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Registro 1 de 2 - Analytical Abstracts

T1: Highly saensitive method for the determination of tamsulosin hydrochloride in human plasma
dialysate, plasma and urine by high-performance liguid chromatography-electrospray tandem
mass specLrometry.

All:  Matsushima,-H; Takanuki,-K; Kamimura,-H; Watanabe,-T; Higuchi, -3
Al:  Yamanouchi Pharm. Co., Drug Metabolism l.ab., Itabashi-ku, Tockyo 174, Japan
Ch: Japan

50:  J-Chromatogr, -B:-Biomed-Appl. 1 Aug 1997; 695(2): 317-327
JNG Journal-uf—chlumatoqraphy,—B:—Hiomﬁdical—Applications

15:  0378-4347
o JCBBEE
py: 1997

LA: English

pT: Journal

AB: Plasma dialysate was treated with (+/—)-(R)~5-(3{[2~(o—ethoxyphenoxy}ethyl]amino}butyl)‘
2-met hoxybenzenesul fonamide hydrochloride, as internal standard, and saturated NaHCO3,
before extraction with ethyl acetate. Plasma and urine were treated similarly but with
extraction with hexane/ethyl acetate (7:3). Each extract was evaporated to dryness, and
the residue was dissolved in the mobile phase for HPLC on a 5 micrc m JP2Sphere ODS-BOH
column (15 mm x 4.6 mm i.d.) with, as mobile phase (0.5 ml/min), methanol/50mM-acetic
acid (3:7) adjusted to pH 4.0 with 50mM-ammonium acetate. Electrospray ionization MS-MS
was cartied out with selected reaction monitoring for tamsulosin hydrochloride and the
internal standard. An in vivo protein binding study is reported. Calibration graphs were
linear for 10-1000 pg/ml for plasma dialysale, 0.5-50 ng/ml in plasma and 1-100 ng/ml tor
urine. The intra-day RSD (n = 6) were 5.0-17.7% in dialysate, 2.4-13.3% 1in plasma and
3.6-18.9% in urine; the inter-day RSD was 3.3-6.7% (n = 18),

IA: tamsulosin=A: {106133-20-4]. detmn. of, in plasma and urine, by HPLC-tandem electrospray
M

iM: blood-plasma-M: detmn. of tamsulosin in, by HPLC-tandem electrospray MS;
urine-M: detmn. of tamsulos in, by HPLC-tandem electrospray M3

1 chromaLoqraphy,—lLquid,—high—pertormance—C: coupled with tandem electrospray MS, in
pharmaceutical analysis;
mass—npechumeLry,—elechosprayuf: t andem, coupled with HPLC, in pharmaceutical analysis

sC: G-Pharmaccutical-Analysis

a5y 1150

rol: Copyright: The Royal Society of Chemistry

AN: 5917500094
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T1: Dpetermination of alphal-adrenoceptor antagonists in plasma by radioreceptor assay.

