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Mycophenolate mofetil
induced severe, life
threatening lower
gastrointestinal bleeding
Nefrologia 2013;33(1):146-7
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Dear Editor,

We present a case of kidney transplant

recipient who developed a rare, life

threatening, lower GI bleeding six

months after the transplantation, possi-

bly associated with MMF treatment.

The most common side effects of MMF

are gastrointestinal (GI) disturbances

(nausea, vomiting, abdominal discom-

fort, diarrhea or constipation), hemato-

logical disorders, hepatic dysfunction

etc.1,2 GI bleeding requiring hospitaliza-

tion has been observed in approximate-

ly 3% of renal transplant patients, GI

perforations have rarely been ob-

served.1

A 73-year-old Caucasian male kidney

transplant patient was hospitalized due

to profuse haematochezia.

Six months prior to admission the pa-

tient received a renal transplant from a

deceased donor due to an end stage re-

nal disease. For induction therapy the

patient received mycophenolate mofetil

1g and daclizumab 75mg preoperative-

ly. Prednisone in a dose of 500mg was

administrated intraoperatively. On the

second post transplant day tacrolimus

was introduced. The patient was dis-

charged from the hospital with im-

munosuppressive regimen consisting of

mycophenolate mofetil 750mg bid,

tacrolimus 3mg bid and prednisone

20mg plus pantoprazole 40mg.

At admission, laboratory findings

showed severe posthemoragic anemia

(hemoglobin level 62g/L), slightly ele-

vated kidney function parameters

(BUN 13,9mmol/L, creatinine

137µmol/L) and clinical signs of hipo-

volemic shock. Coagulation parameters

were within normal ranges.

Because of severe haematochezia the

patient was admitted to gastroenterolo-

gy intensive care unit where erythro-

cyte transfusions and crystalloid infu-

sions were given for initial

stabilization. His immunosuppressive

therapy was continued and consisted of

mycophenolate mofetil 750mg bid,

tacrolimus 3mg bid and prednisone

20mg plus pantoprazole 20mg qd.

Two days upon admission a new

episode of profuse haematochezia oc-

curred and after basic bowel prepara-

tion, urgent colonoscopy was per-

formed. Diverticular disease of left

colon was found with intense bleeding

in several diverticules which disabled

local haemostatic therapy (Figure 1).

After rinsing left colon with saline and

epinephrine solution an octreotide ther-

apy was administered (500mL saline

with 0.6µg octreotide, 40mL/hour). Re-

peated erythrocyte transfusions were

given. In total, the patient received

eight erythrocyte units during a period

of three days. In consultation with

nephrologists, MMF dose was reduced

to 250mg bid, and prednisone to 8mg

while the dose of tacrolimus remained

unchanged, 3mg bid.

The following day the bleeding had

stopped with slow recovery in hemo-

globin level. An ultrasound of kidney

graft revealed normal kidney parenchy-

ma with slightly increased arterial re-

sistance index of 0.75 at the level of in-

terlobar arteries.

At a discharge, on the 9th day the lab-

oratory findings were satisfactory

(hemoglobin level 133g/L, BUN

7,9mmol/L and creatinine

126µmol/L). Suggested maintenance

immunosuppressive therapy consist-

ed of mycophenolate mofetil 250mg

bid, tacrolimus 2mg bid and pred-

nisone 8mg daily. The patient is well

without symptoms of GI toxicity or

rejection for 5 months.

MMF is used in treatment regimens as

an immunosuppressive agent in both

solid organ and bone marrow/peripher-

al blood stem cell transplantation, as

well as in treatment of autoimmune dis-

orders, such as lupus.3 Drug effects are

mediated via the active metabolite,

MPA which seems to be responsible for

GI toxic effects. GI adverse events are

common following renal transplanta-

tion and all immunosuppressive regi-

mens have been associated with such

events. They are the most frequent

problems associated with MMF therapy

occurring in up to 20%4 or, in some
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back letter have been informed that it is

a serious, unexpected adverse drug re-

action, possibly associated with MMF

treatment. A total of 16 cases have been

reported to the WHO Adverse Drug Re-

action Monitoring Center with two fa-

tal outcomes (WHO, UMC VigiBase,

29th November 2011).

