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FERREE ({aifkal, SIGMA), HIEE (i, 2
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ol F R AR AL (B A R "k 2AR55 ),
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e g FARR e S A R A ml R, SA8IES
SCXK(5)2012-0001
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Agilent 1200SL 1= 2 AH {5, 3% 4 , AP13200Q -
Trap —HPUHAT B R SE, Allegra 64R /5 V%
HERELHL (BECKMAN),MD200 & 31X
(0 M LA 28 A7 BR 2N ] ), SK8200LHC £ 8 75 %
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pendorf 23 F] ) o
1.5 ik EH BARA
1.5.1 DBO2 fif 4 & . %

K FREL DBO2 R 8.35.8.30mg 2 143, 53 %)
BT 25mL B2 R, DMSO B H 30min % i
IFREZS, BB 4 51 A 334 .332ug/mLL HIfK A5 TR,
BRI o
1.52 AR dh & T4 i B4

Fa % A 0L 334 pg/ml 1) DBO2 i #5W T EP 45
H1,DMSO ZHMRE, 431520 B R 4.65ug/mL,
1.86g/ml., 620ng/ml.,207ng/ml., 69.0ng/ml., 23.0ng/
mL PIARAEINZR TAER , # IR O IR .
1.5.3  FU#E T 7

ks % H B 332ug/ml B DBO2 fif 45 W T EP 4%
H,DMSO B UM RE, 53152 B R 4.60pg/mL.,
613ng/mL.68.0ng/mL [ 57 T AW, 5 Uik ikt Of
12, BB
1.5.4 15 £ (BLA) N AR T1E & & 4|

i 2 FRICR 5 F X IR 5.12mg, BT 25mL
D, PESMITE R R ZE, AN
205 pg/mlL A4 R N BRA 48 T R 4  HC 100L
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1.5.5 R FoE 4t % 257 7 (DBO02 3 75 % 7% )
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1.6.1 &35 1%

3%k . %A CAPCELLPAK C18 (3.0mmx
S5em,3pwm) ; i S AH : A (2mmol/L i B2 4% 7 W, K
i pH=9)-B( FH 15 ), 1) YEI : 0~0.2min : 40%~85%
B;0.2 ~4min: 85% ~85% B;4 ~4.2min:85% ~40% B;
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30°C, #FEfE  5pL.
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A. a blank rat plasma; B. a blank rat plasma spiked with DBO2 and BLA;
C. a rat plasma sample obtained 40 min after i.v.administration with a dose of 1.004mg/kg of DB02.
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i 17,2 o o T 2 i A 3L IS A B A
JEHEREIAE o DL DBO2 W AR P b T R HL A
M AERR Y, DBO2 A5 T AR WO B N A5 T AR W
W EE B OB A R AR BR X, SR HTINA e /N —3fe 4
A, SRAR B )5 4 1 y=0.0035x+0.00314,r=0.9977 , £k
B : 4.60~930ng/mL, & & T FR : 4.60ng/mL.
23 WMEELEAME

FEHR“1.7.3 B b i A B 300 R #2423 1l il
AR 3 VR EE Y BT AE A B W AT
PR 6, AL 3 DL, B TAR EIT £8, LA H
BRI ST B BT R B, I 45 2R LR
1. DBO2 i 1 i 3 /R BE B 5 I M H N RS 25
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£ 1 RSD B 4351k 2.88%,5.26%,5.68%, H [l
BN 3.75%,3.44%,2.18% , FH N5 H [
KB RSD B/NT 15%, W &8l I ik
KB BEAT 5 20K

#1 DBO2 ERKRMEPHEEESERE

. HWN(n=6) H ] (n=6)
W T T e—
fngml,) FES TR WERRRE  xes RS MERRE
/(ng/mL) /(%) (%) /(ng/mL) /(%) /(%)
13.6  13.9+04 2.88 102.51 13.3+£0.5 3.75 97.38
123 114+6  5.26 9334 1164 3.44 94.81
923 914452 5.68 9725 919+20 2.18 98.52
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FICAIMEE : PR CBE=1:5,v/v), IR HE 2min, 6 000r/
min 5.0 10min, B _F 3 600pL, Z W+, 15 2] 5%
W ao [FVEALFRASE] 18 () 5RiE ao

HURE 5 1 AR TAEW 30l 543 6 i
A 3 ASTR] R ) B4 TAE W 30ul, BANHEEE 6
0, SR G M 9400l S5 5 W (90% H B, 10% 7 5))
FH A IAT BIARAE b R 3 R EEAS 6 N FEASTY
W b 250,

3 ARV BE RO b AN 18 ikt
a, AR E] 3 AR R BE 19 5 SL R TR ¢ &R,
2 18“1.6 DB02 HPLC-MS/MS il J5 1 B4 7l 5
AT ¢ ZFNAYIETRIFY Ao [RIEEIE A5 ICRE T Y
U b RANAIETHF Ao

Phfr]—e B 5 B TS ¢ RYVIETIR A1 5
TCRETT IS b RYVETRIFR A, 19 LA (A VA TR
FERON . SRR 2 FR .

