MK EZ2HR(OEF M)
J Sichuan Univ (Med Sci Edi)

BREEES ALt [ BlnKiXie

?ﬁﬂi? :J(/J\?\%.’ £ 7%”:’ 7;‘7&:"/'9 % /&A

PUIR 2 Py B B 1 W1 R SE % Ol 61004 1)

2014; 45(4):637 — 641

[(FHEEY Bo Gl 10 R, 25 42 i [ 52 Ak a2 e 52 B0 U TR 10 50 ) S 704t 56 B 1) 22 4 Mk 9 o B
K 2Z 5 5L 9 T2 2255 0. ik #9860 A REEEHE S 1T WG R 52 P 58 . 320 56 5k FH B AL
XUE AT R BRI 4 500 o 338 3 J5L 00 MK 100~5 000 mg FLi5 8 AN i 41, 8 20 58 MU SR iR 2 i 2 A P 4%
HRGFFMRRARLT I =8 X B G B8 51T, 12 2 4l B35 I8 3 2 0 58 5 Sk 5 3 #3500 mg.
1 000 mg.2 000 mgid: 4t F 3k fafh S& 40 . 3% ] HPLC-UV 3: 0 & 1 ke w3k 76 35 19 k)% . 22 DAS2. 0 2 )5 4b #1175 5]
FEGND N ESH. R 59 PHEREZIAH M T 1A 32 M50, 45 25 40 2 BRI 4 RN BRI & A R 4y
WA 22. 7T3% M 6. 67 %, M2 2% 5 G122 75 SL(P>>0. 05) , 45 245 413 VLI PR S B 2 I A3 o v B 1o 9K e W Sk L 70 I
i R RSN A O TS 2 %5, 3 R . SEUR S AG A 45 SR R & AR R A B 43, 1800 R 53. 33 %, AL LL
BZER TG EE L (P>0.05) , 45 25 41 # W55 % by A 58 g KAE DY LU ) 5 3 KO8 L5 VIR B B8 L il
MR, RS IR R B BRI AR & 0.5 h JE BRI 3K IR (Clue) 5500 mg 1 000 mg.2 000 mg [ Coux
SR (37,9247, 43) (74, 90 £ 10. 67), (148. 54+ 31. 63) mg/L, Z5 i i1 26 F i FL CAUC,— ) 4 3 K (72. 08 +
14.98),(144.28+24.57),(286. 66454, 25) (mg « h) /L, JHE&F 8 (11, 30 918 (2. 03£0. 38),(2. 04£0. 26)
(2.12£0.26) h, HAANI R G ZFEA IR S #RRIE. 0~24 h JRZG RS 76. 6% ~67. 5%,
g% U Kk A 36 B B R 48 2 dR KT 32 7] S 5 000 mg,500~2 000 mg W ZGM3N 1A F & AL IR A
LM B I FHRHE .

(k@R S LBMEH w2 A% @REEER

Phase [ Clinical Trial on the Safety of Injectable Cefetamet Sodium with a Single Dose in Healthy Volunteers LI Cai-
zheng, SUN Jia-yu, WANG Ying, QIN Yong-ping , MIAO Jia®. Phase [ Clinical Research Unit, West China
Hospital , Sichuan University, Chengdu 610041, China
/\ Corresponding author, E-mail:miaosiyil971@163. com

