studies up to 40%?> 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).*¢

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.’

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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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,
29" 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.
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A long-term follow-up
of an Imerslund-
Grasbeck syndrome
patient with

proteinuria
Nefrologia 2013;33(1):147-8
doi:10.3265/Nefrologia.pre2012.Aug.11661

Dear Editor,

Imerslund-Grasbeck syndrome (IGS) is
a rare autosomal recessive disorder
characterized by megaloblastic anemia
due to selective vitamin B ) malabsorp-
tion and asymptomatic proteinuria.’
IGS occurs in the first 1-2 years of the
life and megalablostic anemia is re-
sponsive to parenteral vitamin B | treat-
ment.” 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 level
<150pg/ml, hemoglobin: 6.5g/dl, MCV:
10441 and peripheral blood smear with
hypersegmented neutrophils) and mild
proteinuria (less than 0.5g/day) with ab-
sence of kidney function abnormality.
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Two renal biopsies were performed be-
cause of persistent proteinuria, howev-
er, there was no remarkable histologi-
cally changes. She was diagnosed with
IGS in the light of this clinical picture.
Anemia and neurological symptoms
were improved with vitamin B12 thera-
py in the next few weeks. Mild protein-
uria remains persist with normal kidney
function and she is being still followed-
up with periodically for proteinuria.

IGS was firstly described in 1960 by
Olga Imerslund and more than 300 cas-
es have been published to date. In IGS,
vitamin B, is completely abolished and
if untreated with parenteral therapy the
disease is fatal. A recent study revealed
a biallelic mutation either in cubulin or
amnions less genes cause IGS.* Both
proteins act as a receptor for intrinsic
factor-vitamin B , complexes as well as
cubulin is an albumin binding protein
important for renal tubular albumine re-
absorption.* Because of absence of
glomerular damage in kidney biopsies
progressive kidney disease is not usual.
Broch et al enrolled 14 patients to a
long term follow-up study and exhibit-
ed no deterioration in kidney function.’
Limited numbers of cases have been
observed almost 50 years and renal
prognosis is excellent. We aimed to an-
nounce our case with IGS who has a
good renal prognosis over 20 years fol-
low-up.
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Reaccion adversa por la
administracion
intravenosa de hierro:
¢hipersensibilidad o

efecto secundario?
Nefrologia 2013;33(1):148-9
doi:10.3265/Nefrologia.pre2012.Jun.11557

Sr. Director:

La reposicion de hierro es necesaria en
los pacientes de hemodialisis debido a
las pérdidas hemaéticas cronicas que se
producen con la técnica'. La administra-
cidén de hierro intravenoso no esta, sin
embargo, exenta de efectos adversos. De
entre estos, distinguimos ciertas reaccio-
nes predecibles (consecuencia no desea-
da de las acciones farmacologicas del
hierro, como son los efectos secunda-
rios) de reacciones impredecibles (en su-
jetos con sensibilidad inmunologica o
susceptibles tales como reacciones de hi-
persensibilidad y anafilactoides)”. Estas
Gltimas son més raras y mas graves, y
pueden obligar a suspender el farmaco.

Describimos el caso de una reaccion ad-
versa por la administracion intravenosa
de hierro manifestada como quemazon
lingual, sensacion mal definida de hipe-
restesia peribucal y prurito generalizado.

Se trata de una mujer de 42 afos que ini-
cia programa de hemodialisis por catéter
yugular derecho tunelizado tras bine-
frectomia por hipernefroma. En el poso-
peratorio la paciente requirio la transfu-
sion de 2 concentrados de hematies.
Diez dias mas tarde se comprueba: he-
moglobina: 9,6 g/dl; hematocrito: 28.4;
volumen corpuscular medio: 87,1 fl; hie-
rro: 56 ug/dl; ferritina: 233 ng/ml; indi-
ce de saturacion de la transferrina: 18 %;
acido folico: 22 ng/ml; vitamina B : 921
pg/ml; proteina C reactiva: < 5 mg/l;
Kt/V: 1,7. Recibe tratamiento con ome-
prazol, complejo vitaminico B, acido fo6-
lico y darbepoetina 30 microgramos se-
manales. Se pauta 100 mg de hierro
sucrosa (Venofer®) a pasar por via intra-
venosa en una hora poshemodialisis. A
los 15 minutos de iniciada la infusion, la
paciente refiere prurito generalizado,
sensacion de quemazon lingual y de hi-
perestesia peribucal. Exploracion fisica:
tension arterial 100/60 mmHg, ausculta-
cion cardiaca y pulmonar normales, no
lesiones cutaneas. Se interrumpe la ad-
ministracion de hierro, con lo que cede
paulatinamente la sintomatologia. En el
siguiente intento se premedica a la pa-
ciente con dexclorfeniramina y paraceta-
mol. La reaccion se repite de forma idén-
tica y se reproduce también con hierro
carboximaltosa (Ferinject®). Se consulta
al Servicio de Alergologia: pruebas epi-
cutineas negativas para ambos prepara-
dos férricos; cuadro compatible con
efecto secundario. Las manifestaciones
clinicas reaparecen de forma atenuada
con las administraciones sucesivas de
hierro, sin mayores implicaciones.

La tasa de efectos adversos relacionados
con la administracion de diversos prepa-
rados de hierro intravenoso (hierro dex-
trano de alto y bajo peso molecular, glu-
conato férrico, hierro sucrosa) se sitlia en
torno a 38 por millon’. El prurito asocia-
do al hierro carboximaltosa se describe
de forma aislada como poco frecuente
(entre un 1/100-1000 de los pacientes)*;
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