl VDY T e e e
shown i haRdntcledsis) &,Eanawnrgam mwdehryrprw%nortd.\trdu)armsgéhe&ow.@g c{rﬁror edeldisede ! | -
‘Mor eover , stites toodetengink yhei lavelsi of [T celist 4ndIT GH Bubsets. THEEES slationklyip2Hy aiéo !tdtqsmbm]t es
r emai ned. t"'ﬂ‘ié‘*“ﬁﬁ ‘6P? °¢‘%§=‘P Fhet’ﬁ # PE@?AE’P d le i\ﬁ"\f‘e"wbﬁw

- whereas o {'ﬁx 'aﬁ‘l gsg‘ 's" " te 7'ate .
t hat -a ;58] C”’Th@ dy gand’

t
l%HpQQ'ronu 51558 WJQ}GH e@ﬁra ﬁ‘ﬁffnc

OKT8: sur f dietingaistied f@ins owher dnkibodieane cell. I n addition, Table 2 denonstrates
that foll ovvrch ftﬂroeatt'mhanﬂmdyrpf@@‘ & Urrb"m&‘r prephed by the ruesamiraRplidarits psigrsted | n

the mat ur {Fy %g%; ed’rit‘ thg éqllowing furopqap @atpnt applicgtignss ¢
OKT3 T gt Vet bt el &E@E SE7UGat Do ook %éé#.m
subsets, okrg eKtd a‘drmmm awmm&daradamddes aéanqa ntSappiidh tloayw.raalo

KT8 Iysr Berewith renntled | f the err subpopul ation were both [err] and
[err], therﬁ\g’%’%& '«metfw:eg ﬁ‘lﬂq C' ’!MR%H Ah%a?eT@Pm’Veﬁ!I'dt he
T3 7 speheEar WAL 06 T r’@? foecy t’%f?r{ RN g o
reactive b ot ,aﬁm 060504348 and

defi ned t bosoassg. ractrons t ym)cytes Were treate vvlth OKT3 and

conpl ement aTﬂrdsetmllqamamahcqsmr#@ Mlebvr'r@we ar ed to untreated. thy nbc te

d hel dy -
D B R o o B o

reactive afaaw.@tmmabodmasamtplomunegﬁtrsaaggﬁstdladaaétsatn thethd&d of BlBgridEib Bﬁe-se

t Hynocyt egr Wemtificatign bhT c@Kditthpraedyersubsiasses aniphoiying dhis anttbhdy. OKT3- popul at i on

In addrtr on, they further suggest that_th rmcyt es 30 sinmultaneously :

expressing antigens n se restricted.

qu\}iw ?ﬂ"‘grYf" %h 'b b"ﬁ(@'ﬁ%’%}ﬁ’{'% ? ﬂJ’J'JWQ reactive - .

- popul ati on of thynocyt e®nsdmainot bd:romtsmshed Banel owi ng . OKT3 and conpl enent

treatment of the unfracentibpdn ed tEI’ryrm@yt esmatrmiﬁ)shcimngﬁ @lWat the [err]

subpopuﬂ"atr on is largé Yodsotri1c Qod Yo € popul ati on.

- Based upon these results; it has 0been possr bl e°to descri’be the stages of
the intrathynic devel opnexvs of 3gshunmm t hyneet es. Assghown in Figure 2, .
virttual ly all t Hynocyt es bear the OKT10 marker. In addrtron t hynocyt es
acqui re*at -an early stag®®he OKP¥* marfr. (Th9* and THRYP respectively.

Thi s. stage defines the g ?rtyg‘gc th%%)cyt ond acco s-for

approxi mately 10% of . the unfracti onat’ ed population. -Su sequent |y, hunan

t hynocyt es amgbere uaparb:ymewteeresant qmenuatben ofsamglied teatedi % yalGkST re awins.

concur r¥ntly express OKT4, OKT5, and OKT8 (Thy4). This latter subpopul ation

represents the majority of thymocytes 40 and accounts for upwards of 70-80%
of the thymic population. Wth further maturation, thynocytes |ose OKT6
reactivity, -acquire OKT3 (and OKT1l) reactivity, and segregate into [err] _
and [erf] subsets (Thy7 and Thy8). Lastly, it appears that as the thynocyte
is exported.into the peripheral T cell conpartnent; it |oses the OKT10 - -
mar ker since this antigen is lacking on virtually all peri pheral T

