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BIOTRANSFORMATION OF DIFLUNISALAND
RENAL EXCRETION OF ITS GLUCURONIDES IN
RENAL INSUFFICIENCY
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A.Z. St. Rafael, Katholieke Universiteit Leuven, B-3000 Leuven, Belgium

1 A single oral dose of 500 mg diflunisal was administered to control subjects and patients with
varying degrees of renal insufficiency to estimate the disposition kinetics of this drug.
2 Diflunisal and the sum of its ester and ether glucuronides conjugates were measured
fluorimetrically.
3 In normals terminal plasma half-lives (Tip) of diflunisal and its glucuronides were very similar:
10.8 h and 11.8 h respectively. The finding that plasma half-life was shortened with declining diflunisal
plasma levels suggests capacity-limited elimination.
4 In subjects with normal renal function 78.6 + 2.7% of the administered dose was recovered in 72 h
urine, mainly as the glucuronide conjugates.
S With increasing degree of renal function impairment Tip of diflunisal was progressively prolonged
up to ten times normal probably due to slowed biotransformation. This was associated with increasing
retention of the conjugated metabolites in plasma due to marked reduction of the urinary excretion of
the glucuronide conjugates.
6 The apparent volume of distribution of diflunisal was very small in normals (7.3 ± 0.4 1) and was
significantly increased in patients with renal insufficiency (up to 16.2 + 2.2 1).
7 Diflunisal elimination studies performed during haemodialysis did not reveal any significant change
in diflunisal plasma half-time. In vivo ultrafiltration studies during haemodialysis have shown that
diflunisal is 98-99% plasma protein bound in uraemic patients.
8 The present study indicates that although diflunisal is primarily eliminated by biotransformation,
T/io is prolonged in renal insufficiency and dose adjustment will accordingly be required in patients
with renal function impairment.

Introduction

Diflunisal or 5-(2', 4'-difluorophenyl) salicylic acid
(MK 647, MSD Laboratories) is a new salicylate
derivative which in patient studies has shown
analgesic and uricosuric properties (Van Winzum &
Rodda, 1977; Tempero, Franklin, Reger & Kappas,
1976; Tempero, Cirillo & Steelman, 1977).
Preliminary pharmacokinetic studies (Tocco, Breault,
Zacchei, Steelman & Perrier, 1975; Steelman, Breault,
Tocco, Besselaar, Tempero, Lutterbeck, Perrier,
Gribnau & Hinselmann, 1975) have indicated that
diflunisal is well-absorbed after oral administration
and reaches peak plasma concentrations within 2 to 3
h following ingestion. Most of the drug found in
plasma is unchanged diflunisal which is 99% bound to
plasma proteins. Elimination of diflunisal in man
primarily involves biotransformation to the ester and
ether glucuronide conjugates that are predominantly
excreted in the urine. Only a minor fraction (± 3%) of
the administered dose is excreted unchanged through
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the kidneys (Figure 1). Accumulation of the
glucuronides due to lowered urinary excretion can
therefore be anticipated in the presence of renal
function impairment. The present study was
undertaken to evaluate the effect of decreased renal
function on the disposition characteristics of diflunisal
in subjects with varying degrees of renal insufficiency.
The influence of haemodialysis on the plasma
elimination half-time of the parent drug and its
metabolites was examined in renal patients undergoing
regular haemodialysis treatment.

Methods

Study subjects and clinicalprotocol

Five healthy male volunteers with normal renal
function, creatinine clearance (Clcr)> 100 ml/min,
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Figure 1 Schematic diagram showing the diflunisal
(Tocco, Breault, Zacchei, Steelman & Perrier, 1975).

and seventeen consenting patients with varying
degrees of renal function impairment participated in
this investigation. The clinical characteristics of the
participating subjects are described in Table 1. The
study was conducted in accordance with the
Declaration of Helsinki on biomedical research
involving human subjects.

Nine of the patients had moderate renal
insufficiency with Clcr of 10 to 50 ml/min. Three
patients had preterminal renal insufficiency with Clcr
of 2 to 10 ml/min and the remaining five patients had
terminal renal insufficiency with Clcr of less than 2
ml/min, requiring regular haemodialysis treatment.

