hemofiltracién veno-venosa continua.
Aunque se desconoce la presencia de
esquistocitos, se sospechd que padecia
un SHU atipico. La ecografia cerebral
mostré una atrofia cortical severa. A
los 30 dfas del ingreso se confirmé el
diagnostico de AMMH. Ante el mal
prondstico, se decidié una limitacién
del esfuerzo terapéutico.

Los datos mds destacados del estudio
metabdlico y genético de ambos pa-
cientes, necesarios para el diagndstico,
se muestran en la tabla 1. Nuestros pa-
cientes estaban afectos de la variante
mas comun de la enfermedad (cblC),
que estd causada por mutaciones ho-
mocigotas o heterocigotas compuestas
en el gen MMACHC [methylmalonic
aciduria (cobalamin deficiency) cblC
type, with homocystinuria], que estd
localizado en el cromosoma 1p34.

En la AMMH es tipico que acontezca
un periodo libre de sintomas, ya que
para que comiencen los sintomas clini-
cos se necesita un aporte de proteinas,
con el consiguiente acimulo de dcido
metilmalénico y homocisteina. Esto
explica que, en nuestros pacientes, se
observara un empeoramiento al reini-
ciar la alimentacion, ya fuera enteral
o parenteral. En ocasiones, existe una
clinica larvada que se ve precipitada
por un cuadro intercurrente, muchas
veces una infeccion, como ocurrié en
el caso 2. También estd descrita como
complicacion la miocardiopatia dilata-
da (caso 2), de la que se ha comunicado
algin caso diagnosticado intratitero?,
asf como otras alteraciones cardiacas
en relacién con tromboembolismos.

La patogenia de la microangiopatia
trombdtica estd relacionada con el in-

cremento de los niveles plasmadticos de
dcido metilmalénico y homocisteina.
Esta dltima modifica las propiedades
antitrombdticas del endotelio vascu-
lar al interferir en la inhibicién de la
agregacion plaquetaria mediada por
6xido nitrico, lo que favorece la unién
del activador del plasmindgeno tisular
al endotelio. La consecuencia es un in-
cremento de la expresién endotelial de
procoagulantes. Ademds, la homocis-
teina tiolactona, metabolito de la ho-
mocisteina, puede causar dafio celular
al inducir un acimulo intracelular de
radicales libres y el 4cido metilmaldni-
co puede interferir en el metabolismo
mitocondrial de las células renales. La
asociacion con el SHU es infrecuente,
aunque descrita, sobre todo, en neo-
natos®*, como se confirmé en nuestro
caso 1 y se sospechd en el caso 2. En
el momento del debut neonatal muchos
pacientes tienen ya insuficiencia renal,
que puede ser reversible con un trata-
miento precoz (hidroxicobalamina, be-
taina, folato y restriccion proteica)*”,
lo que no ocurrié en nuestros casos,
dado el diagndstico tardio. Por ello, es
fundamental una sospecha clinica pre-
coz, con lo que se puede intentar mejo-
rar, en lo posible, la funcion renal.
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Tabla 1. Datos bioquimicos y genéticos

Caso 1

Caso 2

Acido metilmalénico (orina)
Normal: 0,8-8,5 mmol/mol Cr

124 mmol/mol Cr

2150 mmol/mol Cr

Homocisteina (suero)
Normal: 3,7-7,5 mcmol/l

109 mcmol/I

85 mcmol/l

Mutaciéon en homocigosis en
el gen MMACHC (tipo CbIC)

¢.271dupA/c.271dupA

¢.271dupA/c.271dupA
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An uncommon cause
of linfadenopathy in

a kidney transplant
patient: Cat-scratch
disease

Nefrologia 2014;34(4):xx
doi:10.3265/Nefrologia.pre2014.May. 12474

Dear Editor,

Cat scratch disease (CSD) is an
infectious disease that usually presents
as a self-limiting illness characterized
by regional lymphadenopathy, fever and
constitutional symptoms in association
with a cat scratch or bite.'* In most cases,
Bartonella henselae is the etiologic agent
and cats are important reservoirs.>*
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We report a case of CSD in a 38-year-
old Caucasian female recipient of
a deceased kidney transplant since
2006 due to chronic renal failure of
unknown etiology. Her maintenance
immunosuppressive  treatment — was
mycophenolate mofetil and cyclosporine.
She was also medicated with calcium
carbonate, vitamin D, atenolol, folic
acid, fluoxetine, omeprazole, ferrous
sulfate.

