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Abstract Objective: To determine the equilibrium solubility of nomilin and the apparent oil-water
partition coefficient ( AOWPC) for providing rationales for designing its dosage form. Methods: Shake
flask method and ultra performance liquid chromatography ( UPLC) were used to measure the equilibri—
um solubility of nomilin in different media such as organic solvent water buffer solutions surfactant so—
lutions. Nomilin AOWPC in the octanol-water/buffer was measured. UPLC settings were listed below:
Ultimate? UPLC AQ-C18 column ( 100 mm x2.1 mm 1.8 pum) acetonitrile-water (45:55) as the mo—
bile phase the column temperature at 30 °C and the detection wavelength at 210 nm. Results: At 37 °C
the equilibrium solubility of nomilin was 14. 12 mg/L in water and its maximum was 214 209. 12 mg/L
in dichloromethane. The AOWPC of nomilin was 131.05( IgP =2. 12 ) in the octanol-water system
while its largest value was 783.07 ( lgP =2.89 ) in pH 3.0 buffer solution system. Sodium dodecyl
sulfate ( SDS) was a good solvent for nomilin. Conclusion: Nomilin is poorly soluble in water but
strongly permeable. Therefore nomilin is suitable for oral preparation.

Key words nomilin; equilibrium solubility; apparent oil/water partition coefficients; ultra perform—
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Fig.3 Apparent oil-water partition coefficient

of nomilin in octanol/buffer at 37 °C

I o
(lgP >5
)
pH1.2 pH6. 8
3
3
SDS
SDS o
4
1
I. 2010 31(8) : 74 —76.
2 . N
D . : 2001.

3 PRATHEESHKUMAR P RAPHAEL T J KUTTAN G.

Nomilin inhibits metastasis via induction of apoptosis and

10

11

12

regulates the activation of transcription factors and the cy—
tokine profile in B16F40 cells J . Integr Cancer Ther
2012 11(1) :48 -60.
BATTINELLI L. MENGONI F LICHTNER M et al. Effect
of limonin and nomilin on HIVH replication on infected
human mononuclear cells J . Planta Med 2003 69( 10) :
910 -913.

PRATHEESHKUMAR P KUTTAN G. Nomilin inhibits
tumor-specific angiogenesis by downregulating VEGF NO
and proinflammatory cytokine profile and also by inhibi—
ting the activation of MMP2 and MMP9 ] . Eur J Phar—
macol 2011 668( 3) :450 —458.

KIM J CHAKRABORTY S JAYAPRAKASHA G K et
al. Citrus nomilin down—egulates TNF-a-induced prolifer—
ation of aortic smooth muscle cells via apoptosis and inhi—
bition of IkB J . Eur J Pharmacol 2017 811:93 -100.
ONO E INOUE J] HASHIDUME T et al. Anti-obesity and
anti-hyperglycemic effects of the dietary citrus limonoid
nomilin in mice fed a highat diet J . Biochem Biophys
Res Commun 2011 410( 3) : 677 - 681.
KIMIRA' Y TANIUCHI Y NAKATANI S et al. Citrus li-
monoid nomilin inhibits: osteoclastogenesis in vitro by
suppression of NFATcl and MAPK signaling pathways

J . Phytomedicine 2015 22( 12) : 1120 - 1124.
RAPHAEL T J KUTTAN G. Effect of naturally occurring
triterpenoids glycyrrhizic acid ursolic acid oleanolic acid
and nomilin on the immune system J . Phytomedicine
2003 10( 6) : 483 —489.

CAI'Y ZHANG S WANG Q et al. A rapid selective and
sensitive UPLC-MS/MS method for quantification of nom—
ilinin rat plasma and its application in a pharmacokinetic
study J . Planta Med 2016 82( 3) :224 -229.

.HPLC

2013 33(10) : 1711 - 1714.

2018 43(3) :285 - 288.
(2019-04-25 2019-08-02 )

915



