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Imide cantharidin derivatives: Synthesis and HBV-DNA
inhibitory properties
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ABSTRACT: Cantharidin and its analogs are potent serine/threonine protein phosphatase inhibitors with rare reports
on inhibiting expression of Hepatitis B virus (HBV) DNA. Five imide cantharidin derivatives were synthesized, and their
properties were studied. The inhibition efficiency was determined, and preliminary studies on the structure-activity
relationships were conducted. The results indicated that the compounds characterized by low Log P values and the
cantharidin moieties containing nitrogen exhibited low cytotoxicity and helped inhibit the expression of HBV DNA.
Compound 2 and the non-cytotoxic compound 3 significantly inhibited the expression of HBV DNA. The IC50 values
recorded for both compounds were 2.0±1.2 and 19.2±2.0 nM, respectively.
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INTRODUCTION

The Chinese Mylabris was recognized as a traditional
Chinese medicine approximately 2000 years ago [1].
Studies conducted with Mylabris revealed that can-
tharidin was the primary active component present in
the system [2]. The biological activities of cantharidin
and its derivatives have been widely studied with a
focus on the anticancer activity. The effects of can-
tharidin on liver cancer [3], lung cancer [4], gastric
cancer [5], bladder cancer [6], breast cancer [7], colon
cancer [8], and cervical cancer [9] have been studied
in detail. However, the anti-HBV properties of the
compound have been rarely studied.

We have previously isolated the naturally oc-
curring imide cantharidin derivatives from Mylabris
phalerata Pallas. It was observed that some of the
natural compounds exhibited anti-HBV activities. They
could be used to detect the secretion of the HBV surface
antigen (HBsAg) and HBV e antigen (HBeAg) in the
cell culture medium. The cantharimides fall under the
class of these natural compounds [10]. The most direct
and specific index reflecting HBV infection is HBV
DNA [11]. The continuous monitoring of HBV DNA can
significantly help in determining the incidence of HBV
reactivation. The detection and quantification of HBV
DNA present in whole blood collected on dried blood
spots (DBS) can potentially facilitate the diagnosis and
treatment of HBV infection in resource-poor settings
[12, 13]. We aimed to identify the cantharimides that
inhibited the expression of HBV DNA. The extraction of
cantharidin derivatives from Mylabis phalerata Pallas
is a time-consuming process, and it was observed that
the amount extracted was not enough to determine the
activity of the compounds. Based on the results of our
previous studies [10], we selected several representa-

Fig. 1 Synthetic routes for the preparation of imide can-
tharidin derivatives.

tive compounds, which were designed and synthesized
by us, to study the inhibitory effects of the compounds
on the expression of HBV DNA.

We synthesized the imide cantharidin derivatives
2–6 (Fig. 1). Compounds 2–6 were prepared by react-
ing active amines with cantharidin. While compound 1
is devoid of a nitrogen unit, the other cantharidin
compounds (2–4) bear nitrogen units at the anhydride
site. The inhibitory effects of the nitrogen-containing
compounds on the expression of HBV DNA were de-
termined. Alkyl chains were introduced in compounds
5–6 to study the effects of the number of functional
rings on the activity of the compounds. The anti-HBV
activities of compounds 1–6 were tested by quantify-
ing their effects on the expression of HBV DNA. The
structure-activity relationship of these compounds was
also analyzed.

MATERIALS AND METHODS

Bacteria, plasmids, and chemicals

Compound 1 was prepared following the method de-
scribed by the references [14, 15]. The HepG2.2.15
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cells were provided by Fudan University. Entecavir
(ETV) was provided by National Drug Reference Stan-
dards of China. All reagents were purchased from
companies in Shanghai, China: Merck Chemical Tech-
nology Co., Ltd., Sigma-Aldrich Trading Co., Ltd.,
Sinopharm Chemical Reagent Co., Ltd., and Fluka
China general agent. Nuclear magnetic resonance
(NMR) data were recorded on an Agilent Technolo-
gies 600 MHz DD2 (Santa Clara, CA, USA). Elec-
trospray ionization mass spectrometry (ESI-MS) data
were recorded on a Waters Acquity® SQD (Milford,
MA, USA).

