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STAT6 plays an important role in IL-4-mediated B cell acti-
vation and differentiation. To identify primary and secondary
target genes of STAT6, gene expression profiles of IL-4-stim-
ulated B cells from STAT6�/� vs STAT6�/� mice were com-
pared. Statistical analysis revealed that 106 distinct probe sets
including 70 known genes were differentially expressed be-
tween the 2 genotypes. These genes include transcription fac-
tors, kinases, and other enzymes, cell surface receptors, and Ig
H chains. Surprisingly, although 31 genes were expressed at
higher levels in STAT6�/� B cells, 39 genes were expressed at
higher abundance in STAT6�/� B cells. This result implies
both positive and negative regulatory functions of STAT6 in
IL-4-mediated gene expression. Furthermore, IL-4 induces ex-
pression of the transcription factor Krox20, which is required
for maximal IL-4-induced transcription. The Journal of Im-
munology, 2002, 168: 996–1000.

T he cytokine IL-4 is a multifunctional cytokine produced
by a subset of activated T cells, mast cells, and basophils.
It is crucial for the development of type I allergic reac-

tions and for immune protection against helminthic parasites.
These responses are in part mediated through the effects of IL-4 on
B cells (for a review, see Ref. 1). Binding of IL-4 to its receptor
triggers activation of Janus kinase (JAK)2 1 and JAK3 tyrosine
kinases, which phosphorylate tyrosine residues in the cytoplasmic
domain of the IL-4R�. These residues then serve as docking sites
for several proteins containing phosphotyrosine binding or Src ho-
mology 2 domains including signal transducer and activator of
transcription family member STAT6. STAT6 is tyrosine phosphor-
ylated by JAK kinases, which induces its homodimerization and
subsequent translocation into the nucleus, where it can regulate
gene transcription.

IL-4-induced proliferation and survival have been shown to be
at least partially independent of STAT6 (2–4), whereas IL-4-in-
duced differentiation appears to be largely dependent on STAT6.
Previous work has shown that B cells from STAT6-deficient mice
fail to produce significant amounts of IgG1 or IgE after infection
with the nematodeNippostrongylus brasiliensis (4). Furthermore,
on stimulation with IL-4, STAT6-deficient B cells fail to up-reg-
ulate Fc�RII/CD23 or MHC class II (2–4), which play important
roles in Ag capture and presentation, respectively. In consequence,
STAT6-deficient mice show impaired immune responses to infec-
tion with nematodes and diminished allergic responses in murine
models of asthma (4, 5).

STAT6-binding elements were identified in the I� promoter (6),
the CD23 promoter (7), and other enhancer elements. STAT6 ac-
tivation alone, however, is not sufficient totrans-activate these
genes in primary cells but in addition requires de novo protein
synthesis which is efficiently blocked by cycloheximide (6, 8).
This finding implies that IL-4 likely induces the expression of a
cascade of essential secondary transcription factors and proteins.
To identify factors that are regulated in a STAT6-dependent man-
ner in IL-4-stimulated B cells, a combination of gene targeting and
gene expression profiling was used.

Materials and Methods
Antibodies, mice, and cell culture

Anti-CD24-PE and anti-B220-FITC were from BD PharMingen (San Di-
ego, CA); anti-caspase-6 was from Cell Signaling Technology; anti-B cell
lymphoma 6 (BCL-6) and anti-STAT6 were from Santa Cruz Biotechnol-
ogy (Santa Cruz, CA); anti-extracellular signal-related kinase 1/2 was from
Promega (Madison, WI). STAT6�/� mice on the BALB/c background
were a gift from Dr. M. Grusby (Boston, MA) (2). Naive splenic B cells
were isolated as described previously (9). B cells were�95% B220 pos-
itive as confirmed by flow cytometry (data not shown). The murine B cell
line M12.4.1 has been described previously (6).

Affymetrix GeneChips analysis

Freshly isolated naive (CD43�B220�) B cells pooled from each two to
four BALB/c STAT6�/� or STAT6 �/� mice were stimulated with LPS
(1.5 �g/ml) and murine recombinant IL-4 (1:25, generously provided by
W. Paul, National Institutes of Health, Bethesda, MD). After 24 h, total
RNA was isolated, processed, and hybridized with Affymetrix U74A Gene-
Chips. Chips were scanned and analyzed using a target intensity normal-
ization of 2500 for all chips as suggested by the manufacturer.

