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Chelidonium majus-Induced Acute Hepatitis
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The use of traditional folk remedies is increasing throughout Asia. Chelidonium majus,
a popular herbal remedy, is used to treat abdominal pain caused by various gastroin-
testinal disorders, including gastric ulcer, gastritis, and biliary tract disease, because of
its morphine-like effect. We encountered a 62-year-old woman with acute hepatitis, in
which C. majus was suspected to be the etiological factor. The patient had taken high
dose of C. majus extract for the preceding 60 days. The clinical context and the temporal
association between the start of the herbal medicine treatment and her liver injury al-
lowed us to attribute a causative role to C. majus. The diagnosis was confirmed by liver
biopsy and the Council for International Organizations of Medical Sciences/Roussel
Uclaf Causality Assessment Method (CIOMS/RUCAM) scale. After C. majus was dis-
continued, the liver function was restored to normal. In conclusion, because the use of
phytotherapy is increasing, we wish to raise awareness of the potential adverse effects
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of C. majus. (Ewha Med J 2014;37(1):60-63)

Introduction

Medicinal herbs, defined as preparations concocted by an unau-
thorized layperson [1], are used widely in Asian countries because
they are easily available and are believed to be harmless. Despite
this belief, hepatitis, and even fulminant hepatitis, associated with
medicinal herbs has been reported. According to previous reports,
drug-induced liver injury accounts for 2~40% of all liver injury [2-
4]. Chelidonium majus (C. majus), a widely used medicinal herb,
is taken for its choleretic and spasmolytic properties by patients
with biliary disorders, dyspepsia, and irritable bowel syndrome [5].
When the fresh latex of C. majus is ingested, severe irritation of the
oral mucosa, throat, stomach, and gut can occur. When the plant
is applied to the skin, it can cause irritation, blisters, and allergic
contact dermatitis [6]. Although its mechanism remains unclear, C.
majus could lead to hepatotoxicity presenting as acute cholestatic
hepatitis [7,8]. Here, we describe a case of acute C. majus-induced

hepatitis.
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Case

A 62-year-old woman was admitted to our hospital with symp-
toms of anorexia, dyspepsia, nausea, abdominal discomfort, and
jaundice of 14 days” duration. Her medical history included no
hepatic disease or metabolic disease, such as diabetes mellitus or
hypertension. She reported no alcohol consumption, smoking, or
hepatotoxic drug abuse, including nonsteroidal anti-inflammatory
drugs. The patient had taken 400 mL of C. majus solution daily for
the preceding 60 days for knee arthralgia. When she was hospital-
ized, her use of C. majus was discontinued. On physical examina-
tion, she was alert and well-oriented, but with icteric sclera and a
palpable liver on inspiration. On admission, her laboratory results
were: total bilirubin 1.95 mg/dL (normal range, 0.2 to 1.4 mg/dL),
alanine aminotransferase 327 IU/L (normal range, 0 to 40 IU/L),
aspartate aminotransferase 711 TU/L (normal range, 0 to 40 IU/
L), alkaline phosphatase 571 IU/L (normal range, 105 to 357 IU/
L), y-glutamyl transpeptidase (GTP) 955 IU/L (normal range, 9
to 42 TU/L), serum albumin 3.9 g/dL (normal range, 3.3 to 5.2 g/
dL), creatinine 0.79 mg/dL (normal range, 0.8 to 1.5 mg/dL), and



sodium 140 mmol/L (normal range, 135 to 145 mmol/L). Her
international normalized ratio was 1.02 (normal range, 0.8 to 1.2).
Her blood cell counts and other common blood tests, including
electrolytes, were normal. The results of serological tests, including
for HBsAg, HBeAg, anti-HBe, anti-HBcIgM, anti-HBcIgG, anti-
HCV, HCV-RNA, and anti-HAV-IgM, were negative. Serological
tests for autoimmune disorders, including anti-nuclear antibodies,
anti-smooth muscle antibodies, liver-kidney-microsomal antibod-
ies, anti-mitochondrial antibodies, and anti-neutrophil cytoplasmic
antibodies, were negative. Her serum ceruloplasmin, urinary cop-

per excretion, and ferritin were also normal. Abdominal ultrasound
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showed a mildly fatty liver. The patient underwent a percutaneous
liver biopsy. Pathological analysis of the liver biopsy revealed mod-
erate lobular hepatitis with hepatocyte ballooning degeneration
and numerous acidophil bodies. The portal area also showed mild
inflammation consisting of lymphocytes and eosinophils (Fig. 1).
The patients R value was 5.11, indicating hepatocellular drug-in-
duced liver injury [9]. The Council for International Organizations
of Medical Sciences/Roussel Uclaf Causality Assessment Method
(CIOMS/RUCAM,) scale was applied, revealing highly probable
drug-induced liver injury (Table 1) [10]. The management of acute
hepatitis focused on monitoring the patient’s liver function and

Fig. 1. Histologic findings. (A) Histologic findings of liver reveals lobular inflammation showing frequent acidophil necrosis and hepatocyte bal-
looning (H&E, x200). (B) Histologic findings of liver reveals mild portal lymphocytic and eosinophilic inflammatory cell infiltration (H&E, x200).