General procedure for compound 2 [16]

A mixture consisting of cantharidin (0.5 g, 2.5 mmol)
and NH3−H2O (28–30%, 7 ml) was heated at 60 °C for
6 h. The solvent was evaporated in vacuo, followed by
recrystallization using acetone to obtain 0.4 g (80%)
of yellow needle solid, mp 203–204 °C; [α]27

D + 38 (c
0.1, MeOH); IR (KBr)νmax 3189, 3063, 2985, 1773,
1704, 1471, 1388, 1350, 1306, 1265, 1231, 1122,
993, 960, 924, 896, 840, 734, 540, 464 cm−1; 1H NMR
(400 MHz, CDCl3) δ 1.2 (s, 6H), 1.7 (m, 4H), 4.60 (s,
2H), 8.6 (s, 1H); 13C NMR (100 MHz, CDCl3) δ 12.5,
23.6, 55.2, 83.5, 181.8. ESI–MS: 218 [M+Na]+.

General procedure for compound 3 [17]

To a solution of cantharidin (0.5 g, 2.5 mmol)) in
10 ml of CH3OH, aminoethanol (0.18 g, 3.0 mmol)
was added while stirring, and the mixture was refluxed
for 3 h. The temperature of the mixture was brought
down to room temperature, following which it was
placed in an ice bath. Under these conditions, crystals
were formed. The crystals were collected by filtering
and washed using ethanol to afford 0.49 g (70%)
of compound 3, yellow needle solid, mp 187–188 °C;
[α]27 D+38 (c 0.1, MeOH); IR (KBr)νmax. 3453, 2981,
2932, 1770, 1697, 1435, 1407, 1339, 1268, 1234,
1208, 1153, 1061, 996, 961, 927, 899, 856, 554 cm−1;
1H NMR (400 MHz, CD3OD) δ ppm:1.2 (s, 6H), 1.6
(m, 2H), 1.9 (t, J=6 Hz, 2H), 3.6 (m, 4H), 4.5 (s,
2H), 4.8 (s, 1H); 13C NMR (100 MHz, CD3OD) δ ppm:
12.6, 24.5, 42.2, 55.2, 59.3, 85.1, 183.4. FT–MS m/z
240.1236 [M+H]+.

General procedure for compound 4 [18]

A mixture consisting of cantharidin (0.5 g,
2.5 mmol), toluene (10 ml), and 4-(2-aminoethyl)-2-
ethoxyphenol hydrochloride (2.2 mmol) was refluxed
for 8 h. The solvent was evaporated in vacuo,
followed by recrystallization using a solvent mixture
of acetone-methanol to obtain 0.66 g (84%) of the
colorless solid, mp 270–271 °C; 1H NMR (400 MHz,
CD3OD) δ ppm: 1.0 (s, 6H), 1.6 (m, 4H), 2.8 (t, J=8
Hz, 2H), 4.4 (m, 2H), 4.9 (s, 2H), 6.7 (m, 2H), 6.9
(d, J=4 Hz, 2H); 13C NMR (100 MHz, CD3OD) δ

ppm: 12.6, 24.5, 33.2, 41.1, 55.2, 84.9, 116.2, 129.8,
131.1, 157.2, 183.2. HRMS: 316.1543 [M+H]+.

General procedure for compounds 5 and 6 [19]

To a mixture consisting of cantharidin (0.5 g,
2.5 mmol) and C2H5OH (10 ml), binary amine
(1.2 mmol) was added, and the mixture was refluxed
for 5 h. The solvent was evaporated in vacuo, followed
by recrystallization using a solvent mixture of ethyl
acetate-acetone to obtain the desired products.

Characterization data obtained for compound
5 (0.43 g; colorless needle solid, mp 263–264 °C;
yield=80%); 1H NMR (400 MHz, CD3OD) δ 1.2 (s,
12H), 1.6 (m, 4H), 1.9 (m, 4H), 3.4 (t, J=8, 4H), 4.5
(m, 4H), 4.8 (s, 2H); 13C NMR (100 MHz, CD3OD)
δ 12.6, 24.6, 26.4, 37.1, 55.3, 85.1, 183.3. ESI–MS:
453.3[M+Na]+.