All subjects received a single oral dose of 500 mg
(two tablets) diflunisal in the morning after an
overnight fast. Food was permitted 2 h following drug
intake. Heparinized blood samples (10 ml) were
collected before and at 1, 2, 4, 6, 8, 10, 12, 24, 30, 36
and 48 h after diflunisal intake, and plasma was
separated by centrifugation. In patients with renal in-
sufficiency, additional samples were drawn up to 72 h
after drug administration. None of the subjects
received any other medication during the study.
Maintenance therapy with aluminium hydroxide,
however, was interrupted only the morning of
diflunisal intake in patients with end-stage renal
failure.

In three of the patients with terminal renal in-
sufficiency, hourly blood collections were obtained
during a 4 to 6 h haemodialysis treatment (twin-coil
artificial kidney, cuprophane membrane), which was
initiated 48 h after diflunisal ingestion. Both at the
start and at the end of haemodialysis, arterial plasma
and ultrafiltrate samples from the coil kidney were
collected as previously described (Tjandramaga,
Thomas, Verbeeck, Verbesselt, Verberckmoes & De
Schepper, 1976) to estimate the extent of the in vivo
binding of diflunisal and its glucuronides to plasma
proteins.

Urine was collected before drug intake and during
the following time intervals after the dose: 0-6, 6-12,

Kidney
-.. Urine (+20%)

Kidney
-* Urine (+64%)

elimination in subjects with normal renal function

12-18, 18-24, 24-36, 36-48 and 48-72 h. The
plasma, ultrafiltrate and urine samples were stored at
- 20°C until analyzed.

Determination of diflunisal and total diflunisal
glucuronides concentrations

Diflunisal concentrations in plasma, urine and
ultrafiltrate were measured by the fluorimetric method
described by Tocco et al. (1975) involving the
following procedure:
a. For the unchanged drug (i.e. unmetabolized

diflunisal) in plasma and ultrafiltrate, 0.1-0.2 ml
aliquot of the biological fluid was adjusted to 1.0 ml
volume with distilled water and subsequently made
acidic with an equal volume of 70% HC104, then
extracted with chloroform. A 10 ml aliquot of the
organic layer was re-extracted in 0.1 M phosphate
buffer (pH 8) and the fluorescence of the aqueous
phase was measured in a Farrand spectrophoto-
fluorimeter at activation and emission wavelengths
of 260 and 425 nm respectively.

b. Total drug (unchanged diflunisal plus diflunisal
glucuronides) in plasma, ultrafiltrate and urine was
determined following a hydrolytic procedure of the
conjugates with 70% HC104 in a boiling water
bath for 30 min. After cooling to room
temperature, the samples were extracted with
chloroform and processed according to the fluori-
metric procedure described above.
From the values obtained with and without

preliminary hydrolysis, the concentrations of total
diflunisal glucuronides could be derived. Since
previous studies by Tocco et al. (1975) have shown
that only very small amounts of unchanged
diflunisal are excreted in the urine of normal
volunteers (approximately 3% of the administered
dose), no attempt was made in the present study to
measure the small quantities of unchanged
diflunisal present in urine.
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Reagents

All reagents used were analytical grade.

Pharmacokinetic analysis

The terminal plasma half-life, T+ ,B, of the drug was
estimated using the equation T P= In 2/f,. The rate
constant for drug elimination from the body (8) was
calculated from the slope of the terminal linear decline
of the semilogarithmic plot of the plasma con-
centrations: slope=-p/2.303. Each regression line
was based on at least five points of plasma con-
centrations from the 12-48 h data in normals and
from the 12-72 h data in patients with renal in-
sufficiency. The apparent volume of distribution,
Vd (area), was calculated using the equation
Vd(area)=FD/AUCo-..P in which AUCO_0o is the
total area under the diflunisal plasma concentration-
time curve. D is the administered dose and F is the
fraction of the dose entering the systemic circulation
as unchanged drug (Gibaldi & Perrier, 1975). Except
for the group of patients with terminal renal
insufficiency where bioavailability of diflunisal was
decreased by 40% (F=0.6) due to interaction with
aluminium hydroxide (Verbeeck, Tjandramaga, Mufflie
& De Schepper, 1979), our calculations in the other
subject groups were based on the assumption that the
orally administered doses of diflunisal were totally
absorbed (F= 1). Total body clearance of diflunisal
(Clb) was derived using the equation Clb =f x Vd
(area). Results are presented as mean + s.e. mean in
the text and tables. Where appropriate, statistical
analysis was performed using Student's t-test. A P-
value of 0.05 or less was considered to be statistically
significant.

