- 1804 - Drug Evaluation Research 5541%&5 1057 20185108

BRIH DG L B NAN ST

XN OERY, gkuEvEC, & A, BLOAET, XU
Lo EE AR E TR, bR 100050
2. A6 W A 2 B v R 2 2 R 2 Bt s 24 AE R R BT T, JE T 100050

W OE:. By vamfitg A eSS a i in g s e s EER. Bk U D a IR R 5, e A R
A (0.01. 0.05. 0.10. 0.20. 0.30. 0.50. 1.00 mg/mL). #£F B (0.01. 0.05. 0.10. 0.50. 1.00. 2.00. 10.00 mg/mL) XIHF
O ia R & IR, ARG IE RS BRI s IR ISR P OB S - DU BT R AT I )i (UPLC-QTOF-MS)
o WG LR i T A2 RO HEAT s P o AT . S5 SR WALRE S X BE S f0 IR IR R B RS AR AL, EEERIUNEIRIE R MEBSEER,
R T EEUR GG R HFERREAE—EER, H ARSI RS (TD,) 2254 mg/mL, ¥4
HHEHE (LD, N292.0 mg/mL; #£& B ¥ TD,, A 60.3 mg/mL, LD, A 1.382 mg/mL. UPLC-QTOF-MS 73 #r4h B iow, M
HORE ST & F B Y A — 8, (RS T EAFTE — B E R WIE T B BER A Ao SO B o i 1 e
B ARG RIS R E A, FI0 S AaMIGEE T TG BRI S 2 e, WAL E ) B 5 B 5 £ iR
Jiti B S R I R B R EBOEAE R, IGRE S, FRAR SR BRI R EIEER KA, HI¥yw g,

XEER: B BRI SRR T RREERIR: R REUERIE

FESES: RI62.2 XHEIRERE: A YEHS: 1674-6376 (2018) 10-1804-06

DOI: 10.7501/j.issn.1674-6376.2018.10.010

Acute toxic effect of Guci Tablets on zebrafishembryo development
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Abstract: Objective To study the acute toxic effect of Guci Tablets on zebrafish embryo development. Methods Zebrafish embryo
was used to investigate the development situation under different drug concentrations of two batches of Guci Tablets samples
(sample A: 0.01, 0.05, 0.10, 0.20, 0.30, 0.50 and 1.00 mg/mL, sample B: 0.01, 0.05, 0.10, 0.50, 1.00, 2.00, and 10.00 mg/mL)
including embryo teratogenic and lethal tests. Additionally, an UPLC-QTOF-MS was applied to analyze the chemical constituents of
both samples. Results The result showed that the effects of both samples on development of zebrafish embryos were similar. The
main manifestation was lethal effect under high concentrations and lag phenotypes of development under low concentrations.
However, there was a certain difference in the action concentration between both samples, The half of teratogenic dose (TD,,) and
the half of lethal dose (LD,,) of sample A were 0.225 4 mg/mL and 0.292 mg/mL, respectively; the TD,, and the LD,, of sample B
were 0.060 3 mg/mL and 1.382 mg/mL, respectively. According to the results of UPLC-QTOF-MS, the main chemical constituents
contained in both samples were basically in agreement. But there were some differences in the content of some constituents. And the
preliminary analysis showed there was a positive correlation between the content of strychnine and the toxicity evaluation result by
zebrafish embryo experiment. Conclusion The result indicated that the zebrafish embryo model was suitable for the toxicity
evaluation of Guci Tablets. The effects of two batches of Guci Tablets on zebrafish embryonic development were lethal at high
concentrations, and slightly abnormal phenotypes at low concentrations, especially sample B, all of which were reversible.
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Fig. 1 UPLC-QTOF-MS total ion chromatograms of samples in negative mode

2 ¥& UPLC-QTOF-MS EEFHEX BEFHRE
Fig.2 UPLC-QTOF-MS total ion chromatograms of samples in positive mode
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Table 1 Components analysis result by UPLC-QTOF-MS

T t/min D% 71 [R5 I TR T FEE

1 6.24  HEEEIR CiH,:0, Uil 353.090 5 [M-HT 191.054 4, 179.031 1, 174.958 1,
135.043 2

2 7.91 LR CiH,,0, Uil 375.131 2 [M-HT 213.079 8, 174.958 1

3 8.77 2k IR CH,50, Uil 353.090 5 [M-HT 191.054 4, 174.958 1, 135.043 2

4 9.40 5 2% iR R CH,50, il 353.090 5 [M-HT 179.031 1, 135.043 2

5 11.37 T C,H,;N,0, 1E 335.174 0 [M+H] /

6 12,12 AjZNTERE  CuH,0, it 525.163 9 [M+HCOO] 479.157 1, 121.028 1

7 12.76 BT CHNO, = 395.195 5 [M+H]" 324.123 8

8 13.22 AjUIH CyH0,, it 525.163 9 [M+HCOOJ 479.157 1, 449.145 0, 327.103 6,
121.028 1

9 1727 HABEERH  CyHaO it 595.162 0 [M-HJ 304.9100, 174.952 3

10 20.00 Hlt 7 EF CyH,,0,, it 579.171 3 [M-HT 304.910 0, 130.963 4

11 2121 EHZRZLFE  CuHsNO, na 356.189 5 [M+H]" 192.103 1

12 2230 RHBHLS  C,H,NO, iE 590.293 6 [M+H] 540.255 1

kR
13 2293 =LREHRI CyHOp it 977.536 0 [M+HCOOT, 799.471 7, 637.430 5, 475.378 7
931.526 2 [M-HT
14 2329 RSk C,H,NO, iE 604.3153 [M+H]" 554.278 7
15 2343 NS B C,.H,,0,, it 845.485 8 [(M+HCOO],  637.4305, 475.378 7
Rgl 799.484 1 [M-HT
16 23.89 ZRHBEXKY  C,HLNO, iE 574.301 6 [M+H] 542.2750
kR

17 2435 MEEEB  C,H.LNO, 1E 366.172 5 [M+H]" /

18 2643  KEKW  CuHLNO, iE 616.311 7 [M+H]" 556.293 9, 524.271 1

19 2654 AZEHRe CuxHpO Uil 945.5350 [M-HT 783.486 3, 621.422 1, 576.294 9,
553.295 1

20 28.06 AZEIRd  CuxHguO Uil 945.548 4 [M-H]~ 783.486 3, 621.422 1, 459.3750
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3 BRRERSEMESERREZFERENTRE(S dpf)
Fig. 3 Phenotypes of abnormal development of zebrafish embryos caused by GuciTablets (3 dpf)
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Fig. 4 Statistical chart of zebrafish embryos abnormal development caused by GuciTablets (3 dpf)

&5

BRI SED AR T R (3 dpf) (M ALD,, 0292 mg- g ; # R B LD, 1.382 mg-g')

Fig. 5 Death rate of zebrafish embryos caused by GuciTablets (3 dpf) (sample A LD,, 0.292 mg-g™'; sample B LD, 1.382

mg-g™)
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