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LP3 is t}10 1.1ost potent D cell activator in mice, 
in 1na11 induction oI' D-ccll has been 
reported only under culture conditions.*In 
'('-day cul turcs of' 10-) pcripitcral blood lymphocytes in 
U.2 1:11 of' :!PHI cont:aininc; 10 < FCS in :flat-bottomed 
culture plates, LPS over a wide ranee of' concentrati
o:io; (0.1 to 2)0/u.n;/ml) does not stimulate detectable 
I,n;'.·l production \Illile Coru\ at optimal (G u,n;/r.il) and 
suboptimal (0.1.J UG/ml) rnito.--;-cnic concentrations indu
ces synthesis of only low 'mounts of IcM (2)0-600 nc;/ 
nl). llowever, whea LI'S is added to ConA-stimulated 
cul turcs a stril;:ing dose-dependent enhancement of' Ir;H 
production, t:iaximum ( 1200-2100 with 10 uc/nl 
of LPS is evide'1t. A similar enhancint; eff'ect of LPS 
on production with a 111can increase of 100 % was 
observed also in P1,':i'-l-stit:iulatcd cultures. Studies arc 
now underway to clarify the cellular basis underlyinc: 
this 

* T. I\unori, O. Tiinr;dCn, .S. Scand.J.I1mTiunol., 
8, 1151, 1978. 
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In order to evaluate the cellular basis of the syn
crr:is tic effect of' LPS and ConA on in vitro Ip;N pro
duction their cf'f'cct on cell proliferation was studied 
under identical experimental conditions in normal sub
jects and in patients with X-linkcd arrammar;lobulinac
mia (XLA). l'ltile cell viability was not affected by 
any dose of LllS, incrcasinc doses of LPS proGrcssive
ly reduced thymidinc incorporation on day 3 in Con.A 
stimulated cultures from 10 norQal subjects; on day 5 
inhibition of DN.\ synthesis was still present except 
in those doses of' LPS clicitinG n1aximum production 
where a syncrc;-istic cf'f'cct became evident. In 4 pati
ents with X-LA synthesis of Ir;l'l was not induced by any 
combination of' PW:t-i, ConA or LPS. The pattern of' thymid
inc incorporation was however similar to that 
in normal controls indicatinr; that the inhibitory ef
f'cct of' LPS on cell proliI'eration is not dependent on 
the presence of' f'unctional D cells. 
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'11'hile there is evidence tl:at PWM activates 
helper T cells for I1; production, the effect of ConA 
is us11ally t!1at of' suppression. T and D cells were 
scparateci fror:1 tonsils by and cultured 
in the presence o:f Con.A f'or 7 davs in 1 ml RPi'-II con
taining 10 <, FCS in culture tubes. 

induced no Ir;ll synthesis in cultures of purified 
D cells and only It::t production (J60 ng/ml) 
in unscparated tonsil cells. llowevcr, when 
numbers of pnrlficd T cells were added to 0.5 x 10 
purif'ied B cells, prorluction (1500 nr;/ml) was 
elicited only at lo" T/l) cell ratios (1/5). \{hen T 
cells were prelrradiatccl with 2500 H increased Ir;M 
production was also olJscrved but onl)· at a T/D ratio 
of' 1. In all these conditions Con...\ consistently in
duced Ir;:>t production only at an optimal mitoc;cnctic 
dose (t)/u;-:/nl). These .findin..-:s sl1ow that Con.A can 
stimulate helper T cells and that low T cell nur:1bcrs 
or T cell irracliation racilitatcs helper function 
perhaps by prcventin1; Lile cmcrcence of suppressor 
cf'.f'ccts. 
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\·le shOl-B'.l that an excess of autoloqous or alloqeneic rronocytes, 
isolated from adult blood, added to mit00en or antiaen-induced 
lynl[lhOC'.(te cultures inhib:cted their proliferative Si
milarly, adult rronocytes reduced the generation of Poke'WeEd. rnito
gen-induced plasr:B cells. These SUIJ'.:'rcssive effects were,bot.'u 
rrostly reverted by adjunction of Indcro2thacin (5.10-7M). In con
trast, newborn (NB) rroncx::vtes did not exert any effect on proli
feration and generation of Dlasrra cells. Adherent NB rronocvtes 
were shovm to secrete 10 tbnes less i:>rosta0landin E2 (PGE2) du
rinq a 24hrs incubation than adult rronocvtes. (2.300 vs 24 CXXl 
]J'J/m/106 PDaocytes). After- activation by- zyrrosan, NB IIDnocytes se 
creted 6 to 10 tines IIDre PGE2. The sarre effect was obtained bv · 
incubation in supernatant of all0<1eneic leukocyte cultures and
NB ronOC'.[tes becarre able to SUp[)ress T and B in vitro functions. 
Also rronocytes fran late .,regnant waren did not suppress T ly!!i
phOC'.[te proliferation. Our observations suggest that absence of 
SU[)pressive effect of tIB r:nnocytes is due to an inhibition of 
PGE2 secretion rather than to an intrinsic inmaturity. This phe
ncxrenon, which seans correlated with an excess of sunpressor- acti 
vity exerted by NB T lymphocytes on B lyn1[111ocyte miaht 
:olay a role on inmune responses in neonatal peric:d. -
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THF, a partially purified Thymic Hormone, was shown to restore 
the impaired cell mediated immunity (CM!) and reduce the 
visceral complications in 4 children with acute leukemia and 
generalized varicella. Twelve children with acute lymphocytic 
leukemia (ALL) or lymphoma were treated with THf for 
generalized varicella infection associated with impaired CMI. 
CMI parameters were studied before, during and past THF therapy. 
It was found to increase significantly (two- to ten-fold) the 
number of peripheral blood lymphocytes, [-rosettes, response to 
CanA, PHA and intracellular cAMP in 11 children. The number of 
lymphocytes and E-rosettes increased from 700 to 6000 and from 

250 to 5500 per Cu.mm respectively. All children recovered 
from the varicella infection, including two with severe 
bilateral pneumonitis, and all of them developed antibodies to 
V-Z virus. Similar results of the above mentioned CM! 
parameters were obtained in 6 additional immunosuppressed 
children with ALL & lymphoma, 4 of whom had severe pneumonitis. 
THf restored positive GVHR and skin tests in 8 out of 10 and 
4 out of 9 children studied respectively. These observations 
suggest that THf may restore the impaired CM! in children with 
ALL & lymphoma and may be valuable as supportive therapy of 
severe viral infections. 
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Granulocytes from a 6 year old boy with congenital transcobalamin II 
deficiency were found to have abnormally low antibacterial activity 
asainst Staphylococcus aureus and very low intracellular levels of the 
cobalamin coenzymes. Transfusion of normal plasma supplemented with 
hydroxocobalamin temporarily restored 8ranulocyte bactericidal activity 
to normal and increased cellular levels of the cobalamin coenzymes. 
Granulocyte function was also temporarily restored by oral leucovorin. 
The defect appears to be causally related to the patient's TC II deficiency 
and indirectly to a deficiency of cobalamin and folate coenzymes. 
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