Data analysis

Data obtained from U74A GeneChips version 1 were masked by Microar-
ray Suite software resulting in a data set of 10,043 probe sets. Average
differences from the different data sets were grouped into STAT6�/� vs
STAT6�/� or STAT6�/� LPS vs STAT6�/� LPS plus IL-4, respectively.

Departments of *Medicine and†Microbiology, and‡Genome Center, College of Phy-
sicians and Surgeons, Columbia University, New York, NY 10032

Received for publication November 12, 2001. Accepted for publication December
10, 2001.

The costs of publication of this article were defrayed in part by the payment of page
charges. This article must therefore be hereby markedadvertisement in accordance
with 18 U.S.C. Section 1734 solely to indicate this fact.
1 Address correspondence and reprint requests to Dr. Paul B. Rothman, College of
Physicians and Surgeons, Columbia University, 630 West 168 Street, Box 91, New
York, NY 10032. E-mail address: pbr3@columbia.edu
2 Abbreviations used in this paper: JAK, Janus kinase; BCL-6, B cell lymphoma 6;
WT, wild-type; DN, dominant negative; GFP, green fluorescent protein.

Copyright © 2002 by The American Association of Immunologists 0022-1767/02/$02.00

●

●



Average differences of �5 were set to 5. Statistical significance was cal-
culated using Cyber-T software as described previously (10). A gene was
considered differentially expressed between the compared groups if: 1) p
was �0.000099 (1/10,043); 2) the absolute fold difference between the
mean average differences from each group was �2; and 3) the mean av-
erage difference change was �500. This ensures a false positive error rate
of �1 of 10,043 genes.

Northern blots, Western blots, and flow cytometry

Total RNA was isolated from B cells using the RNEasy Kit (Qiagen, Va-
lencia, CA), and equal amounts of RNA were used to generate cRNA as
described previously (11). Northern blotting of these RNA was performed
as described (12). Western blotting was conducted as previously described
(13). For flow cytometry, cells were sequentially incubated with Fc block
and primary fluorochrome-conjugated Ab, washed, and fixed as suggested
(BD PharMingen).

Retroviral transduction

A dominant negative (DN) version of Krox20 (Krox20DN) containing
S379R and D380Y point mutations was generated from wild-type (WT)
Krox20 (Krox20WT) by site-directed mutagenesis (QuickChange; Strat-
agene, La Jolla, CA) followed by sequencing. The full length cDNAs of
Krox20WT, Krox20DN, or STAT6 were subcloned into pMIG upstream of
an internal ribosome entry site and green fluorescent protein (GFP). Gen-
eration of ecotropic retroviruses and infection of M12 cells were performed
as described (14). After infection, cells were rested for 48 h before addi-
tional experiments.

Results and Discussion
Positive and negative modulation of gene expression by STAT6

To identify genes the expressions of which are modulated by
STAT6, LPS-stimulated B cells were cultured with IL-4 for 24 h,
after which total RNA was isolated and processed to obtain gene
expression profiles. The time point of 24 h was chosen to detect a
maximum of both early and late genes that are altered in response
to IL-4. The mitogen LPS is known to induce activation of NF-�B,
which, together with STAT6, is required for Ig H chain class
switching to IgE (15). Statistical analysis of the expression profiles
identified 114 differentially expressed probe sets at the level of
statistical significance. These probe sets represented 106 distinct
cDNAs, 70 of which were known genes (Fig. 1) and 36 of which
were expressed sequence tags (Table I). Differentially expressed
genes were grouped into transcription factors/transcription-related
proteins, kinases/phosphatases, other enzymes, cytokines/cell sur-
face receptors, Ig H chains, and miscellaneous. A number of pre-
viously described IL-4-inducible genes were identified as STAT6
dependent by this approach, including the transcription factor
e4bp4/nfil3 (Fig. 1, Nos. 1 and 54) (16), as well as the known
STAT6 target genes CD23 and il4r� (Fig. 1, Nos. 38 and 50). It
should also be noted that STAT6 expression in STAT6�/� B cells
was detectable (Fig. 1, No. 7), because only the Src homology 2
domain of STAT6 was targeted by homologous recombination in
the STAT6�/� mice, leaving the 5� portion of the gene intact (2).
Thus, a partial STAT6 mRNA is still expressed in STAT6�/�

mice and detected by GeneChip, which, however, is not translated
into functional STAT6 protein (Fig. 3d). In STAT6-deficient B
cells, 31 of 70 genes were expressed at lower levels, but surpris-
ingly, expression of 39 genes was detected at higher levels than in
STAT6�/� B cells. This finding implies that STAT6 not only in-
duces gene expression but may also mediate repression of genes in
a direct or indirect manner.