All: Yamada,-8; Tanaka,-C; Suzuki,-M; Ohkura,-T; Kimura,-R; Kawabe,-K

AD: Univ. Shizuoka, Dept. Biopharm., school Pharm. Sci., Shizuoka 422, Japan

Cr: Japan

S(:  J-Pharm-Biomed-Anal. Jan 1996; 14(3): 289-294

JN: Journal—of—Pharmaceutical—and-Biomedical—Analysis

15: 0731-7085

cO:; JPBADA

8 1996

LA: Fnglish

F1:  Journal

AB: Plasma was stirred with methanol and the mixture centrifuged at 15 000 g for 15 min. The
supernatant was vortex mixed with 0.01M-NaOH and diethyl ether for 1 min, centrifuged and
the diethyl ether phase was evaporated to dryness under N2. The residue was dissolved in
methanol and mixed with rat cerebral cortical membranes and 0.2nM-[3H]prazosin in
tUmM-Tris hydrochloride buffer of pH 7.4. The mixture was incubated at 25degreeC for 1 h,
the reaction was terminated by rapid filtration and the filters were washed with ice-cold
buffer. The f{ilters were extracted overnight in scintillation solution comprising
toluene, Triton X-100, 2,5-diphenyloxazole and 1,4~bisl2—(5~phenyloxazolyl)}henzene and
the radiocactivity was determined by liquid scintillation counting. Logit-log calibration
graphs were linear for 0.1-30 pmol prazosin hydrochloride per assay, 0.1-30 pmol
bunazosin hydrochloride and 0.01-30 pmel tamsulosin hydrochloride with detection limits
of 0.2, 0.3 and 0.05 pmol, respectively. The intra-assay RSD (n = 5) for prazosin
hydrochloride were 9.1-9.2% and the inter-assay RSD (n = 5) were 5.9-6.3%.

IA: prazosin-hydrochloride-A: [19237-84-4]. detmn. of, in plasma, by liquid scintillation
counting;
tamsulosin-A: detmn. of, in plasma, by liquid scintillation counting;
bunazosin-hydrochloride-A: detmn. of, in plasma, by liquid scintillation counting

IM: blood-plasma-M: detmn. of bunazosin hydrochloride, prazosin hydrochloride and tamsulosin
in, by liguid scintillation counting

IC: scintillation-counting,-liquid-C: in pharmaceutical analysis

aC: G-Pharmaceutical-Analysis

i 5 10902

COP: Copyright: The Royal Society of Chemistry
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J Pharmacokinet Biopharm 1997, 2500, 249 367 (Kt Pleanm
Publishing Corp A novel method 1 descosbiod for s aesaang deng o
availalality from pharmacal data The methiet s based apoa o general
ized model for the relation betwaen the obad efTect (ED nad the wpnt
rate (D E = gic., * D, where * denates canvalution, €., 14 effect sile umit
impulse response ("amt." of drug at the effect <ite renlting from the
instantaneous input of & vt amt of deag? and ¢ s tanaloction fune-
tion (relates "amt." of drug at the effect site to Fi The lunctions ¢ and
€. are pxpresied as cubue sphines for max versatdity. Phoarnieol data
collected alter the administration of two duffereat doses by 1 v infusion
are analvzaed sumultaneously to est the funchion parameters Thas expt]
demign adidresses the Gact that ¢ aod o connot e unnguely eatd from
the resulta of a single dose expt The unknown | trem o test treatinent
is then estd by appiving an implicit deconvolution method to the phar-
macol data collected during that treatment  The method was tested
with simulated data  The method and the model were further evaluated
by application to a clin. study of verapamil (V) pharmacedynamics in 6
healthy volunteers Simulations showed that the method 8 aceurate
and precise in the presence of a high degree of measurement #rror, but
large intrasubyect variabibty i the medel functiona can result in biased
exta of the amt absorbed. The method praducsd reasonably accurate
ests of the V input rate and aystemic avimlatulity (F1 i the & human
volutiteers though there was a trend towards underestimation (estd
total F'4 936 vs the true F% of 1001

124 212588 HPTLC determination of inoniazid and acetyliso-
niazid in serum. Comparison with HPLC. [label, 1), Guermouche,
S., Guermouche, M H (Institut de Chimie, USTHR, Algiers, Algeria).
J. Flanar Chromatogr —-—-Mpd. TLC 1997, MKG), 453 456 (Fng), Re-
search Institute for Medicinal Plants  Quant detn. of imoninzul (INH)
and its acetyl metabolite (AcINHD in blood serum by high performance
thin - laver chromatog. (HPTLC) was optimized Alkahized serun samples
with meotinamide as an internal std were deprotemized with (NH ),-
S0, and extd with chloroform/butanel (95 5. One dimensional HPTLC
was performed on silica gel plates with Et acetate  methnnol (70 300 an
a molnle phase  Quantitation was done by densitometry  Cahibration
curves were constructed amd detection hmats, precision, and repeat-
abihity for INIT and AcINH anal were eatablirhed  The method was
compared with HPLE and aatisfactory correlation was found between
data from the two techniyues The HPTLC method is sensitive and
specific and was used to quantily INH and AcINTH in patient hlood serum

