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ABSTRACT OBJECTIVE: To establish a method for the determination of harmine derivative DH-330 in rat plasma and to use it
for pharmacokinetic behavior evaluation of DH-330 in rats after intragastric administration. METHODS: Using tinidazole as internal
standard, after pre-treatment of acetonitrile precipitated protein, UPLC-MS method was adopted to determine the plasma
concentration of DH-330. UPLC analysis was performed on Waters ACQUITY BEH C;s column (50 mmx2.1 mm, 1.7 um) with
mobile phase consisted of acetonitrile-methanol-0.5% formic acid aqueous solution(15:55:30, V/V/V) at flow rate of 0.4 mL/min,
while the column temperature was 30 “C, and sample size was 5 pL. MS analysis was conducted by electrospray ionization source,
positive ion scanning, ion source temperature at 124 °C, DH-330 detection of mass to charge ratio (m/z) of 335.8—334.8, and
internal standard m/z of 247.0—81.0. Six Wistar rats were given DH-330 suspension (50 mg/kg) intragastrically. Blood samples
were collected from fundus venous plexus capillary before administration (0 h) and 0.25, 0.5, 1, 2, 4, 6, 8, 12, 24 h after
administration. Plasma concentration of DH-330 was determined and plasma concentration-time curves were drawn. Pharmacokinetic
parameters were calculated by using Kinetica 5.0 software. RESULTS: The linear ranges of DH-330 were 25.05-2 004 ng/mL (r=
0.999 8),and the limits of quantitation was 25.05 ng/mL. RSDs of intra-day and inter-day were all less than 10%. The accuracy RE
was —9.76% to 4.55% . The extraction recovery was higher than 85% (RSD<<5% ). Stability RE was —2.53% to 2.29% . They
were not affected by matrix effect or residual effect of injection. The pharmacokinetic parameters of DH-330 in rats after intragastric
administration included that cn.. was (1 162.43 +241.72)ng/mL, AUC,-.. was (3 242.93 + 652.31)ng-h/mL,#,. was (1.93 +0.61)h,
MRT was (3.23 £0.30)h,CL was (16.80 +5.30)L/h-kg, V. was (54.78 + 19.64)L/kg. CONCLUSIONS: The established method is
simple, specific, sensitive, precise and recovery, which can be used for the plasma concentration determination of DH-330 in rats.
DH-330 has short half-life, rapid absorption and large apparent distribution volume after intragastric administration in rats, which
indicates that it has high lipophilicity and may be mainly distributed in tissues.

KEYWORDS Harmine derivative; DH-330; UPLC-MS; Plasma concentration; Pharmacokinetics; Rats
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2550 4 , i HEIR 5, SR )5 BN A 0.5% CMC-Na
VS W E 45 2 8 mL, JiC il A BT i vk BE O 10 mg/mL (1)
DH-330 RA M
2.1.2 DH-330 T /E¥ W 5 % PR B DH-330 J5i ok} 24
25.05 mg, Il F BSEV A O 2 45 22 25 mL, T il B o ot vk
41.002 mg/mL Y DH-330 IV 45 ¥ s K5 S W BGZ I £ W&
S, I A R T BT f VA B R 10.02 pg/mL () DH-330
TAER W
2.1.3  INARESUR RSB PRIBOS o) B 10.20 mg, B
F 10 mL kg€ EIf A, i P B i O a2 2, e ) Al
WP 1.02 mg/mL A PIARIE 358 5 K5 28 WBGZ I 28 WG S
S, 0 PR A B T B BT R MR R 2.04 wg/mL ) AR I
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2.2 IM#FHRPFLLIE
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2.3 BIEEHSRIEEY
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Tab 1 Results of precision and accuracy tests

s A (n=5) HIE(n=25)
ﬂt’ﬁﬁm?ﬁfﬁ el FE L T Rl - ELYE R B ot
ng/nl SMPRKE  REE BRE SRERME RER MK

(xts),ng/mL  RSD,% RE,% (xts),ng/mL  RSD,% RE,%

50 47.28+0.99 2.09 =544 51.62+3.80 737 324

500 454.3416.70 148 =9.13 451.18£5.45 121 =976
2000 2091.0243.04 0.15 455 207453+ 14.60 0.70 373
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DH-330 W T FRHEA T F A, THA PR B EIieR . 25 R UK,
5 Jo U R i P DH-330 [ FRERRCR ) KT 85%
k2,
x2 REEWERKLER (n=>5)
Tab 2 Results of recovery tests(n=>5)

T K ng/mL SRR (v +5), % RSD, %
50 89.04£3.23 3.63
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Tab 3 Results of stability tests(n=3)

o FRE $CRESd AT
IEREIREE, — pro—— pro——
ng/nl SWMFERE, RE,  SWFERE,  RE,  SWREEE, RE,
ng/mL % ng/mL % ng/mL %
50 49.96 —0.11 SLI 059 50.39 097
4821 50.34 SLS1
51.66 49.44 49.56
500 48101 -153 mn =200 49008 LM
47212 509.98 488.89
508.98 48787 50243
2000 2057.76 229 2099.78 —1.48 1950.01 -1.33
2033.89 1998.23 1949.34
2045.56 1812.89 2021.00
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Tab 4 Results of injection residual effect tests(n=3

il DH-308 (3 +5) R (Y 5) HIRR
A kEAh (2 000 ng/mL) 905636733 % 12 488.65 2277308.33+7029.05 %
LLOQH#h 336.274.67£7 39941 227721100 +33 40442 %
2 HHES 18 335.67+5 030.62 13.056.33+2 635.87 T

25 WATHEHR

HOREL6 HaE MM R 1 2R B A ARk 12 h,
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Fig 2 Average concentration-time curves of DH-330
in rats(x +s,n==6)

%5 DH-330 EXBENHAIFESH (X+s5,n=6)
Tab 5 Pharmacokinetic parameters of DH-330 in rats

(x+s,n=06)

Pt DH-330
BIIKIE (c,..) ,ng/mL 116243+241.72
BIERTI (1., h 090£0.20
A4 R R (AUC,.) ,ngeh/mL 3194.55+630.50
-l PR AUC,-.) ng-h/mL 324293465231
5 (1), h 1.93£061
i T (MRT) b 3234030
TRZ(CL), L/ (hkg) 16804530
BERIMIAR(L) Likg 5478+19.64

H 2= 5 AT UL, KU 5 45 7 DH-330 IR B . #E 1 h
P IfTL 24 3 5 B0 3 ) s o 5 (1 162.43 + 241.72)ng/mL, 4R
JE RS IR 1.4 (1.93 + 0.61)h, CL K (16.80 £ 5.30)
L/(h-kg) , % B DH-330 7E L3 H 35 B B8 e s MRT

China Pharmacy 2019 Vol. 30 No. 12 - 1593 -
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