Characterization data obtained for compound 6
(colorless needle solid, mp 268–269 °C; yield=82%):
1H NMR (400 MHz, CDCl3) δ 1.1 (s, 12H), 1.55 (m,
4H), 1.61 (m, 4H), 1.8 (d, J=4 Hz, 4H), 3.5 (s, 4H),
4.5 (s, 4H); 13C (100 MHz, CDCl3) δ ppm: 12.6, 23.7,
24.4, 38.3, 53.8, 83.5, 181.4. ESI–MS m/z 445.2
[M+H]+.

Anti-HBV activities

The anti-HBV activities of compounds 1–6 were stud-
ied in vitro using the HepG 2.2.15 cells. The studied
were conducted following previously reported proto-
cols [20]. Entecavir (ETV101248-201804) was dis-
solved in DMSO, and the solution was diluted to pro-
duce solutions of various concentrations (0.19, 0.75,
and 3 nmol/l). The diluted solutions were used as the
positive controls.

Cytotoxicity assay

The in vitro cytotoxicity of the different concentra-
tions of compounds 1–6 was assessed by conducting
a 3-(4,5-dimethylthiazol-2yl)-2,5-diphenyltetrazolium
bromide (MTT) assay. The HepG2.2.15 cells were
incubated for 48 h in 96-well plates at 37 °C in an
incubator containing 5% CO2. After 48 h, the cells
were treated with different concentrations of the com-
pounds (12.5, 25, 50, 100, and 200 µg/ml). Following
this, the cells were cultured over a period of 9 days at
37 °C in an incubator containing 5% CO2. The culture
was refreshed every 3 days. Subsequently, 20 µl
of the MTT solution (5 mg/ml) (Shanghai Aladdin
Biochemical Technology Co., Ltd., China) was added
to each well, and the cells were incubated for another
4 h. The culture medium was replaced with DMSO
(200 µl/well), and the cells were incubated at 37 °C
for 10 more minutes. Following this, the solution
was mixed thoroughly using a pipette and transferred
to 96-well plates (density: 100 µl per well). The
absorbance was measured at 490 nm using the iMark™
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microplate Absorbance Reader (Bio-Rad, Inc., USA).
Each experiment was repeated 3 times.

Quantification of HBV DNA

The HepG2.2.15 cells were treated with the com-
pounds and ETV over a period of 9 days following
the procedure described above. On day 9, the super-
natants were collected and lysed to conduct the intra-
cellular HBV DNA analyses. HBV DNA was extracted
from the supernatants of the culture using the HBV
fluorescence quantitative PCR diagnostic kit (DaAn
Gene Corp. of Sun Yat-sen University, China) to isolate
HBV DNA from the HepG2.2.15 cells. The guidelines
outlined by the manufacturer were followed. The
amount of HBV DNA under each condition was de-
termined using the real-time PCR technique using an
icycler (Bio-Rad). The amplification primers used
were HBV FP (5’-ATCCTGCTGCTATGCCTCATCTT-3’)
and HBV RP (5’-ACAGTGGGGGAAAGCCCTA-CGAA
T-3’). FAM-5’-TGGCTAGTTTAC-TAGTGCCATTTG-3’-
TAMRA was used as the TaqMan probe. The reaction
tube was heated to 93 °C, and the temperature was
maintained for 2 min for pre-denaturation and further
maintained for 45 s. Subsequently, the temperature
was brought down to 55 °C, and maintained there for
60 s. These temperature conditions were maintained
for the first 10 cycles. In the next 30 cycles, the
samples were heated to 93 °C, and the temperature was
maintained for 30 s. Subsequently, the temperature
was brought down to 55 °C, and was maintained for
45 s. The copies of HBV DNA were obtained from the
HepG2.2.15 cells, and the Ct value and standard curves
were analyzed.

