/- 30021 o o R -

$/S96/ 03383 - ' AZATHICPRINE CCNPCSITICNS FCR CCLCNIC ' <;Z-

| STRATI ON = Backgr ound of the Inventiont
- I nflamuatory" bomel di sorders or diseases’ (1 BD) enconpassz/’

spectrum of overl appi ng cIinuga di seases that appear-to lack a

etiology. IBD, however, e characterized by chronic

W mation at various sites in the gastrointestinal (01) tract.

{d@strative IBD are regional enteritis ‘(or Crohn's disease),

i di @athic ulcerative colitis, idi EgYRECProctocolitis, and 10

infdctious colitis. Mst. hypotheses regardi ng the pathogenesis of |BD

concern the inplication of immnol ogic, infectious, and dietar

factors.The invention provides6-arer abraspwei neog¢kMompnising pﬁod?o.!gf/

bovel 0l BEEEL ¢ phaving ARBeRdlE " URFEL Nab B BT FHlne) cgrtn ERY DLV

and sa reatntleast- anmeya@emmstmehecommgnenﬁ cﬁ%? cricrgcEstatddng,

-?28?2)5 %1§ﬁ§§§se§%erg e%&}? %¥§££§EM%?< 20 72?n essené§3£291 %giig%H

controlI@El?ﬂFaF§°§uﬁﬁoW?lﬂhésu§§989nEZA‘VheﬁiﬁeéaPPF Sipgi $AWE - { he nost
recent by Hawt horne and col |l eagues, in Brit. Med. J., 305. 20 (1992).
However, use of 6MP and AZA has been limted by concerns about their 20
toxicities. Dose-related | eukopenia is seen in 2-5%of patients treated

| ongy termwith 6MP or AZA for IBD. See, for exanple, D.H Present
et al., Am Int Med., 111, 641 (1989); WR Connell et al., Gut 34,
1081 (1993). Therefore, a need exits for effective,
nont oxi ¢ therapies for | BD. 25 Sunmmary
of the Invention The present invention provides a

t herapeutic nethod of treating i nfl ammat ory bowel disease (1 BD)
conprising topically adm nistering to the colon of a patient in need
of aych treatnment, an anount of azathioprine (AZA) ' effective to.

relieve the synptons of said IBD. Preferably the azathioprine is 30

adm nistered orally, by nmeans of an enteric-coated unit dosage formthat
selectively releases AZA in the termnal ileum and/or colon of the patient:
The AZA can al so be effectively adm nistered to the colon by rectal

adm ni stration of an enema fornul ati on conprising AZA. Due to poor

2 - absorption of AZA in the bl oodstreamfromthe colon, relatively

hi gh doses of - AZA can be administered to the afflicted tissue, i.e.,

in the case of Crohn's di sease or ulcerative colitis, w thout inducing.
system c toxicities such as | eukopeni a, Therefore, effective AZA doses
of from about 150-1000 ng can 5 be delivered 1-4 times daily to adult
patients (150 ng 1 x day - 1000 ng 4 X day) w thout undue toxicities
(about 2-20 ng/kg AZA doses are adm ni stered). As used
herein the term"azat hi oprine".includes the pharnaceutlcally :
acceptabl e salts thereof, as well as functionally equival ent anal ysi s,

derivatives, and netabolltes, such as 6-MP. For exanple, see U S. 10 Patent
No. 3,056,785 and WP. Wlson et al., Anal. Profiles of Drug

Subst ances, 10, 29-53 (1981) Detail ed Description
of the Invention Col oni ¢ adm ni stration of drugs has
been used to reduce the toxicity associated with oral or IV
corticosteroids and oral 5-am nosalicyclate 15 in patients with IBD. This
decreased toxicity is believed to be due to reduced system c .

bi oavai-l ability. Several types of colonic drug delivery systens are
currently avail abl e, includingmegﬁaﬁﬁsgam lacéit herl and et al., Med. Gin

North Amer., 74, 119 (1990)); ug. Ther. Bull., 29 66
(1991)); and del ayed reIe ations in the form of
Eudr agi t - coat ed capsul es 20 t pH 7 in the termnal ileum

(K.; W Schroeder et al:, Engl . J. 317, 1625 (1987)).
effective anount of azathloprlne (AZA) can be topically

nistered to the colon of the patient by oral ingestion of a unit dosage
conprising an effective anount of AZA which is enterically coated so

5 to be released fromthe unit dosage formin the | ower intestina

t, e.g.. in . the termnal portion of the ileumand in the col on of
patient. Mcroparticles of AZA nay be |nd|V|duaI

vered as a ‘suspension in a liquid vehicle, E%Mgﬁ%@éﬁ%y@?%&x
wder or may be conpressed into-a pill or tablet and swal | owed.
rnatlvely, t he azathloprlne 30 - may be conblned mnth adjuvants enployed




