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PHODUCTIO\. 
.\. Vitie llo, !.. J! A. Lanzavccchia , 
.\.<: . lirazio . De pt. of' Pae d iatr i cs , Ur.. ivc r s ity of' 
l 'avia , Italy. 
',;;1il c LP.3 i s the rnost potent D cel l activator in mice , 
in 1;1a11 induction oI' D- cc ll d iffere ntiation ha s bcc 11 
i·oportcc.l only under strin[';'cnt cu lture conditions. *In 
'(' -day cul turcs of' 10 :.> peripheral blood lymphocyte s in 
U.2 1:11 of' :!PHI cont:aininc; 10 '.··;J FCS in f'lat-bottome <l 
cu lture plates, LPS over a wide ran ee of concentrat i -
0:1'; ( 0 .1 to 2)0/ur;/ml) doc s nnt s timulate detectabl e 
I,<;!.I production \Iltilc ConA at optimal (6 u,c;/r.il) and 
suboptimal (0. 1.J UG/ml) concentrations indu
ce8 syn the s is of onl y low "'"aunts of Ir;M (250- 600 n ,o;/ 
n l). llowevcr , when LI'S i s added to Co:u\-stir.mlated 
cultures a s triJ,in1: do se -d e pendent e nhancement of Ir;J.I 
p r oJuction, 1:1ax i mu m ( 1200-2100 n (:/ml) with 10 u r,/"11 
of' LPS i s evide:it. A similar cnltancinc: e ffec t of LPS 
on production wi th a mean iacrcase of 100 wa s 
ob s erved al s o in cu ltures. Studies arc 
now u nderway to clarify the ce llular basis underlyinc: 
thi .s 

* T . Kunori, O. Tiinr;dCn, E . Scand.J.I1m'!1.unol., 
8 , 115 1, 1978. 
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Mnr:cario, L. r:cspo l i , V. Mo:ia :fo, A. Viti
ello, A. Lan zav ccchia . A.G. Uc;azio.Dept. o:f 
}lacdiatrics, Un iversity of Pavia, Italy. 

In orde r to evaluate the cellular basis of the syn
crr: i s ti c c ff'ect of' LPS and CorL\ on in vitro Ip;N pro
d u c tion their cf'f'cct on cell pro liferation was studied 
under identical experimental co nd it ions in normal s ub
,j ccts and in patients with X-linkcd aaammar;lobulinac
mia ( XLA). While cell viability wa s not affected by 
any dose of LllS, incrcasinc doses of LPS proGrcssive 
ly r educed thymidine incor;:io r a t ion on day J in ConA 
s timulated cultures from 10 norr.ial s ubjects; on day 5 
inhibition of DN...\ synthesis was s till present exc e p t 
in tho se doses of' LPS clicitinG maximum I1:M product ion 
where a sy n c r ;_; istic e:f:fcct became e vident. In 4 pati 
e nt s with X-LA synthesi s of' l g}1 was not induced b y any 
c o mbi nation of PWH, ConA or LPS . The pattern o:f thymid
ine incorporation was ho weve r similar to that 
in normal controls indicatint; that the inhibitory cf'
:fcct or LPS on cell prolireration is not dependent on 
the presence o:f function a l D ce ll s . 

37 ConA-IXDUCED TIIYHUS -DEPF.NDENT Ir; PllODljCTIO ?< 
BY n LYHPllOCYT:·:s IN VITHO. 
A. Lanztlvec c hia, A. Viti. c llo 1 L. N'espo l i , 
H . A. G . Ur.,.:tz i. o , Dept . of' Paedia
trics, Univ e r s ity of Pavia, Italy, 

i;h il c there is evidence t l:at PWM activates 
l1 c l per T cells for Ii: production, t ile effect of ConA 
is usua lly that of' suppre ss i on . T and D cells were 
scparateci fror:1 tonsil s by and cultured 
in t h e presence of Con.A for 7 da v s in 1 ml RPi'-II con
taininr: 10 <, FCS in culture tubes. 
Coru\ induced no Ir;ll synthesis in c ultures of purified 
D ce ll s and only production (J60 ng/ml) 
in un sc parated cells . ll owevcr , when 
num be r s of purified T ce ll s were added to 0.5 x 10 
purified D prorlnction ( 1 50 0 nr:/ ml) was 
elicited on ly at lm" T / i; ce ll r a tios (1 /5 ), l>hen T 

wen"? pre irradiatcd with 2500 H. increased I r,N 
production was also o lJscrved but a t a T / D ra t io 
o f' 1 . In all tl1csc c o n d itions Co n.:\ co n sisten tl y in 
duced production o:il y at an optimal mitoc;cnetic 

( t)/ut:/nl) . The se show that Coru\ can 
stimulate helpe r T cell s and tho.t low T cell nur:10crs 
or T cel l irracliation racilitatcs helper functio n 
pe rhap s by prcvcntin1; the c 111 cr1;c ncc of suppressor 
cf.facts . 
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38 FAILURE OF I:IJ-lIBITICN OF LYHPIICCYI'E PROLIFERATICN El 
HUMAN NEl·JOORtl t t'.)NOCYTES CDRRLLATED WITH A l/J;I PGE2 
SOCREI'ION 
A. FischC!r, h . Durandy, S. Mamas, E. Mac call, 