RESULTS AND DISCUSSION

In the previous work [10], it was observed that some of
the natural cantharimides exhibited anti-HBV activities
and the compounds could be used to detect the secre-
tion of the HBV surface antigen (HBsAg) and HBV e
antigen (HBeAg) in the cell culture medium. In this
study, we synthesized the imide cantharidin deriva-
tives. The anti-HBV activities of the imide cantharidin
derivatives were tested by quantifying their effects on
the expression of HBV DNA, and the structure-activity
relationship of these compounds was also analyzed. In
short, current study has made up for the deficiencies of
previous work [10].

Inhibition assay

HBV is a partially double-stranded genomic DNA virus
belonging to the Hepadnaviridae family [21]. The
cytotoxicity of the synthetic compounds 2–6 was eval-
uated, and the anti-HBV activities were determined
in vitro using the HepG2.2.15 cell line. ETV, a fre-
quently used clinical anti-HBV agent, was used as
the positive control. The results revealed that com-
pound 1 exhibited strong cytotoxicity against the HepG

Table 1 In vitro anti-HBV activities of the synthesized com-
pounds (1–6)e.

Entry Log Pa CC50 (nM)b IC50 (nM)c

HepG 2.2.15 HBV-DNA

1 0.98 0.8±1.2 NC
2 0.30 38.9±2.4 2.0±1.2
3 0.02 NC 19.2±2.0
4 2.16 71±1.7 66±1.5
5 0.93 NC NC
6 1.39 NC NC
ETVd – NC 1.1±0.1

a Log P quoted from ChemicalDraw; b CC50: concentration
inducing a 50% reduction in host cell viability; c IC50:
concentration inducing a 50% inhibition in HBVâĂŞDNA
release; dETV: Entecavir, an antiviral agent used as a
positive control; edata were expressed as mean± standard
deviation (S.D., n = 3); NC: if inhibitory activity < 40%,
IC50 value not calculated.

2.2.15 cells (Table 1) and exhibited low activity against
HBV in vitro. Compound 2 significantly inhibited the
growth of the HepG 2.2.15 cells and exhibited anti-
HBV activity, hindering the expression of HBV DNA
(IC50 = 2.0±1.2 nM). Compound 3 was less cytotoxic
than the other compounds against the HepG 2.2.15
cells. It exhibited expression of HBV DNA (IC50 =
19.2±2.0 nM). The other compounds did not exhibit
significant activities.

Structure-activity relationships

The cantharidin analogs and their structure-activity
relationships were studied [22, 23]. The compounds
that inhibit the Ser/Thr protein phosphatases were
used as the evaluation indices [24–26]. Herein, the
inhibition of the expression of HBV DNA was used as
the evaluation index.

Effects of nitrogen on the inhibition efficiency

The introduction of nitrogen had a significant effect
on the activity of the cantharidin derivatives [27].
It was observed that cantharidin did not inhibit the
replication of HBV DNA (Table 1). However, nitrogen-
containing compounds 2–4 could inhibit the repli-
cation of HBV DNA. It was also observed that the
introduction of nitrogen could reduce the toxicity
of cantharidin. The cytotoxicity of compounds 2–6
against the HepG 2.2.15 cells was lower than that of
cantharidin. Cantharidin exhibited strong cytotoxicity
against the HepG 2.2.15 cells (CC50 = 0.8±1.2 nM).

Effects on the activity of compounds by different
substituents on the nitrogen atom

In Fig. 1, the substituents on the nitrogen atoms
in compounds 2 → 3 → 4 were varied as N−H
→ N−C2H4OH → N−C2H4–p**–Ph−OH (** indicates
that the substituent is in the para position). Under
these conditions, the IC50 values recorded for the
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inhibition of the expression of HBV DNA varied as
2.0±1.2 nM → 19.2±2.0 nM → 66±1.5 nM. Thus,
the −C2H4OH and −C2H4−P−ph−OH substituents
present on the nitrogen atom can reduce the anti-
HBV activities of the compounds (activity changes are
similar to those in reference [27].) The benzene ring
present in compound 4 was more lipophilic than that
in compound 3. Thus, compounds 3 and 4 differed in
their activities.