Results

The pharmacokinetic parameters derived from the
plasma concentration and urinary excretion data of
diflunisal and its glucuronides in the four groups of
subjects are summarized in Table 2.

Diflunisal and diflunisal glucuronides inplasma

The time course of the mean plasma concentrations of
diflunisal and its glucuronides following administra-
tion of a single oral dose of 500 mg to normal subjects
and to patients with varying degrees of renal function
impairment is shown in in the semilogarithmic plots of
Figure 2. A rapid increase in the plasma con-
centrations of unchanged diflunisal was observed
during the first 2 h following drug administration to
reach peak values averaging 60 to 80 Rtg/ml in both
normal subjects and patients with moderate and
preterminal renal insufficiency. The difference in peak

atoo,-.

.10

C...

. .!

24, 30 48 60's 72

.24 *,30 , ..
Tmm fer dWr Ih)

Figure 2 Semilogarithmic plots of the mean con-
centrations of a) unchanged diflunisal (closed
symbols) and b) its glucuronides (open symbols) in
plasma from normal subjects (@,0) and patients with
varying degrees of renal function impairment
(moderate renal insufficiency M, 0; preterminal renal
insufficiency A, A; terminal renal insufficiency v, v)
after single oral administration of 500 mg diflunisal.
The numbers indicate Tipf in (h).

plasma concentrations between these three groups of
subjects was statistically not significant. The terminal
renal insufficiency group, however, had a significantly
lower average peak plasma concentration of about 40
Sg/ml at 2 to 4 h after diflunisal intake.

Diflunisal glucuronides appeared rapidly in plasma
of normal subjects to reach maximum values of
approximately 9 gig/ml within 2 h after drug
administration. In patients with renal insufficiency,
however, similar peak plasma concentrations of the
glucuronide conjugates were reached at a later time,
about 6 to 12 h after drug intake.

In normal subjects (Clcr > 100 mlmin) the mean
(+ s.e. mean) terminal plasma half-life of unchanged
drug (T+IP) was 10.8 + 0.8 h as compared to 22.4 ± 2.5
h in patients with moderate renal insufficiency. With

s.
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insufficiency (6.9 ml/min, 2.9 m/min and 1.7 mVmin
respectively).

Urinary excretion data

The 72 h urinary excretion of diflunisal in both
normals and patients with increasing degrees of renal
function impairment is shown in Figure 3. The amount
of total diflunisal excreted by normals (predominantly
as glucuronides) during 72 h was on the average
78.6 + 2.7% of the ingested dose. The corresponding
values in patients were progressively lowered in the
presence of increasing degree of renal function
impairment: 53.1 + 4.6% of the dose was recovered in
the patient group with moderate renal insufficiency,
9.5 + 5.2% in preterminal renal insufficiency and only
2.7 + 0.9% in terminal renal insufficiency.

C;)
cc 11
-r

E

a)
0a

- d-1
cr 11

L-

Figure 3 The 72 h cumulative urinary excretion of
diflunisal (almost exclusively as glucuronides) in the
four groups of subjects with increasing degree of
renal function impairment. R.I. renal insufficiency.

further decrease in renal function in patients with
preterminal renal insufficiency (Clcr: 2 to 10 ml/min),
the plasma half-life was 59.6 + 3.3 h, while in patients
with terminal renal insufficieny (Clcr< 2 mi/min) T+i,
was apparently 1 14.9 + 13.8 h. In all four patient
groups half-life was based on data points from 12 h
following drug administration onwards.
The apparent terminal half-life tT+/) of diflunisal

glucuronides was on the average 11.8 h for the normal
group, 31.2 h for the patient group with moderate
renal insufficiency, 84.4 h for the preterminal, and
188.6 h for the terminal renal insufficiency group.
These values were obtained from the mean plasma
concentration-time data of the glucuronides for each
patient group.

Comparison of the apparent volume of distribution
in normal subjects (7.5 ± 0.4 1) and in patients with
renal function impairment (12.7 + 1.6 1, 14.3 + 0.7 1,
and 16.2 + 2.2 1 in moderate, preterminal and terminal
renal insufficiency respectively) demonstrated a
statistically significant volume increase when patients
had creatinine clearances measuring less than
50 ml/min.

