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Allergic asthma is a chronic airway disorder characterized by
airway inflammation, mucus hypersecretion, and airway hyper-

responsiveness (AHR).1 Cumulative evidence has revealed that
these inflammatory responses are mediated by Th2 cells together
with mast cells, B-cells, and eosinophils, as well as a number of
inflammatory cytokines and chemokines.2 IL-4 is imperative for
B-cell isotype switching for the synthesis of IgE. Allergen-
induced cross-linking of IgE-bound FcεRI on the surface of mast
cells leads to degranulation and activation, and immediate
bronchoconstriction.2,3 IL-5 is vital for the growth, differentia-
tion, recruitment, and survival of eosinophils that contribute to
inflammation and even airway remodeling in asthma.4 IL-13 plays
a pivotal role in the effector phase of Th2 responses such as
eosinophilic inflammation, mucus hypersecretion, AHR, and
airway remodeling.5 In addition, chemokines such as RANTES
and eotaxin are crucial to the delivery of eosinophils to the
airways.6 Airway eosinophilia, together with Th2 cytokines IL-4,
IL-5, and IL-13, may ultimately contribute to AHR in asthma.7

Andrographolide (2), 14-deoxy-11,12-didehydroandrogra-
pholide (1), and neoandrographolide are the threemajor labdane
diterpene lactones isolated from the leaves of the Andrographis
paniculata (Burm.f.) Wall. ex Nees (Acanthaceae) plant.8,9 A.
paniculata has been used for the prevention and treatment of

upper respiratory tract infection in Asian countries and also in
Scandinavia.10,11 We have reported recently a broad spectrum of
anti-inflammatory effects for 2 in a mouse asthma model.12 The
potential protective roles of 1 and neoandrographolide in allergic
asthma have yet to be determined.

Nonetheless, andrographolide 2 has been reported to possess
cytotoxicity and to induce cell cycle arrest and apoptosis, and is
also regarded as a potential antineoplastic agent.13,14 For the
treatment of asthma, it is critical to identify an analogue of 2 that
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ABSTRACT: Our group recently reported novel anti-inflammatory
effects of andrographolide (2), a bioactive molecule isolated from
Andrographis paniculata, in a mouse asthma model. However, 2 has been
shown to possess cytotoxic activity. 14-Deoxy-11,12-didehydroandro-
grapholide (1) is an analogue of 2 that can be isolated from A. paniculata.
We hypothesized that 1 retains the anti-inflammatory effects for asthma
but is devoid of cytotoxicity. In contrast to 2, 1 did not elicit any cytotoxic
activity in A549 and BEAS-2B human lung epithelial cells and rat
basophilic leukemia (RBL)-2H3 cells using a MTS assay. Compound 1
dose-dependently inhibited ovalbumin (OVA)-induced increases in total and eosinophil counts, IL-4, IL-5, and IL-13 levels in
lavage fluid, and serum OVA-specific IgE level in a mouse asthma model. Compound 1 attenuated OVA-induced airway
eosinophilia, mucus production, mast cell degranulation, pro-inflammatory biomarker expression in lung tissues, and airway hyper-
responsiveness. This substance also blocked p65 nuclear translocation andDNA-binding activity in the OVA-challenged lung and in
TNF-R-stimulated human lung epithelial cells. The present findings reveal for the first time that 1 retains the anti-inflammatory
activities of 2 for asthma probably through the inhibition of NF-kB. 14-Deoxy-11,12-didehydroandrographolide (1) may be
considered as a safer analogue of 2 for the potential treatment of asthma.
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retains the broad anti-inflammatory activities but with less or
even no cytotoxic properties. Compound 1 is a major naturally
occurring analogue isolated from A. paniculata and has also been
identified as a metabolite of 2 when given systemically to rats.15

This substance has been reported to be less cytotoxic to a variety
of cell lines as compared to 2.13,16,17 In addition, 1 has been shown
to inhibit cytokine and NO production from the Raw 264.7
macrophage cell line stimulated with lipopolysaccharide and IFN-γ
and to attenuate high glucose-induced fibrosis and apoptosis in a
renal mesangeal cell line.18,19 The molecular mechanisms med-
iating the anti-inflammatory actions of 1 have not been deter-
mined unequivocally. Nevertheless, there is evidence pointing
to the inhibition of NF-kB transcriptional activity by 2 and its
analogues.19,20

Asthma is associated with persistentNF-kB activation.21�23 In
the present study, we investigated the potential cytotoxicity of 1
in lung epithelial and mast cell lines and the potential anti-
inflammatory effects of 1 in a mouse asthma model. The results
obtained confirm that 1 is a noncytotoxic analogue of 2 and
indicate for the first time that 1 can attenuate allergic airway
inflammation probably via inhibition of NF-kB activity.

