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Refractory Proctitis 

Approximately 20-30% of patients with ulcerative colitis have disease confined to the rectum. There 

is a very small percentage of patients with Crohn’s disease confined just to the rectum also.   

About 40% of proctitis cases have a chronic relapsing course, and 6-7% have continuous disease 

activity.  There is a significant group who fail to respond to 5-ASAs topically or orally, steroids 

topically or orally, immunomodulators or biologic therapy.  Quality of life is generally poor 

considering the limited extent of inflammation, due to marked urgency, rectal pain, bleeding and 

sometimes incontinence. Proctocolectomy may then need to be considered and is a difficult option 

to accept for both clinician and patient because of the limited extent of inflammation.  

In recent years, both topical thioguanine and topical tacrolimus have become options for treatment 

of refractory proctitis and there are publications for both. 

Rectal Thioguanine 

Cases with refractory proctitis in the Netherlands, Queensland and New Zealand have been treated 

successfully with thioguanine administered by enema or suppository.  A multicentre case series of 17 

patients was reported in 2023 (1). All cases received a dose of 20mg. This was administered 

dissolved in 5ASA enemas in 7 patients of whom 5 had clinical response after a median of 7 days. Of 

9 patients treated with thioguanine suppositories, 8 had a clinical response after a median of 14 days 

and the 9th patient had endoscopic mucosal healing. Treatment was stopped after a median of 32 

days in responding patients. 

In New Zealand, many more patients have now been treated with thioguanine 20mg dissolved in 50-

100ml Pentasa enemas administered daily initially followed by dose tapering. Anecdotally, success 

rates are similar to those reported. 

In view of the encouraging results reported for rectal thioguanine therapy, Douglas Pharmaceuticals 

are now developing thioguanine suppositories, to undergo clinical trials before commercial 

availability. 

Suggested practical use of rectal thioguanine 

Open 1g/100ml Pentasa enema and discard approximately 50ml. Twist the top (nozzle) off the 

Pentasa enema, insert half of a 40mg tablet (to give a dose of 20mg) into the enema bottle and put 

the nozzle top back on.  Wait for at least 10 minutes for the half tablet to dissolve. Shake the enema 

and then insert into the rectum. Administer on retiring to bed in the evening whilst lying down to 

help enema retention. 

Repeat dosing daily until response or clinical remission, which usually takes about 1-2 weeks. Then 

the doses can be progressively less frequent aiming for the least frequent dosing to keep the 

proctitis in remission.  

Rectal Tacrolimus – Unfunded and more difficult to access in NZ than rectal thioguanine 

The first report for tacrolimus was in 2008 and rectal tacrolimus ointment was prepared and given to 

8 patients with resistant ulcerative proctitis (2). At 8 weeks, 6 of 8 had achieved remission.  The 

second reported study of rectal tacrolimus paste was in 2017 in which a placebo-controlled trial 

showed that at 8 weeks, 8/11 patients achieved clinical response versus 1/10 in the placebo group 

(3). 
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The major difficulty with using tacrolimus ointment is that this needs to be prepared by a willing 

pharmacy, which is not always possible.  Instructions are linked here.   In 2020, a simple-to-prepare 

tacrolimus enema using powder from 1 mg capsules and tap water in a 60 ml syringe was reported 

in an open label study of 17 patients with refractory proctitis (12 UC, 5 Crohns) (4).  Initial doses of 1-

4mg tacrolimus daily were followed by thrice-weekly dosing for a median of 20 weeks. 94% tolerated 

treatment. 8/12 UC patients achieved endoscopic remission (and one further achieved endoscopic 

response). 3/5 CD patients achieved endoscopic response, including two with endoscopic remission. 

In 2020, a 4-week multicentre randomised clinical trial was reported comparing tacrolimus 2mg and 

beclomethasone 3 mg suppositories in a total of 85 patients with refractory proctitis (4).  Neither 

clinical remission (tacrolimus 46% vs beclomethasone 38%) nor endoscopic remission (tacrolimus 

68% vs and beclomethasone 60%) were shown to be different, and adverse event rates were similar. 
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