Table 1. The Council for International Organizations of Medical Sciences/Roussel Uclaf Causality Assessment Method (CIOMS/RUCAM) scale of
the patient [10]

Type of liver injury Hepatocellular Points
Time of onset of the event First exposure
Time from drug intake until reaction onset 5to 90 days +2
Time from drug withdrawal until reaction onset <15 days +1
Risk factors No alcohol +0
Age >55 years +1
Course of the reaction >500% improvement 30 days +2
Concomitant therapy None +0
Exclusion of nondrug-related causes Rule out +2
Previous information on hepatotoxicity Reaction published but unlabeled +1
Response to re-administration Not done +0
Score analysis Highly probable +9
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Fig. 2. Hepatic enzymes (AST, ALT) and total bilirubin behavior. AST,
aspartate aminotransferase; ALT, alanine aminotransferase.

her symptoms. In the four days after her admission, the patient’s
aminotransferase, total bilirubin, alkaline phosphatase, and y-GTP
levels and her symptoms had improved (Fig. 2). The patient was
discharged on day 12, with plans for outpatient follow-up, and re-
mained symptom free at a visit to the outpatient clinic one month

later.

Discussion

Chelidonium majus L., also called the greater celandine, swallow-
wort, or bag-gul-chae in Korean, belongs to the poppy family Pa-
paveraceae [11]. It is an important plant in Western phytotherapy
and traditional Chinese medicine. C. majus is used to treat chole-
static hepatitis, gastric ulcer, irritable bowel syndrome, oral infec-
tions, pain induced by biliary disease, skin eruptions, quadriplegia,
and tuberculosis in Western phytotherapy. The juice of the plant
is a known herbal medicine, used to remove warts and skin ulcers
[12,13]. In traditional Chinese medicine, C. majus is used to treat
blood stasis, reduce the pain induced by gastric ulcer, promote dier-
esis, treat cholestatic hepatitis, and treat abdominal pain induced by
biliary disease [13,14]. Although C. majus has important therapeu-
tic activities, its fresh latex and herbal preparations can have several
toxic effects, such as severe irritation of the oral mucosa, throat,
stomach and gut, allergic contact dermatitis, and acute cholestatic
hepatitis. In Korea, C. majus is used as a medicinal herb to relieve
the pain induced by gastric ulcer or biliary disease. Nevertheless,
the hepatotoxicity of C. majus has never been reported in Korea.

It is difficult to establish a causal relationship between a medici-

nal herb and hepatotoxicity because specific diagnostic methods are
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usually unavailable [15]. For this reason and because there is a lack
of reliable appropriate biomarkers, several diagnostic scoring sys-
tems have been developed for the diagnosis of drug-induced liver
injury, such as the CIOMS/RUCAM scale, the Naranjo probability
scale, and the Maria and Victorino clinical scale. The CIOMS/
RUCAM scale, which is the most commonly used scoring system,
is based on seven domains: chronology, risk factors, concomitant
drug use, search for other etiologies, existing information on the
drug’s hepatotoxic potential, and response to rechallenge. This scor-
ing system also categorizes the degree of suspicion as highly prob-
able (score>8), probable (score 6~8), possible (score 3~5), unlikely
(score 1~2), or excluded (score 0) [16]. The CIOMS/RUCAM scale
has shown 86% sensitivity, 89% specificity, 93% positive predictive
value, and 78% negative predictive value when a cutoff point of 5
is used [17]. In most previously reported cases of C. majus hepa-
totoxicity, when the CIOMS/RUCAM scale was applied, causality
levels were low, rated as probable, possible, or excluded [18]. In the
present case, the causal role of C. majus was established because all
other common causes of acute hepatitis were excluded, and the CI-
OMS/RUCAM scale scored this etiology as highly probable. More-
over, the histology was compatible with drug-induced liver injury.

The pathogenetic mechanism of C. majus hepatotoxicity has not
yet been determined. An idiosyncratic reaction is considered the
most likely mechanism of C. majus hepatotoxicity because its ef-
fect is not dose dependent and the latency period is variable [7,11].
More than 20 alkaloids of C. majus have biological activity, includ-
ing chelidonine, sanguinarine, berberine, coptisine, and chelery-
thrine, all of which are potentially toxic either alone or in combina-
tion [7].

The use of medicinal herbs for various medical conditions is
increasing, in the belief that they are harmless. However, hepato-
toxicities such as acute hepatitis, liver cirrhosis, and even fulminant
hepatitis have been attributed to medicinal herbs in several reports.
C. majus is a medicinal herb commonly used in Europe and Asia
to treat the pain induced by gastric ulcer or biliary disease. Here, we
have described the case of C. majus-induced herbal hepatotoxicity,
presenting as hepatocellular-type hepatitis.
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