Total body clearance of unchanged diflunisal is very
small, only 7.9 ml/min in normals and even less in
patients with moderate, preterminal and terminal renal

Effect ofhaemodialysis

In three of the five patients with terminal renal
insufficiency (C.A 1., V.F., B.J.), the concentrations of
both unchanged diflunisal and diflunisal glucuronides
in arterial plasma were determined during a 4 to 5 h
haemodialysis procedure. The plasma concentration
data from one representative study (patient V.F.) are
illustrated in Figure 4. The slopes of the decay curves
of both diflunisal and its glucuronides do not appear to
be markedly affected by the haemodialysis procedure
indicating that the effect of dialysis on the plasma con-
centrations and removeal of both unchanged diflunisal
and diflunisal glucuronides was insignificant.
The concentrations of diflunisal and its

glucuronides obtained from the arterial plasma
samples and its ultrafiltrates at the start and at the end
of the haemodialysis in the three patients, are listed in
Table 3. Since electrophoretic examination of the
ultrafiltrates from the coil kidney did not reveal the
presence of any proteins, the fractions recovered in the
ultrafiltrate could be taken to represent the free
dialyzable fraction of the drug. This free fraction was
approximately 1.8% for intact diflunisal and 10% for
the diflunisal glucuronides.

Side-effects

No side-effects related to diflunisal intake was
observed in any of the participating subjects.

Discussion

The present study shows that subjects with normal
renal function and patients with renal function
impairment rapidly absorb orally administered
diflunisal (500 mg) to obtain comparable peak plasma
concentrations (60 to 80 ig/ml) within 2 h after drug
administration (Figure 2). The lower average peak
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Figure 4 Plasma concentration-time course of diflunisal (e) and its glucuronides (A) in a patient with
terminal renal insufficiency (V.F., CIcr = 1 ml/min) undergoing haemodialysis approximately 48 h after a single
oral dose of 500 mg diflunisal.

plasma concentration of about 40 iLg/ml in patients
with terminal renal insufficiency was due to lower
bioavailability of the drug as a result of an interaction
with chronic aluminium hydroxide administration
(Verbeeck et aL, 1979). The terminal sections of the
plasma concentration-time curves of diflunisal and its
glucuronides exhibit parallel slopes (Figure 2). This
can only occur when the metabolite is more rapidly
eliminated than the parent drug, so that elimination of
the metabolite is determined by its formation rate from
the parent drug. In these circumstances, the real
elimination half-life of the metabolite cannot be
calculated on the basis of the plasma concentration-
time curve data (Van Rossum, Van Ginneken,
Henderson, Ketelaars & Vree, 1977). The present
results thus indicate that the glucuronidation of
diflunisal is the rate determining step for the
elimination of the glucuronides. In normals the mean
terminal plasma half-life of diflunisal is 10.8 h
(measured from 12 to 72 h after drug ingestion). This
is in good agreement with previously published values
of 10 h (Tocco et al., 1975) and 11 h (Steelman et al.,
1975). The apparent plasma half-life of the
glucuronides is about 12 h which reasonably
corresponds with the T+p value of the parent drug.

However, upon further analysis of the plasma
concentration-time data in normals according to the
two segments of decay curves, from 10 to 36 h and
from 36 to 72 h, it is noticeabe that the elimination
half-lives of both unchanged diflunisal and of its
glucuronides become smaller with decreasing plasma
concentrations. Between 10 h and 36 h after drug
intake the half-lives of unchanged diflunisal and its
glucuronides are repectivey 12.3 h and 16.2 h, while
between 36 h and 72 h the half-lives have significantly
dereased to 83 h and 8.6 h.