128 212589k Radioreceptor assay analysis of tamsulosin and
terazosin pharmacokineties. Taguchi, Katsunari, Schafers, Rafael
F. Michel. Marun C  (Department of Medicine, University of Fssen,
45122 Essen, Germany) Br J Clhin Pharmacol 1¥98451), 49 55
{Eng), Blackwell Saience Lid.. A radioreceptor assay has been developed
for a, -adrenoceptor subtvpes and apphied to a pharmacokinetic anal of
tamsulosin and terazosin  Young, male, healthy volunteers received 0.4
mg tamaulosin fas Omnie® modified release capsulest or 5 mg terazosin
(as Flotrin® tablets) in a randomized, cross over deaign  Refore and
after 1, 3, 5, 7, 10 and 235 h plasma was analvzed by radinreceptor
assay umng clonad human a,, -, @4~ and oy, -adrenoceptors and
specific h plc anal. Following ingestion of tamsulosin, median peak
plasma levels of 16 ng ml ! were reached after 5 h and declined ta 2 ng
ml 1at 235 h The time courss in the radioreceptor assay was similar,
and at most time points binding to a,,~adrenoceptors was mgnificantly
greater than to a,p— and a;~adrenoceptors. Following ingestion of
terazosin median penk plasma levels of 91 ng ml * were reached after 1
h and dechined to 11 ng ml " at 235 h. In the rudioreceptor assay
bincing aiso peaked at 1 h and declined therealler, but even afler 23 5
h considerable binding activity remained detectable at all three subtypes.
At most time points binding to the a4~ and ayp- ndrensceptor was

mgnificantly greater than to the @, -adrenoceptor We conclude that

, - ndrencceptor antagonist pharmacokinetics ean be monitored by ra-
dinreceptor assavs in a subitype -selective manner. Tamsulosin and tera-
zosin rxhibit subtype selective receptor binding ex vivo, The discordance
between terazosin blood levels as detd. by h plc. and radireceptor as-
say at late Lme points indicates the possible involvement of mestabolites
in in vive terazosin effects,

128 212590d Platelet aggregation in response to collagen and
thrombin reliably detects the ingestion of low - dose aspirin.
Muller, T 1, Schmidt, S, Schunter, F; Reil, G. H. (Institut Olden-
burg, DRK - Blutspendedienst Niedersachsen, Sachsen - Anhalt, Olden-
burg unid Bremen, Oldenburg, Germany), Beitr Infusionsther. Transfu-
sionsmed 1997, 34( Transfusionamedizin 1996/97), 105 109 (Eng), S.
Karger AG A platelet aggregation assay to detect previous aspirin inges-
tion was evaluated. Platelet aggregation was evaluated ex vivo in 20
aspirin-treated (100 mg single ural dose/day) patienta in comparison
with a control group of 20 aspinn--free donora  The resulta demonstrate
a mgnificant redn 1n the collagen (2 5 pug/ml.) induced platelet aggrega-
tion by asjurin treatment, whereas thrombin (50 xmoll. TRAP 6)-
induced platelet aggregation was not affected at all  Assessment of
collagen - induced platelet aggregation relative to platelet responses o
the same subyect elicited either by thrombin or by a combinat-
collagen and thrombin does substantially improve the rel’
functinnal assays of aspinin.

128 212591e Reactivity of antineoplastic drugr
tides studied by advanced mass spectrom-

Carhone, Virgiia, Pocsfalv, Gabriella, ©

Antonio (International Masa Spectrope’

Hensnrch Counesl, K011 Naples, 3+

HOdiSelrcted Topues in Mass 5= S

1 Pharmacology
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114. 74R87u Triaznlines. XXI1. Chromatography of 1-phenyl-: 114: 74603t D«
Vol 128 No. I8, 1998 212595