Effects on the activity of compounds by binary alkyl
chain cantharides

Compounds 5 and 6 bear binary alkyl chains (Fig. 1).
It was observed that the abilities of these compounds
to inhibit the expression of HBV DNA were significantly
lower than that of compound 2. It can be stated
that compounds 5 and 6 rarely exhibit the HBV-DNA
inhibition property. The reason behind this is not fully
understood.

Effects on the activity of compounds by the Log P

It was observed that the compounds (such as 2 and 3)
characterized by Log P values < 0.5 could inhibit the
expression of HBV DNA, and the compounds with Log P
values > 0.5 rarely exhibited the HBV-DNA inhibition
ability (exception: compound 4). For instance, com-
pounds 2 and 3 (Log P = 0.30 and 0.02, respectively)
exhibited anti-HBV activities, but compounds 1, 5, and
6 (Log P = 0.98, 0.93, and 1.39, respectively) did not.

CONCLUSION

We successfully synthesized the imide cantharidin
derivatives 2–6. Results from inhibition studies re-
vealed that compound 2 exhibited significant anti-HBV
activity and inhibited the expression of HBV DNA (IC50
= 2.0±1.2 nM). Compound 3 could effectively inhibit
the replication of HBV DNA in HepG2.2.15 cells. It
was also observed that the compound did not exhibit
cell cytotoxicity. Preliminary studies were conducted
to understand the structure-activity relationships of
the compounds. The results revealed that the anti-
HBV activities of the imide cantharidin derivatives
characterized by low Log P values were significantly
higher than those of the compounds characterized by
high Log P values. The introduction of nitrogen could
significantly inhibit the expression of HBV DNA and
reduce the cytotoxicity of cantharidin. The presence
of the−C2H4OH and−C2H4−p−Ph−OH groups on the
nitrogen atom could reduce the anti-HBV activity of the
compounds. The cantharides with binary alkyl chains
rarely inhibited the expression of HBV DNA, and the
reason is not fully understood. The results presented
herein can potentially help design compounds with
anti-HBV properties.

Acknowledgements: We thank Fudan University for help-
ing us conduct the cell activity tests. This work was supported

by the Construction of Cantharides molecular library, Bioac-
tivity Evaluation System (cstc-2020jxjl10002), and Technol-
ogy improvement of large variety of methyl cantharidin –
development of the total synthesis process of raw material
cantharidin (cstc2014yykfC10004).

REFERENCES

1. Zhou ZH, Chen RY (2000) Synthesis of 1,2-cyclic
monoacyl-rac-glycerothio-phosphates of cantharidin
analogues. Phosphorus Sulfur Silicon Relat Elem 158,
31–38.

2. Zhu K, Zhou LL, Zou MS, Ning SC, Liu SL, Zhou YL, Du
K, Zhang XQ, et al (2020) 18-Ga-Suc modified liposome
loading cantharidin for augmenting hepatic specificity:
preparation, characterization, anti-tumor effects and
liver-targeting efficiency. J Pharm Sci 109, 2038–2047.

3. Liu F, Duan CC, Zhang JY, Li XF (2020) Cantharidin-
induced LO2 cell autophagy and apoptosis via endoplas-
mic reticulum stress pathway in vitro. J Appl Toxicol 40,
1622–1635.

4. Zheng K, Chen RZ, Sun YX, Tan ZQ, Liu Y, Cheng X, Leng
JK, Guo ZM, et al (2020) Cantharidin-loaded functional
mesoporous titanium peroxide nanoparticles for non-
small cell lung cancer targeted chemotherapy combined
with high effective photodynamic therapy. Thorac Can-
cer 11, 1476–1486.

5. Zhan YP, Huang XE, Cao J, Lu YY, Wu XY, Liu J, Xiang
J, Ye LH (2012) Clinical safety and efficacy of Kanglaite
(Coix Seed Oil) injection combined with chemotherapy
in treating patients with gastric cancer. Asian Pac J
Cancer Prev 13, 4773–4776.

