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Respuesta a la carta al editor: El higado en enfermedades reumaticas

To the Editor:

Iimmensely appreciate the interest of Dr. Cortina in reading
our editorial,! and in the most cordial and respectful manner
I allow myself to answer his objections one by one:

1. In the editorial, I specifically referred to the biochemical
evaluation of cholestasis by means of liver function tests.
Therefore, it was not a review of any of the liver enzymes,
including the gamma glutamyl transpeptidase (GGT).
Cholestasis is an alteration that may involve the process
of bile formation or its flow, and it can occur everywhere,
from the basolateral membrane of the hepatocyte (sinu-
soid) until the ampulla of Vater.? The most elemental
marker of this alteration is the elevation of alkaline phos-
phatase (ALP) above 1.5 times the upper limit of normal.3
However, in addition to the liver, this enzyme is also pro-
duced in the bone, the intestine, the kidney, the placenta
and the leukocytes.?*# Therefore, the elevation of the ALP
can be a dilemma for the clinician, and thus, when evalu-
ating an increase of that enzyme, the first step is to deter-
mine its origin, and there are 3 basic ways to do it:
determining by electrophoresis, the isoenzyme of ALP of
hepatic origin, or measuring the 5’-nucleotidase or the GGT
in blood (> 3 times the upper limit of normal), which are
elevated in hepatobiliary diseases.* In clinical practice, is
used the measurement of these 2 enzymes. In this context,
one of the main clinical applications of the measurement
of GGT is precisely to identify the source of the elevation
of ALP,3>> and if it is elevated along with ALP, then it is most
likely that the elevation of ALP is originated at the hepato-
biliary level, since GGT is a very sensitive marker of liver
damage. It is not used in isolation to investigate cholesta-
sis, because in the majority of cases in which it is elevated
in isolated form, there is no cholestasis. The next step is to

determine the intra or extrahepatic origin of the cholesta-
sis. The importance of GGT in cholestasis lies in its excel-
lent negative predictive value.* It is not found in the bone,
and therefore it is particularly important in children with
elevation of ALP,346 since many physicians are often
uncertain about whether or not the elevation is due to a
hepatobiliary disease.34° In addition to the liver, it is also
present in the kidney, the pancreas, the spleen, the brain,
the seminal vesicles, and the heart, but its serum eleva-
tions seem to be originated mainly in the hepatobiliary
system.%> As can be seen, the discourse about the GGT in
the editorial was only concerning its importance in cho-
lestasis. Therefore, we do not understand the comment of
Dr. Cortina, requesting the revision of all the characteris-
tics of GGT, which are many, and in addition to the implica-
tions mentioned by him, it is also useful in other
hepatobiliary diseases, such as alcohol,” etc., and more
recently even to determine the fetal prognosis® and the
severity of periodontitis.?

2. Autoimmune hepatitis is an entity that is currently classi-

fied as types 1 and 11.19 The term “lupoid hepatitis” makes
reference to some patients studied in the 1960s, with a
florid clinical picture of autoimmune hepatitis, who had
also positive LE cells.!! These patients did not have SLE,
and therefore, they did not have either specific liver
involvement by this disease. For this reason, the experts
agree in insisting that this term should be abolished.!%14
The situation is similar to the “miserere colic” (Miserere
mei), used as synonym for appendicitis in antiquity, but
that probably corresponds to an intestinal obstruction.!
Regardless of what it intended to mean, the term disap-
peared when appendicitis and intestinal obstruction were
identified. Dr Cortina insists that although “lupoid hepati-
tis” may not exist, the same thing does not occur with
“lupus hepatitis,” which he considers that it does exist.
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However, the article with which he supports his assevera-
tion,'® says just the opposite: “there is evidence that SLE
by itself does not cause a specific, severe and progressive
hepatic injury” and what some authors consider “lupus
hepatitis,” is a mild and asymptomatic elevation of trans-
aminases that are normalized when the SLE is controlled
with steroids.”1® I personally consider that if it was thought
similarly for each alteration of the different organs in sys-
temic diseases, the scientific gibberish would be unsus-
tainable: “pneumonic hepatitis” for the hepatic alteration
seen in pneumonia, “septic hepatitis” for that found in
sepsis, “arthritic hepatitis,” etc.

. Regarding the request of Dr. Cortina that it would have
been preferable to write an editorial for all articles of that
issue of the Journal, it is very important to mention a few
basic concepts. When an editorial is written, is in order to
analyze and comment on an article, usually original, that
the editor has chosen, and that is the only article that the
guest writer knows. Yet, there are minimum points to be
considered by the editorialist when commenting on a pub-
lication. Among those are the rigor of the methodology
used, which includes the type of design, calculation of the
sample size, blinding (single or double bind), randomiza-
tion, losses to follow-up, measurement of variables, biases,
confounding variables, etc., that is, the internal validity of
the article that has been entrusted to him. Based on the
foregoing and on the expertise of the guest, he will make
the respective inferences and the contribution that he
could make, or not, to current knowledge. It is never a
document to make unfounded praises or criticisms. The
article entrusted to us was a review article.

