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Abstract: Objective To study the mutagenicity of Tianagliflozin in Ames assay. Methods Using the standard plate incorporation
assay, the bacterial reverse mutation of Tianagliflozin was tested in the histidine defective strains of salmonella typhimurium TA97,
TA98, TA100, TA102, and TA1535. Results In the presence and absence of rat liver microsome S9 mix, the results of assay were

negative at the dose within 31.25 — 2 000 pg/plate. Conclusion The mutagenicity of Tianagliflozin was not observed in the assay.
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B A7 VD 1) I T 2 2 R ik B 2B T A TA97
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( American Type Culture Collection, ATCC), ¥#J+ —
80 CHEIGIRUKMT IRAF o TRE AN 75 PR AT T 22
FRER Y (his—). JEZPEBEREE G S E (rfa)s
BRAMNRBEE S (uviB) s FRHERPUESEE
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BRI R A A EE K .
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1.2 AYIREZERT

RAGHG, MR AtgatER R, ES
. 99.88%, b5 140211, FEALYEF: S W,
TRAFSAE: Wl T, R R B 259
BUF AT B . W R R
(DMSO), #it5 3024039, i H Solarbio. PHEE
A BEW, 5 4660C303, 4 H Amresco 2
Hly BoAs, TR IC R TG 2- R,
W E TCI 2.

RN EFRRGRESRAE, AR =R
TFRAT AR, W E RS T
Prs . BHREMIEA 6-BEIR AN, W H
Sigma-Aldrich 227 ; A4l 1T (B-nicotinamide
adenine dinucleotide phosphate, NADP ),

1.3 KRiELRS

KRR S9, AN % AHl, KHARE
LU Z 0 B-ZR B RIE A5 3, o B A A A v Ay
PRI AT A SR 22K
14 FEMNHE

EIEL G FRAR R s I 287K i A, W H SANYO
A AREIRG IR, W ARG A A
M5 PRI AE, T BRI AR A A
LK1, W H Sartorius A7) #HiF TES, WH

#z1

RFBETRDURIS E R A AR AR BEE, WA
F A Nikon 23 )

2 AE

2.1 FikiE

6 FH A 2 BRE TR B 2 S J€ VD T TG TR TA9 7
TA98. TA100. TA102 F1 TA1535, Z&A&Hi55 &
¥ N 5000.000. 2 500.000. 1250.000. 625.000-
312.500. 156.250 Fl1 78.125 pg/ML, %3 %45 A% 4 .
KHPFMABAGEY, A 1 el w1 AR
(—S9) RGeeHil 1 AL, AR Sl S s,
TSR RIE S . + 4 AU RINE, PR RE
RO BPRIG: +: e, [P RV AR
t: AR, [RIAR AR A RS —: B
WA, PR REEEOE R . WA R BN, &
ETUTER 4 625~5 000 pg/ L7 AN R R
RANETEH, SR WK 1.

MG R A B BRSO, o AR
PEAS TR B P 58 o Stk 17 (g Js )™,
SO TSI S5 I, A =R RN 2 000 pg/IL,
(IR, R T SHE 2R 71 10T 25 TRTAA 9 55 AN 55 P40 TR
ey, DAROREY R A EE I, A5
KHARZE R, 5% 1 000.00. 500.00. 125.00
1 31.25 pg/lil 4 A5 &,

TAEFNEIETFNL (—S9) RLE Ames LI HEFR

Table 1 Tianagliflozin absence of S9 mix Ames preliminary experiment on bacteriostasis

25 FIE/(ug- ") TA97 TA98 TA100 TA102 TA1535
SR — — — — — —
e L Y1 78.125 — — - — _
156.250 — — — — —
312.500 — — — — —
625.000 + — — + —
1 250.000 + + + + +
2 500.000 ++ ++ ++ ++ ++
5 000.000 ++ ++ ++ ++ ++
2.2 FRI&F)%E Ames iRIE PR IR 2, SR8 1.5 pg/lM, HIAE 0.1 mL/IL,

ARl = i Rl T S W
TA97. TA98. TA100. TA102 il TA1535, KM
L35 AL, MR TR 56 4% SR 700 BB 0 2 00000,
1 000.00. 500.00. 125.00 A1 31.25 pg/Il, FFixasH
TR CARIIEAT 29 AR . v I (DMSO)
FIFAMES A . P ROed: 50 pg/lL, A 0.1
mL/IL, j TA97. TA98 Fl TA102 FHkAEH RS

i TA100 H1 TA1535 wIARAEIE A0 R GERH 10 HE 24

-5 5 pg/lL, A 0.1 mL/IIL, A TA97.

TA98. TA100. TA102 Fl TA1535 #FEGEAL R GEHH
PEXTIR 2 . HARERAE: BURIEAE 45 CL % 2 mL il
I TZ R TR B, IR 0.1 mL. A
[ B () 52 AR Bl BH X 2 0.1 mL (% (0 R AL
AN, BTN 0.1 mL DMSO), FACHHE LAY
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PO 0.5 mL SO RAW, TRAEBINIEERGFRIE
b AR, FRidd. AR EACRIEEEAL, R
J5 T 37 CUAERFE 48 h, HHE& 21 AR A I, [n] A
BIE. B MRS | EVE (+S9) AR
(—S9) RGESM 3 AL, JEAT 2 AZAE
23 HERFHN

&f SNV [ BH 24 ) 40 VR R PR O/ R TEIE D
ML B 52 AR TRV A LA X £ 5 oo

RSl Ed Y 7 Nl W 4o S 1 W W AW BT CA LK 1
LT, SR T A 1) 8] 52 5 A T v 5 o AR P A
T () 38 I AN/ A — AN B AN IR AL I ]
PRSI, R B PESE R,  ABIER
3 #R

TEA SO WHWALE T, THEBHTE I AR R Z
RPUTIE, g5 R EoR, 251575 2 000, 1000
ng/MLIsE, %F TA97. TA98. TA100. TA102 ¥JH AR
) A B R B A T, [0 A% B 9 0 W BRI, kT
TA1535 JCHwEN, IR R EOIESR s A& 5

FHE A 500, 125 pg/MLES, X} TA102 f5— @& 1
H, RIAR R EURAG, X TA97. TA98. TA100 Al
TA1535 JCHwER, IR R SOER ;s A& 515
N 31.25 pg/ML, X TA97. TA98. TA100.

