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bajo tratamiento crénico con opiaceos. Esta alteracion
de la motilidad esofagica ha sido denominada: disfuncion
esofagica inducida por opiaceos (OIED, por sus siglas en
inglés)'°. Por otro lado, se sugiere que la suspension del
tratamiento con opiaceos revierte la alteracion motora
del esofago.

El mecanismo de estos efectos no esta claro. Se ha suge-
rido la implicacion de la via del 6xido nitrico como causa
subyacente en los efectos derivados de los opiaceos en la
motilidad del es6fago’.

Considerando nuestro caso y de la revision de la
literatura, se puede concluir que el uso crénico de
opiaceos podria inducir trastornos de la motilidad eso-
fagica, fundamentalmente trastornos motores que cursan
con relajacion patologica del esfinter esofagico inferior
e hipertonia del mismo, similares a una acalasia u obs-
truccion funcional de la UEG. Por tanto, se debe de
tener en cuenta a estos farmacos en el diagnostico
diferencial de los trastornos motores esofagicos y, por
otro lado, tener precaucién en la interpretacién de una
manometria esofagica en pacientes en tratamiento con opia-
ceos.
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Tibolone-induced acute
hepatitis: Well-known drug,
little-known complication

@ CrossMark

Hepatitis Aguda por Tibolona: Medicamento
Comun, Alerta Incomun

With an increase of prescription medication and herbal sup-
plemental use, drug induced liver injury (DILI) has become
progressively a more important entity when considering
acute hepatitis aetiology. The unpredictable fashion and
low frequency of idiosyncratic DILI, along with the highly
variable clinical scenerios it can assume, turns DILI into
an under-recognised event. Therefore, clinical suspicion,
thorough medical history and many a time confirmatory
histology remain the most relevant clues for diagnosis and
imputability.

Tibolone is a synthetic oestrogen commonly used to mini-
mize menopause symptoms. It is usually well tolerated and
liver toxicity has been previously reported only in three
occasions.'* The authors report a case of tibolone acute
hepatitis with cytolytic pattern.

A 45-year-old female was referred to the Hepatology
Clinic because of abnormal liver function tests. She was
asymptomatic and denied fever, rash, anorexia or malaise.
The physical examination was unremarkable: no jaundice,
no scratch lesions, liver and spleen were not palpable. She
had no history of alcohol intake and denied over the counter
use of drugs or herbal products. She also denied extramarital
sexual contacts and recent travels abroad.

In her medical history, she pointed out that due to meno-
pausal symptoms, she had been prescribed, 6 months earlier,
with tibolone 2.5 mg, which she has been taking regularly.
Just before starting, she had a complete blood count and
liver function tests with normal profile. She presented now
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with asymptomatic rise of ALT and AST (600Ul/mL and
280 Ul/mL, respectively) and GGT of 400 Ul/mL, with nor-
mal ALP. Coagulation tests were normal as bilirubin and
lipid profile. Abdominal ultrasonography showed no hepa-
tomegaly, biliary duct dilation or portal vein thrombosis.
Serology for hepatitis A, B and C virus, Epstein-Barr virus,
Herpes simplex virus and Cytomegalovirus yielded negative
results. Also, hepatitis B DNA, hepatitis C and hepatitis E
RNA were undetectable on polymerase chain reaction. Tes-
ting for primary biliary cirrhosis and autoimmune hepatitis
did not reveal autoantibodies. Iron and copper studies were
normal.

Therefore a percutaneous liver biopsy was performed and
showed preserved architecture, portal necroinflammatory
lesions and ceroid-like pigments accumulation in macropha-
ges. These lesions of non-specific hepatitis were compatible
with drug induced injury (Fig. 1). Tibolone-induced liver
injury was suspected and the drug was discontinued.

After tibolone discontinuation, liver tests went back to
normal in less than 3 weeks. The RUCAM scale summed a
total of 9 points, suggesting DILI from Tibolone was highly
probable.

There is no hallmark test or a specific marker for the dia-
gnosis of DILI. Routine biochemical tests, serologic markers,
tissue biopsy and liver imaging are usually the first battery of
investigations conducted to identify causes of (acute) liver
disease.

There are 3 patterns of DILI: hepatocellular, cholestatic
and mixed. In the first one, there is a predominant cytolytic
injury resulting in elevation of serum transaminases before
jaundice. Cholestatic injury is defined as a R-value (eleva-
tion of ALP greater than 2 times the upper limit of normal
and/or the ratio of serum ALT/serum activity of ALP) <2.* An
R-value ranging from 2 to 5 characterizes mixed DILI and a
R-value > 5 it characterizes hepatocellular DILI (our patient
had a R-value=12).*

Although not mandatory in every case, a liver biopsy may
become essential in cases of acute on chronic liver failure
to estimate underlying fibrosis and to assess the chance of
recovery versus the need for liver transplant. Histology is
also important for establishment of causality in some acute
lesions, many times helping to rule out other causes of liver
disease.’ In a series of 83 consecutive patients with non-
viral clinical acute hepatitis syndrome, 18% were due to drug
induced liver lesions.®

Although consensus expert opinion following a thorough
evaluation for competing etiologies is the current gold
standard for establishing causality in individuals with sus-
pected DILI, is not widely available and therefore it is not
recommended for clinical practice.* The RUCAM scale is an
instrument to facilitate the causality attribution for sus-
pected DILI. Scores are often grouped into likelihood levels
of ‘‘excluded’’ (score <0), ‘unlikely’’ (1-2), ‘‘possible’’
(3-5), ‘‘probable’’ (6-8), and ‘‘highly probable’’ (>8).*
RUCAM is useful in providing a diagnostic framework upon
which to guide an evaluation in patients with suspected DILI,
however, it should not be used as the sole diagnostic tool in
isolation owing to its suboptimal retest reliability and lack
of robust validation.