‘| ynphocyt es. Possible transitional states between these three. maj or stages

- of thyntec- devel opnent are 45 designated by Thy3, Thy5 and Thy6 in Figure

2. Since acute | ynphobl-astic |leukemia of T lineage is thought to be derived

from.immature thynocytes, the relaticonship between tunor.cells from '

i ndi viduals with T- ALL'and t hese proposed stages of intrathymc

feresstiati on ' was determ ned. Twenty-five tunor cell populations from

ividuals with T-ALL and-three T cell lines previously studied with

ventional anti-T cell reagents and -Egrosetting . were investigated. As 50

in Table 3, the.majority of T-ALL |eukenmic-cells were reactive with

OKT10. al one .or ' OKT9 and OKT10 and failed to react with the other

cl onal .antibodi es. Thus, 15/25 cases studi ed appeared to possess.early

BW ocyt.e antigens (Stage 1). In contrast, 5/25 cases were reactive with
G<T6 suggestr ng derr vation from a nore rrature thyrrus popul atr on (St age 11.

- ., 1 r T . o o v P — P~ ST N




'..:_'thyrmcyte Finally, nolt-4 seens to
‘a -sfage between HSM 2 and CEM since it TABysr2ssed O<T6 OKT8, OKT9, and.

di sease-free survival than those with St age P

peri pheral 7T celTs AT Cer I SUDSETS —and-vartous i sease statesTThese—
rel ationg ed for diagnostic purposes (e.g., to detect acute

65 intrathymc differentiation. As shown in Table 4, HSB was reactive w
OKT9 and OKT10 exclusively and 8 0. 030 450 woul d therefore define a @
tunmor popul ation ‘derived fromStage 1. In contrast, CEMwas reactive wit
OKT4, OKT6, OKT8, OKT9, and OKT10 arﬁi gg ed to der|ve froma Stage Il -
(93&2 a |l eukemi c transformation at

acute |ynphobl astic | euk¥ Vh%{\/ RUMADRFriRhe % :
ant| body

al' | ows concl uslyspsidconcer ni Tugpl iclle prognosi s of . a g| ven pat| ent wth T-cell
ALL to  be drasmlatigmbl e Burstieovesotensl reI@!{T3on@lhT4p QOBWERKTE| UGBS QKT OKT10- -

OKT10. 5 Si nce pat Piferpree 'tﬁstr'%uﬂem ofs,@rat % nau) of ‘T cell
T
:1:?%,0 res

i nfectious 1(]Jntmdfnucl eosi 9xWY anal yzi9ssy t hed bl azsd sampl e 8f an— = —

i ndi vi dual . é'?'ﬁ E d of havi Elgxf?pe of . these diseaseg states to -determne the
levels of T ¢ g“dnd T cel I1 {Wsets. Th®se rd ati (9nsh||8 nﬁ al st be Twsed
for ther gpeutmmpgr poses whegexfghe causeggdf tdpe di gease ostatg is |n

el evated |l evel of a T cell subset (e.g., Type | acquired -
agammagl obul_i nermi a) . For t her apeutic use admi ni stration of the appropri ate
monocl onal BJRYTHES to a patient with an elevated T cell subset level will
decrease: or eUitrsatedt € t he exoems. 15 Fhe r@ atimnishigs shgwn i Tatgzes
2-5 are & further way in which OKT8 anti body may be detected and .

di sti ngui shed®f%8M ot her ant?P¥di es. G h® norfocl #bal alti bddy pr@ducﬂiﬁg
hybri domas pr red by the Ee$@Nt appl i gant s,/ designatgd C 3, 4,
and OKT5) ar e&ggsgrl bed andBcIQE(?rred in the fo? ow r?g Euﬁopgaﬂl; patagrll-t 89<T
appl i cat®ons: 0GB3300829. 1, 8BGOMS56. 4, 803013560. 2, gnd &H3032462. 1.1220 g6

fiptingyfshehlg on =

‘Still other nmonocl onal anti body produ0| ng %’8“ dormas prepar ed by the

' t
B eeay e g §° "e""?fg VS'aa"ﬁ S oo, B e CpfPaer e £ Hg?éiiﬁef'ﬁ‘e%fﬁd

entitled® warld Cell L|ne for Produci ng Monocl onal Antibody to a Human
Thynocyte Antigen, ‘Antibody, and Methods; Hybrid Cell Line for Producing
Monocl onal Anti body to Human Early Thynncyte Antigen, 25 Antibody, and

