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提要 在 Sch 23390存在时，DA和 N—-0437以浓度 

依赖的方式抑制大鼠纹状体突触体 AC的活性，D2 

受体拮抗剂 spiperone和 ／--SPD拮抗 DA和 N--0437 

的抑制 在相同条件下，DA和 N—-0437也显著增加 

突触体高亲和力 GTP酶的活性，I-SPD能完全逆转 

_二者的激活效应 这些结果表明，／--SPD通过趋转 D2 

受体对 GTP酶的兴奋和 G．对 AC的抑制性调控，从 

而影响突触前 DA受体的负反馈调节． 
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Pharmacokinetics and relative bioavailabinty of ofloxacin tablets in 12 
healthy volunteers 

DIAO Yong，LI Liang， ZHOU Gut—Hua， CHENG Ying 

(Nanjing Command Institutefor Drug Control，Nanjing 210002，ChO~a) 

ABSTR̂ CT Single oraI dose of tablet A (Daiichi 

PharmaceuticaI Co Ltd， Japan) and B 『Jining 

PharmaceuticaI Factory， Shandong， Chiha)of 300 

mg ofloxacin fOf1)were given to l2 Chillese healthy 

male volunteers in ,All Ope／1， randomized crossover 

study．Drug co~acentrations in sernm and urine were 

assayed by HPLC and partial least sqi／ares 

spectrophotometric method，respectively．The serum 

concentration-dme course after medicatio11 COil- 

formed to a 2~eompartment open model with a first 

order absorption． Pharm acokinetic parameters after 

tablet B did not differ significantly from the co lTe- 

sponding values after tablet A． The bioavailability of 

tabletBwascomparabletothatoftabletA． 

KEY W ORDS ofloxacin；tablets；pharm acokine— 

tics；biological availabifity 

Ofloxadn(0f1)，a fluorinated quinoIone． 
is a new broad-spectrum antibiotic for ora1 

usel”． Its primary effect is the inhibition of 

bacterial DNA-gyrase (topoisomerase II、． 

The spectrum of 0fl includes Gram-positive 

bacteria，highly potent against Staphylococcus 

aureNs， as well as Gram-negative baciUi with 

all efficacy comparable to those of modern 

parenteral antibiotics． After ora1 administra- 

tion，the drug is rapidly absorbed an d widely 
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distributed to the body tissues and fluids~2)． 

0vet 90％ of Ofl is excreted in the urine 

unchanged． These properties make Ofl a po- 

tential reinedY in many types ofinfections． 

The aim of this study was to determine 

the pharmacokinetics of Ofl in 1．2 Chinese vo1． 

untecrs upon oral administration， and to in- 

vestigate the relative bioavailability oftablet B 

as compared  to tablet A． 

M ATERIALS AND M ETH0DS 

I)nms and instrument 0fl tanet A (1ot 

No AN 549， Dalichi Pharmaceutical Co 

Ltd， Japan) and B (1ot 900315， Jining 
Pharmaceutical Faaory， Jiuing 272131， 

China)were compared．Both form s of tablet 

contained 100 mg Ofl each． The HPLC in- 

strument consisted  of W aters 510 HPLC sys- 

tern equippedwith a 490 Ewavelength aajust· 
able uv detector an d a Baseline 810 data 

processor． The UV—visible recording spec- 

trophotometer was UV-240． 

Subjeels Twelve healthy male Chinese 
volunteers aged 24±s 4 a andweighing 64± 

3 k2 entered  the study． All volunteers gave 

their written consen ts an d underwent thor- 

ough phyrsical examination． There were no 
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abnormal findings in liver and kidney func· 

Dons in particular 

Study design After 12 h of overnight 

fasting． the voltmteers received an oraI dose 

of 300 mg Ofl tablet either A or B in an 

open， randomized crossover study destgn． 

P~ach dosing was followed by a washout period 

of 1 wk before the next medication． 

Scn~m and urine sampling Brood sam- 

ples f2．0 m1)were taken before medication and 
after 0．5。 l， I．5， 2， 3， 4， 6，9， I2， and 