’RESULTS AND DISCUSSION

14-Deoxy-11,12-didehydroandrographolide (1) Is Less
Cytotoxic Than Andrographolide (2). Besides andrographo-
lide (2), 1 is the next most abundant of the naturally occurring
labdane diterpene lactones in A. paniculata.8,9 Compound 1 has
been shown to be a metabolite of 2 and can also be synthesized
chemically from the parent compound.15,16 Nevertheless, the
present knowledge of the pharmacological actions of 1 is much
less than for 2. Indeed, a clinical study of 2 in upper respiratory
tract infection has been reported,24 whereas investigations of 1
are still at the early preclinical stage. Despite their structurally
similarity, there is a notable difference between these two
diterpenoids with regard to cytotoxicity. Our present findings
reveal that andrographolide (2) dose-dependently and time-
dependently reduced the viability of A549 and BEAS-2B human
lung epithelial cells and RBL-2H3 mast cells (Figure 1). In
contrast, 1 did not reduce cell viability of these cultured cells at all
concentrations tested and at both 24 and 48 h time points. These
data are consistent with observations reported by other labora-
tories on other cell lines16,17 and strongly support the notion that
1 is a noncytotoxic analogue of 2.
14-Deoxy-11,12-didehydroandrographolide (1) Inhibits

NF-kB Activation. Persistent NF-kB activation has been ob-
served in allergic airway inflammation in humans.21�23 Antigen
receptor activation in T and B lymphocytes and mast cells cul-
minates in NF-kB activation.2,25,26 In addition, TNF-R stimula-
tion of airway epithelial cells triggers NF-kB activation.27 To
determine if 1, like andrographolide (2), could inhibit NF-kB in
ovalbumin (OVA)-challenged mice,12 the nuclear translocation
of the p65 subunit and p65 DNA-binding activity in lung tissues
from mice treated with 1 were examined. OVA challenge mark-
edly raised the level of p65 subunit in the nuclear extract of
lung tissues and promoted nuclear p65 DNA-binding activity
(Figure 2A). Compound 1 (1 mg/kg) significantly (p < 0.05)
reduced both nuclear p65 translocation and DNA-binding
activity to the basal levels, showing for the first time that 1, like 2,

Figure 1. Effects of andrographolide (2, open circles) and 14-deoxy-
11,12-didehydroandrographolide (1, filled squares) on cell viability of
A549, BEAS-2B, and RBL-2H3 cells at 24 and 48 h time intervals.
Compound 2 dose-dependently decreased the cell viability of all three
cultured cells. In contrast, 1 had no effect on the viability of any of the
cultured cells at all concentrations used and both time intervals. Values
shown are the means ( SEM of six separate experiments. *Significant
difference between 2 and 1, p < 0.05.

Figure 2. Effects of 14-deoxy-11,12-didehydroandrographolide (1) on
NF-kB activity in OVA-challenged lungs (A) and in TNF-R-stimulated
A549 human lung epithelial cells (B). Immunoblotting of p65 NF-kB in
nuclear extract of lung tissues isolated frommice 24 h after the last OVA
challenge and of A549 cells stimulated with 10 ng/mL TNF-R for 5 min,
in the presence and absence of 1 (30 μM). TBP nuclear protein was used
as an internal control. The experiments were repeated three times with a
similar pattern of results. Nuclear p65 DNA-binding activity was
determined using a TransAM p65 transcription factor ELISA kit. Values
shown are the mean( SEM of three separate experiments. *Significant
difference from DMSO control, p < 0.05.
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may exert anti-inflammatory actions via inhibition of NF-kB
activity in vivo.
The mechanism of action of 1 in TNF-R-stimulated A549

human lung epithelial cells in vitro was verified. TNF-R plays a
critical role in asthma28,29 and is a potent stimulator of human
airway epithelial cells.27 A sharp increase in total nuclear p65
level and p65 DNA-binding activity was observed upon TNF-R
treatment, and 1 markedly abated these TNF-R-mediated
responses (Figure 2B).
14-Deoxy-11,12-didehydroandrographolide (1) Reduces

