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Flutamide Induced Liver Injury in Female Patients
Nikola Malešević, Goran Bokan, Vlado Đajić
ABSTRACT
Flutamide is the active substance of the drug and belongs to the group of
drugs that have antiandrogenic effect. Flutamide prevents the action of male
sex hormones, i.e. suppresses the action of testosterone and
dihydrotestosterone. Primarily, the indications for the use of flutamide refer
to males and the treatment of advanced prostate cancer. It is also used in
the treatment of patients with testicles surgically removed, and in patients
who have not responded to another type of therapy or do not tolerate other
types of treatment. The efficacy of flutamide has also been proven in the
treatment of acne, hirsutism and alopecia in men and women with polycystic
ovaries. It is important to emphasize that flutamide can cause severe side
effects, above all liver damage, so it is not justified to use it in the treatment
of conditions other than prostate cancer. Numerous data on hepatotoxicity
(retrospective, prospective studies, case reports, surveillance study) were
available in literature, which ranged from asymptomatic to acute, fulminant
hepatitis that ended in transplantation, i.e. fatal outcome. In our paper, a
review of the literature with case reports of notably hepatotoxicity is
presented along with a case from our clinical practice.
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I. INTRODUCTION
Flutamide (FLU) is a non-steroidal oral antiandrogen, that
acts by competitive inhibition of the binding of testosterone and
dihydrotestosterone to the intracellular androgen receptor [1].
Flutamide was approved for use in therapy of prostate cancer
[2]. Flutamide’s antiandrogen effects have also been applied to
the therapy of hyperandrogenic states both in men and women,
including acne, hirsutism, and alopecia in women with
polycystic ovarian syndrome (PCOS) [3], [4]. The incidence of
flutamide-induced hepatotoxicity is < 0.18% [1], [5]. There is
concern about idiosyncratic FLU hepatotoxicity, which can
result in cholestasis, jaundice and liver necrosis and has also
rarely necessitated liver transplantation or led to death [6]-[8].
Because of the potentially serious hepatotoxicity of flutamide,
its use outside of therapy of malignant disease is not
recommended [9].
This paper consolidates hepatotoxicity cases in female
patients from 1993 to 2011 with different outcomes and
presents a case report from our clinical practice.
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II. CASE PRESENTATION
Our case was a 52-year-old woman who was referred to an
endocrinologist for treatment of hormone imbalance. The
doctor prescribed flutamide (375 mg a day for the first month
and 250 mg a day for the second month) without preliminary
tests to check liver function. At the end of the first cycle (lasting
2 months), the prescription was renewed (250 mg a day for
another 2 months). No hematological tests were performed. She
was not taking any other drugs and abstained from alcohol.
Nearly 3 months after the start of treatment, the woman
presented many symptoms: nausea, vomiting, dark urine, pale
stool, pruritus and jaundice. Blood tests showed raised
concentrations of aminotransferase enzymes (aspartate
aminotransferase 912 IU/L, alanine aminotransferase 971 IU/L,
γ-glutamyl transpeptidase 375 IU/L) and increased total
bilirubin (203,8 μmol/L). The patient was immediately
admitted.
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After exclusion of viral or toxic hepatitis, acute hepatitis due
to flutamide use was diagnosed. Flutamide withdrawal was
followed by reduction and normalization of aminotransferase
levels. One year later, control FibroScan showed grade 3
steatosis and grade 1 fibrosis.

III. DISCUSSION
Flutamide is an antiandrogenic drug that is completely
absorbed from the digestive tract and is usually well tolerated
in most patients. Diarrhea occurs in a certain number due to
poor tolerability, but its side effects are much more significant,
manifested in the form of hepatotoxicity [10].
In the past, this drug has had a much wider application in
both sexes. In women, it has been used in the treatment of acne,
hirsutism, alopecia and PCOS [1], [2]. While in men, its use is
justified only in advanced forms of prostate cancer. The
mechanism of action of the drug is competitive inhibition of the
binding of testosterone and dihydrotestosterone to intracellular
androgen receptors that block the activity of endogenous
androgens [7], [11].
There are numerous retrospective and prospective studies,
case reports, surveillance studies in the literature that support
the hepatotoxicity of Flutamide. We emphasized the review of
the literature and singled out case reports of hepatotoxicity in
female patients, and we also presented a case from our clinical
practice.
The incidence of flutamide-induced hepatotoxicity is less
than 0.18% and it is an idiosyncratic hepatotoxic mechanism
that can manifest as a predominantly hepatocellular or
predominantly cholestasis type of damage [1], [5]. According
to the severity of clinical manifestations, the range of
manifestations of side effects ranges from asymptomatic to
acute, fulminant hepatitis, i.e. acute liver failure, up to a lethal
outcome. Cases of death have also been reported after liver
transplantation [12], [13].
Table 1 presents a review of literature spanning from 1993 to
2011, which describes cases of hepatotoxicity after the use of
flutamide in female patients. The youngest patient who
developed acute liver damage, i.e. a severe clinical picture, was
fourteen years old and fully recovered after a liver transplant
[14].
Osculati et al. [17] in 2006 presented the case of an eighteenyear-old patient with a severe form of hepatotoxicity who died
after a liver transplant. According to data from the literature
[12], [13], [15], [16], [18] recorded cases of hepatotoxicity with
moderate and severe clinical picture ended in complete
recovery.
In a relatively recent study, Brahm et al, presented seven
patients with hepatotoxicity, with an average age of 29.1 years
(range 20-44 years). Five of the seven patients had severe liver
damage and underwent liver transplantation, one of whom died.
Two patients who had fully recovered had had a milder clinical
form [7].
Compared to other authors, the patient from our case report
is the oldest reported case of hepatotoxicity in women who
DOI: http://dx.doi.org/10.24018/ejmed.2020.2.5.476

reached complete recovery
discontinuation of the drug.

of

liver

function

after

TABLE 1: HEPATOTOXICITY OF FLUTAMIDE IN FEMALE PATIENTS; REVIEW OF
CASE REPORTS

Case report
study
Wallace et al
[12]
Wysowski et
al [13]
Andrade et
al [14]
Garcia
Cortés et al
[15]
De Amorim
et al [16]
Osculati et al
[17]
CasteloBranco et al
[18]
Brahm et al
[7]

Age

Severity of
hepatotoxicity

Outcome

20 years

Moderate-severe

Heal

46 years

Severe

Heal

14 years

Severe

Liver transplantation;
Heal

14 years

Severe

Heal

21 years

Mild

Heal

18 years

Severe

Liver transplantation;
Death

Severe

Heal

5 out of 7: Severe
2 out of 7: Mild

5 Liver
transplantation
1 Death
Heal

26 years
29,1 years
(range: 20-44
years);
7 patients

IV.CONCLUSION
By careful selection of available data - cases and detailed
analysis of our clinical case, it can be concluded that flutamide
has the only justified use in the treatment of prostatic tumor.
Simply put, its use is not justified in females in the treatment of
acne and hirsutism. The spectrum of hepatic impairment caused
by flutamide varies from moderate to severe, and the end result
after discontinuation of therapy ranges from complete cure to
fatal consequences.
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