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Heiper T Cells Potentiste the Effector Faactica and Growds of Aati-Tumor Cytotoxic T
L ympbocytes

Robot L Giuntoli. Jun Lu. Richard Kenoedy. Hiroya Kobayashi. Eqsbas Celi: Mayo
Qime

The suival and proliferanoa of cytotaxc T lymphocytes (CTL) dunog the effector phase of
the immune response 1s cniucal (or e elimnanon of tnfectous agents and rumor cells. Ow
results show that the expanuon and cytolyuc funcoon of CTL can be regulated by helper T
lymphocytes 1HTL) thas pmv\d: mo; lupey ugnals The p of HTL dunng

) CTL
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Pivowl Rode of Pb iph ‘aositide-3 Kiname in Reguiatioa of Cywotogdty in Nacursi
Killer Cells

Kaa Jiang, Bin Zhong. Damsclie Gilvary. Bnan Corlss. Sheng Wa. Julic Djaw H. Lee
Moffia Cancer Cazay. 12902, Magnols Dnive, Tampa, FL 33612

The MAPK-ERK plays a cnucal role w aamunal kller (NK) cell lyus of umor cells, b 18
upsgeam effectors are unknown. We now show that tnhubinoa of pbotphaamunde-3 anase
(PI3K) 1o NK cells blocks PAK1, MEK. and ERK acuvanoca by target cell Lganoo. itexferes
with perfonp-gnaryme B movement toward rges cells. and wppreua NK cytotoxary.

the effector pbase of anti mm]md wa fi

in the proliferauon potenual of !h: CTL and in the enbmnzmem of therr ovenall cywlyne
acuwvity. The cosumulatory acuwity of HTL required direct contact with CTL suggeang that
cell surface interacuons ke place between these cells and that lympbotaoes alooe are oot
sutficient to induce CTL proliferaon dunng anogen samulanon Because cross-liaking of
ma)or tustocompaubilicy complex {MHC) class [l moleculas on CTL results w thexr cahanced
acuvauon and proliferauon. HTL may be able o CTL resp n an anop
spectfic fashion

O gauve N17Rac| and PAK! mumc the suppresove effects of PDK whibvars,
whereas consonmvely-actve VI2Rac| has oppoute effects. VI2Rac] reutores the acaviry of
dovrumeam effectors and lync funcuoa 1o LY294002- o ~ewumanturgeatad but oot
PD9805%-aeated NK cells. These results docuoesm a speciic PUK (rarr] Racl [rarr) PAK]
(rarr] MEK (rarr] ERK pachway un NK cells o effect lyus.

MECHANISMS OF AND INTERVENTIONS FOR ASTHMA AND ALLERGIC DISEASES (523.1-523.4)

s23.1
The producdos of » ° ap_fic mooodonal antibodies (Mabu) aguioo the allergemic
and toxigenic fungus S

yborrys ¢

Detdef Schamechel Daniel M Lewrs: Ceaters for Discase Conqol & Prevecuoa. Nanoaa)
[nsutne (or Occupavonal Safery & Health, Health Effecs lLaborawry Divivon, 1093
Willowdale Road. MUS H-117. Morgantown, WV 265052845
Funp in l and & ic indoor eavi have been ausocialed with adverse
allergemc, m!ecuous and/or toxic health effects. Amoog the species of much recent adennoa
has been Slo:hvbomu eham:mn wl’uch has been shown to preanz a vanety of ycowouns
which may ta
omzomwmwors channrummmdowuwm
and precuse are req and in this study we report the cross-ceacavity
pmoanbnwmchunh:med for expausT CEAMITTETRL
Five IgM (3B2. 1D4. 10AS. 9F9 and 4E12) and cne [gG-sacrenng celi line (9B4) were ruised
in mice againm spores of Stackybomys chararom and tesied (of CuD-reaDvity agminst
mycetia or spores of 59 fungal isolates represcomugy 40 spaoa comumoaly found in wdoor

luding speaas of Al a Aspergillus. Awvobnadiex Cladopn e
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REGULATION OF [L-13 8Y msnmmmzcuu

Kathlees A Elliot. Nazalia A Osaa M A Scofieid. M M Khan: Creigh
Uaiveruty, 2500 Califorais Plaza. Omaha. Nd:rub 63178

Histamioe affects the balance of Thi (T helper rype 1) and Th2 (T belper type 2) cywokunes by
shufing cywkioe produnon from a Thl w a Th2 pazern.  (L-13 (interieukun-13) 15 an
important uaacoid mediaior that has been impliced in the development of allerpe disease.
This study was designed to i the h of regulation of IL-1) by tustamune
Th2 cells. DI0.GS.1 cells, a munne Th2 cell line, were created wath hisamoe 110* -10°M)
and then actvaied with PMA (phorbol 12 my 13- phus yan of aCD3.