Bronchoalveolar Lavage Fluid Th2 Cytokines, Serum Immu-
noglobulins, and Lung Inflammatory Biomarkers. OVA
challenge caused a notable increase in IL-4, IL-5, IL-13 and
eotaxin levels in bronchoalveolar lavage (BAL) fluid. Compound
1 significantly (p < 0.05) reduced IL-4, IL-5, and IL-13 and, to a
lesser extent, eotaxin levels in BAL fluid, in a dose-dependentmanner
(Figure 3A). Similar findings were observed in OVA-challenged
mice with disrupted NF-kB function via conditional knockout of
IKKβ in the airway epithelium.30 In addition, repression of the

NF-kB signaling pathway has been shown to block IL-13-
induced eotaxin production in cultured human airway smooth
muscle cells.31 Therefore, the observed reduction of IL-4, IL-5,
IL-13, and eotaxin levels in BAL fluid from 1-treatedmice may be
due to inhibition of NF-kB activation in the inflammatory and
airway resident cells.
Elevated serum IgE levels are a hallmark of the Th2 immune

response. NF-kB plays a crucial role in B-cell proliferation and
development,25,32 and IL-4 and IL-13 are important in directing
B-cell growth, differentiation, and secretion of IgE.3,5 A marked
elevation in serum total IgE, OVA-specific IgE, and OVA-specific
IgG1 levels was observed, with no changes in OVA-specific
IgG2a levels, inOVA-challengedmice. Compound 1 significantly
(p < 0.05) suppressed OVA-specific IgE levels and, to a lesser
extent, the serum levels of total IgE and OVA-specific IgG1
(Figure 3B). This substance had no effects on the serum level of
OVA-specific IgG2a. This may be attributed to the inhibition of
NF-kB during B-cell activation and of IL-4- and IL-13-mediated
class switching to IgE. These findings imply that 1 is able

Figure 3. Effects of 14-deoxy-11,12-didehydroandrographolide (1) on BAL fluid Th2 cytokines, serum immunoglobulins, and lung inflammatory
biomarkers. (A) BAL fluids were collected 24 h after the last OVA aerosol challenge. Levels of IL-4, IL-5, IL-13, and eotaxin were analyzed using ELISA
(n= 6�9mice). Lower limits of detection were as follows: IL-4 and IL-5 at 4 pg/mL, IL-13 at 15.6 pg/mL, and eotaxin at 2 pg/mL. (B)Mouse serumwas
obtained 24 h after the last OVA aerosol challenge. The levels of total IgE, OVA-specific IgE, OVA-specific IgG1, andOVA-specific IgG2a were analyzed
using ELISA (n = 6�9mice). Values shown are themeans( SEM. *Significant difference fromDMSO control, p < 0.05. (C) Lung tissues were collected
24 h after the last OVA aerosol challenge. Total mRNA was extracted using TriZol reagent, and the PCR products were separated in a 2% agarose gel
visualized under UV light. GADPH was used as an internal control. The experiments were repeated three times (n = 3 mice) with a similar pattern of
results.
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to modify the Th2 immune activity in the OVA mouse asthma
model.
OVA challenge markedly up-regulated lung mRNA levels of

the adhesion molecules VCAM-1 and E-selectin, and chemokine
MCP-1, which are pivotal for pulmonary recruitment of inflam-
matory cells.6,33 Chitinases including acidic mammalian chitinase
(AMCase), Ym1, Ym2, and YKL-40 have been shown recently to
play critical roles in airway inflammation and remodeling.34�36

IL-17 and IL-33 are two effector cytokines that have been shown
to be essential for airway inflammation and remodeling.37,38

COX-2 is known to be essential for PGD2-mediated airway
eosinophilia and hyper-responsiveness,39 and Muc5ac, essential
for mucus hypersecretion.40 Pretreatment with 1 (1 mg/kg)
strongly suppressed VCAM-1, E-selectin, MCP-1, AMCase,
Ym-2, YKL-40, Muc5ac, COX2, IL-17, and IL-33 levels in the
allergic airways (Figure 3C). These findings are likely to be due to
1-mediated NF-kB inhibition, as the genes encoding for these
proteins contain the kB site for NF-kB within their promoters.41