. Regarding the liver involvement in SLE, although occa-
sional in adults,’”-1? it has been demonstrated for a long
time, independently of the “personal conviction” of Dr.
Cortina. This association was never denied in the editorial.
In this regard, in the document was chosen what we
thought it was a challenge in daily practice: to establish
whether a specific patient has hepatitis as a systemic
involvement of SLE versus an original autoimmune hepa-
titis with rheumatic manifestations. We commented what
we believe it would be useful to focus on the dilemma,
including the liver biopsy with the characteristic findings
of AIH. Dr. Cortina makes us realize about the liver biopsy,
whose importance had already been described in the edito-
rial. By the way, who must interpret a liver biopsy is a
hepatopathologist, i.e. a pathologist devoted to the pathol-
ogy of the liver, not an internist-gastroenterologist-pathol-
ogist, which, currently, does not exist!

REFERENCES

1. Otero W. El higado en reumatologia. Rev Colomb Reumatol.
2015;22:1-3.

2. Elias E. Jaundice and Cholestasis. In: Dooley JS, Lok A,
Burroughs AK, Heathcote J, editors. Sherlock’s diseases of the
liver and biliary systems. Wiley-Blackwell, 2011. p. 234-56.

3.

4.

10.

11

12.

13.

14.

15.

16.

17.

18.

19.

Siddique A, Kowdley KV. Approach to a patient with elevated
serum alkaline phosphatase. Clin Liver Dis. 2012;16:199-229.
Connell MD, Dinwoodie AJ. Diagnostic use of serum alkaline
phosphatase isoenzymes and 5-nucleotidase. Clin Chim Acta.
1970;30:235-41.

. Poterucha JJ. Liver enzymes. evaluation of elevated liver

enzymes. Clin Liver Dis. 2012;16:183-98.

. Moss DW, Henderson AR, Kachmar JF. Enzymes. In: Tietz

N, editor. Fundamentals of clinical chemistry. 3rd edition.
Philadelphia: WB Saunders; 1987. p. 346-417.

. O’Shea RS, Dasarathy S, McCullough AJ. Alcoholic liver

disease. Am ] Gastroenterol. 2010;105:14-32.

. Bardin R., Ashwal E, Davidov B, Danon D, Shohat M, Meizner

I. Nonvisualization of the fetal gallbladder: Can levels of
v-glutamyl transpeptidase in amniotic fluid predict fetal
prognosis? Fetal Diagn Ther. 2015 [Epub ahead of print].

. Sreeram M, Suryakar AN, Dani NH. Is gamma-glutamyl

transpeptidase a biomarker for oxidative stress in
periodontitis? J Indian Soc Periodontol. 2015;19:150-4.
Manns MP, Czaja AJ, Gorhman JD, Krawitt EL, Mieli-Vergani
G, Vergani D, et al., American Association for the Study of
Liver Diseases. Diagnosis and management of autoimmune
hepatitis. Hepatology. 2010;51:2183-213.

. Mackay IR, Taft LI, Cowling DC. Lupoid hepatitis and the

hepatic lesions of systemic lupus erythematosus. Lancet.
1959;1:65-9.

Hodgson HJF. The liver in systemic disease. In: Dooley JS, Lock
ASF, Burroughs AK, Healthcote EJ, editors. Sherlock’s diseases
of the liver and biliary system. Wiley-Blackwel; 2011. p. 615-
31.

Hischfield GM, Heathcote EJ. Autoimmune hepatitis
andoverlapp sindromes. In: Dooley JS, Lock ASF, Burroughs
AK, Healthcote EJ, editors. Sherlock’s diseases of the liver and
biliary system. Wiley-Blackwel; 2011. p. 452-77.

Bassendine MF. Primary biliary cirrhosis. In: Dooley JS, Lock
ASF, Burroughs AK, Healthcote EJ, editors. Sherlock’s diseases
of the liver and biliary system. Wiley-Blackwel; 2011. p. 329-
41.

Nebril BA. El célico miserere (Miserere mei). Aportaciones
sobre su etimologia y caracteristicas clinicas e hipdtesis
sobre su aparicién en la literatura médica de los siglos XVII-
XVIIL Rev Esp Enf Dig. 2001;93:176-80.

Bessone F, Poles N, Roma MG. Challenge of liver disease in
systemic lupus erythematosus: Clues for diagnosis and hints
for pathogenesis. World ] Hepatol. 2014;6:394-409.

De Santis M, Crotti C, Selmi C. Liver abnormalities in
connective tissue diseases. Best Pract Res Clin Gastroenterol.
2013;27:543-51.

Betancur JF, Jiménez DF, Bonilla-Abadia F, Tobén GJ.
Compromiso hepatico de las enfermedades autoinmunes
sistémicas. Rev Colomb Reumatol. 2015;22:47-58.

Abraham S, Begum S, Isenberg D. Hepatic manifestations

of autoimmune rheumatic diseases. Ann Rheum Dis.
2004;63:123-9.

William Otero R.

Principal Professor of Medicine, Gastroenterology Coordinator,
Universidad Nacional de Colombia, Bogotd, Colombia

E-mail address: waoteror@gmail.com

2444-4405/© 2014 Asociacién Colombiana de Reumatologia.

Publised by Elsevier Espana, S.L.U. All rights reserved.