A1 4256 tEngy, Kluwer Academie Publishers  The in vivo interaction
of the antinesplastin deag 103 s (2 chloreeths D - 1 - nitrosourea
(BONTY and aceolein with model peptides has bern investigated to
provide a detaled deseription of thewr electrophilic reactivity towards
tuol. macromals Following meabation with these suhstances, the modi-
fieed species were sepd by HPLC and wlentified by t atom bombard-
ment mass spectrometry, whereas the reactive amino acids within the
peplides structure were assigned by tandem mass spectrometry. Incuba-
tion with BONU fed essentially to the formation of an N -terminal car-
bhamoyl - derv that slowly decompd 1o form three isomeric structures
and o very minor ethylated abduer Alkvlation wath acrolein gives rise
to a mixt of different adducts due to the reaction of both the double
bond and the carbwnyl group Two species contg intramol. croas- hinks
were also obail These reaults constitute the pre  reguoaite for in vitro
and in vivo studies on the modification of Hb in patients following treat-
ment with antineoplastic drugs

128 2125921 An assersment of two gastric transport models cur-
rently used in safety pharmacology testing. Haldrick, P.; Bamford,
D. G; Tattersall. M L (Department of Toxicological Reaearch, UCB
SA, B 1420 Brawne- I' Alleud, Belg) Hum Exp Toveol 1998, 17(D),
1--7 (Eng), Stockton Preas  The potential effects of new drugs on the
digestive aystem can be examd in a no. of model avatems of which
intestinal motility in the mouse amnil/or gastric emptving in the rat are
examples recnmmended for safely pharmacel. evaluation.  Intestinal
motility, assessed by the transit of carmine dye in the mouse and gastric
motility, assesserd by stomach wt in the rat, were examd. using a range
of chin. drugs or potent pharmacol. agents known to affect gastrointesti-
nal function. Assessment of both models in the guinea—pig was also
evaluated  Activily was demonstrated with cod Ll T atropi
and CCK-8 tall of which inhibited gastric function) However, neither
model gave consistent and relinble results with the remaining ref. com-
pda . namely metoclopramide, bethanechol, cisaprule, deoxycholate, car-
bachol and domperidone  In conclusion, this investigation queations the
unefulness of ssmple mndels of gastrointestinal transport in the rodent
as n means of detecting potential »ffects of a new drug on the digestive
system. This finding should be of concern to the pharmaceutical industry
ar these mumple models are routinely used as part of n regulatory safety
pharmacol "package” of studies.

128 212593g Modification of model membrane by new bifunc-
tional surfactants. Sarapuk, Janusz, Gabrielska, Janina, Przestal-
ski, Stanislaw (Department of Physics and Riophvsics, Agricultural
University, 50- 375 Wroclaw, Pol)  Curr. Top. Riophys 1997, 21(1),
54-57 (Eng!, Wvdawnictwo Protext A no. of new bifunctional surfac-
tants was synthesized for potentinl use them as compds. that can be
incorporated inte model or biol. membranes ta protect them against lipid
peroxidn. and its consequences  For that purpose the surfactants were
provided with an antioxidant functional group. To anchor the surfac-
tants in the membranes they had inbuilt hydrophobic alkyl chains of
different lengths. They alsa differed between each other in some other
details. The work contains results of studies on the interaction of the
surfactants with model lipul membranes. The aim of our studies was to
det. what possible concns of surfactants can be used to ensure membrane
protection without drastic changes in its properties Model membranes
used were planar hpid membranes (RLM) and liposomes.

128: 212594h Application of spectrophotometry to evaluation of
the levels and the influence of chemotherapeutic drugs on ATP
of malignant cell lines. Wang, Hongjing, Peng, Zhilan; Ding, Shin-
ing (Department of Obstetrics and Gynecology, The Second Affiliated
Hospital, West China University of Medical Sciences, Chengdu, Peop.
Rep. China 610041). Huawu Yike Daxue Xuebao 1997, 28(3), 300-303
{Ch), Huaxi Yike Daxue The level and effects of ATI (ATP) in HELA
and Lgze cell lines resp denved from human cervical carcinoma and
mouse fibroma were investigated. When the cellular nos. were =2 2 x
10%, the relationship between the ATP concn. and the cellular nos. was
Linear in both cell types. When L.,,: were incubated with cis—platinum
(1x, 2x, 5x X plasma peak concn , PP'CY, ATP concn was decreased - ve—
dependently. No decrease of ATP concns. was ohad. after ¢ n
with adriamvein (1x, 2x, 5x X PPC). The results suggest ** -
trophotometry is effective for studying the energy m-
ence of chemotherapeutic drugs on ATP concns

128- 212595j Simultaneous determinat’
and B-oxo—-06—-benzylguanine in *
phase high:-performance liquid
L.; Ingalls, Stephen T, Mumk!