14-Deoxy-11,12-didehydroandrographolide (1) Sup-
presses Allergic Airway Inflammation. We have reported
recently major anti-inflammatory roles for andrographolide (2)
in a mouse asthma model.12 It was considered imperative to
investigate if 1, a noncytotoxic analogue of 2, retains the same anti-
inflammatory profile for asthma. OVA challenge markedly in-
creased total cell and eosinophil counts. Compound 1 (0.1, 0.5,
and 1 mg/kg) significantly decreased total cell and eosinophil
counts in BAL fluid in a dose-dependent manner (Figure 4A). At
1 mg/kg, 1 also reduced macrophage and lymphocyte counts. A
complete blood count of peripheral blood obtained from 1-treated
mice was conducted. There was no difference in white blood
count, red blood count, and hematocrit and hemoglobin concen-
trations in mice with or without 1 treatment (data not shown).
Hence, 1-induced reduction in eosinophil pulmonary recruitment
is unlikely to be due to any nonspecific cytotoxic effects of the drug.
Leukocyte transmigration into the airways is orchestrated by

cytokines such as IL-4, IL-5, and IL-13 and coordinated by

Figure 4. Effects of 14-deoxy-11,12-didehydroandrographolide (1) on OVA-induced inflammatory cell recruitment and mucus hypersecretion. (A)
Inflammatory cell counts in BAL fluid obtained from sensitized mice 24 h after the last saline aerosol (n = 7mice) or OVA aerosol (n = 7mice) challenge.
1 dose-dependently reduced OVA-induced inflammatory cell counts in BAL fluid from sensitized mice 24 h after the last OVA aerosol challenge
(DMSO, n = 7; 0.1 mg/kg, n = 8; 0.5 mg/kg, n = 7; and 1 mg/kg, n = 10). Differential cell counts were performed on a minimum of 500 cells to identify
eosinophils (Eos), macrophages (Mac), neutrophils (Neu), and lymphocytes (Lym). Histological slides showing lung tissue eosinophilia (B,
magnification 200�) and mucus secretion (C, magnification 200�) 24 h after the last challenge of saline aerosol, OVA aerosol, OVA aerosol plus
DMSO, or OVA aerosol plus 1mg/kg 1 are displayed. Quantitative analyses of inflammatory cell infiltration andmucus production in lung sections were
performed as previously described.12 Scoring of inflammatory cells and goblet cells was performed in at least three different fields for each lung section.
Mean scores were obtained from four animals. *Significant difference from DMSO control, p < 0.05.
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specific chemokines such as eotaxin and RANTES in combina-
tion with adhesion molecules as exemplified by VCAM-1 and
E-selectin.6,33 IL-13 is by far the most potent inducer of eotaxin
expression in airway epithelial cells.31 IL-17 has been shown to
induce eotaxin production from airway smooth muscle cells,42

whereas IL-33 can promote eotaxin release from macrophages.43

OVA challenge induced marked infiltration of inflammatory cells
into the peribronchiolar and perivascular connective tissues as
compared with saline aerosol challenge. Compound 1 (1 mg/kg)
markedly diminished the eosinophil-rich leukocyte infiltration
(Figure 4A andB), likely due to suppression of E-selectin, VCAM-1,
MCP-1, IL-17, and IL-33 expression and eotaxin production in
OVA-challenged lungs.
IL-4, IL-5, IL-13, and IL-17 play a critical role in goblet cell

hyperplasia and mucin Muc5ac gene and protein expression in
mice.40,44,45 OVA-challenged mice developed goblet cell hyper-
plasia and mucus hypersecretion in the bronchi, which were
markedly suppressed by 1 (1 mg/kg) (Figure 4C). Selective
ablation of NF-kB function in the airway epithelium has been
shown to reduce OVA-induced mucus production in mice.46 As
such, the reduction in mucus production in the lungs of 1-treated
mice may be attributable to a significant drop in IL-4, IL-5, IL-13,
and IL-17 levels and an inhibitory action on NF-kB in the airway
epithelium.
14-Deoxy-11,12-didehydroandrographolide (1) Prevents

