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summary

Anti-CD20 antibody immunotherapy effectively treats non-Hodgkin’s lymphoma and autoimmune disease.
However, the cellular and molecular pathways for B cell depletion remain undefined and the in vivo effect of im-
munotherapy on tissue B cells and their subsets is generally unknown. To identify the mechanisms for B cell depletion in
vivo, a new mouse model for anti-CD20 immunotherapy was developed using a panel of twelve mouse anti-mouse
CD20 monoclonal antibodies. Anti—CD20 antibodies rapidly depleted the vast majority of circulating and tissue B cells
in an isotype-restricted manner that was completely dependent on effector cell Fc receptor expression. B cell depletion
utilized FcyRI-, FcyRIII- and FcyRIV-dependent pathways, while B cells were not eliminated in FcR common y chain-
deficient mice. Monocytes were the dominant effector cells for B cell depletion, with no demonstrable role for T or NK
cells. Although most anti—-CD20 antibodies activated complement in vitro, B cell depletion was completely effective in
mice with genetic deficiencies in C3 complement components. The considerable factors that determine the effectiveness
of anti-CD20 immunotherapy are following: the expression level of CD20 on B cell surface; the dosage of anti-CD20
mADb; the association of Fcy receptor with the isotype of the antibies; B cell subpopulations within different tissues.
These findings have important clinical implications for anti-CD20 and other antibody-based therapies.
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F, &HMETY T F—F 2B LU HCREEKE
HE 75 & O 2 O B CRRREIC IS W T L ZOH K
DG INTWSY. LaL, BifadkEEY v
INEOHIZIE CD20 iR B L TV AIC b 6
CD20 PLiAEIC P2 R4 2 L4 BV, Pk
BEOMRERET HAHRT AT 5 L1L, HFEK
PO BEIC BT LR OUCERLH I e Pk
R % ETRuRTh 5. K, Pt CD20 FiLikn
B filaz b9 50 FHRE & LT, Pui e
=275 (Antibody-dependent cellular cytotoxity :
ADCC), il (&8 A 1 Ml B b 2 75 ¥ complement-
dependent cytotoxity : CDC) B LU 7R F—3 &
DFBRENEZOLNTEID, HHLTiEanr-
fz. ZIT, EHLHIETTABY T ACD20E /Y
O —JF )UHifk (anti-mCD20 mAb) Z{ER L, #i
CD20 HLik PR T B Miflaa br 4 5 T BRI
OWTHHEZENTEL. ARTH, EEOLHPN
ECICB/MmAYHEST 5.
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fad, MO FHEBECTRESNSZ EaREL T
WAL b RZRWTh, EEEIMEO B Mgk
KU VNEICEWNT, BRIk - a7y — VRl
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IOV, SbhxhtphdEns.
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