A R 2Rk 2000 4F 11 355 34 555 11 1) . 699 -

X EHS 100186892009 ) 11-0699-04

ES AR EMH/FEEH ALK ZEXEHR

ZER' HHST OERA XA ZE g
(I W kFEEFEERIERAEAE, KA 610041;
2HEINEIRGERBARAF, HI 518040)

WE: BN IMMERER R LK ESREE N RN R RN E 2R Ak REHGRRALRE
BB, 66 Bt 2K E 53 HIF KR 0. 75g.1. 58.3. 05.4. 58.6.08.7. 58.9. 0g SELLE 7. 5¢.9. Og TEH Ik fInk 3
AT R, FA RN ZRE TR, TRERERCHERE, BR 66 AZKELWER M5, EELSLE9.0g 7
B GRE BB RIBER, SRS IR B R E I RS, A DA SR E R, F2 3 HER AR
EH YR, BT HARKERBAAREF, Fit BRRESEN AEH AR e RIE ML etk 24t
R,

KR CLAMEER; ATEEM; et mEH

PESES. ROTS. 11 CEKERIRE: A

Phase I clinical toleratnce study of cefuroxime/sulbactam

and Chen Juan’
Chengdu 610041 ;

Wang Xian-gang', Xu Nan', Zheng Li', Wen Cai', Wang Ying'

(1 Department of Clinical Pharmacology, West China Hospital, Sichuan University,

2 Shenzhen saluberis pharmaceuticals CO. , LTD, Shenzhen 518040)
ABSTRACT Objective To evaluate the safety and tolerance of cefuroxime/sulbactam intravenous infusion in
Chinese healthy volunteers. Metheds The trial protocol was designed according to the Good Clinical Practice( GCP).
66 healthy volunteers were received a single dose intravenous infusion of 0. 75g, 1.5g, 3.0g, 4.5g, 6.0g, 7.5 g and
9.0g or multiple doses intravenous infusion of 7. 5g, 9. Og cefuroxime/sulbactam respectively. Clinical symptoms,
laboratory parameters and electrocardiogram were monitored during the trial. Results Sixty-six healthy volunteers were
well tolerated with the cefuroxime/sulbactam. During the study of multiple doses intravenous infusion of 9. Og
cefuroxime/ sulbactam, only 3 cases of adverse events were found, such as vein irritation, mild diarrhea, transient
leukopenia, but the adverse events were relief quickly. Conclusion Cefuroxime/sulbactam was safe and well tolerated
after single dose and multiple doses administrated in Chinese subjects.
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Tab. 1 The routine blood tests and blood biochemical items after administration of cefuroxime/sulbactam
by a single-dose intravenous infusion
Items 0.75¢ 1.5g 3.0g 4.5¢ 6.0g 7.5g 9.0g
RBC( x10'2/L) 4.63 £0.62 4.98 +0.68 4.71 £0.72 4.74 £0.59 4.61 +0.58 4.79 +£0.52 4.76 £0.43
Hb(g/L) 140.00 £17.96 140.17 £9.72 142.00 £20.06 144.13 £17.68 137.88 +17.68 141.63 +12.43 143.75 +12.56
WBC( x10°/L) 4.87+0.53 5.72+0.72 6.19+1.39 5.26 +0.84 5.42 £0.75 6.27 £1.16 5.89:1.24
N(% ) 58.88 +7.34 57.40 +4.62 63.50£4.79 58.79 +4.80 54.54 £3.75 64.81 £8.06 62.16 +7.05
L(%) 33.98 +6.64 35.93+3.80 29.58 +5.44 33.64 +4.90 37.25+£3.93 27.74 +7.61 29.93 +6.49
PLT( x10°/L) 172.33 £50.64 214,50 £14.68 239.83 £38.19  209.75 £39.9 191.25 £39.76  202.63 £49.09 219.25 +37.03
TB(umol/L) 15.17 +4.30 11.55+3.55 13.30 +4.05 16.50 +5.89 14.53 +6.11 10.89 +4.10 12.16 +4.95
DB(umol/L) 3.20£1.67 2.25+1.47 3.48 +2.27 4.59+1.74 5.232.24 3.34:1.17 3.34+1.38
ALT (w/'L) 22.33 +18.08 16.17 +5.15 16.33 +8.80 14.13 £5.08 17.00 +5.95 15.38 £6.59 21.38 +13.66
AST (w'L) 22.17 £6. 15 21.17+2.79 17.17 +4.02 15.38 +2.26 20.88 +3.27 19.13 +3.48 22.38 +6.35
ALP(IU/L) 66.67 +7.26 63.17 +9.85 52.67 +10.54 66.75 +18.30 68.25 £22.95 77.63 +13.06 55.00 £11.26
BUN{( mmol/L) 5.26+1.75 4.51 +1.65 5.08+1.09 5.25+1.21 4.76 £1.73 4.93 +1.43 4.25+£1.06
Cr(umol/L) 73.43 £17.69 68.60 £13.15 74.42 +10.79 74.95 +17.88 69.08 £13.85 73.08 +21.73 65.79 £12.12
PT(s) 11.18 £0.50 11.23 +0.69 11.60 £0.71 10.61 £0.36 * 12.19 +0.55 11.08 +0.41 11.36 £0.70
APTT(s) 33.27 £2.54 34.77 £5.76 31.17 £2.90 28.21 +3.88 * 35.06 +3.01 31.89 +2.36 34.20+3.24