IL-4 induced STAT6-dependent expression of a selection of
genes identified by GeneChip analysis, including krox20, home-
odomain-interacting protein kinase 2 (hipk2), p300/CREB-binding
protein cointegrating protein pcip, and caspase-6, was confirmed
by Northern blot (Fig. 2). The differential expression of hipk2 was
selective, because hipk1 and hipk3 were not differentially ex-
pressed byGeneChip (data not shown). Also, expression of

FIGURE 1. Genes differentially expressed between LPS plus IL-4-stim-
ulated B cells from STAT6�/� vs STAT6�/� mice. Data represent genes
differentially expressed after statistical analysis of four independent gene
expression profiles from STAT6�/� and five profiles from STAT6�/� B
cells cultured with LPS plus IL-4 for 24 h. Red bars, Expression in
STAT6�/� � expression in STAT6�/�. Green bars, Expression in
STAT6�/� � expression in STAT6�/�, p � 0.000099. Fold difference is
graphed on a logarithmic scale (base 2); i.e., a 32-fold change equals log
5. �, further data provided in the text. IRF-1, IFN-regulatory factor 1; DAG
kinase, 1,2-diacylglycerol kinase; HMG-CoA, hydroxymethylglutaryl-
CoA; MMTV, mouse mammary tumor virus; HIPK2, homeodomain-inter-
acting protein kinase 2; spec., specific; prot., protein; CIS, cytokine-induc-
ible SH2 protein; Hck, hematopoietic cell kinase; GNBP, guanylate-
binding protein; XBP, X-box-binding protein; GADD45, growth arrest and
DNA damage-inducible protein 45; GARG, glucocorticoid-attenuated re-
sponse gene 49.
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caspase-6 mRNA was selective because other caspases, including
caspases 1–3, 7–9, 11, 12, and 14, were not differentially expressed
(data not shown).

Interestingly, IL-4 induced STAT6-dependent repression of
apoe (Fig. 2f; compare Fig. 1, No. 70). Furthermore, on LPS plus
IL-4 stimulation, CD24 expression was repressed in STAT6�/� B
cells, whereas CD24 levels remained largely unchanged on LPS or
LPS plus IL-4 stimulation in STAT6�/� B cells (Fig. 3a; compare
Fig. 1, No. 44). Down-regulation of CD24 by IL-4 was also ob-
served in M12.4.1 B cell lines (data not shown).

Importantly, the GeneChip analysis together with Western blot
analysis identified the transcriptional repressor bcl-6 as an IL-4-
inducible, STAT6-dependent gene (Fig. 1, No. 4, and Fig. 3b).
Furthermore, activation with IL-4 or LPS plus IL-4 for 24 h re-
sulted in a moderate �2-fold, nevertheless highly reproducible,
up-regulation of caspase-6 protein levels in STAT6�/�, but not in
STAT6�/� B cells (Fig. 3c). STAT6-dependent induction of
caspase-6 protein levels correlated with differential caspase-6 en-
zyme activity in a delayed manner after prolonged stimulation of
at least 72 h (data not shown).

Taken together, these experiments identify several novel IL-4
modulated STAT6-dependent genes. Surprisingly, there is both
STAT6-dependent induction and repression of gene expression in
response to IL-4 stimulation. Interestingly, in STAT6-deficient B
cells, only eight genes were differentially expressed in LPS vs LPS
plus IL-4-stimulated samples (data not shown). None of these eight

genes was among those described in Fig. 1. This result therefore
suggests that expression of genes was repressed in a STAT6-de-
pendent manner and not selectively up-regulated by IL-4 only in
STAT6-deficient B cells.

