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B OE A2 XA RHFRPIREAMASYHBOI4 N F %k, TR EERR KNGS FHIE, Fix RARSR
A &3 - B8 %k (UPLC-MS/MS) , &3 4% 4 Waters Acquity UPLC™ BEH C 54, iR 30484 0.1% T B K5 (A)-F 8L (B) , 46 &
HBE(0~2 min,70% ~90%B) , ik # 0.25 mL/min, 2% 4 30 C,#H#F A5 uL; R AR EH TR, L@ F R EAH 3KV, H TR
SBJE A 150 °C, B AR A 450 °C, BLIE R A% 4 600 L/h, 48 FLAA S A 45 Lh, RARAIES & L&, 12 R K RS
iveiAeign, B4 6 X, 5 A iv.ig HB0314 i£:% 5.10 mg/kg SR T BT A4 255 5.15.30.60. 120,240, 360,480 .600.720 .,
1 440 min B E # Ak £ 0.4 mL W) £ HB0314 o 25 3k £, R A DAS 2.0 54+ 5 25 3 52 A 3ot B b xh A p ) R £, 4 & .HB0314
JRE R JEA 1~1 000 ng/mL A& MHEX £ RBIF(r=0.9955), €% FFMRA 1 ng/mL; B A B AH%E AT M RSD<8.45% (n=
5); B % A 68.21% ~90.29% (RSD<11.20% ,n=5) ; & JT 2k 5 A 82.63% ~106.90% (RSD<6.75% ,n=5). iv5 ig# %5,
HB0314 42 K A4 185 AUCo-1 %51 24 (270.267 £21.164) . (252.755 £ 26.169) pg-h /L(n=6) ,1,,,% % % (8.722 £ 2.266) . (11.877 +
4.517) h(n=6) , 2.3+ £ H) B JE 41 56.97% . 453 A ket e, T A TR R HB0314 4 e ml € . HB0314 £ K Atk
W B4R 3 6 e3¢ A A R JE L R S B A *"ufrT%}%%;t% JoR=3: &

KR HBO0314; 2 380k 0 i B x; K K59 ;/@ﬁi%ﬂ

Study on the Pharmacokinetics and Absolute Bioavailability of Anti-inflammatory Compound HBO0314 in
Rats in vivo

TANG Qiaoxin"*, XU Junpeng"*, PAN Chao"’, TANG Minghai’, WAN Li'(1.Schoolef\Pharmaey, Chengdu Uni-
versity of Traditional Chinese Medicine, Chengdu 611137, China; 2.State"Key~Laboratory of Biotherapy, West
China Hospital, Sichuan University, Chengdu 610041, China)

ABSTRACT OBJECTIVE: To establish the detection method for anti-ififlammatory compound HB0314 in plasma of rats, and
study on its pharmacokinetic characteristics in rats @ vivoMETHODS: UPLC-MS/MS was performed on the column of Waters Ac-
quity UPLC™ BEH C,s with mobilé}phaselof'0.1%" formic acid aqueous solution (A) -methanol (B) by gradient elution (0-2 min,
70%-90% B) at flow rate of 0.25 ‘mL/min, column temperature was 30 °C, and injection volume was 5 L. Electrospray ion
source was used, capillary voltageswas 3 kV, ion source temperature was 150 “C, desolvation gas temperature was 450 °C, desol-
vent air flow,volume was 600 L/h, cone air flow volume was 45 L/h, and the inner standard was tetrahydropalmatine. 12 rats were
randomlydivided into iv group and ig group, 6 in each group. Rats were intravenously injected and intragastrically administrated
HBO0314 solution 5, 10 mg/kg. Sample blood 0.4 mL were taken from the jugular vein blood before administration and after 5, 15,
30, 60, 120, 240, 360, 480, 600, 720, 1 440 min of administration to determine the HB0314 plasma concentration. DAS 2.0
software was used to calculate the pharmacokinetic parameters and absolute bioavailability. RESULTS: The linear range of HB0314
was 1-1 000 ng/mL (»=0.995 5), and the lower limit of quantification was 1 ng/mL. RSDs of extra-day and daytime precision, sta-
bility were not higher than 8.45% (n=5); recovery were 68.21%-90.29% (RSD<11.20% , n=5), and matrix effects were 82.63% -
106.90% (RSD<<6.75% , n=>5). After intravenous injection and intragastric administration, AUCo, were (270.267 + 21.164) ,
(252.755 + 26.169) png-h/L (n=6); t were (8.722 + 2.266), (11.877 + 4.517) h (n=6) ; and absolute bioavailability was
56.79% . CONCLUSIONS: The method is rapid, simple, and can be used for the determination of HB0314 content in plasma of
rats. HB0314 shows high oral absolute bioavailability in rats in vivo, indicating that post-dosage form design may be considered as
oral anti-inflammatory drugs.