%2 DB02 FEARMIEPHIERIIRL (T+s5,n=6)

e fE /(ng/ml.) A A, RN (% )
13.6 79455471 10236512 77.79+6.15
123 670131148 93967+916  71.32+1.39
923 45565244942 652667+12227  69.83x1.42

2.5 FEEDKE

PR “1.7.3 A il A BRI A BEAS B R 4
FE S I 2 75 30 A T FRL A3 492 HR 2.4 KL 5T R4 1 7 5
FERE, ME A BNA ¢ RGN R AL PR X
e FE W TR HUAE (A3/AT) , B SR EURTIRCR . 4557
W= 3 fims.

%3 DB02 7TEAXR M3 HIRENEIYZR (x+5,n=6)

We [ /(ng/mL) A/(cps) Ay/(cps) (AR (%)
13.6 7945+471 8025+882 100.89+7.18
123 670131148  61660+3324 91.98+3.90
923 45565244942 41516717512  91.14+4.42
2.6 FEEME

B S0pL 25 LR B, 23 5 AR b s A
[F] v B (1) DBO2 Fi4% TAFEW 10pL, 4300 & iR i &
6h ZRAl 3 R AI-20°CHR A7 3d, #5 /R “1.7.3 BTdaAt i
AbFRT IR B A THERE 23T, B A IR AR
RS T RRE e, R PATAREE 6 (i,
TSR TR

FEAR“1.7.3 SRR S AL BRI #2455 AR A
WeBE R A, 3o Z I 2d 2~8°Ci ' 1d

J5  EREST BT, 5 2R A0 B B I A it 7R AN ) 2 A
NERENE, B AT AR B 6 (A A, 0 SR
[[p:A

RSN 4 FR .

# 4 DBO2 EXRMEFHHTEEN
RE(%)
ez IR
lng/mL) ZERGE WREE 2000 FIRML 2~8C
# 6h 3 F3d  #a2d  E 1d
13.6 7.61 4.36 0.64 5.73 8.70
123 11.04 7.00 1.61 3.73 7.12

923 10.35 13.33 3.53 0.11 1.69

27 REAERHKRERLHHRI A FZHA
2.7.1 BRI -URE A 4
i B8 1.004me/kg 1) 1t K B 0 VK T 5 45 T
DBO2 S, 02 A [ B ) A5 10 DBO2 [T
P, JERR A [R5 5 R AR 20, 25 0k B — s )
<k aniEl 6.
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B 6 XRESIKTH(1.004 mg/kg)DB02 K
247K FE Bt 1] h 2
272 HRIAFSHK
K H DAS2.0 25488l Sy 223 A A By AR A vk

SRR 1245, 5 O DBO2 TE K BRI
FEAYESHL

x5 DBR2 ERRENNFEANESH

SR Bl

AUC,, (8.15+0.06 )mg/L*min
(0-) D4axU. mg min
AUC (8.3420.08 )mg/L*mi
MRT ., (32.6+2.2 )min
MRT, ., (40.1+2.6 )min
tin (33.4+5.3 )min
Vz (6.00+1.00 )mL/kg
C (51369 )pg/L

TE:AUC 2718 25 I il 48R T AR s MRT 375 - 24 5 B2 I
] 51172 FrR~F 2885 Vo R R A Cmax FR i R
L2459 L
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3.1 EA kB

iR DBO2 I T % 4¢, KB DBO2 7F
FHBE | B K PS8 RIS R s i B /N =R
KA B[R] s B A = P b L LR L
T | LR S IRV R R B FE U S
i (DMF ) \DMSO .53 , AR S 5038 32 %A [l 5 751
DBO2 W ffta s P SO i [ AT 2 5805, ik
££ DMSO 1EAELH] DBO2 fift #5 Se s % DBO2 T4
W . (R T DMSO #ERERIG S 5| R4
B, XFHEREA R DBO2 MR e e Mk T B s
RIS A F BT (90% H I, 10% 3 sliAH A)
RETH . HA R Re e M A 7 2, e e B O B
oSl
32 fEERAATMER

WX DBO2 I H R AN IR EE AN RIS
HREOCFERMAHATELE G K, AR DB02
it & AEREC A UF R R 60d R , e LR 2544
T it A8 U i 2R A TR A5 (2~8°C) TR i
B 15d g A g mAT i, R DBO2 7RI
CEATRE , MAE R IR A CE 60d R , B
7E DBO2 fiff 25 W % IR G ORAF
3.3 RBUEN 69 F

KL T LR TR GECKE A b F N
Pt G - LR LT A T - R LR AE M 42
B s Ui, 25 R A BA M- TR LT
(RFECT:5) AR R F O 790 B (0 S B e e e d 4
H NS AR T4 DBO2 FTP AR I E
34 EEFMHHES

