©24 AK#EHwH kA  Drugs & Clinic #33% F1H 20184E1 A

BB NEEKER TR H & R EKIMEIERM R

EI N, ¥kt AN F—k HEL Zépg Y
1. WIRIER DK il 5IRERER T L, BBV M/RIE 150076
2. PEEEZERER LR A e 25T, dbs 100193

H E: BE HISBEAHBENIRIDKIREER], JEHARSMURE A E - BEATIE . F0E A SOt iE ik b (8 A vk %
T A W BRAN KR B, F AL 7 R4 L2 S8 Sha oG mu il e FOREAR RN AT, 33 5 WL 328 S8 R A0 A B S 5
FERE LN L E A e PEdEAT 2 4% SR MTT LU €325 BUAS 78 7 B0 N TR A K VR R A VO Hep G2 Al il #i k2 e 56 5R ol
FITERNE 10 mg Tk B ATES | mg PGDA LT 1 mL AHWEAIT, A (250 W) PRI AE] 5 mL K, BURTER
ARBREANER, WMBLOARE 5 mL. 5500 NIRACKIREFPFRAS A (146.01£2.4) nm, Z4r#d40 (PDD A
0.184£0.02, Zeta Hifii (26.0£2.00 mV, FUKIEEFJLFRERRE, WA MEL TIESS M, AmtbEis:, NLEW
WM 4 h AREATE, RARIEARA R AL % HepG2 4l s A 44— € AMHIVE T, 3 2 B0 W RN K TR 2 7 41 48 o s
BEAMEIROR A T . 58 H1% T LU PGDA Y 8UARITE 77 B N ERAIKIR SR, AR T 29 e s 2 1m) ,  h
T A W BRIN AR TSR I T 5% .

KRR TR ABRIKIRET: BB AN MBS, HepG2 4iMid; Hu/MiEifEH

FESZES: RI66 MERFRERS: A XEHS: 1674 -5515(2018)01 - 0024 - 05

DOI: 10.7501/j.issn.1674-5515.2018.01.006

Preparation of Annonaceous Acetogenins Naonosuspensions and its anti-tumor
activity in vitro
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Abstract: Objective To prepare Annonaceous Acetogenins (ACGs) Naonosuspensions and study its anti-tumor activities in vitro.
Methods ACGs Naonosuspensions were prepared with ultrasonic method in anti-solvent precipitation and its prescription and
preparation process parameters were investigated. Dynamic light scattering method was used to measure particle size and transmission
electron microscopy was used to observe the morphology. The stability of ACGs Nanosuspensions in different medium was also
studied. MTT assay was used to assess their in vitro cytotoxicity against HepG2 cell line in contrast to free ACGs. Results The best
preparation method was as following: 10 mg ACGs and 1 mg PGDA co-dissolved in 1 mL organic solvents, and then were rapidly
infused into 5 mL water by ultrasound (250 W), then decompressed and rotated evaporation to remove organic solvents, and were
adjusted the total volume to 5 mL. The average particle size of ACGs Naonosuspensions was (146.0 + 2.4) nm, the polydispersity
index (PDI) value was 0.184 + 0.02, the Zeta potential was (26.0 = 2.0) mV, and the particle size distribution was close to normal
distribution. Naonosuspensions were nearly spherical, and the distribution was more uniform. They were quite stable in artificial
gastric juice and intestinal juice for 4 h. ACGs Naonosuspensions had a certain inhibitory effect against proliferation of HepG2 cells,
and the effect of naonosuspensions group was better than that of the solution group. Conclusion ACGs Naonosuspensions are
successfully prepared taking PGDA as the carrier, and insolubility and drug delivery are solved, which provides reference for
nano-formulation study of ACGs.
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Table 1 Screening of different organic solvent in prescription

AP Fi 4% /mm Zeta/mV PDI
P 120.0%3.1 268+2.1  0.180+0.02
FH 153.04£2.9 22.6+2.7  0.230£0.05
L 160.7+£3.2 238+33  0.310£0.05
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Table 2 Screening of different preparation in prescription

il £ v HiAE/nm Zeta/mV PDI
Y 120.01+3.1 26.8+2.1 0.180+0.02
iGN 144.0+2.1 19.0+3.1 0.20010.05
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Table 3 Effect of drug-stabilizer ratio on particle size in

prescription
253t Fife/nm Zeta/mV PDI
1:3 120.0+3.1 25.8+4.2 0.184+0.02
1:1 125.1+2.8 29.8x1.1 0.20£0.01
301 130.4£3.6 36.1£2.7 0.177£0.02
10:1 146.817.7 26.0x3.1 0.184£0.05
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Fig. 1 Particle size distribution of ACGs Naonosuspensions
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Fig. 2 TEM photo of ACGs Naonosuspensions

250 1 A
200 1
: |.—_—|:=I:'.-_-——"
& 150 1
=
& =—d— | mg-mL™’'
100 1 —&2 mgmL™"
09 T 3 3 4
th
250 - B
200 A
: '—-‘—_-:Iﬁl—_—_'!
£
NG
=150 3
—h— 1 mg'mL"
1001 - 2 mg~mL’l
50 T
0 1 2 3 4
t/h

B3 BEHZRSWEARBEREHNEALBR (A FIALK
W (B) RHRIET ( x£s,n=3)
Fig. 3 Particle size change of ACGs Nanosuspensions in
artificial gastric juice (A) and intestinal juice (B)
(X*s,n=3)
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Table 4 Effect of ACGS Nanopartices on viability of HepG2 cells ( X£5N=6)

y AHMATIE /% L
Fidh ICso/(ugmL ™)
0.1 pg'mL™" 1 pgrmL™ 5pugmL™" 50 pgrmL ™! 500 pg'mL ™!

ACGS % 98.0+0.8 96.5£0.5 90.3£0.6 48.6%0.5 10.6£0.7 26.56
ACGs HAKIREH 95.2+0.9 89.0+2.4 85.4+1.5 23.8%£1.9 8.1x3.5 9.64
PGDA ¥ 98.41+0.2 96.510.3 96.610.5 82.0+0.7 89.0+0.2 —
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