6. Su CC, Liu SH, Lee KI, Huang KT, Lu TH, Fang KM, Wu
CC, Yen CC, et al (2015) Cantharidin induces apoptosis
through the calcium/PKC-regulated endoplasmic reticu-
lum stress pathway in human bladder cancer cells. Am J
Chin Med 43, 581–600.

7. Xu MD, Liu L, Wu MY, Jiang M, Shou LM, Wang WJ, Wu
J, Zhang Y, et al (2018) The combination of cantharidin
and antiangiogenic therapeutics presents additive anti-
tumor effects against pancreatic cancer. Oncogenesis 7,
94.

8. Liu Y, Hu SS, Lou FM, Zhu XT, Yan R, Hou XH, Li XF
(2013) Inhibitory effect of magnesium cantharidate on
proliferation of lung adenocarcinoma cell. Lishizhen Med
Mater Medica Res 24, 26–28.

9. Cidan WJ, Zhao XX, Wang XM, Liu ZM, Lin K, Zhang Q
(2018) Mechanism study for cantharis extract inducing
apoptosis of cervical cancer cells. Chin J Integr Trad West
Med 38, 721–725, 730. [in Chinese]

10. Zeng YB, Liu XL, Zhang Y, Li CJ, Zhang DM, Peng
YZ, Zhou X, Du HF, et al (2016) Cantharimide and its
derivatives from the Blister Beetle Mylabris phalerata
Palla. J Nat Prod 79, 2032–2038.

11. Cai W, Liang Y, Wang S, Yu W, Cheng J (2015) Corre-
lation between polymorphisms of the E-selectin gene,
hepatitis B virus DNA copies, pre-S1 antigen and clinical
outcomes during chronic hepatitis B. Int J Clin Exp Med
8, 2893–2898.

12. Kusumoto S, Tanaka Y, Suzuki R, Watanabe T, Nakata
M, Takasaki H, Fukushima N, Fukushima T, et al (2015)
Monitoring of hepatitis B virus (HBV) DNA and risk

www.scienceasia.org

http://www.scienceasia.org/
http://dx.doi.org/10.1080/10426500008042071
http://dx.doi.org/10.1080/10426500008042071
http://dx.doi.org/10.1080/10426500008042071
http://dx.doi.org/10.1080/10426500008042071
http://dx.doi.org/10.1016/j.xphs.2020.03.001
http://dx.doi.org/10.1016/j.xphs.2020.03.001
http://dx.doi.org/10.1016/j.xphs.2020.03.001
http://dx.doi.org/10.1016/j.xphs.2020.03.001
http://dx.doi.org/10.1016/j.xphs.2020.03.001
http://dx.doi.org/10.1002/jat.4022
http://dx.doi.org/10.1002/jat.4022
http://dx.doi.org/10.1002/jat.4022
http://dx.doi.org/10.1002/jat.4022
http://dx.doi.org/10.1111/1759-7714.13414
http://dx.doi.org/10.1111/1759-7714.13414
http://dx.doi.org/10.1111/1759-7714.13414
http://dx.doi.org/10.1111/1759-7714.13414
http://dx.doi.org/10.1111/1759-7714.13414
http://dx.doi.org/10.1111/1759-7714.13414
http://dx.doi.org/10.7314/APJCP.2012.13.9.4773
http://dx.doi.org/10.7314/APJCP.2012.13.9.4773
http://dx.doi.org/10.7314/APJCP.2012.13.9.4773
http://dx.doi.org/10.7314/APJCP.2012.13.9.4773
http://dx.doi.org/10.7314/APJCP.2012.13.9.4773
http://dx.doi.org/10.1142/S0192415X15500366
http://dx.doi.org/10.1142/S0192415X15500366
http://dx.doi.org/10.1142/S0192415X15500366
http://dx.doi.org/10.1142/S0192415X15500366
http://dx.doi.org/10.1142/S0192415X15500366
http://dx.doi.org/10.1038/s41389-018-0102-2
http://dx.doi.org/10.1038/s41389-018-0102-2
http://dx.doi.org/10.1038/s41389-018-0102-2
http://dx.doi.org/10.1038/s41389-018-0102-2
http://dx.doi.org/10.1038/s41389-018-0102-2
http://dx.doi.org/10.1021/acs.jnatprod.6b00332
http://dx.doi.org/10.1021/acs.jnatprod.6b00332
http://dx.doi.org/10.1021/acs.jnatprod.6b00332
http://dx.doi.org/10.1021/acs.jnatprod.6b00332
http://dx.doi.org/10.1093/cid/civ344
http://dx.doi.org/10.1093/cid/civ344
http://dx.doi.org/10.1093/cid/civ344
http://dx.doi.org/10.1093/cid/civ344
www.scienceasia.org