Clinicians should be aware of possible,

rare, but life threatening, lower GI

bleeding associated with MMF treat-

ment in renal transplant patients. Spe-

cial caution should be given to patients

with digestive system disease even if

asymptomatic.

Conflict of interest
The authors declare that there is no con-

flict of interest associated with this

manuscript.

1. Behrend M. Adverse gastrointestinal

effects of mycophenolate mofetil:

aetiology, incidence and management.

Drug Saf 2001;24:645-63. 

2. Zolezzi M. Mycophenolate Sodium

versus Mycophenolate Mofetil: A Review

of Their Comparative Features. Saudi J

Kidney Dis Transpl 2005;16:140-45. 

3. Selbst MK, Ahrens WA, Robert ME,

Friedman A, Proctor DD, Jain D.

Spectrum of histologic changes in

colonic biopsies in patients treated with

mycophenolate mofetil. Mod Pathol

2009;22:737-43. 

4. Ponticelli C, Passerini P. Gastrointestinal

complications in renal transplant

recipients. Transpl Int 2005;18:643-50. 

5. Placebo-controlled study of

mycophenolate mofetil combined with

cyclosporin and corticosteroids for

prevention of acute rejection. European

Mycophenolate Mofetil Cooperative

Study Group. Lancet 1995;27:345:1321-

5. 

6. Davies NM, Grinyó J, Heading R, Maes

B, Meier-Kriesche HU, Oellerich M.

Gastrointestinal side effects of

mycophenolic acid in renal transplant

patients: a reappraisal. Nephrol Dial

Transplant 2007;22:2440-8.

7. Arns W. Noninfectious gastrointestinal

(GI) complications of mycophenolic acid

therapy: a consequence of local GI

toxicity? Transplant Proc 2007;39:88-93.

studies up to 40%5 of renal transplant

recipients. Such adverse events can ex-

tend along the entire GI tract, and can

vary in severity from those which are

mild (nausea, discomfort, appetite loss)

and do not require altering immunosup-

pressive regimen to those which are

more severe or even life threatening

(severe diarrhea, GI tract ulcerations,

hemorrhage and perforations).4,6

The etiology of GI disorders following

transplantation is not well understood.

Because of enterocyte dependency for

de novo purine synthesis MMF expo-

sure could thus restrict the ability of in-

testinal epithelial cells to maintain nor-

mal barrier function, or decrease their

capacity to recover from damage.7

Our patient has experienced a life

threatening, severe lower GI bleeding

which reoccurred within 2 days upon

initial stabilization while on a stable

immunosuppressive regimen. Upon

dose reduction, the bleeding had

stopped, indicating the possible adverse

effect of MMF.

A database from the United States

Food and Drug Administration’s (US

FDA) Adverse Event Reporting Sys-

tem (AERS), containing more than

4,000,000 adverse events reported

between 2004 and 2011, has a record

of 9 cases of haematochezia (0.02%)

associated with MMF treatment

(www.drugcite.com; accessed Feb 1,

2012).

We have reported this case to the Croa-

tian National Drug Agency and in feed-
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A long-term follow-up
of an Imerslund-
Grasbeck syndrome
patient with
proteinuria
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Dear Editor,

Imerslund-Grasbeck syndrome (IGS) is

a rare autosomal recessive disorder

characterized by megaloblastic anemia

due to selective vitamin B
12

malabsorp-

tion and asymptomatic proteinuria.1

IGS occurs in the first 1-2 years of the

life and megalablostic anemia is re-

sponsive to parenteral vitamin B
12

treat-

ment.2 It is thought that proteinuria is

benign in IGS; however, there is no suf-

ficient number of follow-up series in

IGS.

Case report
A 22-year-old woman had been referred

to our pediatric outpatient clinic with

the complaints of pale skin, loss of ap-

petite, ataxia and diarrhea-constipation

periods when she was 2-year-old. The

clinical examination and laboratory

studies revealed pallor of conjunctiva,

megaloblastic anemia with vitamin B12

deficiency (serum vitamin B
12

level

<150pg/ml, hemoglobin: 6.5g/dl, MCV:

104fl and peripheral blood smear with

hypersegmented neutrophils) and mild

proteinuria (less than 0.5g/day) with ab-

sence of kidney function abnormality.Figure 1.