Six years post transplantation the
patient was admitted to the hospital
with a 4-week history of asthenia,
low fever, loss of weight and multiple
painful cervical ganglions. There was
no previous history of tuberculosis.
She had close contact at home with
cats. On physical examination, the
patient had a temperature of 37,3°C,
pulse rate of 84/min, blood pressure of
134/88mmHg, respiratory rate of 16/
min and pulse oximetry of 100% in
ambient air. She had multiple bilateral
painful ganglions only in cervical
region (node size <4cm). There was no
rash. Examination of the lungs, heart
and abdomen revealed no abnormalities
including hepatosplenomegaly. The
graft was painless. Laboratory tests
revealed a white blood cell count
11,81x10"%/L  (neutrophils  65,8%,
lymphocytes 23,6%, monocytes 10%,
eosinophils  0,1%), normochromic-
normocytic anemia (Hgb 9,6g/dL);
creatinine 1,2mg/dL.  (basal value),
blood urea nitrogen 39mg/dL; protein C
reactive 143mg/L; LDH, SGOT, SGPT,
total bilirubin and alkaline phosphate
without alterations. Ultrasound cervical
ecography  demonstrated  multiple
ganglion formations.

She was observed on admission by an
otorhinolaryngologist who prescribed
metronidazole plus amoxicillin and
clavulanate for a nasopharynx’s
infection. Serologies for Epstein-Barr
virus, herpes virus, cytomegalovirus,
toxoplasmosis, brucella, leishmania,
and HIV infection were negative.
Blood culture was sterile. Chest and
abdominal CT scan without changes.
Quantiferon test for tuberculosis
was indeterminate. Peripheral blood
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Figure 1. Ganglion biopsy - Focus

of necrosis, some surrounded by
granulomatous inflammation in cortical
region (H&E, original magnification x40).

cytometry and cytometry of ganglion
did not showed immunophenotypic
alterations compatible with lymphoma.
An ganglion biopsy was performed
and histological examination revealed
reactive lymphadenitis with central
necrosis (Ziehl neelsen was negative)
alterations compatible with CSD
(Figures 1 and 2). She stopped the
initial antibiotherapy on the 6th of
internment (without improvement of
complains) and began azithromycin
500mg on day one, followed by 250mg
for four days. There has been a good
clinic improvement with involution
of ganglion swelling and resolution of
the pain and fever. One month later the
patient was asymptomatic, without any
signs of recurrence.

Figure 2. Ganglion biopsy - Focus of
stellateaspectnecrosiswithepithelioid
macrophages in the periphery (H&E,
original magnification x100).

This case report intends to
illustrate that the investigation of
an  immunocompromised  kidney
transplant patient presenting with
lymphadenopathy may constitute a
challenge given the wide differential
diagnosis  possible. The presence
of enlarged lymph nodes in those
patients should lead to post-transplant
lymphoproliferative disorders (PTLD)
as a first hypothesis; however more
benign and unsuspected causes must be
the cause.

The risk of PTLD is associated with
the degree of immunosupression, time
post transplant and the presence of
Epstein-Barr virus.®® Their incidence
is approximately 30 to 50 times greater
than in the general population and
comprises a wide histological spectrum
from hyperplastic appearing lesions,
non-Hodgkin lymphoma or multiple
myeloma histology.®®

Regional lymphadenopathy is the
hallmark of CSD in association with
mild constitutional symptoms and a
previous history of cat scratch or bite.'
In our case the investigation was wide
and extensive once this disease can
mimic the more common PTLD disease
or others infectious causes.”* In addition
to serological tests a lymph node biopsy
was performed to exclude lymphoma
or other malignant causes. It has been
proposed that at least three of four
criteria must be present to establish the
diagnosis of CSD: a) cat or flea contact;
b) negative serology for other causes
of adenopathy or sterile pus aspirated
from a node or a positive Bartonella
PCR assay or liver or spleen lesions
on CT scan; c) positive serology for
Bartonella henselae (EIA or IFA>1:64);
d) biopsy showing granulomatous
inflammation consistent with CSD
or a positive Warthin-Starry silver
stain.>*! The diagnosis of CSD in our
patient was based on the presence of a
cat contact history, negative serology
for other causes and a ganglion biopsy
compatible with CSD (Figures 1 and
2). Serologic methods for detection of
Bartonella henselae were not available
in our hospital and it was not possible
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to isolate this agent by culture. The
treatment of this entity is recommended
in immunocompromised patients due to
high risk for disseminated and recurrent
CSD.>?