TA102 F1 TA1535 ST E ], [RIAR B 73 500E 3 5
IH A 0T F 2 ] A B 9 505 3 0 A L s T el 1
e WAk 2.

I S9 WEALAAE T, VHERR I R R I AZ A
YIVUGE, SR W, BEEBEFRIEAE 2 000 pg/ILI,
X} TA97. TA98. TA100. TA102 A AN[EFEEE
EREAVEH, AR R B 2 FEAIK, X TA1535 o)
WIER [BIAR RV HOE 5 s A% F3F IR AE 1000 pg/
LI, %} TA98 Al TA102 HAE1EH, AR B VR EL
A%, % TA97. TA100 1 TA1535 JCHMEE1E, Al
A RVEEOE R ZRAE SR EAE 31.25 125 F1 500
pg/lMLIE, % TA97. TA98. TA100. TA102 FI TA1535
BIEAEER, AR B O s B R [m ]
IS BUS VEIE A L A W B N . WEE 3.

2 FTHRIEIETFNL (—-S9) RE Ames KWER (X £5,n=6)
Table 2 Ames experimental results of Tianagliflozin in absence of S9 mix (X =L, n = 6)

) HE (ug- ) TA97 TA98 TA100 TA102 TA1535
Sl SPapis — 123.3+12.9 25.043.6 113.3+11.8 232.2+10.0 8.3+2.0
X IR — 121.245.0 24.5+6.0 120.2+4.0 233.549.2 11.542.6

31.25 111.8+12.8 23.742.9 118.3+14.8 230.2+11.9 9.3+1.0
125.00 122.347.3 26.7+4.6 120.7+12.2 205.8+11.3° 9.3+1.6
e L Y1 500.00 105.0+7.4 27.5+4.4 129.749.8 152.0+11.8" 8.7+1.4
1 000.00 51.3+50.3"° 20.3+7.3% 98.0+£7.3" 50.3+24.7° 10.743.1
2 000.00 9.0+6.7" 15.0+3.1° 77.5+7.8° 0.0+0.0" 9.743.0
L&/ 50 3963.3£388.8" 1343.7+278.0° — 1713.0£301.17 —
AN 1.5 — — 530.0+86.6" — 535.8493.0°

o [AAR VS BGHE W BO IRALE 2 5 A s A W E D, RO A R

*: the number of mutated colonies was more than 2 times that of the vector control group; A: background bacterial reduction and bacterial toxicity

=3

TIEFETFW (4S9) RG Ames LIER (X £5,n=06)

Table 3 Ames experimental results of Tianagliflozin in presence of S9 mix (x £, n = 6)

2y g TA97 TA98 TA100 TA102 TA1535
7 X R — 137.2+11.4 27.843.9 121.0£13.4 271.0£16.0 14.542.7
X IR — 137.5+10.0 31.247.9 124.0+14.6 256.0+16.3 13.043.4
RIEHN 1 31.25 146.3+10.4 27.3+6.4 118.5+13.1 249.2+12.6 14.7+4.6
125.00 133.0+7.8 28.5+6.2 126.0+14.9 259.3+7.9 13.842.0
500.00 136.7+14 .4 26.8+5.0 116.7+10.6 254.5+13.3 13.243.1
1 000.00 127.8+12.2 24.0+6.2° 121.7+£10.9 180.8+43.3% 12.5+4.3
2 000.00 35.5+14.7° 19.2+4.1° 94.5+16.4" 37.3+£23.0° 12.842.6

2- I 5 3201.742853"  2355.0+218.0° 3 021.7+494.5" 779.3.0+82.2" 283.0£24.7

*: IS HVARGE L WG AL 2 A B A IR S D,

FRAT B R

*: the number of mutated colonies was more than 2 times that of the vector control group; A: background bacterial reduction and bacterial toxicity
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W, AR AT (0 40 BE 15 DA FH 85 538 R o I 4 2R
FAEY 2 K SRR o] DL R, 456 B A
ATHERR T2 sk S B BB S5 3, A3
A SR W R

AW B IBAPES AL BOE S9 itk 4t
T, S BRRRIAI AR R V4 PS8 e v Sk B [P A
BP0 2 £, UESEAE RAA AL WL R TR,
TEHECE SO WML RGMIENL T, WS
B, SR R 2 I (B 1A% B VR A AR T 0
HEAA AR TR YA 2501 2 £, HGHIRAH G . g5 SRk,
TEATARUNEAC RS T, AN A 2 IR E TR
BB SR FEVPT TG TA97. TA98. TA100. TA102
M TA1535 5 PRSI AR BRI E . LR

PTA AL R, D, T HR A RSN A 15
Fer A A5, stk e s R
PRSP, 2 JEAUEALE AT R Pt . AR,
IREAIAT HANTE, WA G %18, DR
VRIS BATEORA .
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