Met hods; and Hybrid Cell Line for Producing Monocl onal Antibody to a Human.
Prot hyno¥yt e Anti gen, Anttbody, and ‘Met hods and nunbered respectively,
80304347.0, 80304349.6 and 80304350.4. These applications are incorporated .
herein by reference.*According to the present ‘invention there are provided-.

i..a hybridoma capabl e of producing anti body 30 ‘agai nst.an antigen found on

nor mal- haman suppressor T cells, a nmethod for producing this hybridom,
monocl onal - anti body agai-nst ‘an anti gen found on normal human suppressor T

cells, methods for producing the antibody, and conpositions for treatnent

or diagnosis and methods of diagnosis. of disease or identi f|_ cation of T
cell or 4hynocyt e subcl asses enpl oyi-ng this- antibody. .35 _
TABLE 1 Reactivity of nonoclonal " antibodi es on human Iyrrph0| d popul ati ons '

Peri pheral Monocl onal bl ood (30)" -. .Bone antibody [err] E-
mar r ow ( 6) Thynus (22) 40 OKT6 0% 0 0% 0% - 70%
OKT8 so0 30% 0% <2% - . 80%45 o : - OKT9
0% 0% . 0% [err] OKT10 ~  <5% = 10% [err] '

95% *Nunbers in parentheses represent the nunber. of sarrpl es tested %
val ues ar e . means. 50 55 60 65 9 0 030450 - :

58

65
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TA ' Differences in distfibution of antigens defined by nonoclonal  ~~_
a ody on human peripheral T cells und thynocytes Per cent reactivity of'
rgsicdual célls with 5 . : o L e

nocl onal anti bodies: -Lynpoi d 0 03050 cell population . ‘nunber

rqcovered . OKT3 OKT4" OKT5 OKT6 OKT8 OKT9 OKT10 A, ‘Peri:pheral T
cglls: 10 - Untreated* : 40x[ err] .98 . 60 25

0] 7 34 - . - XT4+Ct - - 15.2x[err] - - 95 0o
7 -0 95 - - OKT8+C : 25.2x[err] . - 95
9% == 0 -0 B O S B. ‘Thynocyt es Untreated* S
4A@xferr] 30 7% . 70 - 65 75 8 92 20

oKT4+C . - 1 grr] . 80 0 85 10 .55 .
6f . 75 OKT8+C = - & - 9.5x[err] 85 & 65 0 13
Ofiwss . - 5 85 25 _XII3+C - © 30x[err] £ 0 60

80 82 - - 90 - ]5'2:5 86, *Untreated popul at.i oRs aﬁd .bopul ations )
t.g.ated wi-th conpl emat'rt ) _Ioﬁe Rer e i Tidi St iMgut siaplze og rg-analysis.

- Npn- specific lysis vvas° rr] iin all cases. Results are-regresent ative of 6
ekperinments. .30 t C8c npl enment 35 40 45. 50 55°60 656108 - 0 030 450
[err] .0 030 450 TAE§_E 4 Reactivity with nonocl énal gntgbodl es Cel | I|ne

KT3 OKT4 OKT5 OKT& T8 OKT9 . OKT10 5 HSB-2 £ § -* _
+CE|\/|"3 o + - + % 18
. i ] - . [} - . . .
| S ® £ ¥ o+ ++ 4+ + B 4+ F E_+*Cr|ter|afor
_fand + react|V|tyTwas ®He sane as in Table 3. TABLE 58158
ri pheral T cell I‘&v%s in disease states T cell |evebs Bi sease state
err] [err] sg[err] Lerrl | [grr] ’E’Hg&ﬁy B|I|ary
+ 20 53@50&5(2) NUItlpIe Sclerosis . s 22 -
- 2 E.-| (advanced disease) (8) 25 I\&asﬂtﬁenl a Gravis
- 0 e wEq 1 P+ 1 4 0+(earéy ﬁrgreated) (3)
ute Graft vs Host®(HO - Oto- - 1l 820 . -+
+30 Acquired Agar@m &bdbulinenia Type | S g8
+ S ok o S+ + 0+ 1 B g5
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Type 11 ' 0 35 Hyper IgE (4)