B AR R AR T AR B AL TR
A A A A 2mmol/L, Smmol/L, 10mmol/L iz
B S R SIS R ST, R SN I I A P Ak R RS K
DBO2 FY I L7, X 5L 5 2R TR RS, i 24 e %
10mmol/L B&FREL i shAH
35 KREHRFFR

K EFE 1.004mg/kg 7 28 k4 DBO2 14
WIS, TG — B ERA . KRER4AZ
3min J5, il 254 Bk 513pg/L, PRk
33.4min, F W 257 K BAR AR e, 48 7R an s
TEEWRAAY, MkEEAIE IR sk =02,
A58 DBO2 (Il R HZ AP it T — @ iy e
SRl
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Preliminary Pharmacokinetics of Anti HIV Chemical Composition DB02 in Rats

QI Huan', ZHAO Gaoqiong™**, LIU Hongbin***, CUI Jiali***, ZHANG Peipei®**,
ZHOU Yijia>**, HE Yanping’, WANG Jingkun®?**
(1. College of Pharmacy and Chemistry, Dali University, Dali 671000, China;
2. Yunnan Bai Yao Group Innovation and R&D Center, Kunming 650111, China;
3. Drug Safety Evaluation Center of Yunnan Institute of Materia, Kunming 650111, China;
4. Yunnan Province Company Key Laboratory for TCM and Ethnic Drug of New Drug Creation, Kunming 650111, China;
5. Key Laboratory of Medicinal Chemistry of Natural Resource, Yunnan University, Kunming 650091, China)

ABSTRACT: Objective To establish the measurement method of DB02 in rat plasma by HPLC -MS/MS, operating the
pharmacokinetic studies of DB02 in rat after tail vein injection. Methods Six Sprague Dawley(SD) rats divided into male and female
were administrated by intravenous injection of a solution DB02 1.004mg/kg *bw, rat retinal venous plexus bloods were collected at
different time points, the drug concentrations of plasma were determined by HPLC-MS/MS, calculating the main pharmacokinetic
parameters by DAS2.0. Results The method exhibited a linear range of 4.60~930 ng/mL for DB02 in rat plasma, the lowest limit of
quantification (LLOQ) was 4.60 ng/mL. (S/N=10), to study recoveries, precision and accuracy of DB02 QC for 13.6, 123, 923
ng/mL, each concentration’s recoveries were above 90% , intra—day and inter—day precision were less than 15% , accuracy was
93.34%~102.51%, to meet the chemical drugs non—clinical pharmacokinetic study technical guidelines’ requirements. Pharmaco—
kinetic parameters of DB02 in rats were as follows: C,,=(513+69)pe/L; t,,=(33.4+5.3)min; AUC (,_,=(8. 15+0. 06 )mg/L *min.
Conclusions HPLC-MS/MS was simple, rapid, accurate, and able to meet the pharmacokinetic repuirements of DB02 in rats. After

1.004mg/kg single intravenous administration of one single dose, distribution of DB02 in rats showed one compartment model.

KEY WORDS: HPLC-MS/MS; plasma concentration; pharmacokinetic parameters; non—nucleoside; reverse transcriptase
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Effect of Tanshinone Capsule on the Axis of Fibroblast Growth Factor 23—Klotho
and Vascular Calcification in Patients with Diabetic Nephropathy

SU Baolin', CHEN Gangyi', LI Jing®
(1. The First Affiliated Hospital of Guangzhou University of Chinese Medicine, Guangzhou 510405, China;
2. The Affiliated Hospital of South China Normal University, Guangzhou 510631, China)

ABSTRACT: Objective To observe the correlation of fibroblast growth factor 23 (FGF23), Klotho protein and carotid artery
intima media thickness (CIMT) in diabetic nephropathy (DN) patients, and discuss the effect of Tanshinone capsule on vascular
calcification. Methods A total of 71 cases of patients with DN stage 1V, were randomly divided into treatment group (36 cases),
control group(35 cases). All patients were treated with basic treatment, and the treatment group was added with Tanshinone capsule,
after 3 months, serum creatinine(Scr), calcium(Ca), phosphorus(P), serum albumin(Alb), total cholesterol(CHOL), triglyceride
(TG), intact parathyroid hormone (iPTH), serum FGF23, Klotho protein, TGF-B1, NF-kB, 24 hour urinary protein quantitative
and CIMT were compared between the two groups, and selected 35 healthy volunteers as healthy control group. Results The
treatment group had lower levels of CHOL.TG .serum TGF-B1 NF-kB.FGF23 and urinary protein quantitative, higher levels of
Klotho protein, can inhibit CIMT thickening, the difference was statistically significant (P<0.05). Spearman correlation coefficient
showed that CIMT was positively correlated with urinary protein quantitative and FGF23 levels (P<0.05), negatively correlated with
Klotho protein (P<0.05). Conclusion Tanshinone capsule can reduce CIMT and inhibit vascular calcification by regulating the
FGF23—Klotho axis, may be associated with TGF-B1/NF-«kB pathway.

KEY WORDS: Tanshinone capsule; diabetic nephropathy; fibroblast growth factor 23; Klotho; vascular calcification
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