Development of Sclerosing
Cholangitis During Long-Term
Interferon-Alpha-2b Therapy

Treatment of hemato-oncologic  and
chronic viral hepatitis with alpha-interfer-
on (IFN) is usually safe, Common side
effects are bone marrow suppression and a
flu-like syndrome. More serious undesir-
able effects are the induction of autoim-
mune-related phenomena, such as a posi-
tive rheumatoid factor (RF), islet cell-,
antinuclear  (ANA)-, smooth muscle
(SMA)-, antimitochondrial (AMA)-, adre-
nal medullary and antineutrophile cyto-
plasmatic (ANCA) autoantibodies, as well
as the development of interstitial pneumo-
nia, autoimmune hemolytic anemia and
cholestatic liver disease (1,2).

[n 1993 a 56-year-old male patient under-
went resection of a renal cell carcinoma.
[FN treatment (10 million [U/day 5 days a
week) was started immediately because of
multiple lung metastasis. In May 1995 the
patient developed an intrahepatic cholesta-
sis with positive p- and c-ANCAs, a
macrocytic anemia with positive antiparie-
tal cell autoantibodies (PCA) and a type A
gastritis with a decreased Vitamin BI12
serum level. A positive RF, positive SMA
and thyroidal autoantibodies (TAK) with-
out dysthyroidism were detected. On endo-
scopic retrogade cholangiopancreaticogra-
phy (ERCP) the cholangiogram imitated a
primary sclerosing cholangitis (PSC) (Fig-
ure 1), Infectious and other autoimmune
causes of cholestatic liver disease were
excluded by several serological tests and a
liver biopsy. Three months after discontin-
uation of IFN all liver enzymes, the
Vitamin B12 and the hemoglobin levels
were in the normal range, the cholangio-
gram had completely normalized (Fig-
ure 2) and all other autoimmune phenom-
ena had disappeared.

We conclude that IFN can induce an
intrahepatic  cholangitis imitating PSC.
[FN is an immune-modulating drug, induc-
ing autoantibody production, the deteriora-
tion of preexisting autoimmune disorders
and even the development of autoimmune
diseases. In one patient, treated with IFN
for chronic hepatitis C, interstitial pneumo-
nia, haemolytic anaemia and cholestatic
liver disease occurred; an ERCP was not
performed (2). Five to ten percent of
patients treated with IFEN develop TAK:
dysthyroidism is rare. One of the following
autoantibodies — SMA, PCA, ANA, AMA
— or adrenal medullary autoantibodies ap-
peared in 32.8% of patients under IFN
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Figure 1: ERCP in May 1995: During IFN treat-
ment the intrahepatic bile ducts showed an
irregular wall; they are incompletely filled.

treatment (3—5). The occurrence of dia-
betes mellitus with or without detectable
islet cell antibodies or ANA-positive ar-
thritis is rare (3,5). To our knowledge our
patient is the first case developing chole-
static liver disease imitating PSC docu-
mented by ERCP during and after IFN
treatment.

I. Meuthen', L. Bihcken?

! Clinic of Medicine

2 Clinic of Urology, Cologne City Clinic,
Holweide Hospital, Cologne, Germany

References

1. Adam Z. Adverse effects of interferon
alfa. Vnitr Lek 1994; 40: 127-9.

2. Hizawa N, Kojima J, Kojima T, et al. A
patient with hepatitis C who simulta-
neously developed interstitial pneumo-
nia, hemolytic anemia and cholestatic
liver dysfunction after alpha-interferon
administration. Intern Med Japan 1994;
33: 337-41.

Figure2: ERCP in August 1995: Three months
after discontinuation of IFN therapy the cholan-
giogram is normal.

3. Imigawa A, Itho N, Hanafusa T, et al.
Autoimmune endocrine disease iduced
by recombinant interferon-alpha ther-
apy for chronic type C hepatitis. J Clin
Endocrinol Metab 1995; 80: 922-6.

4. Marcais O, Hanslik B, Coste F, et al.
Autoimmune biologic anomalies in 35
patients with chronic viral hepatitis
treated over six months with interferon
and follow up over a year. Rev Med
Intern 1993; 14: 1009,

5. Okanoue T, Sakamoto S, Yasui K, et al.
Side effects of interferon on endocrine
and respiratory system in 545 cases of
chronic hepatitis C. Nippon Shokaki-
biyo Gakkai Zasshi 1994; 91: 995—
1002.

Corresponding Author

1. Meuthen, M.D.

Clinic of Medicine
Cologne City Clinic
Holweide Hospital
Neufelderstrafie 32
51058 Cologne, Germany

This document was downloaded for personal use only. Unauthorized distribution is strictly prohibited.