42 ScienceAsia 49 (2023)

of HBV reactivation in B-cell Lymphoma: a prospective
observational study. Clin Infect Dis 61, 719–729.

13. Lange B, Cohn J, Roberts T, Camp J, Chauffour J,
Gummadi N, Ishizaki A, Nagarathnam A, et al (2017)
Diagnostic accuracy of serological diagnosis of hepatitis
C and B using dried blood spot samples (DBS): two
systematic reviews and meta-analyses. BMC Infect Dis
17, 700.

14. Tan CB, Liu XL, Du HF (2019) The novel method to
synthesis of cantharidin intermediate. Rev Roum Chim
64, 271–276.

15. Tan CB, Fang AQ, Liu XL, Du HF (2020) MoCo/γ-
Al2O3-catalyzed hydridesulfn- urization to synthesis
of cantharidin-based molecules. Rev Roum Chim 65,
307–309.

16. Walter WG (1989) Antitumor imide derivatives of 7-
oxabicyclo [2.2.1]heptane-2,3-dimethyl-2,3-dicarboxy-
lic acid. J Pharm Sci 78, 66–67.

17. Wang MJ, Nan X, Feng G, Yu HT, Hu GF, Liu YQ (2014)
Design, synthesis and bioactivity evaluation of novel
acylthiourea derivatives of cantharidin. Ind Crop Prod
55, 11–18.

18. Sun WB, Liu ZY, Zhang YL (2013) Cantharidin and its
anhydride-modified derivatives: relation of structure to
insecticidal activity. Int J Mol Sci 14, 1–16.

19. McCluskey A, Walkom C, Bowyer MC, Ackland SP, Gar-
diner E, Sakoff JA (2001) Cantharimides: a new class
of modified cantharidin analogues inhibiting protein
phosphatases 1 and 2A. Bioorg Med Chem Lett 11,
2941–2946.

20. Chiang LC, Ng LT, Liu LT, Shieh DE, Lin CC (2003)
Cytotoxicity and anti-hepatitis B virus activities of
saikosaponins from bupleurum species. Planta Med 69,
705–709.

21. Moucari R, Lada O, Marcellin P (2009) Chronic hepatitis
B: back to the future with HBsAg. Expert Rev Anti Infect
Ther 7, 633–636.

22. Baba Y, Hirukawa N, Sodeoka M (2005) Optically active
cantharidin analogues possessing selective inhibitory ac-
tivity on Ser/Thr protein phosphatase 2B (calcineu-rin):
implications for the binding mode. Bioorg Med Chem 13,
5164–5170.

23. Baba Y, Hirukawa N, Tanohira N, Sodeoka M (2003)
Structure-based design of a highly selective catalytic
site-directed inhibitor of Ser/Thr protein phosphatase
2B (calcineurin). J Am Chem Soc 125, 9740–9749.

24. McCluskey A, Sakoff JA (2001) Small molecule in-
hibitors of serine threonine protein phosphatases. Mini
Rev Med Chem 1, 43–55.

25. Hart ME, Chamberlin AR, Wakom C, Sakoff JA, Mc-
Cluskey A (2004) Modified norcantharidins; synthesis,
protein phosphatases 1 and 2A inhibition, and anti-
cancer activity. Bioorg Med Chem Lett 14, 1969–1973.

26. Tatlock JH, Linton MA, Hou XJ, Kissinger CR, Pelletier
LA, Showalter RE, Tempczyk A, Villafranca JE (1997)
Structure-based design of novel calcineurin (PP2B) in-
hibitors. Bioorg Med Chem Lett 7, 1007–1012.

