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HEPARIN IN THE TREATMENT OF ULCERATIVE COLITIS,
DOESIT HAVE ANY ROLE?

Bikash Medhi
Department of Pharmacology, P.G.I., Chandhigarh - 160012, India

Abstact : Ulcerativecalitisisanidiopathic, chronic inflammatory condition with increased prevalancein the western countriesas compared
to India. At present a number of drugs are available for the treatment of ulcerative colitis but still 15-20% patients require colostomy.
Recently extensive experimental studies showed efficacy of heparinin thiscondition, but clinical trialsin humans showed variableresponse
as such there is a need of large randomized controlled trial to establish its efficacy.
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INTRODUCTION

Uncrestive calitis is an inflammatory disease, primarily involving the colonic
mucosa; the extent and severity of coloninvolvement arevariable. Theincidence
of ulcerative calitis in western countries is 6-8 cases per 1, 00,000 populaions
gpproximately. Ulcerative colitis seems to be rare among South Asans residing
in the Indian subcontinent but is common amongst migrants to developed
countries. Thereported incidence of ulcerative colitisfromnorth Indiais6.02 per
100000. Despite intensive research, path organess remains unclear, but certain
features of the disease have suggested several possible areas of aetiologica
importance. Most emphasis has been given to the inflanmatory hypothesis,
suggested by heavy mucosd infiltration by inflammatory cels, inflammatory
cytokines and increased mucosa permesbility.

Drugs like 5-aminosalicyclic acid (sulfasalazine), different antibiotics,
corticogteraid, immunomodulatory drugs, and IgG anti- TNFa. antibody infliximab
(restricted use) have shown variabl e effectiveness, noneof theseinduce complete
remission; 15% patients need colostomy as a consequence of failed medica
thergpy. Apart fromtheanticoagul ant action/anti-inflammeatory property of heparin
has been proved in several studies. Heparin is a member of a family of
polysaccharides known as glycosaminoglycans. It is synthesized exclusively in
the most cells of lung, intestine and liver, the effects are mediated by its
physicochemical properties of the compound rather than the specified
pharmacological properties which depend upon the 3-D-sulfated group on
glucosamine. Since this proteoglynsasr present in varying structures and are
cgpable of binding chemokines, various ligands, growth factor proteins, ECM,
causing cdl adhesion and can modulate a variety of biological events beyond
smply serving as a non-thrombogenic surface. Leukocyte recruitment from the
vasculauretothedteof inflammationisoneof theinitid eventsininflanmation.
Heparin hasbeen showntointerferewiththekey first stepinleukocyterecruitment
by inhibiting binding of P-sdection and L-sdection to rCAM-1 in vascular
endothelia cdlls.

Heparin hasbeen extensvely studiedintheexperimental modd. Russian scientists
were the firgt to use unfractionated heparin in this drug as early as 1980 of
unfractionated heparin in moderately severe non-specific ulcerative colitis,8 mg
produced rapid relief of recta bleeding and colostomy rates decreased from 16%
to 6%7. Since then there have been severa open uncontrolled studies employing
both fractionated and unfractionated heparin®“. Thestudy by Gaffney etd, showed
positive clinical responsein 9 of 10 patients with prolonged remission; steroids
and or sulfasdlazin were continued. The only reported side effect wasinjection
ste haematomain one patient and recta bleeding increased intwo patientsinthe
first week of thergpy. Similar protocol was followed in another open label study
by Bazier et d. showed s gnificant clinical improvement but oneof them required
surgery for major haemorrhagic complication LMWH has less effect on
coagulation profile and bone minerdization compared to UFH and it is easy to
use’.

The firgt randomized, multicentric, comparative trid was designed by Panes et
a°®. Comparison wasmade betweenintravenousmethyl-prednisoloneand heparin
infuson in 25 patients. This study reported that monotherapy of heparin is not
having any significantimprovement over methy! prednisolonebesidesitincreases
bleading complications. But the open label study by Bazier et d, had shown
significant clinical improvement with UFH monotherapy though this study was
conducted in smal number of patients.

Vri et a®. enrolled active severe ulcerative calitis patients refractory to steroid
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therapy daily. 20 out of 25 patients showed good improvement endoscopicaly
and histologic features of inflammation improved but there was no significant
reduction in the number of mucosa micro thrombi. No serious adverse events
were noted and tolerahility was excdllent. The largest trid reported so far in 200
patientsof mildto moderateul cerative colitiswhoweretreated with LMW heparin
for six weeks showed no benefit of low molecular weight heparin over placeboin
mild to moderately active ulcerative calitis’. (Table)
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