Previous work has shown that STAT6 can interfere with NF-�B
activity by competition for overlapping STAT6 and NF-�B DNA-
binding elements (17). Because LPS mediates NF-�B activation,
this mechanism may provide an explanation for down-regulation
of gene expression by STAT6 in LPS plus IL-4-stimulated B cells.
Another potential mechanism for STAT6-mediated negative reg-
ulation of gene expression involves the IL-4 and STAT6-mediated
induction of transcriptional repressors. BCL-6-deficient mice ex-
hibit pathologically enhanced Th2-type inflammatory responses,
suggesting that BCL-6 is a physiologic repressor of IL-4-mediated
effects, including regulation of I� transcription and class switching
to IgE (18, 19). Some of the genes with mRNA levels that were
less abundant in STAT6�/� B cells than in STAT6�/� B cells,
including the BCL-6 target gene cyclin D2 (20), might therefore be
targets of BCL-6-mediated repression. It is striking that a number
of genes that were less abundantly expressed in STAT6�/� B cells
(i�b-�, irf4, bcl3, stat4, dag kinase �, hck, il-10R�, ifn-�� recep-
tor, fcgrIIb, cyclin d2, gnbp 1 and 2) are normally down-regulated
in germinal center B cells (21). Interestingly, BCL-6 is required for
the formation of germinal centers (18, 19). Our data therefore sug-
gest that STAT6 may influence B cell differentiation via transcrip-
tional repressors.

Table I. Expressed sequence tags differentially expressed between LPS plus IL-4-stimulated B cells from STAT6�/� vs STAT6�/� micea

No. Identifier Name/Description Mean �/� Mean �/� Fold Change

1 AA041969 mj06h03.r1 Mus musculus cDNA, 5� end 5 3,883 776.53
2 AI553553 vw40g01.x1 M. musculus cDNA, 3� end 5 2,848 569.67
3 AA289585 M. musculus clone L5 uniform group of 2-cell-stage gene fa 5 1,577 315.43
4 AI845798 UI-M-AQ1-aeb-h-07-0-UI.s1 M. musculus cDNA, 3� end 5 636 127.21
5 AW061234 UI-M-BH1-amj-b-11-0-UI.s2 M. musculus cDNA, 3� end 91 1,831 20.07
6 AW123907 UI-M-BH2.1-app-h-01-0-UI.s1 M. musculus cDNA, 3� end 1,469 14,586 9.93
7 AI845798 UI-M-AQ1-aeb-h-07-0-UI.s1 M. musculus cDNA, 3� end 4,693 21,406 4.56
8 AW047875 UI-M-BH1-als-g-03-0-UI.s1 M. musculus cDNA, 3� end 2,019 9,131 4.52
9 AI843476 UI-M-AQ1-aec-g-07-0-UI.s1 M. musculus cDNA, 3� end 8,941 38,225 4.28

10 AI153421 uc53a11.r1 M. musculus cDNA, 5� end 6,995 24,128 3.45
11 AI648925 uk32h09.x1 M. musculus cDNA, 3� end 513 1,769 3.45
12 AI854008 UI-M-BH0-aiv-h-12-0-UI.s1 M. musculus cDNA, 3� end 1,636 5,426 3.32
13 AA693125 vr57c08.s1 M. musculus cDNA, 5� end 3,638 11,581 3.18
14 C85523 C85523 M. musculus cDNA, 3� end 6,435 19,708 3.06
15 AW120511 UI-M-BH1-ana-a-04-0-UI.s2 M. musculus cDNA, 3� end 1,200 3,247 2.71
16 AA880275 vv99h02.r1 M. musculus cDNA, 5� end 2,841 7,388 2.60
17 AI852574 UI-M-BH0-aiu-a-02-0-UI.s1 M. musculus cDNA, 3� end 2,973 7,644 2.57
18 AA710132 vt45a05.r1 M. musculus cDNA, 5� end 4,174 10,655 2.55
19 AI844736 UI-M-AL1-ahq-c-10-0-UI.s1 M. musculus cDNA, 3� end 1,574 4,007 2.55
20 AA673486 vp49f04.r1 M. musculus cDNA, 3� end 1,351 3,385 2.51
21 AI837100 UI-M-AK0-adc-d-02-0-UI.s1 M. musculus cDNA, 3� end 16,512 40,472 2.45
22 AI849432 UI-M-AJ1-ahc-f-04-0-UI.s1 M. musculus cDNA, 3� end 4,987 11,723 2.35
23 AA881294 vx11c02.r1 M. musculus cDNA, 5� end 14,506 33,199 2.29
24 AB030505 AB030505 M. musculus cDNA, 5� end 5,021 11,234 2.24
25 AW125713 UI-M-BH2.2-aql-c-12-0-UI.s1 M. musculus cDNA, 3� end 3,311 7,390 2.23
26 AW120725 UI-M-BH2.3-any-a-12-0-UI.s1 M. musculus cDNA, 3� end 10,167 22,287 2.19
27 AW122731 UI-M-BH2.2-aot-e-08-0-UI.s1 M. musculus cDNA, 3� end 1,605 3,374 2.10
28 AA261092 mz65g04.r1 M. musculus cDNA, 5� end 30,103 14,327 �2.10
29 AI120844 ub73a05.r1 M. musculus cDNA, 5� end 19,710 8,393 �2.35
30 AI851230 UI-M-BH0-ajx-h-10-0-UI.s1 M. musculus cDNA, 3� end 6,481 2,746 �2.36
31 AI842065 UI-M-AN1-afg-a-10-0-UI.s1 M. musculus cDNA, 3� end 2,859 1,147 �2.49
32 AA816121 vp44a01.r1 M. musculus cDNA, 5� end 11,744 4,651 �2.53
33 AI117236 ub84h01.r1 M. musculus cDNA, 5� end 3,510 1,323 �2.65
34 AI662509 mt33c08.x1 M. musculus cDNA, 3� end 6,518 1,708 �3.82
35 AI647612 uk41h01.x1 M. musculus cDNA, 3� end 3,853 652 �5.91
36 AI461767 ub78g10.x1 M. musculus cDNA, 3� end 729 5 �145.75