Lung Mast Cell Degranulation. OVA aerosol challenge mark-
edly decreased intactmast cell number and increased degranulating

mast cells in the lungs. Compound 1 (1 mg/kg) reduced mast
cell degranulation and restored intact mast cell number similar to
saline aerosol control (Figure S1, Supporting Information). In a
preliminary study, 1 failed to prevent IgE-stimulated RBL-2H3
cell release of β-hexosaminidase (data not shown), indicating
that this compound does not block mast cell degranulation
directly. As such, the observed reduction in mast cell degranula-
tion by 1 is likely due to the reduction in serumOVA-specific IgE
level induced by this compound.
14-Deoxy-11,12-didehydroandrographolide (1) Reduces

AHR. IL-4, IL-5, and IL-13 have been shown to induce AHR, in
which major basic protein and cysteinyl-leukotrienes have been
implicated.4�6,47 Recently, IL-33 was found to directly trigger
AHR in mice.43 In addition, IgE-mediated mast cell activation
may contribute to AHR by producing a wide array of inflamma-
tory mediators and cytokines.2,26 OVA-challenged mice devel-
oped AHR, which is typically reflected by high lung resistance (Rl)
and low dynamic compliance (Cdyn) (Figure 5). Rl is defined as
the pressure driving respiration divided by flow. Cdyn refers to
the distensibility of the lung and is defined as the change in vol-
ume of the lung produced by a change in pressure across the lung.
Compound 1 (1 mg/kg) dramatically reduced Rl and restored
Cdyn in OVA-challenged mice in response to methacholine,
suggesting that the immune-mediated airway pathology in vivo
was modified.
We report here for the first time that 14-deoxy-11,12-didehy-

droandrographolide (1), a naturally occurring noncytotoxic ana-
logue of andrographolide (2), effectively reduced OVA-induced
inflammatory cell recruitment into BAL fluid, IL-4, IL-5, IL-13,
and eotaxin production, serum IgE synthesis, pulmonary eosi-
nophilia, mucus hypersecretion, mast cell degranulation, and
AHR in amouse asthmamodel, probably via inhibition of NF-kB
activity. These findings support a potential therapeutic role for 1
in the treatment of asthma subject to further laboratory study.

’EXPERIMENTAL SECTION

Cell Cultures. A549 human lung epithelial cells, BEAS-2B human
transformed lung epithelial cells, and RBL-2H3 rat basophilic leuke-
mia cells were obtained from the American Type Tissue Collection
(Rockville, MD). A549 and BEAS-2B cells were cultured in RPMI 1640,
while RBL-2H3 cells were grown in DMEM. Both media were supple-
mented with 10% FBS, penicillin (100 U/mL), and streptomycin
(100 μg/mL), and cells were grown at 37 �C in a humidified 5% CO2

incubator. To explore the anti-inflammatory mechanism of action of 14-
deoxy-11,12-didehydroandrographolide (1) (>98% purity, TCM Insti-
tute of Chinese Materia Medica, Nanjing, People's Republic of China),
A549 cells (1 � 106 cells) were seeded in a 100 mm Petri dish, and at
90% confluence, cells were treated with 30 μM 1 or vehicle (0.1%
DMSO) for 4 h before stimulation with 10 ng/mL TNF-R for 30 min
and protein lysates were prepared for analysis.
Cell Viability Assay. A549 cells (3 � 103/well), BEAS-2B cells

(5� 103/well), and RBL-2H3 cells (3� 103/well) were seeded in flat-
bottomed 96-well plates overnight and then incubated with increasing
concentrations (3�120 μM) of 1 or andrographolide (2) (>98% purity,
Sigma, St. Louis, MO) for 24 and 48 h at 37 �C. Cell viability was
analyzed using the CellTiter 96 AQueous cell proliferation assay
(Promega, Madison,WI) according to themanufacturer’s protocol. This
MTS assay is based on the ability of viable cells to convert a soluble
tetrazolium salt to a colored formazan product. Absorbance was re-
corded at 490 nm (Tecan microplate reader Infinite F200; Mannedorf,
Switzerland).

