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[Abstract] Objective
of safety evaluation. Methods

with Salmonella typhimurium. Results

185.2, 555.6, 1666.7, and 5000 pg/dish with (or without) a metabolic activation system. Conclusion

be mutagenic in the dose range of this experiment.

To provide a toxicological basis for HMS-01 in future clinical trials, through genotoxicity testing
The genotoxicity of HMS-01 was evaluated by Bacterial Reverse Mutation Assay ( Ames test)

HMS-01 was non-mutagenic against Sa/monella typhimurium at six doses of 20.6, 61.7,

HMS-01 was not found to

[Key words] HMS-01; bacterial reverse mutation assay; mutagenicity; genetic toxicity
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1 SEERt

1.1 XA S B R o

ZAXKE i : HMS-0(V %2 B 57 A AR
FRZSH], #IE5 20190127, 465 98%) o FAPEXS 18 & -
—F LK (DMSO, Sigma-aldrich, CAS:67-68-5) .
FH P X6 B8R 2 1Y BE 35 48 551 ICR-191( Sigma-aldrich,
CAS: 17070-45-0) . 2-fif§ % %j ( Sigma-aldrich, CAS:
607-57-8) . & % £l ( Sigma-aldrich, CAS: 26628-22-
8) . HI KA 52 FP /g ( Sigma-aldrich, CAS: 66-27-3)
2-%3 K (Sigma-aldrich, CAS: 613-13-8) .,

1.2 2 RX A A EAH 7 %

H IR N7 (FEER K, CMO067) ; T iR £h 2% Mk
(£ T AW ) s T2 3R 55 3% 5 (Solarbio, 575
LA3080) ; JiKJZ2 15373 (Solarbio, 575: 3090); S, i
AW (F B 180 ml 50 FH = FC i) SR B (4
T W), CAS: 7447-40-7)6.6 mmol, A8k (LE T4
¥, CAS: 7791-18-6) 1.6 mmol . #5i#H-6-M5 M2 (Sigma-
aldrich, CAS: 3671-99-6) 1 mmol, % /i II ( Sigma-
aldrich, CAS: 24292-60-2)0.8 mmol. 0.2 mol/L iz
R 2% v (20xPBS 2%t , Solarbio, 745 : P1032)
120 ml, B F/RKERZE 180 ml; S IRE T 1L
LR GE S S 2278 L FU 2 /B-25 B A5 3 1) I
SD K FRUF21 9% 138 W il 4% 111 5, W8 H Molecular
Toxicology, i FHAT5 S V4L 1 : 9(V/V) I L
IR
1.3 T EREEEL

4= H 3l Ames LI (U R AR AT PR
], Al5. HRH-AMES116); 4= H 3 % 43 Hr A (bt
AT AE R AT BR A F], A5 DTS3); 3] B il
B RRRAS (L) ARAA, B4 Leica DMi8
M/C/A].

1.4 XAk

YRR BT foff FH 1% 20 2 5 SR B T8 (s ™) R
1 VP 1] FC B TA97a, TA98, TA100, TA102 Fil
TA1535, 14 FH Molecular Toxicology 2\ &, 4 & 5

2 7k

R A5 B P 22 0F 5 1) [ Brbr o1, & 1 il
Ames 1055 DLRHIN 37 3K 25 9 HMS-01 A5t fG 214 .
Ames 155 IR 4 TR 9] 52 5848 52y, S 1) A FE 7D
I TECRR AT 2 AR A REE, LIS 2 e 2
A BRAEN — MR Tk o his RAOGFED T IR
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Rt FAEK, (BAEAR A B AR IR IVE T ] %8
AR he B A B R 0 SR R UD T T IR TA, M BE
TR AR AR FRAE DIEH A, P, nl i e
W2 Z X E, fE R R RR R SR T 0 7%
ARG R E 2R A A B R A Bk

PRI &5 JL R R LA A5 ORI iR 4
14 [ 5 5 745 TR e Y5 57 1 s B e /s I8 o) TSt
DA 5 (OBH A X HR 2 [ 5 9 A58 BT v 340850 X I 1
B REZE Y 3 455 DAL 75 YT MLBCA B 2~ 1L
SV 5%