These findings can only be explained by assuming
that the biotransformation of diflunisal to its
glucuronide conjugates involves some saturable
process. Tocco et al., (1975) earlier suggested dose-
dependent kinetics for diflunisal based on their
findings that the areas under the curve for [14C]-
difiunisal in plasma of healthy volunteers were approx-
imately 18 times higher following the 500 mg dose
than the 50 mg dose. Moreover, these authors
reported a shorter elimination half-life of 5.6 h in
normal subjects after a 50 mg oral dose as compared
to the value found in the present study: 10.8 h after
500 mg oral diflunisal administration to healthy
volunteers. These cited observations support our in-
terpretation for the present findings which indicate
that elimination of diflunisal for plasma is capacity-
limited. In addition, pharmacokinetic studies with
sodium salicylate, a compound possessing a chemical
structure very close to that of diflunisal, have clearly
demonstrated that man has a lmited capacity for
salicyl phenolic glucuronide formation even within the
therapeutic dose range (Levy & Procknal, 1968; Levy,
Tsuchiya & Amsel, 1972), whereas salicyl acyl
glucuronide formation is known to involve an
apparent first-order process (Levy et al., 1972). Based
on the above considerations, it is thus very likely that
formation of 5-(2', 4'-difluorophenyl) salicyl
phenolic glucuronide (=ether glucuronide), which is
quantitatively the most important metabolic pathway
for diflunisal, is capacity-limited.
As previously mentioned, the elimination of

diflunisal is almost exclusively dependent on
glucuronidation of the parent compound to an ester
and ether glucuronide (Figure 1) which subsequently
are excreted in the urine. A previous study using [14C]-
diflunisal in normal volunteers has revealed only

100
80
60

E

0

ca
0

40
r_
e)
(U

40 [

10
8
6
4

2

1--- - - . .

20



280 R. VERBEECK ETAL.

1401

.0

I * I . I . a*-.-.-..

0 20 40 60 80 100 120 140

Creatinine clearance (ml/min)

Figure 5 Relationship between the terminal plasma
half-lives of diflunisal and the endogenous creatinine
clearance in normal subjects and patients with
varying degrees of renal insufficiency.

minor quantities of unchanged drug in urine, less than
4% of a 500 mg dose within 96 h (Tocco, et al., 1975).
Therefore, a decrease in renal excretion of diflunisal
glucuronides with a resultant delay in the elimination
rate of these metabolites from plasma is to be
anticipated and has been found in the present study in
patients with renal function impairment (Figure 2).
Conversely, one would not expect to find a significant
prolongation of the elimination half-life of diflunisal if
biotransformation of the drug to its glucuronides is not
altered in renal insufficiency. The present data,
however, demonstrate not only markedly prolonged
terminal elimination half-life of the glucuronides
according to the degree of renal insufficiency but also
similarly prolonged T{ values of the unchanged drug.
No experimental evidence for altered glucuronidation
rates of drugs in renal patients has thus far been
reported in the literature (Reidenberg, 1977). The
elimination half-life of three drugs that are pre-
dominantly eliminated in man by glucuronidation such
as chloramphenicol (Kunin, Glazko & Finland,
1959), acetaminophen (Lowenthal, 0ie, Van Stone,
Briggs & Levy, 1976) and lorazepam (Verbeeck,
Tjandramaga, Verberckmoes & De Schepper, 1976),
has previously been shown to be independent of renal
function indicating unaltered glucuronidation of these
drugs in the presence of renal insufficiency. Although
the exact mechanism for the observed prolonged T+iP
values of diflunisal in association with the dereased

renal excretion of its glucuronides in renal
insufficiency is not known, it is apparent that some
saturable process in the biotransformation of
diflunisal, already present in subjects with normal

kidney function, is accentuated by accumulation of the
glucuronides in plasma. Such an accumulation of the
conjugates both in plasma and at the site of enzymatic
biotransformation in the liver should thus have
resulted in a clearer manifestation of the limited
capacity of the ether glucuronide formation from
diflunisal.

It is generally recognized that the extent to which
decreased renal function influences drug elimination is
a function of the percentage of circulating drug
cleared unchanged through the kidney. This general
statement, however, is not applicable in the case of
diflunisal as shown by the present investigation.
According to the classification of Dettli (1974),
diflunisal is a type B compound so that plasma half-
life should essentially be independent of creatinine
clearance. The relationship of diflunisal elimination
half-life (T+f) to the endogenous creatinine clearance
in normal subjects and patients with renal function
impairment, however, has a similar pattern as the
common curve obtained for a drug which is cleared
virtually unchanged through the kidney (Figure 5).