Although CSD had rarely been reported
in kidney transplant patients it should be
considered in the differential diagnosis
of patients with lymphadenopathy and a
history of cat exposure.’ The absence of
easy complementary tests, the difficulty
in isolating the bacteria and the need
of tissue biopsy makes a difficult
diagnosis.
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Hipocalcemia e
hiperparatiroidismo
extremos tras
denosumab. ;Es
seguro este farmaco
en la enfermedad renal
cronica?
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Sr. Director:

Recientemente se ha publicado un caso
de hipocalcemia posdenosumab en NE-
FROLOGIA! y nos gustaria hacer una apor-
tacion sobre este tema. El denosumab es
un anticuerpo monoclonal anti-RANKL
(receptor activator of nuclear factor-x
B ligand) empleado en el tratamiento de
la osteoporosis como agente antirresor-
tivo. A diferencia de los bifosfonatos,
el denosumab no parece nefrotéxico? ni
precisa ajuste de dosis en la insuficien-
cia renal por su perfil farmacocinético y
farmacodindmico favorable'?. Sin em-
bargo, las alteraciones cualitativas del
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hueso de los pacientes con osteoporosis
no son comparables con el amplio es-
pectro de alteraciones en el remodela-
do 6seo que acompaiia a la enfermedad
renal crénica (ERC)*. Por este motivo
y en relacion con las alteraciones del
metabolismo mineral que produce el
denosumab, se podria poner en duda su
seguridad en esta poblacion. Describi-
mos una paciente con ERC avanzada
con hipocalcemia e hiperparatiroidismo
extremos tras la administracion conti-
nuada de denosumab.

Se trata de una mujer de 75 afios que
consulta por temblor, espasmos muscu-
lares y parestesias en las extremidades.
En los antecedentes personales destaca
una ERC estadio 5 verosimilmente se-
cundaria a nefroangioesclerosis y diabe-
tes mellitus. Es alérgica a la penicilina
y recibe tratamiento con insulina, doxa-
zosina, nifedipino GITS, torasemida,
acido acetil salicilico, hierro oral, eritro-
poyetina, paricalcitol y calcifediol. Fue
tratada, hasta 7 meses antes, con dcido
alendrénico 70 mg, que se suspendid al
iniciar denosumab 60 mg subcutdneo
semestral. Su nefrélogo desconocia la
prescripcion de este farmaco. Entonces
presentaba la siguiente analitica: crea-
tinina 3,6 mg/dl, calcio total corregi-
do 10,06 mg/dl, calcio i6nico 5,1 mg/
dl, fosfato 5,1 mg/dl, fosfatasa alcalina
157 U/, bicarbonato 27,6 mmol/l, hor-
mona paratiroidea (PTH) 436 pg/ml, 25
vitamina D 30,2 ng/ml. En la figura 1
se observa la evolucién de los pardme-
tros bioquimicos hasta la dltima analiti-
ca 14 dias posdenosumab. No acudi6 a
esta tltima revisién por no encontrarse
bien. Seis dfas mds tarde se comprueba
en Urgencias: urea 154 mg/dl, creatinina
6 mg/dl, calcio total corregido 4,36 mg/dl,
calcio i6nico 2,4 mg/dl, fosfato 6,7 mg/dl,
magnesio 1,3 mg/dl, fosfatasa alcalina
59 U/l, bicarbonato 18,6 mmol/l, PTH
1900 pg/ml. Electrocardiograma (ECG):
QT corregido (QTc) 440 ms. Se inicia
reposicion de calcio oral e intravenoso,
y calcitriol intravenoso, con desapari-
cion de la sintomatologfa. Tras 15 dfas
de reposicion parenteral, los pardmetros
analiticos se han normalizado (figura 1):
ECG: QTc 402 ms. La PTH se mantiene
en 1858 pg/ml.
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