24 h． Ufine was collected at 3， 6， 9， l2， 

and 24h 

On, analysis Of1 concentration in Se． 

rum was determined using HPLC metho dI“． 

Tbe analytiea I column used was I 50 mm x 4．6 

inln I．D．packed with Spherisorb C18(5 m)． 

The mobile phase was methano1 0．0l mo卜 

L『 ，Kn P 0．5 mo L- ， tetrabutylam- 

monium bromide(35：65：4 voI／vo1)，with 

a final pH of 2．5． Concentration of 0fl was 

obtained  using the peak height ratio 

On／norfioxacin． Calibration cuYve was 

linear over the range 0．05-4 00 g mr ．The 

recoveries were l04±4％ ，99±3％，and lo0 

土 4％ ， at drug levels of 0．5， I， and 3 btg 

。mr1 ， respectively． Coe衢cients of varia． 

tion wel'~be low 5％ 

On concentration in urine was assayed by 

the Dar“al least squares spectrophotometric 

method． The recovery were 99．3±0．8％ and 

Io0．7± 0．5％ at drug Ievels of 5 and 10 p-g 

ml～，∞ emcients ofvariation were< 1％ ． 

Pharmaeokhtetic analysis Compart． 

ments model of Ofl sel'Bm"concentrations were 
fitted and then pharmacokinetic parameters 

were calculated with a PKBP-N I program on 

a Super XT—IIl computer． The relative 

bioavailability fF1 was ealculated from F= 

AUCo
— ∞  (B)／AUC —。。 (A) Renal clear- 

ance(CL)was computed from CI =Ut 
／AUCll-12， where U was the amount of 

unchanged On excreted in urine over the indi- 

cated time intervals，and AUC was the corre． 

sponding area under the Ofl selRlm concentra 

tion cln've over the sanae intervals． 

RESULTS 

The changes in serum concentration were 

best describe d by a 2--com!~artment open’ 

model with a first order absorption(Fig l1． 
The corresponding pharm aco kinetic parame- 

ters were given in Tab 1． 

Fig 1． Otloxadn,concena'afions in serllm after a single 

po dose of 300mg oftabletA (o) ogB (●)． 

=12ⅡI∞ ． 

Tab1． 1 日rm k{ dc parameters ofOff after 300 

mg tablet A and B in 12 healthy volunteers． ± ＆ 

P>0．05 tabletB． 

E ． l a 0 
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The relafive bioavailability of tablet B was 

101±lg％ as compared to tablet A(P>O．05)． 
The data of Of1 excreted from urine at 3， 

6， 9， l2， 24hwere showninTab 2． 

Tab 2． Urinary cmnulative excretion ratio {％)of 

ofloxacin after 30O mg tablet A and B in 12 healthy vol- 

uHLt ±s． P> 0,05 vstabletA． 

The Ct, were found to be 184± 46 and 

186±59 ml。min- ， and urine co ncentrations 

of Off in the last collection fl2—24 h1 were 73 

and 52 g。 ml for tablet A and B， 

respectively． 

DIsCUSSIoN 

Our fmdings conformed well with earHer 

studies( ’ 。 ，”．A11 pharmacokinetic parameters 

of the 2 tablet forms were in good agreement 

th each other． there was no significant dif- 

ference(P>0．05)between the 2 forlns，1’be 
relative bioavailability of tablet B was equiva． 

1ent to that of tablet A． 

Urinary concentrations of Ofl for both 

tablets even in the 1ast collection r12-24 h aftel" 

medication)were 73 and 52 g·mr ，respec- 
tively． These were far above the M IC∞ for 

most relevan t bacterial strains(MIC∞ f0r 

aureus l g。ml- ) ．Recovery ofthedrugin 
—the urine(within 24 h)from the two tablet 

forills was closely comparable， both in the 

ran ge of 65％ ， showing that tablet B was 

bioequivalent to tablet A Calculation of 

AUC also confirmed the same result 
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氲氟沙星片剂在 l2名健康志愿者体内的药物 
动力学及相对生物利用度 

。 的々 』 
刁 勇、李 亮、闸国华、程 颖 

(南京军区药品检验所，南京 2 10002，中国1 

提要 12名健康中国男性志愿者单剂量随机交叉服 

用 300 mg氧氟沙星片剂A(日本第一制药株式会社)及 

B(济宁制药厂)后，利用 HPLC及偏最小-二乘法分别 

测定血清及屎中药物浓度．服药后药浓度经时过程符 

台一级吸收的=室模型．片剂 B的各药动学参数与片 

剂 A相比，无显著性差异．两种片剂的生物利用度 

相同 

关键词 墨塑 星 片剂：堑塑 堂 生物利用度 
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