Colonic mucosal concentrations of prednisolone following oral administration

of a novel formulation of prednisolone metasulphobenzoate (Predocol)
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mens were taken with standard endoscopy biopsy
. forceps from each of seven different sites around trg*" ;"
Prednisolone metasulphobenzoate (PMSB) igoni.e. 1) Caecum 2) Hepatic flexure 3) Mid Trans-
sparingly absorbed, but effective when adminigzerse colon 4) splenic flexure 5) descending colon
tered topically, in distal UC [1]. A new oral formu-g) sigmoid colon and 7) Rectum. The saline-washed -
lation of PMSB (Predocol) has been developed @hecimens were stored at minus 40 degrees centi-

which the drug, contained in capsules coated Witf}age for later measurement of tissue prednisolone
Eudragit L, is disseminated throughout the larggye|s using a radio-immunassay [5]. -

bowel in controlled delivery pellets. Pilot stud-
ies suggest there is little systemic absorption gfesy|ts

Background

Tissue Prednisolone levels after 40mg dose

prednisolone from Predocol, and earlier patient
studies using a similar formulation were promisTotal colonoscopies were possible in all 20 pa-
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postion aiong the colon
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capsules delivers high concentrations of PMBS to

the left half of the colon in a consistent manner.
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ing [2].

Aims

tients. No side effects were reported by any of the
17 patients given Predocol. The individual al
mean (SEM) mucosal concentration of pre

ng/mg tissue) taken at colonoscopy approximately 4 hours
ter the last dose of a 7 day course of Predocol in a dose

ngure 1 - Mean (SEM) mucosal concentrations of prednisolone

nisolone (ng/mg tissue) of the 10 patients in thruivalent to 40mg of prednisolone base. On the horizontal

To measure a) the mucosal concentrations of prgsteqocol 40 group are shown in Table 1 and Fi

nisolone in seven different anatomical locationgye 1 respectively.

along the colon following oral administration of

Predocol, and b) to see if the pattern of release
the PMSB from the pH dependant Eudragit/cor

is are shown the 7 sites along the length of the colon that

iopsies were taken. Sites 1-7 represent the caecum, hepatic
flexure, mid transverse colon, splenic flexure, descending co-
lon, sigmoid colon and rectum respectively. Peak concentra-
tions occurred in the descending colon

At all sites along the colon except the rectum, the
mucosal concentrations of prednisolone were sig-
nificantly lower in the Predocol 20 group when

compared with the Predocol 40 patients — see Fig-

The colonic mucosal concentrations found in the 3
patients (NG, RS, and TR) given 20mg of normal
prednisolone are shown in Figure 3 along with
the mean(SEM) results for the 7 patients studied to

date in the Predocol 20 group.
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trolled delivery pellet forlmulatlon' alopg_ thelco— 130 122 271 352 510 376 o045
lon was affected by altering gastric acidity with a
3 1.00 163 210 312 474 357 0.57
PP' ! 4 0.59 0.51 131 3.44 4.48 2.46 0.60
M ethOdS 5 0.65 0.67 141 291 371 258 0.47 are 2
6 0.54 165 207 365 394 588 0.49 .
Ethical approval has been obtained to study a to- 7 069 079 196 324 445 27 073
tal of 38 patients with relatively asymptomatic s 083 124 212 363 547 313 059
Ulcerative Colitis of greater than 10 years dura- o 054 049 172 301 564 415 059
tion who are due to come up for routine surveil- 14 056 076 208 294 441 094 062
lance colonoscopy. To date (1&ebruary 2000)
we have studied 20 patients. In 10 patients,Mean 0.78 1.03 1.8 315 451 339 055
Predocol was administered in a dose equivalent tosp 025 043 041 052 080 132 009
20 mg of prednisolone base BD for 7 days (PredocOlseyy 008 014 013 017 025 042 003
40 group). In a further 7 UC patients, the dose ad-y., 130 165 271 365 564 58 073
ministered was equivalentto 10mg of prednisolone . 054 o040 131 187 303 o094 o043 T

BD for 7 days (Predocol 20 group). In addition, for
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position along the colon

Figure 3 - Mean (SEM) mucosal concentrations of prednisolone (ng/mg tissue) taken at colonoscopy approxi-
mately 4 hours after the last dose of a 7 day course of Predocol in a dose equivalent 20mg of prednisolone
(orange data points ). For comparison the individual data points for three UC patients (NG, RS, and TR)
colonoscoped approximately 4 hours after their last dose of 20 mg of prednisolone are shown

purpo_ses of comparlson, We have StUdl_ed 3 Symgl-)le 1 - Tissue mucosal concentrations of prednisolone found
tomatic UC patients receiving conventional 0ncg the 10 individual UC patients colonoscoped approximately B
dai|y oral prednisolone in a dose of 20mg mane fdrhours after the last dose of Predocol. All received a seven day

f : f BD predocol equivalent to 40mg of prednisol
at least 7 days prior to colonoscopy. The patlerﬁ%t'yrse of BD predacol equivalent to 4Omg of prednisolone per
received standard bowel preparation including 2 -
doses of Picolax on the day prior to colonoscopy.
The patients were requested to take the last dosé\sfcan be seen, the results are remarkably consist-

either Predocol or ordinary prednisolone at 7aent. The relatively low mucosal concentrations of
on the morning of the surveillance colonoscopprednisolone found in the caecum gave way to
The examination was scheduled so that the colomogressively higher levels as one moved across

mucosal biopsies could be taken approximately the large intestine from right to left with peak conFigure 2 - Mean (SEM) mucosal concentrations of prednisolone lons of UC patients. A clinical trial evaluating the5 Chakrabort

g/mg tissue) taken at colonoscopy approximately 4 hours use of Predocol
N . er the last dose of a 7 day course of Predocol in a dose . . L3
The levels of prednisolone in the mucosal sampleguivalent to either 40mg of prednisolone base (red data) or €Xacerbations of UC as well as maintaining remis-

4.5 hours after the last dose of the drug. centrations being found in the descending colo

The colonic tls_sqe mucosal concentrations of keferences
ogenous steroid in the Predocol 20 group are simi-
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All colonoscopies were conducted with the aid dfom the sigmoid colon were significantly lower20mg of prednisolone (blue data). The differences between the sjon of the disease is due to start in the near future
. . . ) . A . __mean prednisolone mucosal levels were statistically signifi-
magnetic endoscope imaging to confirm the exatttan the descending colon while concentratioRgn at all sites except the rectum

anatomical site of the biopsies [3,4]. Two specin the rectum were similar from those in the caecum.

(Dr S Wilkinson — personal communication).