Tibolone is a 19-nortestosterone derivative with a weak
androgenic effect, and a synthetic steroid analogue for
the treatment of postmenopausal climacteric symptoms.’

Figure 1  (a and b) PAS stain. Histological views x200 sho-
wing portal inflammatory lesions (white arrow) and ceroid-like
pigments accumulation in macrophages (yellow arrow).

Tibolone, like most steroids, is extensively metabolized in
the liver.®

Only three cases have been reported relating tibo-
lone with liver injury: in one, acute cholestatic liver
damage occurred in a patient with UGT1A mutation, while
undergoing therapy with concomitant flavoxate for urinary
incontinence;' another patient developed acute hepatitis
with prolonged cholestasis and vanishing bile duct syn-
drome, but with concomitant use of St John’s wort infusions,
making probable an interaction between the herbal prepa-
ration and tibolone.? The only case with exclusive tibolone
involvement had a cholestatic pattern, with no histology
available supporting this aetiology.?

The fact that our patient had no previous history of
liver disease, the negative complementary study and the
rapid normalization of liver tests after drug discontinuation,
together with the supporting histological proof of toxicity,
support the diagnosis of DILI. To the best of our knowledge,
this is the first case of tibolone acute hepatitis with cytolytic
pattern.

Despite advances in the understanding and in assessing
causality in DILI, it is necessary to rely heavily on clinical
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judgement and expert input when making decisions regar-
ding the likely cause of an acute liver injury.® A thorough
examination of the circumstances of the liver injury include:
defining a clear time of onset (latency) and response to with-
drawal, confirming the absence of risk factors predisposing
to other possible causes and using histology in unpredictable
and/or unclear cases. All these strategies are the main
tools to corroborate a high index of suspicion and to define,
as in this case, the causality of a drug induced liver injury.
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Coledocolitiasis como causa de
elevacion importante del
marcador tumoral CA 19-9

@ CrossMark

Significantly elevated CA 19-9 levels in a
patient with choledocholithiasis

ELl CA 19-9 es un antigeno carbohidratado utilizado comUn-
mente como marcador tumoral en neoplasias pancreaticas.
Es una herramienta que apoya el diagndstico, detecta la
recurrencia en neoplasias tratadas y monitoriza la respuesta
al tratamiento, no siendo Util en el screening del carcinoma
pancreatico. Si bien, elevaciones muy marcadas, obligan a
descartar un proceso neoformativo de este tipo como pri-
mera posibilidad en un paciente con ictericia obstructiva,
se han descrito casos de elevacion extrema del marcador en
enfermedad benigna de la via biliar.

Presentamos el caso de una paciente de 69 anos,
con importante habito tabaquico, consumidora de alcohol.
Acude a urgencias por cuadro de una semana de dolor epi-
gastrico progresivo, irradiado en cinturon, que empeora
con la ingesta e ictericia; sin fiebre ni pérdida ponderal.
En la exploracién fisica destaca Unicamente la ictericia
mucocutanea ya referida, siendo la exploracion abdominal

anodina. En la analitica sanguinea presenta una bilirrubina
total 41,07 mg/dl (valores normales: 0,2-1,2mg/dl), AST
371U/1 (4-50U/1), ALT 568 U/l (5-40U/1), GGT 2.590 U/ (10-
50U/1), LDH 324 U/l (140-250U/1), FAL 757 U/1 (53-128 U/1),
amilasa y lipasa normales, PCR 24mg/l (0-5mg/l) y leuco-
citosis. Ingresa con sospecha de carcinoma biliopancreatico
como primera posibilidad. En exploraciones posteriores des-
taca un CA 19-9>12.000UI/ml (0-37Ul/ml), con antigeno
carcinoembrionario (CEA) normal. En la ecografia abdomi-
nal, se observa coledocolitiasis, con dilatacion de la via
biliar intrahepatica y extrahepatica, vesicula con conte-
nido litidsico en su interior, y parénquima pancreatico sin
alteraciones. La TC abdominal y la ecoendoscopia, confir-
man la sospecha de coledocolitiasis distal con dilatacion
de la via biliar (figs. 1 y 2), litiasis vesicular y un parén-
quima pancreatico, sin alteraciones. De manera espontanea
presenta, 48 h tras el ingreso, un descenso de los niveles
de bilirrubina total y CA 19-9, siendo de 19,77 mg/dl y de
1.473 Ul/ml, respectivamente. Se realiza CPRE con esfin-
terotomia, objetivandose salida de litiasis de importante
tamano y barro biliar. Los niveles de bilirrubina descendieron
paulatinamente de forma paralela a los del CA 19-9, siendo
sus niveles de 10,13 mg/dl y 366,4Ul/ml, respectivamente
en el momento del alta. Un mes tras el alta, el CA 19-9 es de
22 Ul/mly no se observa enfermedad pancreatica, ni de via
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