a Data represent genes differentially expressed after statistical analysis of four independent gene expression profiles from STAT6�/� and 5 profiles from STAT6�/� B cells
cultured with LPS plus IL-4 for 24 h, p � 0.00009. Mean �/�: expression level, STAT6�/�. Mean �/�: expression level, STAT6�/�. Fold difference: positive values �
STAT6�/� � STAT6�/�; negative values � STAT6�/� � STAT6�/�.
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Krox20 modulates LPS plus IL-4-induced CD23 expression in
B cells

To test the function of the IL-4-induced transcription factor
Krox20 in B cell differentiation, M12.4.1 B cells were stably trans-
duced with STAT6, Krox20WT, or Krox20DN by retroviral in-
fection using a bicistronic vector also encoding GFP. The point
mutations in Krox20DN that were used here have been shown to
cause dominant congenital neuropathies in humans and alterations
of gene transcription in mouse Schwann cells by competing with
WT Krox20 (22).

Transduced cells were stimulated with LPS, IL-4, or LPS plus
IL-4 for 48 h (Fig. 4), and levels of CD23 expression in GFP� cells
were assessed by flow cytometry. Overexpression of STAT6 or
Krox20WT resulted in an only moderate increase in CD23 expres-
sion after stimulation with LPS plus IL-4 (n � 4, p � 0.41 or p �
0.12, respectively; Fig. 4). This suggests that neither STAT6 nor
Krox20 limited CD23 expression under these conditions. Strik-
ingly, expression of Krox20DN resulted in a highly significant
inhibition (between 55 and 81%; n � 4, p � 0.01) of LPS plus
IL-4-induced CD23 expression (Fig. 4). The effect of Krox20DN
was specific to activation by IL-4, because this mutant did not
significantly alter CD23 expression in cells that were only stimu-
lated with LPS (Fig. 4). A potential Krox20-binding element is
present at position �266 of the CD23 promoter, which is �120 bp
upstream of the STAT6-binding element (23). Taken together,
these data provide strong evidence for an important role of Krox20
in IL-4-mediated CD23 expression in B cells.

This result supports the idea that IL-4-mediated differentiation
of B cells requires not only direct activation of genes by STAT6
alone but also secondary transcriptional regulators, including
Krox20, which are induced only on IL-4 stimulation by STAT6.
These transcription factors therefore may regulate transcription of
IL-4-modulated genes in a cascade-like manner. Other transcrip-

tional regulators that mediate IL-4-modulated STAT6-dependent
gene expression may include NF-IL3, IFN-regulatory factors 1 and
4, STAT-4, BCL3, XBP-1, and BCL-6 (Fig. 1). A similar cascade

FIGURE 4. Krox20 plays an essential role for IL-4-induced CD23/
Fc�RII expression. M12.4.1 B cells were infected with retroviruses encod-
ing either GFP alone (a, vector) or GFP plus STAT6 (b), Krox20WT (c),
or Krox20DN (d). Transduced cells were stimulated with LPS (gray line),
or LPS plus IL-4 (black line) for 48 h, and CD23 expression in GFP� cells
was assessed by flow cytometry. One representative of four independent
experiments is shown.