2.1 RBBEZAYT R

5 Fh ik 56 B ( TA97a, TA98, TA100, TA102,
TA1535) W H A& 1 B 9RetE, LT S2 g mi i
AT AW S5« his %58 . IR 2 W FE Gk
Fa (rfa 9872) 3 0E | 2N B = PUbE (kR R -k
PR IEE | EIMR AR (AuviB RAF ) %5 | PUFR
R (pAQDIIMER M . H RIS ETEEL (his ™ )IE |
XoF P 75728 790 A [l AR SRRt 5, DA o S TR AR
AR I bR

#=1 SRBERE RSN

e A IR RETF AwB #1010 HXH
kAT R B

BREG Bk e R KM
TA97a + + + + - 90~180
TA98 + + + + - 30~50
TA100 + + + + - 120~200
TA102 + + + - + 240~320
TAI1535 + + - + - 10~35

U BRI R o R AR 7 ml EFRA
W IR T, T(35+2) C. (120£25) r/min
S TSR ERE G AP 355 5E 16 ~ 18 h, fiff
JFH ARSI B G B8 Ak 8010 R B, Rk
iK 1x10° A~/ml LA_E B ] FFR5 .
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22 RIEHA
PE 6 1> HMS-01 25641, it HMS-01
5000 pg/I, FFAE AR E S DRI 7300

1 666.7. 555.6, 1852, 61.7. 20.6 pg/ll. ., Btz

A, T3 A5 O B R 45 TR0 g 1 BH X BR A
SO 2,
2 HFRBEENEAMAEEETIRTIE
RghEf Rk BH 725 57 & (pg/IL)
-S9 TA97a ICR-191 1
TA98 2l ED) 1
TA100 TR 2
TA102 FH LA 2 FH i 1.3
TA1535 BRI 2
+89 TA97a 2 3
TA98 2-FHEHE 3
TA100 2-F 3
TA102 2-FHEH 30
TA1535 2T 3

23 FHMENE

4 A 3l Ames SEB A T1A5E, B 2 ml Fligs
RE TR BUZBRE RS AP R G 0.5 ml
So IR A EY 0.5 ml BERRERZE /I L 0.1 ml X 523K
2y, 0.1 ml G, REIR S, IR E, fF
ILEEFE ) 8T (371) C R FRMINEE R 48 ~ 72 h,

FAIEE 3 A TATIL, EE R 1K,
24 RIELERNER I

KR 45 o PR 5l i S5 T ISR 45 LI 37 3K
2yt AT DS SR B A KR O, TR
AT LAY [ A8 B VR R . A2 BRI, HKs
ZERDL (2 £ 5) 7B, B ALEATEER n .

i v ] 2 ot 24 b RS R I 9 I A 1) AT [l
52 57 G AR T U (AR 72 DLRR)) Yl e i 4
SHIBhRAE, X} F TA97a, TA98, TA100 2 TA102,
HAF 300 1 5 R AR TR P S 80K T45 B B X iR 41
B 2 A%, HEA e BEARH A S vT s B, R AT )
F BRI SE 5 5F T TA1535, Hifk S0 101 58 A8 75
Yoo 45 A BAPERT RRZH A 3 A, HLEAT W B AR
PR R n] S B, S5 BT B E S PR . 22 e
T Se AN S IRAWMIZFAF T, & 1R 5 Fhilss:
BRI E J5, REAE 1 P58 B AR o FEE, BTk
RE 1232 12 i 1 A R [ 52 5 AR 1 S B AR BH
J2Z VU0 A B

3 #R
3.1 ZEARTEEATERRAREL

ZIRZ HMS-01 764 So ALHAAF T TA97a
A TA1535 HARSEEH, 1 666.7 F1'5 000 pg/ MLk &
AWML BT R AT DisE, HATTA A A1y
AW BN A DIVE, 85 R IF 3. FrA gl
RIELEENTT S BEMHI S