Stanton L.; Spiro, Timot'
Pharmacology, Case W
USA), o Chrome

(Eng), Elsev:
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infarct size in rabiits treated with GM1292 (two glucuronic acid residues)
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H4: 74591n A novel model of solitary hepatic tumor in rats
using ascites hepatoma AH13: wuitability for chemotherapeutic
studies. Tamura, Yoshihiro; Sakata. Yuh; Tuushima, Kenichi;
Narushima, Seiko; Yamada, Yasuhide, Ogasawara, Hitoshi; T,
Tohru;  Saitoh, Soh, Suroki, Hideknzu;  Yoshida, Yutaka (Sch
Med., Hiromaki Univ., Hirosaks, Japan 036). Jpn Cancer Hes
1990, 81(1M, 1045 51  tkngt A highly repredducible moddel of
solitary hepatic tuimor in rats using ascites hepatoma AL has heen
developed using a two step methwd which wan sutable for quant
chemotherapeutic studies. [ hiffuse hepatic metastasen were induced
first by inoculation of three different ascites hepatomas, AHILA,
AH130 and AHT974 irta the portal vein in a dose dependent
fashion. Secand, the induced hepatic tumor (3 % 107 cells) wan
minced into | ¥ 1 X 4 mm fragments and implanted in the hver of
normal rats. In this procedure, the AHIR stram proved hest auted
for the generation of & sobtary hepatic tumor. 'l'?n- growth of the
solitary hiver tumor using AHLLU wasx highly  reprodocible T
demonstrate the suitabihity of this solitary fn-pntu' Tunor mealel For
the evaluation of chemotherapy, the tumor burdened raty were
treated with adriamycin (ADR) and mitomyein © (MMC). The redu.
in tumor size was proportional to dossge, and the statisticnl
significance of the differences between the treatment group anil
control group was proportional to dosage. A synergistic effect of
ADR and MMC on the tumuor also was demonstrated.  [hiv model
should prove to he a useful tool for the testing of newly developed
treatments of hepatic cancer.

114: 74592p Liquid chromatographic determination of 6-thio—
purine metabolites formed in vitro in electrochemical and
enzymic oxidative activation. Zhu, Shi Min; Hrajter Toth, Anna
(Dep. Chem., Univ. Florida, Gainesville, FL. 32611 USAL  Anal,
Chim. Acta 1990, 237(2), 30510 (Eng). A micellar hqg. chromatog.
methnd was developed for the sepn. of the oxidn. metabolites of
6-thiopurine formed in vitro by electrochem. and enzvmic activation.
Electrochem. activation was carried out with an electrochem  cell
online with the chromatograph. In the potential range 0.4 0.8 V va.
Pd, intermediate purine 6 sulfenic acid was detected together with
ellrine 6-sulfinic acid and & thiopurine disulfide. At potentials >08

, purine-6-sulfonic acid was detected and the oxidn. of 6 thinpurine
was completed. Intermediates and producta formed in the horseradish
peroxidase were similar 1o electronhem. oxidn, at <08 V. Detection
of aulfenic acid in the enevoue oxdn, supports earher results which
indicated that this metabolite may have Lol significanee T'he
reaults alao provide sone mssght mto the enzymic oxudn puthiwny
114: 74593q Screening and detection of nimetazepam and ita
major metabolites. Schoelermann, K., Schuetz, H {Innt.
Rechtamed., Justus Liehig Univ., D 6300 Giessen, Fed. Hep. Ger).
Beitr Gerichtl Med 1990, 4B, 657 64 (Ger)  Nimetazepam and
its metaholiten 7 aminonimetazepam, N -desmethvinimetuzepam
(nitrazepam), 2 methylamino 5 nitrohenzophenone, 5 amina 2 (me~
thylaminolbenzophenone, and 2 amino 5 nitrohenzaphensne were
detd. in human urine using TLC, GO, mass apectrometry, and UV
and IR-spectrometry.

