Int. Arch. Allergy Immunol in press

(HVEM), a ligand of BTLA (17, 21), is
also expressed in many cell types (17, 22).
In fact, T cells, dendritic cells and most
other lymphoid cells express BTLA and
HVEM at some point during their
activation or quiescence (6). Therefore,
the identification of cell types expressing
BTLA and HVEM in the site of allergic
airway inflammation may help the
understanding of the basis for the BTLA-
mediated attenuation of allergic airway
inflammation in mice.

In summary, we have shown that BTLA
inhibits eosinophilic airway inflammation
in BALB/c mice. Although there has been
no information available on the role of
BTLA in allergic diseases in humans, our
results raise the possibility that BTLA
may be involved in the regulation of
eosinophil-mediated allergic diseases.
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Figure 1. Antigen-induced eosinophil recruitment into the airways is enhanced in
BTLA"/~ mice

BTLA-/- mice and littermate WT mice were immunized intraperitoneally twice with
OVA/alum and 14 days after the last immunization, mice were challenged with the
inhalation of OVA or saline (as a control). The number of total cells, eosinophils,
neutrophils, and CD4* T cells (A) and the levels of IL-4, IL-5, and IL-13 (B) in the
BALF were evaluated at 48 hours after the inhalation. Data are means = SD for 10 mice
in each group. ND = not detectable. *significantly different from the mean value of WT
mice, *¥p<0.05. (C) OVA-sensitized BTLA/~ mice and littermate WT mice were
challenged with the inhalation of OVA or saline and at 48 hours after the inhalation, the
number of goblet cells was evaluated on PAS-stained lung sections. Data are means =+
SD for 10 mice in each group.

A (x10%)
500 Jwr
—_ B sra
3 400
25
= 300
g
w®
o 200
b=
S
o 100
owa ?
vy @ 100 200 400 «CD3
B
() ) (pomi) L5 (pofml) IEN-
1000) WT"‘ 4 2000 1500 1 v
BTLA™-
800 B 1600 1200
600 1 1200 900
400 800 600
200 400 300

(@Xﬁi - 0 100 200 400 aCD3 o 0 100 200 400 aCD3 0 0 100 200 400 aCD3

Figure 2. Antigen-induced proliferation and cytokine production of splenocytes are
normal in BTLA"/~ mice

Splenocytes from OV A-sensitized BTLA~/- mice or littermate WT mice were stimulated
with the indicated amounts of OVA or plate-coated anti-CD3¢ antibody for 72 hours. (A)
The number of viable cells in the wells was evaluated by CellTiter-Glo reagent. Data are
means =+ SD for 5 independent experiments. (B) Supernatants were collected and the
amounts of IL-4, IL-5, and IFN-y in the supernatants were determined by ELISA. Data
are means = SD for 5 mice in each group. ND = not detectable.
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