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The effect of controlling inflammatory activity 
in the colon on the response to infliximab of 
autoimmune haemolytic anaemia associated 
with ulcerative colitis
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Dear Editor,

We present the case of a 35-year-old woman who has a his-
tory of hypothyroidism and rheumatoid arthritis, and was diag-
nosed five years earlier with extensive ulcerative colitis (UC). 
After four years, she developed corticodependence and start-
ed azathioprine, despite which she still needed steroids three 
months later. A haemoglobin level (Hb) of 80 g/l was detected 
along with the following haemolysis data: LDH 289 U/l, retic-
ulocytosis 13.14 %, bilirrubin 1.58 mg/dl with predominance 
of unconjugated bilirubin, consumption of haptoglobin (< 7) 
and a positive Coombs test. After six months with azathioprine 
she remained symptomatic with a Hb level of 60 g/l, providing 
confirmation of haemolysis. The proctosigmoidoscopy showed 
evidence of severe damage and given the absence of intestinal 
and haematological response to full doses of steroids, an initial 
dose of infliximab was administered; it improved the colitis, and 
after the second dose of infliximab the patient remained asymp-
tomatic with increased haemoglobin levels of up to 78 g/l and 
progressive normalisation of haemolytic parameters. Azathio-
prine was re-introduced, and after the third dose of infliximab 
Hb was 120 g/l and the colitis remained in remission. However, 
at two months, an intestinal recurrence occurred with another 

drop in Hb (95 g/l) and increased haemolysis; the first mainte-
nance dose of infliximab was brought forward to six weeks with 
full control of the symptoms and her Hb level (121 g/l), which 
remained stable after two years of treatment.

Discussion 

The incidence of autoimmune haemolytic anaemia (AIHA) 
in UC is 0.2 %-1.7 % (1,2). The treatment of both conditions 
aims to control the immune system through the progressive use 
of steroids (3) and immunosuppressants such as azathioprine 
and cyclosporin (4). Up until a few years ago, when these failed, 
different surgical options would be used: Splenectomy in isolat-
ed AIHA or colectomy when associated with UC, to eliminate 
the triggering of the immune response by the antigenic stimulus. 

Recently, biologic drugs have appeared which are effective 
in the treatment of UC –infliximab (5) or adalimumab (6) (an-
ti-TNF alpha)– and AIHA –rituximab (7) (anti-CD20)–, which 
function at different levels, depending on the physiopathology 
of each condition; in fact, rituximab can lead to de novo colitis 
or deterioration of existing colitis (8,9). Even without data on 
the use of infliximab in AIHA, we decided to use it because of 
the coexistence of UC based on the main etiopathogenic theory 
of this association, which explains AIHA as being caused by the 
cross-reactivity of red blood cells and antibodies formed against 
antigens in the colon (2). Therefore, as occurs in our case, con-
trol of inflammatory activity should run in parallel with control 
of Hb levels and haemolysis. To support this, we highlight the 
comparisons between this case and our previously published 
case (10); control of the current case is difficult because it in-
volves serious pancolitis, requiring the first maintenance dose to 
be brought forward, and in the previously published case - mod-
erate left-sided colitis –after induction, the patient remained as-
ymptomatic with stable Hb levels (Fig. 1). 

In short, infliximab is an alternative treatment for AIHA as-
sociated with UC that should be tried before resorting to sur-
gery; it brings about a parallel improvement in both conditions 
because controlling the inflammatory activity in the colon is the 
basis of the treatment. 



296 LETTERS TO THE EDITOR Rev esp  enfeRm  Dig (maDRiD)

Rev esp  enfeRm  Dig 2014; 106 (4): 295-296

References

1. Giannadaki E, Potamianos S, Roussomoustakaki M, Kyriakou D, 
Fragkiadakis N, Manousos ON. Autoimmune hemolytic anemia and 
positive Coombs test associated with ulcerative colitis. Am J Gastro-
enterol 1997;92:1872-4.

2. Leo E, Trigo C, Herrera JM, Márquez JL. Autoimmune hemolytic 
anemia associated with ulcerative colitis. Annals of Gastroenterology 
& Hepatology 2010;1:45-9. 

3. Suárez A, San Román FS, Rodríguez M, Riestra S, Navascués CA, 
Rodrigo L. Ulcerative colitis with Coombs+ autoimmune hemolytic 
anemia. A report of a case with favorable response to medical treat-
ment. Rev Esp Enferm Dig 1994;85:471-3.

4. Molnar T, Szepes Z, Nagy F, Lonovics J. Successful treatment of 
steroid resistant ulcerative colitis associated with severe autoimmune 
hemolytic anemia with oral microemulsion cyclosporin—A brief case 
report. Am J Gastroenterol 2003;98:1207.

5. Rutgeerts P, Sandborn WJ, Feagan BG, Reinisch W, Olson A, Johanns 
J, et al. Infliximab for induction and maintenance therapy for ulcerative 
colitis. N Engl J Med 2005;353:2462-76. 

6. Sandborn WJ, van Assche G, Reinisch W, Colombel JF, D’Haens G, 
Wolf DC, et al. Adalimumab induces and maintains clinical remission 
in patients with moderate-to-severe ulcerative colitis. Gastroenterol-
ogy 2012;142:257-65.

7. Garvey B. Rituximab in the treatment of autoimmune haematologica 
disorders. Br J Haematol 2008;141:149-69.

8. Goetz M, Atreya R, Ghalibafian M, Galle PR, Neurath MF. Exacer-
bation of ulcerative colitis after rituximab salvage therapy. Inflamm 
Bowel Dis 2007;13:1365-8.

9. El Fassi D, Nielsen C, Kjeldsen J, Clemmensen O, Hegedus L. Ulcer-
ative colitis following B lymphocyte depletion with rituximab in a 
patient with Graves’ disease. Gut 2008;57:714-5.

10. Leo Carnerero E, Aoufi S, Montero Cuadrado I, Herrera Martin P, Herrera 
Justiniano JM. Autoimmune hemolytic anemia associated with ulcerative 
colitis: Response to infliximab. Am J Gastroenterol 2009;104:2370-1.

Eduardo Leo-Carnerero, Angela Araujo-Míguez,  
Claudio Trigo-Salado, M.ª Dolores de la Cruz-Ramírez,  

José Manuel Herrera-Justiniano and José Luis Márquez-Galán

Digestive Diseases Department. Hospitales Universitarios 
Virgen del Rocío. Sevilla, Spain

Fig. 1. Progress of the haemoglobin level in the current patient (case 1) 
and the one published previously (case 2) Relationship to colitis activity 
(infliximab infusions: Dose 5 mg/kg). 