FIGURE 2. IL-4 both induces and inhibits gene expression in a STAT6-
dependent manner in B cells. B cells from STAT6�/� or STAT6�/� mice
were cultured with LPS, IL-4, or LPS plus IL-4 or left unstimulated for
24 h. Expression of Krox20 (a), homeodomain-interacting protein kinase 2
(HIPK2, b), pCIP (c), caspase-6 (d) or apolipoprotein E (f) was detected by
Northern blot by sequential hybridization with the respective probes. Blots
were then reprobed with GAPDH to demonstrate equal loading (e plus g).

FIGURE 3. Differential protein expression in B cells from STAT6�/�

and STAT6�/� B cells. a, B cells from STAT6�/� or STAT6�/� mice
were stimulated with LPS or LPS plus IL-4 for the indicated time. Surface
expression of CD24/HSA was detected by flow cytometry. MFI, Median
fluorescence intensity. B cells from STAT6�/� or STAT6�/� mice were
stimulated with LPS, IL-4, or LPS plus IL-4 or left unstimulated for 24 h.
Expression of BCL6 (b), caspase-6 (c), or STAT6 (d) was detected by
Western blot. Reprobing of the membrane with extracellular signal-related
kinase 1/2 (ERK1/2) antiserum demonstrates equal loading (e).
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of transcriptional regulation has previously been identified on IFN-
�-induced expression of MHC II, which requires STAT1-mediated
induction of the MHC II trans activator CIITA (24).

In summary, our data provide novel insights into the mechanism
of action of STAT6 in IL-4-stimulated B cells. The identified
genes and their products therefore represent novel targets for the
development of therapeutic drugs for the treatment of allergic dis-
ease states.

Acknowledgments
We thank V. Miljkovic for excellent technical services; Dr. M. Grusby,
Dr. X. Jiang, Dr. Y. Kim, Dr. J. Milbrandt, Dr. W. Paul, and Dr. M.
Rosenfeld for valuable gifts; and Dr. K. Calame, Dr. C. Schindler,
J. Losman, and J. Mostecki for critical reading of the manuscript.

References
1. Nelms, K., A. D. Keegan, J. Zamorano, J. J. Ryan, and W. E. Paul. 1999. The

IL-4 receptor: signaling mechanisms and biologic functions. Annu. Rev. Immunol.
17:701.

2. Kaplan, M. H., U. Schindler, S. T. Smiley, and M. J. Grusby. 1996. Stat6 is
required for mediating responses to IL-4 and for development of Th2 cells. Im-
munity 4:313.

3. Shimoda, K., J. van Deursen, M. Y. Sangster, S. R. Sarawar, R. T. Carson,
R. A. Tripp, C. Chu, F. W. Quelle, T. Nosaka, D. A. Vignali, et al. 1996. Lack
of IL-4-induced Th2 response and IgE class switching in mice with disrupted
Stat6 gene. Nature 380:630.

4. Takeda, K., T. Tanaka, W. Shi, M. Matsumoto, M. Minami, S. Kashiwamura,
K. Nakanishi, N. Yoshida, T. Kishimoto, and S. Akira. 1996. Essential role of
Stat6 in IL-4 signalling. Nature 380:627.

5. Urban, J. F., Jr., N. Noben-Trauth, D. D. Donaldson, K. B. Madden, S. C. Morris,
M. Collins, and F. D. Finkelman. 1998. IL-13, IL-4�, and Stat6 are required for
the expulsion of the gastrointestinal nematode parasite Nippostrongylus brasil-
iensis. Immunity 8:255.

6. Rothman, P., S. C. Li, B. Gorham, L. Glimcher, F. Alt, and M. Boothby. 1991.
Identification of a conserved lipopolysaccharide-plus-interleukin-4-responsive el-
ement located at the promoter of germ line epsilon transcripts. Mol. Cell Biol.
11:5551.

7. Richards, M. L., and D. H. Katz. 1994. Regulation of the murine Fc� RII (CD23)
gene: functional characterization of an IL-4 enhancer element. J. Immunol. 152:
3453.

8. Rousset, F., R. W. Malefijt, B. Slierendregt, J. P. Aubry, J. Y. Bonnefoy,
T. Defrance, J. Banchereau, and J. E. de Vries. 1988. Regulation of Fc receptor
for IgE (CD23) and class II MHC antigen expression on Burkitt’s lymphoma cell
lines by human IL-4 and IFN-�. J. Immunol. 140:2625.