Diflunisal elimination studies performed in three
patients with terminal renal insufficiency before,
during and after haemodialysis did not reveal any
noticeable change in plasma half-life of diflunisal,
indicating that the drug is only slightly dialyzable
(Figure 4). The plasma concentration-time curve of
the glucuronides significantly increased up to several
hours after terminating the haemodialysis treatment.
This may result fromt a slow equilibration between the
plasma and tissue compartment indicating also that
there should have been some removal of diflunisal
glucuronides from the central compartment (plasma)
during haemodialysis (Gibson & Nelson, 1977).
Estimates of the in vivo plasma protein binding of the
drug in patients undergoing plasma ultrafiltration
studies at the start and at the end of haemodialysis
revealed values between 1.3 to 2.4% for the fraction of
diflunisal recovered in the ultrafiltrates (Table 2). For
the glucuronides, the dialyzable or unbound fraction is
somewhat higher (± 10%). It should be pointed out,
however, that the small amounts of diflunisal and its
glucuronides present in the ultrafiltrate samples are at
the lower limit of detection by the fluorimetric analysis
method used. Additional in vitro binding studies using
[4C]-diflunisal have demonstrated a protein binding of
99.56% (=0.44% unbound) in uraemic plasma and
99.88% (=0.12% unbound) in normal plasma
(Verbeeck et al., 1978). Such an increase in unbound
fraction of diflunisal in uraemic plasma can explain
the significantly larger apparent volumes of
distribution observed in the present study in patients
with renal insufficiency.

With regard to dose adjustment recommendations
in renal patients, it is generally proposed that drugs
which are extensively metabolized (to
pharmacologically inactive metabolites) can be given
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in normal doses to uraemic patients (Dettli, 1974;
Bennett, Singer & Coggins, 1974). Several such drugs
e.g. digitoxin, rifampicin, phenytoin and antipyrine
have normal or even shorter plasma half-lives in
uraemic subjects as compared to controls
(Reidenberg, 1977).

Diflunisal appears to be an exception to this general
rule and dose adjustment is certainly required to avoid
accumulation of this drug to excessive levels during
repeated dosing to patients with renal function
impairment. Since treatment with commonly used
analgesic drugs such as phenacetin, aspirin and
acetaminophen may be associated with some
nephrotoxic effects (Anderson, Gambertoglio &
Schrier, 1976; Cheigh, 1977) the use of diflunisal as an
alternative analgesic in renal patients may be
indicated. However, in view of the variably and
markedly prolonged (6 to 14 times ( T+f values in
patients with very severe degree of renal insufficiency
(Ctcr: less than 10 mVmin), the use of this drug in such
patients is not recommended. Unaltered plasma
diflunisal Tip values and the small Tip changes

associated with lesser degree of renas function
impairment, however, suggest that prescribed doses of
diflunisal need not be adjusted in patients having renal
function impairment to as low as half its normal value,
whereas in patients with creatinine clearance
measurements of less than 50 m/min down to approx-
imately 15 mVmin diflunisal maintenance dosage
should be reduced and/or the dosing interval
lengthened in accordance with the 2 to 3 times
prolonged Tip values.

The authors are indebted to Dr K.F. Tempero from the
Merck, Sharp & Dohme Research Laboratories, Rahway,
New Jersey, U.S.A. and to Dr L. Verhaest & Ms A. Buntinx
from the Merck, Sharp & Dohme Research Laboratories,
Brussels, for their advice and help, to the nursing staff of the
Renal and Haemodialysis Unit, A. Z. St. Rafael, for the
excellent cooperation and to Ms A. Bareau for her
secretarial assistance.
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References

ANDERSON, RJ., GAMBERTOGLIO, J.G. & SCHRIER, R.W.
(1976). Clinical use ofdugs in renalfailure, Chapter 12.
Springfield, I11., U.S.A: Charles C. Thomas.

BENNETT, W.M., SINGER, I. & COGGINS, c.i. (1974). A
guide to drug therapy in renal failure. J. Am. med. Ass.,
230, 1544-1561.

CHEIGH, J.S. (1977). Drug administration in renal failure.
Am. J. Med., 62, 555-563.

DETTLI, L. (1974). Individualization of drug dosage in
patients with renal disease. Med. Clin. North Am., 58,
977-985.

GIBALDI, M. & PERRIER, D. (1975). Pharmacokinetics, p.
84. New York: Marcel Dekker.