KEYWORDS HBO0314; UPLC-MS/MS; Rats; Pharmacokinetics; Absolute bioavailability

PGB R (RA) VISR IS RN T BRI —Fh RGENE B B e, 1 T 5745 b A &

A AT F 5 SR 4 Ve F (No.81374017) i, A SRR R RA IR SCT

e W-BFFE L . BFSE 5 - 259 fA3 . B-mail: tangqiaoxin07@ ﬂﬁﬁ’]fﬁ'ﬁxﬁ Wit i T FES 9 A e TR 5 1 R %H?@P%
163.com 2 B ST 5m E ORI , 3 Rtk BRritk 22

# SR AT . BEIE I - 25900 . E-mail: wanlis801@ % RA B FTHEXTIR (B2 RE JH B i o0 il 78 % T A T
163.com @]lﬂ: 1]o

HEIZEG 2017 455 28 55 28 W] China Pharmacy 2017 Vol. 28 No.28 -« 3915 -



HAENAYT RAMZS Y EEA ISR HT
S I BTSSR 24 W K BT ER A il ) A
HBO0314 & 5 T2 KB 5C 15 R 254 CP-690550 A& 1
G 2 Y LA AT 5 e S B ) B L
VA 55, BB AT R b A0 1 R T Bl 3 (JAK3)
B35 P, AT BELIBT 22 Fh 9 SE 4B IR F 015 555 S, /L
Pl KB 2 RE , B iz b & B it —4
JF R B AT RENE . HBO314 (4k 2745 =X 0L & 1079,

HI:Q X
o

Ell HBO314KHZEHN
Fig1 Chemical structure of HB0314
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UPLC Z 4 Fil Xevo TQB« 3 JU % b I 5 1% (24 [
Waters A 7l ) ; AL204H - RS-0 i Mgy ) -0 R 230k
A PR\ w9, ; Heraeus Fresco 17 2.0 4L (€ [# Thermo Sci-
entific A F] )¥S0200-230V i HETR A3 (b Vit B8 A= AL
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HBO0314 (|1 PU | K 2= 75 B B A= P3R5 8 A
ST AR, S 20150621, 848 4h A BRI S A
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{0, 1% H: . Waters Acquity UPLC™ BEH Cis(100 mmx
2.1 mm, 1.7 um) ; i 30AH : 0.1% B R /K % W (A) - H i
(B) , 6 i ¥ B (0~2 min, 70% ~90% B) ; i i# : 0.25
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mL/min; #: : 30 °C; PERER .5 ul.
22 FuUEEH

K55 2 U (ESD , B R 3 kV, BT
PR EE : 150 °C, i 391 R BE - 450 °C, s ) < o
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cm )10 min, B F3EWR, YRR AE -
2.7 oH HBHREEE

12 H SD K ERBEML /> B iv 4L Flig 41, 74 6 H .
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(r=0.9955), ZERFRA], HB0314 & 24 by i i 3¢ 7 Ji &
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Fig 3 Concentration-time curves of HB0314 in rats in
two groups
®1 FWAKXRENHB314MEHZESH (xts,n=6)
Tab 1 Pharmacokinetics parameters of HB0314 in
rats in two groups(x+s,n=6)

e g iv 4l ig4l
AUCq-21, pg-h/L 270.267 £21.164 252.755+£26.169
AUC-w, pg+h/L 273.902 +23.699 260.827 £ 19.857
MR T2, h 2.404 £0.502 2.1341£0.436
fi2.,h 8.722£2.266 11.877+4.517
b 0.250 £0.000
CL/F,L/(h-kg) 18.346 £ 1.575 38.486 +2.891
V/F,L/kg 208.032+46.930 561,830+ 151.729
Coy L g/L 303.200'% 37:100

ML T AT BB081 4 75 S P4 1 4 6k A= 1)
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