-~ N . o- Qto--"Acute Infectious Mno-

+ - Qo-- ++ B 0 nucleosis (4)* 40 _ :
Hodgki ns Di sease Stages | & 11 . : - N : N
N - . 045 . Stages Il & |9 030450 - N

N._~- N .~~~ 0 Psoriasis (3/5)taBLE4a - N +to
A+ N ' N - React@it\with frionerianalr antibodiesri t s 50 O=absent

+=above normal ++=gr V. abov et =gt ow normgt. = great ty et ow nor mal
these levgls return fc%ﬁ IHA(/ﬁ el ?{5‘3& 63(1% \ﬁgﬁ gﬁ%r 6?’:')9 t'ﬁﬁﬁhi prar ance of
clinical ~synptonms Theuggibers insparent heses indicate thg nunbgr of
pati ents. eval uated. Al though only a single hybridoma producing a single
nonocl onal antibody a8 nst a human thynocyte antigen:is+descritbed, it is
contenpl ated that they,R ent invention enconpasses all nonocl onal 60
ant i bodi Z,ES, exhi bi ti n'SMﬁllr’lﬁichar acteristics describedherei'n. It *was '
determ ned t hatcritehe faUubjaRe b Ratkiviyods I An@blet30 t he subcl ass [err]
Wwhich is one of four subclasses of nmurine IgG These subclasses of
~immunogl ohulin G differ from ope anatherTABKE Bhe so-cal led "fixed" regions,
al t hough ‘an antibody to a spect¥ PRt FeYdsyeli F'S?Fé.f/é;?l *sp-cal led "variabl e”
regi on whi ch i spikssestiaenal | y i-denti gpiz+r egaipfress of’omﬁecsh SeKet ass Bkye-
i munogl obuH-+—6+ bal-ong O-- hat—i-s—a-—mproclonal _antibody exhib nQ
t he charact &rimaryiBiags descri bed hereib may betof subctass [err] or of -
cl asses 1M Grgrsisidy ot her known Ig 12 . 0 030 450 cl asses. The
di fferences ppiRdsddizie cl asses or subcl assesywi ||l not affect _the. _
- sel ectivity aqidvhrited amRedsé)i@n pattern of the antibody, but may affect the
further reaction of the antibody w th other materials, such as (for
exanpl e) 2 oMypehrasistGrayis gnt i - nouse antd bodi es.OAl t houg® the sulfj ect antd body
is specifical'™YMareed) {3 s contenpl ated that antibodies having the '
pat terns of ApR@@kdrvist Most () Ustrated Bgyein are_includeg within the 5 sybject
invention regardl ess of the i munoglobulin.class or subclass to which they
bel ong. P@r Apbauired Agdroded  wi t hi n t he subj ect invention are nethods for
preparing t h@'9®BMB¥%nal anti bodi es descri bed above enploying the hybridoma
techni que il | U¥PFhted herei'n, -Although onty one exanpte of a hybridoma is
gi ven herein, 4she S contenplated, that one skjlled in the art could follow
the i nmudFzation, fusion, and sel ection nethods provided herein and obtain
ot her hybr i HereadgEcldbabl e of produci ng 10 antithodi es dvawi ng th®feacti Wty
- characteri s&i cs escrxiﬁed herein. Since the_ individual hybridoma produced
froma knom"mu%eé"(‘%ﬁ B cell line*and spt®n cel | % rom a Khown sp&ies
‘of nouse<eannot be further identified except by reference to the antibody
produced by Hbdukinkpizeasdona, it is contenplated that all hybridonmas producing .
-anti body havi rsgagediearieactivity charagteristigp descrigped abovg are ing uded
wi thin the subject invention, as are nethods for making this antibody o
enpl oyi ngst he $Agst MfyMa. Further aspects of thhe inver¥ion ar eNmet hodsOof -
di agnosi s o | S€ enpl oyi ng the nmpnocl onal .anti bo OKT8 of, any ot her
monocl onal. gsr?g%s%o%?exhi biting the gg‘tter n o f?"eact ivity provided heré€in.
The subj ect am=vintlynamayl lisetsused to detect and study intrathymc '

di fferentsbati Srahgensunmari zed in Figure 2. Mreover, the subject antibody .