* : P <0.01(The comparison of before and after administration in the same group,but the mean was in the normal rang).
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Tab.2 The routine blood tests and blood biochemical items before and after administration of cefuroxime/sulbactam
by a multi-dose intravenous infusion
Jtoms 7.5g 9.0g
Day before 4% day Day after Day before 4t day Day after
RBC( x10'2/L) 4.78 £0.35 4.62 +0.28 4.74 £0.28 4.60 +0.34 4.39+0.40" 4.47 £0.29
Hb(g/L) 140.50 £ 11.06 136.13 £11.93 139.00 +11.03 136.25 +13.84 131.50 £16.78 * *  136.00 +14.04
WBC( x10°/L) 6.39 £1.66 5.60+2.12" 6.10 £2.34 5.44+1.19 5.51+£1.03 4.96 £0.95
N(%) 59.08 +9.60 53.96 +5.87 60.18 +10.50 59.93 £7.40 57.75+£6.84 60.79 £5.71
L(%) 32.51+£7.88 35.89 +4.63 30.36 +8.66 32.65 £6.71 34.90 +6.59 30.34 +£5.41
PLT( x10°/L) 236.75 £35.86 226.50 £35.18 216.50 £35.50* * 185.00 +£51.65 205.63 £55.67* * 208.88 +56.38°
TB{( umol/L) 12.33 +6.88 12.01 £3.26 11.89 +4.57 15.79 £7.78 12.15+£6.04" 15.05 +6.28
DB(umol/L) 3.33£0.96 3.59+1.14 3.15+1.28 4.73£2.26 3.19£1.90* 3.81+1.83"
ALT (w/'L) 17.13 £7.61 15.88 £5.82 19.88 £6.01 20.25 £9.11 25.00 £14.17 24.13 £11.29
AST (w/L) 20.00 £4.69 18.13 £2.30 20.50 £3.89 21.13 £5.79 26.25 £11.49 23.50+7.45
ALP(IU/L) 64.75 £16.99 60.63 £17.96" * 63.63 £17.82 62.13 £15.51 61.63 +£19.37 59.63 £15.63
BUN( mmol/L) 5.27+1.77 4.66 +1.07 4.07 £1.17 3.82+£0.67 4.04 +0.80 3.52+0.91
Cr{umol/L) 74.64 £16. 11 70.28 £13.29 70.60 +13.50 73.13 £16.86 65.69 +£14.20" " 63.61 +12.00
PT(s) 11.71 £0.51 11.26 +0.85 11.85 £0.64 11.13 £1.56 11.75 £0.51** 11.93 £0.49"*
APTT(s) 33.13x1.79 29.45 £11.58 33.55+2.57 32.88 +2.89 34.44 £4.32 36.36 £3.47* "

The comparison of before and after administration in the same group, * : P<0.05; * % ;P <0.01. But the mean was in the normal rang.

Wi 2 PR . HAEESAZ 9. 0g B4, HiEl 1
BlEE BKORIBOER s | BlER RS A B A0 R
O HRZEELARFH LA, BREESENHE
SRRV FEENRNZERE, B NES
ZynT R4 0 SR DKORI O R , 75 7T BB BRI T R TS g 7
5 BUBE BERF VA A — 5 1 40 AR, ek AR oz P
RLFTER . PR i 700 iy T 308 1 R 1 T 8 i ) R
HIE9. Og/d LIN R MR, 1 I kI Bt
Bf SR AR B R ) R A Bh g 2 2 SR s i R P 24
MEMBGMR. HEEH P MEAR R
2 £ X &
[1] Amyes S G, Baird D R, Crook D W, et al. A multicentre

study of the in witro activity of cefotax-ime, cefuroxime,
ceftazidime, ofloxaein and ciprofloxacin against blood and
urinary pathogens [ J]. J Antimicrob Chemother, 1994, 34
(15) :639.

[2] Rotschafer J C, ostergaard B E. Combination B-lactam and B-

laetamase-inhibitor products; antimlerobial activity and
efficiency of enzyme inhibition[ J]. Am J Health- SystPharm,
1995, 52:15 ~32.

(3] 0k, ZRE. FURBASEALBERKEB =R
SR 2 AR SMTE R AE R [T]. PR RZ B
F7%7%,2000,16(5) :323.

[4] Capel-Edwards K ,Atkinson R M; Pratt D A, et al. Toxicological
studies on cefuroxime sodium [ J]. Toxicology,1979,1.13(1):1

~5.

[5] Launay O, Joly-Guillou M L, Decré D, et al. Beta-lactamase
inhibitors[ J]. Presse Médicale,1997, 26(10) :485 ~492.

[6] Nechifor M, Buiuc D, Diaconu E, et al. Pharmacological
studies of sulbactam and its associat- ion with semisynthetic
beta-lactam antibiotics[J]. Rev Med Chir Soc Med Nai last,
1992,96(1-2),51 ~55.

[7] #0 g, 8 3k dEgT Ak T]. 2yt g, 2004,
28(9) :432.