9. Hein, K., M. G. Lorenz, G. Siebenkotten, K. Petry, R. Christine, and
A. Radbruch. 1998. Processing of switch transcripts is required for targeting of
antibody class switch recombination. J. Exp. Med. 188:2369.

10. Long, A. D., H. J. Mangalam, B. Y. Chan, L. Tolleri, G. W. Hatfield, and
P. Baldi. 2001. Improved statistical inference from DNA microarray data using
analysis of variance and a Bayesian statistical framework: analysis of global gene
expression in Escherichia coli K12. J. Biol. Chem. 276:19937.

11. Luo, L., R. C. Salunga, H. Guo, A. Bittner, K. C. Joy, J. E. Galindo, H. Xiao,
K. E. Rogers, J. S. Wan, M. R. Jackson, and M. G. Erlander. 1999. Gene ex-
pression profiles of laser-captured adjacent neuronal subtypes. Nat. Med. 5:117.

12. Ryan, J. J., L. J. McReynolds, A. Keegan, L. H. Wang, E. Garfein, P. Rothman,
K. Nelms, and W. E. Paul. 1996. Growth and gene expression are predominantly
controlled by distinct regions of the human IL-4 receptor. Immunity 4:123.

13. Danial, N. N., A. Pernis, and P. B. Rothman. 1995. Jak-STAT signaling induced
by the v-abl oncogene. Science 269:1875.

14. Van Parijs, L., Y. Refaeli, A. K. Abbas, and D. Baltimore. 1999. Autoimmunity
as a consequence of retrovirus-mediated expression of C-FLIP in lymphocytes.
Immunity 11:763.

15. Snapper, C. M., P. Zelazowski, F. R. Rosas, M. R. Kehry, M. Tian, D. Baltimore,
and W. C. Sha. 1996. B cells from p50/NF-�B knockout mice have selective
defects in proliferation, differentiation, germ-line CH transcription, and Ig class
switching. J. Immunol. 156:183.

16. Chu, C. C., and W. E. Paul. 1998. Expressed genes in interleukin-4 treated B cells
identified by cDNA representational difference analysis. Mol. Immunol. 35:487.

17. Bennett, B. L., R. Cruz, R. G. Lacson, and A. M. Manning. 1997. Interleukin-4
suppression of tumor necrosis factor �-stimulated E-selectin gene transcription is
mediated by STAT6 antagonism of NF-�B. J. Biol. Chem. 272:10212.

18. Ye, B. H., G. Cattoretti, Q. Shen, J. Zhang, N. Hawe, R. de Waard, C. Leung,
M. Nouri-Shirazi, A. Orazi, R. S. Chaganti, et al. 1997. The BCL-6 proto-onco-
gene controls germinal-centre formation and Th2-type inflammation. Nat. Genet.
16:161.

19. Dent, A. L., A. L. Shaffer, X. Yu, D. Allman, and L. M. Staudt. 1997. Control of
inflammation, cytokine expression, and germinal center formation by BCL-6.
Science 276:589.

20. Shaffer, A. L., X. Yu, Y. He, J. Boldrick, E. P. Chan, and L. M. Staudt. 2000.
BCL-6 represses genes that function in lymphocyte differentiation, inflammation,
and cell cycle control. Immunity 13:199.

21. Alizadeh, A. A., M. B. Eisen, R. E. Davis, C. Ma, I. S. Lossos, A. Rosenwald,
J. C. Boldrick, H. Sabet, T. Tran, X. Yu, et al. 2000. Distinct types of diffuse large
B-cell lymphoma identified by gene expression profiling. Nature 403:503.

22. Nagarajan, R., J. Svaren, N. Le, T. Araki, M. Watson, and J. Milbrandt. 2001.
EGR2 mutations in inherited neuropathies dominant-negatively inhibit myelin
gene expression. Neuron 30:355.

23. Richards, M. L., and D. H. Katz. 1997. Analysis of the promoter elements nec-
essary for IL-4 and anti-CD40 antibody induction of murine Fc�RII (CD23):
comparison with the germline � promoter. J. Immunol. 158:263.

24. Lee, Y. J., and E. N. Benveniste. 1996. Stat1 alpha expression is involved in
IFN-� induction of the class II transactivator and class II MHC genes. J. Immu-
nol. 157:1559.

1000 CUTTING EDGE: STAT6-REGULATED GENE EXPRESSION IN B CELLS