3 HMS-01 fiFEEERTIRELER (n=3)

- a5 TA97a TA98 TA100 TA102 TA1535
WREEE  UE O WoREER UUE TR DI WRER Pl R Ui

+S9 X HR 2 TO PO TO PO TO PO TO PO TO PO

20.6 TO PO TO PO TO PO TO PO TO PO

61.7 TO PO TO PO TO PO TO PO TO PO

1852 TO PO TO PO TO PO TO PO TO PO

555.6 TO PO TO PO TO PO TO PO TO PO

1666.7 TO PO TO PO TO PO TO PO TO PO

5000.0 TO PO TO PO TO PO TO PO TO PO

FA M R ZH TO PO TO PO TO PO TO PO TO PO

-S9 [P X 2ZH TO PO TO PO TO PO TO PO TO PO

20.6 TO PO TO PO TO PO TO PO TO PO

61.7 TO PO TO PO TO PO TO PO TO PO

185.2 TO PO TO PO TO PO TO PO TO PO

555.6 TO PO TO PO TO PO TO PO TO PO

1666.7 TO P1 TO PO TO PO TO PO TO Pl

5000.0 TO P1 TO PO TO PO TO PO TO Pl

PR B2 TO PO TO PO TO PO TO PO TO PO

: TOIEH; POIEH; PLAS FARFHMEDTE .



2SR S g
150

20244125 0 K2 4
Journal of Pharmaceutical Practice and Service, Vol. 42, No. 4, April 25, 2024

32 BAREEHER

ZAX 245 5 HMS-01 72T A7 Ab BEA 4 T 1 nl &2
RAF TR TIEI /N T4 B I B2 2 £, B
T B M T, A5 R LR 40 AR UG R

W, A (80T0) AR S Tk A5 1R, 32305 HMS-01
X2 & R E SR G Y Chis™) R FE VD 1T IR
TA97a. TA98., TA100. TA102 1 TA1535 ¥ JC i
TEBR AR M

Fz 4 HMS-01 FEEERTIREER (1=3)

[ 52 5875 VR AL
RS 4151
TA97a TA98 TA100 TA102 TA1535
+S9 BT REZH 157.7+15.5 29.3+3.1 138.3+4.7 326.0£7.5 21.3+4.0
20.6 156.717.8 34.747.1 119.38.0 334.3+16.7 21.0+5.2
61.7 159.0+7.2 31.748.5 140.0+9.8 250.0£113.2 19.343.1
1852 147.7+22.7 33.344.2 151.7+6.0 319.0+6.2 18.7+0.6
555.6 168.3£7.6 34.742.5 130.7+10.0 340.0£6.1 19.3+4.0
1666.7 157.7+2.1 34.745.8 148.7+2.9 287.0+84.1 20.3+4.6
5000 143.7+19.9 38.346.7 122.3+8.1 304.0+22.9 17.0+1.7
FFA X B2 704.0+30.2 122.7+10.1 646.7+46.0 1 758.7+86.3 574.749.2
-9 XS HR2H 171.7£5.1 36.7+3.2 151.3+8.7 340.3+3.8 23.7+1.5
20.6 168.0+11.8 40.0+1.7 125.749.1 338.7+7.4 25.343.1
61.7 169.7+17.5 42.3+13.7 131.3+15.6 350.0+15.9 21.3+3.1
185.2 152.0+13.1 343455 148.0+8.7 366.0+5.0 247432
555.6 167.7+1.5 42.0+2.0 161.3+8.6 351.0+24.2 22.746.5
1666.7 163.0£3.6 453432 156.0+3.6 376.7+25.7 223431
5000 164.7+22.9 40.343.1 153.3£6.7 365.0+26.0 17.3+3.8
[(ERep oyt 1 384.0+4.0 1264.0£17.4 504.0+38.6 1365.3+48 4 188.0+32.7
4 THig servational multicohort study[J]. Lancet Diabetes Endocrinol,
2022, 10(4): 253-263.
BALREPE R WA SO IE R, — 2] World Obesity Federation, World Obesity Atlas 2023[EB/OL.
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