[Abstract] Objective To investigate the safety and maximum tolerable dosage of injectable cefetamet sodium
with a single infusion in Chinese healthy volunteers. Methods Sixty healthy volunteers were enrolled in this study.
A double-blinded, randomized, placebo-controlled design was adopted. FEight dosages ranging from 100 mg to
5 000 mg were tested. The pharmacokinetics of the drug was analyzed using a Latin square three-cross self-
controlled design, with 12 healthy volunteers receiving 500 mg, 1 000 mg and 2 000 mg of injectable cefetamet
sodium in a randomized sequence. Blood and urine samples were collected and analyzed using high performance liquid
chromatography with UV detection. The main pharmacokinetics parameters were calculated with DAS2. 0 software.
Results 59 healthy volunteers completed the tolerance tests. Clinical adverse reactions occurred in 22. 73% of
participants in the test group and 6. 67 % of participants in the placebo group; but the difference was not statistically
significant. Common adverse events included infusion pain and dizziness. Rare adverse events such as palpitations,
diarrhea and rash occurred in participants in the test group. All of the adverse reactions were mild. Abnormal
laboratory test results occurred in 43. 18% participants in the test group and 53. 33% participants in the placebo
group; again the difference was not statistically significant. Common abnormal laboratory test results included
abnormal bowel flora, stool abnormalities, abnormal urine and elevated serum potassium. After a single infusion of
500 mg, 1 000 mg and 2 000 mg of injectable cefetamet sodium, peak concentration of the drug at 0.5 h reached
(37.9247.43), (74. 904 10. 67) and (148. 54 +=31. 63) mg/L, with areas under concentration-time curve of
(72.084+14.98), (144.28+24.57) and (286.66+54.25) (mg » h) /L, respectively. Their elimination half-life was
(2.037£0.38), (2.047%0.26), and (2.12%£0. 26) h, respectively. The disposition of cefetamet was presented as a

two-compartment model with linear kinetics. The 24-hour urinary accumulation excretion was 76.6%-67.5%.
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Conclusion

The maximum single tolerated dose of injectable cefetamet sodium is 5 000 mg. The pharmacokinetics

is a two-compartment model with linear kinetics within a dose range 500-2 000 mg.
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Table 1 Comparison of adverse events between test group and placebo
group 180
160f —+=500mg
Test group Placebo group P 140} ——1000mg
Adverse event ?6.82% (25/44)  53.33% (8/]15) 0.8144 ”E\ 1201 2000 mg
Adverse reaction 54.55% (24/44)  46.67% (7/15)  0.5977 = 100k
Clinical adverse reaction 22.73% (10/44) 6.67% (1/15) 0.1678 =4
Adnormal laberatory 43.18% (19/44)  53.33% (8/15)  0.4955 = 80f
examination 60
_ . o 40
2.3 HRIAEHRAR 20
12 £ 32403 PR FHE 500.1 000,2 000 mg i "1 2 3 45 67 8 9101112131415
t'h
SISk A Al SE B H BRI AT D A% 0] 6 2H 1 24 -
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Yol e ¥ — 50 R DAS2. 0 2R3 41 BT 4 s
3 /l\?ﬂjgéﬁ E/:J % Hﬁm%?ﬁgﬁfﬁ ’ ﬁﬁ? MS V‘]ﬁ*% Fig Concentration time curves of Cefetamet sodium injected in 3
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Table 2 Comparison of pharmacokinetic parameters of injectable cefetamet sodium after infusion with 3 different doses
Crnax AUCy AUC,.--. . ;
(mg/1) C(mg + ) /L) C(mg * by /L) t1/2 (h) T nax () CL (L/h) V (L)
500 mg  37.9247.43 72.08414.98 72.74414. 87 2.037+0. 38 0.5040. 00 7.16+£1.58 20.8545.58
1000 mg 74.90=+10. 67 144, 284+24.57  145.07+24.50 2.0470. 26 0.50=40. 00 7.08+1. 26 21.0745.62
2 000 mg 148.54+31.63  286.66+54.25 288.50454.68 2.12+0. 26 0.50740. 00 7.19+1.51 21.88+4.68
P 0. 000 0. 000 0. 000 0.732 — 0.984 0.882
Chax : Peak concentration; AUCy., : Area under time-concentration curve from 0 to last draw time; AUCy .. : Area under time-concentration

curve from 0 to infinity time;z;,2 : Elimination half-life; Ty : Time to peak concentration; CL:Clearance;V : Apparent volume of distribution
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