27. Wang P, Wang XJ, Pan XX, Yang C, Huang C (2018)
Syntheses, activities and structure-activity relationship
anti-hepatoma of cantharidin derivatives. Chem Bull 81,
355–360.

www.scienceasia.org

http://www.scienceasia.org/
http://dx.doi.org/10.1093/cid/civ344
http://dx.doi.org/10.1093/cid/civ344
http://dx.doi.org/10.1186/s12879-017-2777-y
http://dx.doi.org/10.1186/s12879-017-2777-y
http://dx.doi.org/10.1186/s12879-017-2777-y
http://dx.doi.org/10.1186/s12879-017-2777-y
http://dx.doi.org/10.1186/s12879-017-2777-y
http://dx.doi.org/10.1186/s12879-017-2777-y
http://dx.doi.org/10.33224/rrch/2019.64.3.09
http://dx.doi.org/10.33224/rrch/2019.64.3.09
http://dx.doi.org/10.33224/rrch/2019.64.3.09
http://dx.doi.org/10.33224/rrch.2020.65.3.10
http://dx.doi.org/10.33224/rrch.2020.65.3.10
http://dx.doi.org/10.33224/rrch.2020.65.3.10
http://dx.doi.org/10.33224/rrch.2020.65.3.10
http://dx.doi.org/10.1002/jps.2600780117
http://dx.doi.org/10.1002/jps.2600780117
http://dx.doi.org/10.1002/jps.2600780117
http://dx.doi.org/10.1016/j.indcrop.2014.02.007
http://dx.doi.org/10.1016/j.indcrop.2014.02.007
http://dx.doi.org/10.1016/j.indcrop.2014.02.007
http://dx.doi.org/10.1016/j.indcrop.2014.02.007
http://dx.doi.org/10.3390/ijms14010001
http://dx.doi.org/10.3390/ijms14010001
http://dx.doi.org/10.3390/ijms14010001
http://dx.doi.org/10.1016/S0960-894X(01)00594-7
http://dx.doi.org/10.1016/S0960-894X(01)00594-7
http://dx.doi.org/10.1016/S0960-894X(01)00594-7
http://dx.doi.org/10.1016/S0960-894X(01)00594-7
http://dx.doi.org/10.1016/S0960-894X(01)00594-7
http://dx.doi.org/10.1055/s-2003-42797
http://dx.doi.org/10.1055/s-2003-42797
http://dx.doi.org/10.1055/s-2003-42797
http://dx.doi.org/10.1055/s-2003-42797
http://dx.doi.org/10.1586/eri.09.57
http://dx.doi.org/10.1586/eri.09.57
http://dx.doi.org/10.1586/eri.09.57
http://dx.doi.org/10.1016/j.bmc.2005.05.013
http://dx.doi.org/10.1016/j.bmc.2005.05.013
http://dx.doi.org/10.1016/j.bmc.2005.05.013
http://dx.doi.org/10.1016/j.bmc.2005.05.013
http://dx.doi.org/10.1016/j.bmc.2005.05.013
http://dx.doi.org/10.1021/ja034694y
http://dx.doi.org/10.1021/ja034694y
http://dx.doi.org/10.1021/ja034694y
http://dx.doi.org/10.1021/ja034694y
http://dx.doi.org/10.2174/1389557013407205
http://dx.doi.org/10.2174/1389557013407205
http://dx.doi.org/10.2174/1389557013407205
http://dx.doi.org/10.1016/j.bmcl.2004.01.093
http://dx.doi.org/10.1016/j.bmcl.2004.01.093
http://dx.doi.org/10.1016/j.bmcl.2004.01.093
http://dx.doi.org/10.1016/j.bmcl.2004.01.093
http://dx.doi.org/10.1016/S0960-894X(97)00141-8
http://dx.doi.org/10.1016/S0960-894X(97)00141-8
http://dx.doi.org/10.1016/S0960-894X(97)00141-8
http://dx.doi.org/10.1016/S0960-894X(97)00141-8
www.scienceasia.org