GIBSON, T.P. & NELSON, H.A. (1977). Drug kinetics and
artificial kidneys. Clin. Pharmacokin., 2,403-426.

KUNIN, C.M., GLAZKO, AJ. & FINLAND, M. (1959).
Persistence of antibiotics in the blood of patients with
acute renal failure. II. Chloramphenicol and its metabolic
products in the blood of patients with severe renal
disease or hepatic cirrhosis. J. clin. Invest., 38,
1498-1508.

LEVY, G. & PROCKNAL, J.A. (1968). Drug
biotransformation interactions in man. I. Mutual
inhibition in glucuronide formation of salicylic acid and
salicylamide in man. J.pharm. Sc., 57, 1330-1335.

LEVY, G., TSUCHIYA, T. & AMSEL, L.P. (1972). Limited
capcity for salicyl phenolic glucuronide formation and its
effect on the kinetics of salicylate elimination in man.
Clin. Pharmac. Ther., 13, 258-268.

LOWENTHAL, D.T., 0IE, S., VAN STONE, J.C., BRIGGS,
W.A. & LEVY, G. (1976). Pharmacokinetics of
acetaminophen elimination by anephric patients. J.
Pharmac. exp. Ther., 196, 570-578.

REIDENBERG, M.M. (1977). The biotransformation ofdrugs
in renal failure. Am. J. Med., 62,482-484.

STEELMAN, S.L., BREAULT, G.O., TOCCO, D.,
BESSELAAR, G.H., TEMPERO, K.F., LUTTERBECK,
P.M., PERRIER, C.V., GRIBNAU, F.W. & HINSELMANN,
M. (1975). Pharmacokinetics of MK-647, a novel
salicylate. Clin. Pharmac. Ther., 17, 245.

TEMPERO, K.F., CIRILLO, V.J. & STEELMAN, S.L. (1977).
Diflunisal: a review of pharmacokinetic and
pharmacodynamic properties, drug interactions and
special tolerability studies in humans. Br. J. clin.
Pharnac., 4, 3 1S-36S.

TEMPERO, K.F., FRANKLIN, J., REGER, B. & KAPPAS, A.
(1976). The influence of diflunisaL a novel analgesic on
serum uric acid and uric acid clearance. Clin. Res., 24,
258 A.

TJANDRAMAGA, T.B., THOMAS, J., VERBEECK, R.,
VERBESSELT, R., VERBERCKMOES, R. & DE
SCHEPPER, PJ. (1976). The effect of end-stage renal
failure and haemodialysis on the elimination kinetics of
sotalol. Br. J. clin. Pharmac., 3, 259-265.

TOCCO, DJ., BREAULT, G.O., ZACCHEI, A.G., STEELMAN,
S.L. & PERRIER, C.V. (1975). Physiological disposition
and metabolism of 5-(2', 4'-difluorophenyl) salicylic
acid, a new salicylate. Drug Metab. Disp., 3, 453-466.

VAN ROSSUM, J.M., VAN GINNEKEN, C.A.M.,
HENDERSON, P.T., KETELAARS, H.CJ. & VREE, T.B.
(1977). Pharmacokinetics of biotransformation. In
Kinetics of drug action. ed. van Rossum, J.M. pp.
125-167. Amsterdam: Springer-Verlag.

VAN WINZUM, C. & RODDA, B. (1977). Diflunisal: efficacy
in post-operative pain. Br. J. clin Pharmac., 4, 39S-43S.

VERBEECK, R., BOEL, A. & DE SCHEPPER, PJ. (1978).
Influence of uraemia and haemodialysis on the plasma
protein binding of the new salicylate derivative, diflunisal.
The Seventh International Congress of Pharmacolog,
Paris, Abstract No. 730.



282 R. VERBEECK ETAL.

VERBEECK, R., TJANDRAMAGA, T.B., MULLIE, A. & DE
SCHEPPER, PJ. (1979). Influence of aluminium
hydroxide on diflunisal absorption. Br. J. clin Pharmac.,
7 (in press).

VERBEECK, R., TJANDRAMAGA, T.B., VERBERCKMOES,
R. & DE SCHEPPER, PJ. (1976). Biotransformation and

excretion of lorazepam in patients with chronic renal
failure. Br. J. clin. Pharmac., 3, 1033-1039.

(ReceivedApril 26, 1978)


