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Figure 2. Plasma C Profile of Sulindac (Al and its

sulfone (O) and Sulfide [O) Metabolites During the 12 to 36 hour

Period Following o 200 mg Dose to a Subject. Re-entry peaks are

readily evident foll

ing ¢ of kfast at 22 Hours.

TABLE |
E les of Comp ds E d in Bile and
Subject to Enterohepatic Cycling
Compound Entity In Bile
Cholic acid taurocholate/glycocholate
Testosterone conjugates
Estradiol N.R.t
Vitamin A conjugates
Cefoperazone N.R.
Chloramphenicol glucuronide conjugate
Demeclocycline .R.
Nafcillin N.R.
Rifamicin N.R.
Digoxin N.R.
Digitoxin conjugates
Spi tone
Imipramine parent & desmethyl metabolite
Indomethacin glucuronide
Sulindac Blu of parent & boli
Valproic acid glucuronide
Ivermectin N.R.

MR, = not reported.

Oral contraceptive failures reported to the Briush Committee on the Safety of

Medicines in women taking antibiotics

Nurnber of fadlures Antibiotics

3 Ampic

1 Ampicillin + fusidic acd

1 Ampacillin + tetracychine

| Ampacillin + flucloxacillin

2 Amaxy

1 Talampicillin

1 Cephalexin + chndamycin

1 Phenoxymethylpemallin + oxytetracychine
1 Phenoxymethylpenicillin

4 ‘Pemicillin

1 Streptomycin + nfampicin ¢ somard
2 Tetracychne

4 Oaytetracychne

1 Erythromycin

3 Antibiotc’

I Isomazid

2 Dapsone

1 Nitrofurantom

5 Coanmoxazole




PHARMACOGENETICS
AND GENOMICS

CYP2C19 genotype status and effect of
omeprazole on intragastric pH in humans

metsholised by genetically desermined & mphonysoin 4 bydrovylase (CYPICI9)
med 1o determine whether the cffest of omepeasole on insragaatric pH depesds

B 3 mtatmmn sascciated with the puos metabolises phesotype was
detcrmimed by & polymerase cain reaction-restrscrion fragment bength polymorphise sscthod s 16
heabthy vedunteess. Nefuabacter prlers st wan deorrmined by serobogy and the |1 lwres brearh et
After 4 single oval administratsos of 10 mg omeprasole or 4 placrbo, insragastric pH vahues were revnded
foe 24 hours. Plasma brveh of omepeasole and ity 3 metabolives snd gastrin wors messursd before and 1,
2,08, %, 10 and 24 hours afier sdministration.

Revadn Fafvoem of the 18 vebiects weve W pebers negative. Five of the |5 subpocts sers hemodygous e
v A were nd & were pu Adver comapas
suke sdmimistration, sgaifsant dillesences o mean miragaseric pH amd plavama bevels of gastrin,
omeprasche and ity mctabuolites were huerved a3 grogs. =haness no sgnificent differences in
o wath the placebe sdministraten

prascle on wrsgaric pH gmificamtly depesds on CTPIC 19 gomotype st
CYPICIY may be useful for sm optimal prescription of cmeprassle. {Clis
585261,

Takahisa Furuta, MD, Kyoichi Ohashi, MD, Kazuhiro Kosuge, PhD,
Xue Jun Zhao, MD, Misako Takashima, MD, Masahiko Kimura, M1},
Masahiko Nishimoto, MD, Hiroyuki Hanai, MD, Eizo Kancka, MDD, and
Takashi Ishizaki, MDY Hamamain and Tobw. [apan
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Figure 1. Mean = SE intragastric pH vabues as a function of CYPIC19 genotype statis for sdmin-
istratson of placebo (A) or 20 mg omeprazole (OF7; B). When placebo was adminasiered, the mean
intragastric pH vabues were sshstantially the same smeong the 3 groups (A). The mean intragastric
PH values diffeed sigaificanily (P = 0001) among 3 groups when mm| omeprarole was sdmin-
insered (B). hom! 7 FetkM extemive metabo-
lizer. PM, pum

‘soluble driags (D), and urinary excration (E).
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Fig. 11-2. Effect of urine pH on the renal clearance

of sulfamethoxazole. (Data from Vree, T.B., et al.%)

Table 5-2 Effect of Urine pH on Renal
Clearance for Drugs that Undergo Tubular
Resorption

Acids

CLEARED RAPIDLY BY
MAKING URINE MORE
ACIDIC

amphetamine
chloroquine
imipramine
levophanol
mecamylamine
quinine

CLEARED RAPIDLY BY
MAKING URINE MORE
ALKALINE

acetazolamide
nitrofurantoin
phenobarbital
probenecid
salicylates
sulfathiazole

&

PLATEAU STATE

4 eattained ofter opprosimately four half-times

stima to plateau independent of dosoge

iz 3 Kl

[}

FLUCTUATIONS
*proportional 1o dosage interval/hall-time
sblunted by slow absorption

1

PLATEAU CONCENTRATIONS
*progortional 1o dose /00s0ge interval
s proportional 1o half - time

TIME [multipies of slimination holf -timae)

Figure 1-6. Fundamental pharmacokinetic

ips for repeated admini of drugs.
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Figurs 3-8 Rslabonshep between lrequency of dotang and mamemurm and Menimum plasma concentrabons when &
winady-state theophyling plasma lvel of 15 sgiml o desired. The smoothly nsing kne shows the DIsSME concentration
schigved with an intravencus infusson of 437 mgh The doses for B-hourty sdministration are 340 mg; for 24-hourly
sdrministration, 1020 mg. bn sach of the 3 cases, the maean steady-state plsma concentration i 15 sgiml.
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VIII The Two Cospartment Body Model

(1) Model (for intravenous administration of a dose B, = D,):
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Fig. 1. Typical plasma concentration-time profiles of racemic mitrendspine in an individual subject
with concomitant placebo (o), grapefruit juice (m), and cometidine treatment (8




905
L]
et A Ancillary sources
{food, water) ie.g. oocupatonal
A0 |
10%
3 1 2
100 Biaod Soft tmsue
o 27-36 days 3040 days
body b 4% of body burden 2% of bodyy burden
Testh Unne B, huaic,
swal nas
B-Pblumol/l)
L3
5
4
3 H
2 LT
. L] -
g ¥ . .
Slow compartmant (T, =4 2a) L 3 .
\ .
Fast compartment (T, = 39a)
o 1 2 3 4 5
Tima alles end of exposwe (d)
fig., 2. Decay of blood lead level (logarithmic) after end of exposure in an

ex-lead worker. A linear two-c
data, A "background” of 0.3 umol/1 has been subtracted.
half-times (Ty;2) for the compartments are given,

apartment model was fitted to the
Biological

TABLE 1 Selected M and E

Saturable Kinetic Behavior

of Drugs Showing

Mechanism

Drug example

Absorption

Saturable transport in gut wall
Saturable metabolism during first pass

Distribution
Saturable plasma protein binding
Excretion

Active tubular secretion
Active tubular reabsorption

Metabolism

Capacity-limited (saturable) metabolism
Cof supply

Riboflavin
Propranolol

Disopyramide

Penicillin
Ascorbic acid

Phenytoin
Salicylamide
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