Levels of [L-13 p Jog were then d oy ELISA (cxzyme-linked wymunoworte®
my)aquunnunve RT-PCR (rrwerae v—m(mcm“nom Celh
were pr d with b P 77

hioperamde (0 d the invak of b P Cemmalsoptmud
with PKA (proccm kinase A) wb H-8 (N-{2-(methyl bryl))-S-isoq
sulfonamede) and Rp<AMPS (Rpdiaey o« am cyds 3'S-ghepty

zad Jak-STAT (janus ‘Gomse - sagnsi. - =) xu of gmm) intub

Y (P ALA0 pwce 10 the adinom of 2nomman H-&nunﬂ-dmeuu.lyuc

Epicoccum. Euronum, HmcLh.Mn_PmmM- Siactreboys. Trickod
Ulocladium and Wallemia. All Mabs acrpt 9B4 were found 0 gam-raac wish csler sposes
ormycehnol’munplespana.MlhlBBZMlwum:ﬂwﬂd
Cladosporium. Stachvborrys, M i Myrothecium and Asrrabasidise. Mabs 979 and
4EI2 showed a umiler patero but a2 a2 much lower quandmacve level and did oot react with
Myrothecium. Mab 1D4 eacted with quitiple species of Stachvdorrys, Memooniclla snd
Trichoderma, Mlb‘)B‘wulhonlyMlbfuMlobcmnxpu:ﬁ‘!wSmhﬁwm
chartarum and reacted only with spores but ant with myceli Hes and per
oxidanos ndicate that Mab 984 ghiles W cpUope AP bylp_dhll
other Mabs bind 10 sexrried cartbyems.

The results show thme
mycelism mey eXpTEis EORRE CPUhpEs

mwoy tmg md hm poes ok

y 8 -
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Elevation Of Intraceliutar Ca’* Is Human Easisophils Upoa A A3 Aseomd By
Flow Cytometry.

Sunwoong Choi. Nguym T Le. Qumg N Chung UCLA Madical Center, Dt of
PediagicsMDCC 22-387. Los Angeiss, CA S0095-1752

We have d calcium ionophare (C1) induced Ca'* fux sigmuis in huwrwen exsmmpbel
using FLUO J/AM as the Ca*" indi dye. The opinin, wshmmd fom pEens with
eosinophilia using Percall grxtients, were loaded wich the 'FLUO JAM dye m 37C watwr
acubmx. Loaded cells were maalained at 37°C, and activated weh CL Fhwr oaovey T
perforsed by Jaumg on e g and Grebly separ phuly were
wsted for coaparTn. ukmﬂunaymdumu;mmmunug
charmralrSE

Activanng n resulted 1n 10~ (T W

channel by | minute. Eosinophil activetion st | miute resutmt in 2 dmnﬂp«h(‘
approxunately channel 10 and 33), indicaning there may be subpopulaticns Emipophils
cultured with fL-S (dams oot shown) also had 2 peaks with a shift-ia-pesk-2-te-a chanoe] 41.
Analysis |5 minutes post actvation of the cosinophils resubted in the magmg of the two
peaks. Thus. assexsment of inracellular calcium msy be a useful way for studying eosipophil
actvanon.

ainat of PKA whie Rp<cAMPS is 20 nhubitaw of o athorm of PRA
Tyrphremm is a8 wiibeicr of Jak2. Jak3. STATL. STAT3 and STATS. slady, ceih ~cre
preoemad with [L-12, 2 comckine mown w0 repreas STATS DNA binding. We foumd taar

histaming doee-dependersly coh d [L-13 ion and pona in Th2 cells via HI
and H2 recepary. hmmdzﬂsmd:ﬂ-lmdk%wm
demmofﬂ.—l) Ty in parnally of IL-
13 x -d Likewise. of T2 cells with [L-12

by
abmm:dmml-llmﬁmmhmwmhm These
wrams ‘agest a ol for PKA and the JAWSTAT pathwey in bigamine-awdised
flevaxa ol . ! soenoo and Tanacripdon.

523.4

Costrustiag Lflmts Of (atertemkin (1L)S Asd Gramalocyts-Mscrophage Coloay-
Stmariag Pactse {CM-CSF) Oe Humas Exisapbils /n Voo,
Neoym T e Lnwung S O, Quag N Qlamg, Scden L Reaoo UCLA Medical Centar,
Drpmmmm of Potamnic ! WDCC 22-33), L.os Angelse. TA 9L 1
Interteukin (i)-5 ed S34-CSF harve both bewn paread to sinuie anavahé Gancrmm
and viability v vewro. Vi tezad them cytokme wmang 0 @aihod we dovnad o culnarorg
wophils with g eclls (MNCR i Moat was vhased
from panients with vanous disord izted with cozmmeydis wsd Trom nooma) newdoms
{cumh by Thre pusiont bisod wat then layerud aver "I% (725% Tor carl) hyer of Aarcol)
om‘wmmahum urparetian nf e aytrTyEs thoonm) from te okocyta. The
Ve then s drit 10 REMI comdia with 20%fera} valf serem uf 10 ¥nml. and
pl&edml)?"c CC ipsubmtce. Tz el couah o ore dems ® velly uows o
dﬁ---me the peunuﬂ o{ec-mophxh ;uu visd. Flowryloms) 31 e sens wvetidy 1o

d the of phi) By oas week, mesyof 34 aauraxbis kad
disxppered, |oaving ophuls 25 Trv pegdarpi population. In de ersmen
of any cywkine. the whils alsy an—uo{mm&

whea (L-Smmuqblmd from boch panmn and newbares. Guc-xm.dd
W-uucr-um#»ba-cdlmmgm&xuﬂ&butmamxdlydau
D) wadk 2 maphis sreve vot iy 2%y JACSS. The additica of GM-CSF
© cuinres vl aeh IAS wxid © hiine of T-3 b of =otinapdid .
m\nnl. FIwmn&&MthSbame

mtt iy, (D exgrasian  This urttibition by GM-C8F mey be
duem other emkmuui—ié}mm'm samulated by GM-CSF w this
cuilnre sysiem. These smudiss cwy mave apdamians foe lang-tarm use of GM-CSF 1 clinical
Tiala