114: 74594r Anslysis of N-methyl-4-piperidinyl henzilate.
Hoehn, H;, fuoeher, B, Gabnio, T, (Wissenschaftabereich Pharm ,
Humboldt-Univ., DDR 1120 Berlin, Ger. Dem Rep.). FPharmazie
1990, 45(B), K76 B (Ger). Altempis at the photometric detn. of the
title anticholinergic compd (1) in model solns. (MeOH or coned.
Hi800,) gave uneatirfactory reaulta. A capillary column gas-chromatog,
method with thermuonic detection was a suitable method for detg. |
in the low nanogram range. Since this method conld distinguish 1
from decompn. producis in model solns. and in (unspecified) hiol.
material, it is considered to be sufficiently precise for pharmacokinetic
studies.

114: 745958 Resolution of the enantiomers of omeprazole and
some of its analogs by liquid chrumnmtnphy on a trisphenyl:
carbemoylcellulone-bared stationary phase. The effect of the
enantiomers of omeprazole on gastric glands.
Isaksson, Roland. lorentzon, IMa;  Lindberg, Per  (Chem. Cent,,
Univ. Lund, 8 221 00 Lund, Swed.). J Chromatogr. 1990, 532(2),
305-19 {Eng). The enantiomers of omeprazole (1) and some of its

e O ]
L ey
PO
N
H

analogs have been sepd. on a chiral stationary phase comprising
trisphenylcarbamuylicetlulose coated on 3 -aminopropyl ailica.  The
nature of the supporting siliem has a crucial rlr;m:l on the sepns
obtained. The racemization half life of I was estd. to he 13- 1" h
at 7%, In vitro tests on isolated gastric glands from rabbits showed
that both enantiomers of umeprazole had an inhibitory effect on noid
formation.

114: 74596t Analysis of amine metabolites by high-performance
liquid chromatography on silica gel with a nonaqueous ionic

Erlandsson, Per;

eluent. Cashman, John R.; Yang, Zi-Cheng (Dep. Pharm. Chem.,
Univ. California, San Francisco, CA 94143 0446 USA). J Chramatogr.
1990, 532(2), 40510 (Fng). Analvees of tertiary amines, zimelidine,
N,N-dimethylaniline. chloropheniramine, and hrompheniramine, and
their oxidative metsbolites hy HPPLC was described.  The wmahile
phase was perchloric acid and methanol. Metaholites were extd. with
dichloromethane, detection was at 260 nm; the detection limil was
5-20 ng/ml. and the recovery was % 100%,

AL

Val 114, 14990 Page ¢

114: 74597u Triazolines. XXII. Chromatography of |-phenyl-=
5-(4-pyridyl)-32-1,2,3-triazolines and related 1,2,3-triazoles, 1
new claax of anticonsulvant agents. Stevennon, P.J.; Hauksdotir
IR, Kadabu, I' K. Damami, I. A, (Chelsea Dep. Pharm., Kings
Coll. Fondon, London, UK SWH sEXY T Chroematogr 1990, 50
2 b (Engt The apectrophotometey and HPLC anal o

OO OO

ADDITOI4 (D and of 3 putative metabolitern |a triazole (I, »
antidine (LHD, and an amine (IV)] were studied . T and 1V und
brenkdown at acidic or aeotral pH, and a0 anal. procedures must
developed that will prevent ex vive changes of these anticonvilsas
i Llood samples. I and its metabolites can be detd. in rat blood
extn into Et0 followed by sepn. on a reversed phase Sphen
5 ODS column, with a mobile phase composed of acetonitrile- Meds
H Mcllvaine's phosphate !m"fer (pH R0, 0.005M) in the row
MW A0 The absorption max. of t[mae compuds. are 290, 250, I
and 236 am, for 1, I1, I, and TV, resp.