C. Griscelli. Unite d'Irrmunologie, rD[>. Enfants Malades , Paris . 

\'IC! sh"""'3d that an excess o f autol09ous or alloqene i c rronocytes, 
isolated from adult b l ocd, added to mitoaen or antiaen-induced 
lyrnr:ihco_fte cnltures inhib:.ted their prollferatiVC! Si
nularly, ad.ult rrornxytes reduced the generation of Pokeweed mito
gen-induced plasrra cells. These SUJ:J'.1rcssive effects were, t:ot.'u 
rrostly reverted by adjunction of Indm'2thacin (5.10-?M). In con
trast, newborn (NB) did not exert any e f fect on pr o li
feration and generation o:: rilasrra cells. Adherent NB rronocvtes 
were shov111 to secrete 10 ti.ires l ess 10rosta0landin E2 (PGE2l du
rinq a 24hrs incubation than adult rronocytes. (2.300 vs 24 COJ 
pg/rn/106 m:mocytes). Afte::: activation by zyrrosan, NB rronocytes 
creted 6 to 10 tines rrore PGE2. The sane e ffect wa!: obtained bv 
incubation in supernatant of a llocre nC!ic leukocyte culture s and
NB !'Dnocytes becarre able to SUPJ?ress T and B in v itro f unctions . 
Also rronocytes fran l ate ::ir egnant wrnen did no t suppress T l yrn
phOC'jte proliferation. Our observations sugoest that absenCC! of 
sur>r>ressive effect o". !IB r:onocytes is due tD an inhibition of 
PQ::2 secretion rathe r than to an int.ri nsic inrnaturi ty. Tlu.s ohe
narenon, which SeBTIS corre l ated with an excess of suppressor - acti 
vity exerted by NB T lYJl1!)hocytes on B lymphocyte maturation might 
;_:>lay a role on inmune responses in neonatal pericd. 

39 THE EFFE CT OF THF IN I MMUNOSUP PR ESSE D CHILDREN WITH 
LY MP HO PR OLIFE RA TI VE DI SEAS ES. 
R. Za izov, R. Vogel, B. Wo lach, B. Shoh a t, Be ilinson 

Hos p. Tel-Aviv Medic a l Sch . , z. Ha nd zel, Y. Yakir, v . Ro tt e r 
and N. Trainin, We izmann Inst . Israel. 

THF, a partiall y purifi ed Thymic Hormone, was shown to restor e 
the impaired cell mediated immunity (CM!) and reduc e th e 
visceral complications in 4 children with acute leuk emi a and 
generalized varicella. Twelve children with acute lymphocytic 
leukemia (ALL) or lymphoma were treated with THF for 
generalized var1cella infection associated with impaired CMI. 
CMI parameters were studied before, during and post THr therapy. 
It was found to increase significantly (two- to ten-fold) the 
number of peripher a l blood lymphocytes, [-rosettes, r espo nse to 
Co nA, PHA and intr acellul a r c AMP in 11 children. The number of 
lymphoc y tes and E-rosettes incre ased from 700 to 6DO O and from 

250 to 55DO per Cu.mm r espective ly. All children r eco ve r ed 
from the varicella infection, including two with seve re 
bilateral pneumoniti s , and all of them developed antibodies to 
V-Z virus. Simil a r r esult s of t he above mentioned CMI 
parameters were obtain ed in 6 additional immunos upp r ess ed 
children with ALL & lymphoma , 4 of whom had severe pneumonitis. 
THF restored positive GVHR and skin tests in 8 out of 10 a nd 
4 out of 9 children studied respectively. These observations 
s uggest that THF may restore the impaired CM! in children with 
ALL & lymphoma and may be valuab le as supportive th e r apy of 
severe viral infections. 

40 THE ROLE OF VITAMIN B1 2 AND ITS TRANSPORT 
GLOBULINS IN GRANULOCYTE BACTERIAL KILLING 

R. Se8er, A . Wildfeue r*, M . Frllter- Sc hrode r, J. Linne ll+, W.H . Hitzig 
Dept Paediatrics, University of ZUrich, Switzerland, *Dept. PatholQ!;y, 
University of Ulm, FRG, +Dept.Experimental Chemical Potholo8y, West
minster Medical School , London, G.B. 

Granulocytes from a 6 year o ld boy with congenital transcobalamin II 
deficiency were found to hove abnormally low antibacterial activity 
osoinst Staphylococcus oure us and very low intracellular level s of the 
cobalomin coenzymes. Transfusi o n of normal plasma supplem en ted w ith 
hydroxocobolomin temporaril y restored 8ranulocyte bactericidal acti v ity 
to normal and increas ed cellular leve ls of the cobalamin coenzymes . 
Granulocyte functi on was also temporarily restored by oral leucovo rin . 
The de fect appears to be ca usolly re lat ed to the pati ent 's TC II deficiency 
and indirectl y to a deficiency of cobolamin and folate coenzymes. 
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