Figure 5. Effects of 14-deoxy-11,12-didehydroandrographolide (1) on
OVA-induced AHR. Airway responsiveness of mechanically ventilated
mice in response to aerosolized methacholine was measured. AHR is
expressed as the percent change from the baseline level of (A) lung
resistance (Rl, n = 7�9 mice) and (B) dynamic compliance (Cdyn, n =
7�9 mice). Rl is defined as the pressure driving respiration divided by
flow. Cdyn refers to the distensibility of the lung and is defined as the
change in volume of the lung produced by a change in pressure across
the lung. *Significant difference from DMSO control, p < 0.05.
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Animals. Female BALB/c mice, 6 to 8 weeks old (Animal Resources
Center, Canning Vale, Western Australia, Australia), were sensitized and
challenged with OVA as described.12 Briefly, mice were sensitized by ip
injections of 20 μg of OVA and 4mg of Al(OH)3 suspended in 0.1mL of
saline on days 0 and 14. On days 22, 23, and 24, mice were challenged
with 1% OVA aerosol for 30 min. Compound 1 (0.1, 0.5, and 1 mg/kg)
or vehicle (1% DMSO) in 0.1 mL of saline was given by ip injections 2 h
before and 10 h after each OVA aerosol challenge. Saline aerosol was
used as a negative control. Animal experiments were performed accord-
ing to the Institutional Guidelines for Animal Care and Use Committee
of the National University of Singapore (protocol no. 06/08).
Bronchoalveolar Lavage Fluid and Serum Analysis. Mice

were anesthetized 24 h after the last aerosol challenge, and BAL was
performed as described.12 Briefly, tracheotomy was performed, and a
cannula was inserted into the trachea. Ice-cold PBS (0.5 mL � 3) was
instilled into the lungs, and BAL fluid was collected. BAL fluid total and
differential cell counts and cytokine and chemokine levels were deter-
mined as described previously.12 IL-4 and IL-5 ELISA were obtained
from BD PharMingen (San Diego, CA). Eotaxin, IL-13, and IFN-γ
ELISA were purchased from R&D Systems (Minneapolis, MN). Blood
was collected by cardiac puncture, and serum levels of total IgE and
OVA-specific IgE, IgG1, and IgG2a levels were determined as described
previously.12

Histologic Analysis. Lungs were fixed in 10% neutral formalin,
paraffinized, cut into 6 μm sections, and stained with hematoxylin and
eosin (H&E) for examining cell infiltration and with periodic acid-Schiff
stain (PAS) for measuring mucus production. Quantitative analysis was
performed blind as described.12 Lung tissuemast cells were stained using
toluidine blue, and the number of intact and degranulatingmast cells was
counted in the entire lung sections, as described previously.48

Measurement of AHR. Mice were anesthetized and tracheotomy
was performed as described.12 The animal was intubated with a cannula
that is connected to a multiport that leads to the pneumotach, ventilator,
and nebulizer within the FinePointe Series RC Sites (Buxco Research
System, Wilmington, NC). The mouse was ventilated at a fixed breath-
ing rate of 140 breaths/min, and the Rl and Cdyn in response to
increasing concentrations of nebulized methacholine (0.5�8.0 mg/mL)
were recorded using FinePointe data acquisition and analysis software
(Buxco Research System). Results are expressed as a percentage of the
respective basal values in response to PBS.
Immunoblotting, mRNA Expression, and NF-jB DNA-

Binding. Nuclear proteins were extracted from lung tissues and A549
cells using a nuclear extract kit (Active Motif, Carlsbad, CA). Lung and
cell culture nuclear proteins (10 μg per lane) were separated by 10%
SDS-PAGE, and immunoblots were developed as described previously.12

Immunoblots were probed with anti-p65 (Cell Signaling Technology,
Beverly, MA) and anti-TATA binding protein (TBP, Abcam, Cambridge,
UK). Primers for inflammatory biomarkers are shown in Table S1
(Supporting Information), and PCR products were run in a 2% agarose
gel and visualized under ultraviolet light. Nuclear proteins were also
analyzed for NF-kB DNA-binding activity using the TransAM NF-kB
p65 transcription factor assay kit (Active Motif).
Statistical Analysis. Data are presented as means ( SEM. One-

way ANOVA followed by Dunnett’s test was used to determine sig-
nificant differences between treatment groups. Significance levels were
set at p < 0.05.

’ASSOCIATED CONTENT

bS Supporting Information. Table S1 listing the sequences
of the specific primers used for RT-PCR analysis, and Figure S1
showing the protective effects of 14-deoxy-11,12-didehydroan-
drographolide (1) on OVA-induced lung mast cell degranulation.

This material is available free of charge via the Internet at http://
pubs.acs.org.
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