14: 74594y Sensitive method for the determination of amsulesh

nh n pl ing high-performance liquid chromatograply
with fluorescence detectinn.  Soeishi, Yoshiaki; Kobori, Mk
Kobayvashy, Shinichirg;  Higuchi, Sabure  (Appl. Pharmacol. L
Yamanouchi Pharm, Co, Lid., Tokvo, dapan 174). J Chroma
1990, 531, 201 6 (Engh. Amsulosin HCOTIYM 126171, 1) cas
e .
Me O CHz = €~ NHCH; CH2 0 * HEI
M
HyNO2 5 L+ 3] 1

detd. in human hlood plasma by extn. into EtOAc, then into 04
HET and back into l-lt(EAc, evapn. to dryness, and reconstitution s
an HPLC mobile phase consisting of K iphlﬁ\hatr-ﬂ.iM HaPOrs
acetonttrile (77510 Sepn. s effected on a Nucleosil 5y cokas
ecopipped with an REF 535 fluorescence detector Detection s ot 13
i texcttubion) and 3425 pvm (emivsion). The detection limit wa &
my/ml., and the method was precise enough for carrying o8
stharmacokinetic studies in hamans,

114: 74599w High- performance liquid chromatographic &
termination of dincetolol enantiomers. Piguette- Miller, &
T'oster, T, (Fac. Pharm. Pharm. Sci., Univ. A‘lherta. Fdmomm
AR Can. TR 2NR).,  J Chromatoge 1990, 533, 300-3 "1
Fnantiomers of diacetolol (the chiral metabalite of acebutalol) cm
detd, in blood and urine by extn. (details not given), derivatases
with Si+) 1 (naphthyl)ethyl iwcyanate, and normal phase HRL
{details not givent. The method is auitahle for pharmscokesy
wtudies,

114. T4600q Simultaneous assay of propranolol, diltiases s
metabolites of diltiazem in human plasma by liguid ch
raphy. Ververs, F. F. T'; Schaefer, H. (i Lefevre, J. F;

M. Derendorf, H  (Coll. Pharm., Univ. Florida, Gaines
A2610 VISA). o Pharm. Hiomed. Anal. 1990, B(6), 5359 4
An HPLEC method for the detn. of propranaclol and diltioes &
diltinzem metabolites (deacetyldiltiazem, N-dimethyldiltiss &
human blood plasma is described.  Alkalized samples with @8-
internal std. imipramine were extd. with hexane-butanol (96 &
org. phase wan reextd. with 5 mM H.S0,, and the new .ql'r ;
analvzed on a reversed-phase Nucleosil Cin column. |

phase consisted of acetonitrile methanol ammonium chionieast
ethyvlamine 24:40:16:0.08). UV detection was set at 238 and 18
The calibration was linear in the ranges of 5-200 ng/md B
diltiazem, 5 100 ng/mL for deacetyldiltiazem, 10-200 !i:
N demethyldiltiazem, and 5 100 ng/ml. for propranolol. 1

of variation were acceptable. The method was used in a p H
atuldy in a healthy man given diltiazem and Fr:-prnnnlal. g

114. 74601 r Direct injection analysis of diuretic and :
flammatory drugs on a rhielded hvdrophobic phaw
Santasanin, C. T (Supelco, Inc., Bellefonte, PA 16823 USAL 4
Chromatogr. 1990, 13(13), 2605 31 (Kng). A shielded byd
phase (SHP) column was used for the direct injection anal
in hlowd serum.  Gradient elution gave the heat sepn,; h
isocratic sepn. is possible. The mobile phase pH was found
major role in the sepn.; ionic strength had a lesser o
Guantitation of the drugs of intoreat was posaible over seved
of magnitude.  [nter- and intra-day recoveries showed valus gl
10 %. A drug contg. serum sample was analyzed, :
described method, and the results were compared to a
chromatog. method, et

114: 716028 Quantitative determination of bonneesr
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