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Shiek “Alim,  Seog Nyeon Bae, Jin Woo Kin; K1 S\mg Ryu,
_ Suiig'Han Nariikdong, Joon Mo Lee ~ -

Departinent of - Obstetrics’ and “Gynecology, ‘Depamnent of
Titeriial ‘Medicirie; 'Thie:Catholic Umversity of Korea: College of
Medicine, Seoul Korea

Background: To clarify ‘the’ immﬂmnodulatory effect and docu-
ment the ‘clinical usefulniess of ‘ABNOBAviseum® “Mistletoe”
during chemothetapy ‘in ‘the" patients -with * epithelial * ovarian
malignancy by evaluatitig- ‘the status’ of ‘the imtiiune ‘tdekers.
Methods: 32 epithelial ovarian cancer patients was divided
into treatment group (n=16) who received ABNOBAviscum®
“Mistletoe” injection and control group (n=16). Allpatients
were ‘teceived at least 6 cycles of platinum-based chetho-
therapy. Blood sampling was taken before, and 2ist day of
each cycle until 52 weeks. The ‘blood samples were analyzed
for ‘absolite hiurber of leukbcyte, monocyte, lymphocyte and
eosinophil “in:-all - samples; ‘CD - (cluster dsterminant) 3,- CD4,
CD8 and CD356 in 0, 12 and 30th weeks; IL (interleukin)-2,
IL-4, IL-12;-TNF: (tumor-nécrotizing factor)- ¢ - and: INF -(inter-
feron)- v in 0, 6,-12;.18,:30th week. The basic laboratory tests
including liver function. were. done . in every cycle to evaluate
adverse effects of the ABNOBAviscum® “Mistletoe”. Results:
The number of monocyte (p=0.0027) and macrophage were
significantly increased in ABNOBAviscum® “Mistletoe”- treated
group compared with-contrl. group, but not in lymphocyte and
eosinophil. There:was significant: increase in the concentrations
of NK:{natural killer). cell: and -CD8 :(p=0.0007), -but not: in
CD3, CD4, :CD56.:In - cytokines, -there: was: statistically  signif-
icant . increase of. the concentrations of IL-2 (p-O 0026), 114
(0=0.0004), IL-12 (p=0.0017) in ABNOBAviseum® “Mistletoe”-
treatment . group, but no-. differences  in  TNF+@: and INF- 7.
There was no clinical .adverse effect in.the laboratory tests
inclyding liver function-tests. Conclusion: ABNOBAviscum®
“Mistletoe” may-improve: the innate-and acquired immunity: by
immunmodulation in the patients receiving: mnuwnwplasnc che-
motherapy. These: results suggest that ABNOBAviscum® “Mis-
tletoe” may be useful.adjuvant:in ovarian.cancer patients: by
improving: immune: :status‘and: mammg «effective: schedules -of
the chemotherapeutic drugs :

Role of 2B4 in Tumor Kllllng
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Background: NK cells are crmcal in the immune responses to
tumor cells and virally-infected cells. NK cells mediate lysis of
tumor cells as a result of activation upon binding of NK
activating receptors with their specific ligands expressed on
tumor cells. NK cells can directly kill tumor cells via secreting
Iytic molecules, perforin and granzymes. NK cells also release

cytokines, - JTFN-gamma: -and - TNF-alpha, thus activate = other
immune -cells - including mactophages and T cells: 2B4, expres-
sed-on all:NK cells, belongs to:the CD2: subset of the IgG
family. of receptors. Both: 2B4and CD2 bind: to- CD48, another
member- of this: family. Since-all ‘three: molecules are expressed
ofiNK “cells; a question -arises- as' to-‘the - binding ‘of 2B4 and
CD2.10 CD48:among NK cells may have functional consequences.
Methods: -Using murine NK cells: isolated from mice, effect of
homotypic' NK - celi -iriteraction ‘trhough 2B4 and CD48 was
performed: -using ‘cytotoxicity - assay, proliferation -assay, and
cytoking  ‘moaSurement. assay against -tumor - targets, RMAS.
Results:. Using:'specific monoclonal antibodies and gene-defi-
cient NK :cells, we :found: that 2B4/CD48; but not CD2/CD48,
imeraction is ¢ssential fot.TL-2-driven expansion and activation
of -murine NK cells. In.the absence: of 2B4/CD48 interaction,
NK cytotoxicity. -and ' IFN-gamma; ‘secerétion: upon tumor - target
exposure -is- sevetely impaired. Impaited: activation of NK cells
in:-2B4-deficient mice.-was:also: demonstrated by poor NK-
mediated - clearance -of syngeneic tumor:cells in -these mice.
Functional - impairment { of - NK' cells .in the absence of 2B4/
CD48 ' interactions: was -accompanied by defective - calcium
signaling,-suggesting .that'the -early signaling. pathway of NK
teceptors:is: ithibited:. Ceniclusions Together; these ‘data: identify
a-novel mechanism: wheteby. NK - effector function is- regulated
via -hdmotypic ‘2B4/CD48: interactions. Thus, antistumor func-
tion of NK cells. can- be maximized in thc presence of 2B4-
CDA48 mteraction
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Background: Ionizing radlatlon induces simultatieous activation
ot -downt regulation: of multiple- signaling’ pathways. These- sighals
play critical role in controlling cell death and cell survival aftar
itradiation in ‘a’ cell ‘type ‘spécific ‘matiner. Methods: - We shiké
here ‘that - g-irtadiation’ induces phosphotylation/ inactivation ‘of
Bcl-2 by INK, and that radiation-induced JNK * activationi *i§
phosphatidylinositol-3 kinase dependent. Inhibition of JNK by
prétreatment ‘of SP600125, or by expressing a ‘dominant negdl -
tive forms of JNK attenuated Bel-2' phosphorylation and dega:
dation, - mitochondrial -metmbranie- potential loss; and tranislow?
tion of AIF to the nucleus seen after irradiation, suggestlﬁg%
that JNK ‘activation is involved in mitochondtial - dysfunctid

mediated : cell- death  through ‘inctivation of Bcl:2. Resultdl
Motsover, inhibition ‘of PI3K by ‘¢cliemical- inhibitors or domingti
negative forms of ‘PI3K effectively -inhibited -radiation-inidude
INK activation” and INK-dependent inactivation of- Bcl:2;-afid
subsequent - cell- death. Concliasion: These results suggest ‘thi:
phosphatidylinositol-3 kinase mediates inactivation of - Bel-24:
INK during ionizing radiation induced apoptotic-cell dedth i
human- cérvical cancer cells. Molecular dissection “of the- &g
naling pathwsys that regulate the apoptotic cell death machinis)