may be err_pl_oyeid:_iPBr‘ézqf%‘ggj,gs%mgglsease states as shown:n Table 5. These 20-

t echni ques may_=tb§° ,,gmed' usi ng OKT8 anti body al one or in conbination with
ot her ant i bodi-es=dréatig belo®dbmndKT1O) . Patterns of reactivity with a panel of
ant i bodi gs t 0 *Wegelebels eenitin To oeinkl abolsare Svesk bliorab ltiaisappeargaee 61 dinicsl &haplomeN
“of certain di SBa8emerRircRargntheges indigate the inumbertdf patentsorvalmated. eosi s) than is
pOSSi b! e usi _”gutRSJ ﬂron . g%ﬂn Etﬁ riggﬂah rg§UcinTrae%itnme3nntu nOf di sease states (e.q.,
Boute | nf ocinypuoheo SR, b ol e SIE horBuatal SR bl bt
mani f est iggpgartihediescdxtibEingi thexhareteidticd dedcribed Heleirl: & Was daBbmike BRGRNBRbice chM :
adni ni st r at PEFS kefongs toithe sypaass iaSal Whicheip bexfifoue sehrtasses ofohurDKigs. ahiﬁsémedyssésOofan
i ndi vi dual ng@eggbﬁrw?ﬁaﬁjﬁ ?P_‘g%ﬁ?fh%’ I:gge?e 4, e eaions, athiowsh n MKpely o a
antigen, thgpg js%?gﬁﬂtﬁp@gﬁ}ﬂﬁ%i elom' ii?‘g hollbhat arﬁ%g Q%n'tﬁéegtﬁg&e%§§:t;§zcic '
OKT8  celg) Sdestibedd hat&iR lap berdtlsiskiakS1§G £ gf:i 198, br 1568 orSk Eifsses | lﬁ,‘lgﬁﬂép Er@n@ﬂdg

t herapeuti.c-conpositions conpri-sing effective anounts of %](T anti body 1 n
adm. xture w th diagnostically or phar mac1e2uti cally acceptable carriers,



't espectively, ‘are also included within the present invention. Clains 1.
15e nonocl onal anti body which 35 (i) reacts with essentially all

ngr mal human suppressor T cells (being approxi mately 30% of normal - human T
cells); (ii) reacts wth less than 2% ofg3@rggg hunman bone narrow cells;
and (iii) doe not react w th any of the nor nmal human ceIIs |n the group of

: s. T d erepce; I §il not f he reactlon
. N@N- suppr ess a no EVE
afiti body acc Sgg e ognébi@r EE%?Q ungheiﬁr& r%:; Eamﬁgntl hgg%m c&ﬁ&n |IyStl‘gcg:s|(tf?;

aficording to oahtamﬁnaﬂad ﬂ'fat etidbdidsth fTréiacﬁ nmatatéamar aré ﬁt@lﬁ&ddwnih)h
& nal humaﬁn suh%gym@s redraodiess |ohtﬂéu mueoglobuvrea!sslon?uwatshtoawbmut they) belafg.

ridr mal ?es inglyded ""Wﬁ R g the ctma} aoﬁb:f::
Cl_al e 1 to Tﬁ?lt % é&g on % [orl m mmunlzatlon
C;' I's and t hy taﬁ@ s Wi‘ rhekhod€l f‘oend n and HRér KB on?a@ of producing
bcor di ng 100 antitod@e Bavirig thd rﬂtcﬂﬁtvfhhérﬁbteﬂastnc&bﬂseﬁbe&)(helblﬁr&e tth@tdﬁ&iubl&u&ﬂldafna produced
rdactivity wiftdm aknowh mopge|mystoqgee! '@hemhptew fﬁﬂﬁﬁ@ 8kno@n sigbipoefImeusd caanmit béiodhyer
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