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Abstract

The use of herbal supplements has increased consid-
erably over the last decade. We report a case of an 
elderly woman who began taking Move Free Advanced 
for arthritis, which in addition to glucosamine and 
chondroitin, contained two herbal ingredients, Chinese 
skullcap and Black Catechu. Our patient presented with 
significant cholestasis and hepatitis which significantly 
improved after discontinuation of the supplement. 
Since neither the patient nor the treating physician 
recognized this supplement as a potential hepatotoxin, 
she resumed taking the supplement and again suf-
fered from considerable hepatotoxicity. Liver biopsy at 
that time was consistent with acute drug induced liver 
injury. She, once again, recovered after discontinuation 
of the supplement. Review of the literature confirms 
that Chinese skullcap has been implicated as a pos-
sible hepatotoxic agent which was demonstrated in this 
case. 
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INTRODUCTION
The use of  complementary and alternative medicine has 
increased fivefold over the past 10 years, with approxi-
mately 42% of  Americans taking some form of  herbal 
medication[1]. Herbal supplements causing drug induced 
liver injury is also increasingly being recognized. Chinese 
skullcap (Scutellaria baicalensis) belongs to the mint fam-
ily and has been studied as a possible anti-inflammatory 
agent[2]. This herbal supplement is currently available in the 
United States as Move Free Advanced® which is an over 
the counter arthritis remedy comprised of  glucosamine, 
chondroitin, Chinese skullcap and black catechu. Recently, 
reports of  hepatotoxicity have been described after taking 
this supplement[3]. We report a case of  an elderly woman 
who experienced biopsy proven Chinese skullcap induced 
hepatotoxicity that reoccurred with re-challenge. 

CASE REPORT
A 78-year old caucasian woman initially presented to her 
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primary care physician with acute painless jaundice. She 
was otherwise asymptomatic. Past medical history was 
significant for osteoarthritis and hyperlipidemia. Past 
surgical history included a cholecystectomy. She was not 
on any prescription medications, but took a multivitamin 
daily and three weeks prior had started Move Free Ad-
vanced®, a glucosamine/chondroitin supplement with a 
recommended dose of  one tablet twice a day. She denied 
alcohol use and had no risk factors for viral hepatitis. 
Initial studies revealed a serum bilirubin of  7.2 mg/dL 
(normal value 0.1-1.2), aspartate aminotransferase (AST) 
1053 U/L(normal value 15-56), alanine aminotransferase 
(ALT) 1626 U/L(normal value 15-59), alkaline phospha-
tase (ALP) 354 U/L (normal value 33-131) and Gamma-
glutamyl transpeptidase (GGT) 599 U/L (normal value 
11-63) . Hepatitis A, B and C serologic studies were nega-
tive. She was hospitalized at an outside hospital briefly 
for two days for observation during which time she was 
not given any medications. Upon discharge home, she 
remained off  all medications and two weeks later her bili-
rubin had decreased to 2.3 mg/dL, AST 415, U/L ALT 
678 U/L and ALP 279 U/L.

Her osteoarthritis worsened and after consulting her 
physician she was told that glucosamine and chondroitin 
were not hepatotoxic and thus probably not the cause of  
her hepatitis, so she restarted the Move Free Advanced 
supplement. Within 2 wk, she noted jaundice again and 
her laboratory studies revealed: bilirubin 4.7 mg/dL, AST 
1177 U/L, ALT 1206 U/L, and Alkaline phosphatase 286 
U/L. An abdominal/pelvis computed tomography (CT) 
was performed and was unrevealing. A percutaneous liver 
biopsy was performed. Upon referral to the University 
of  Chicago Medical Center the following laboratory tests 
were all normal: ANA, p-ANCA, smooth muscle anti-
body, serum electrophoresis and iron studies. The bottle 
of  Move Free Advanced revealed that in addition to glu-
cosamine and chondroitin, it contained two herbal ingre-
dients, Chinese skullcap and Black Catechu. The relative 
concentrations of  Chinese skullcap and Black Catechu 
are not known since the herbal component is listed on 
the package as “Uniflex Proprietary Extract - 250 mg”. 
Review of  the liver biopsy showed portal tracts contain-
ing mild, predominately mononuclear cell infiltrates, with 
many eosinophils. There was also significant lobular in-
flammatory cell infiltrates, including eosinophils. Numer-
ous acidophil bodies were seen and scattered ballooned 
hepatocytes were also present. No fibrosis was seen and 
iron staining was negative (Figure 1). This was consistent 
with acute drug induced hepatitis. She was instructed to 
discontinue her Move Free Advanced supplement. Four 
weeks after stopping, her bilirubin normalized to 0.9 mg/
dL, AST 80 U/L, ALT 120 U/L, ALP126 and GGT 142.

DISCUSSION
The diagnosis of  herbal drug induced hepatotoxicity is 
one of  exclusion and requires taking a detailed medica-
tion history. Several scoring systems exist to standardize 

the evaluation of  drug induced toxicity, such as the Coun-
cil for International Organizations of  Medical Sciences 
scale, and can be useful in diagnosing herbal medication 
induced hepatotoxicity[4]. Rechallenging remains the gold 
standard to determine causality but is not clinically rec-
ommended.

In this case, the patient developed an acute hepatitis 
clinical picture that improved following discontinuation, 
and then returned when she re-challenged herself  with 
the glucosamine/condroitin supplement. Also, the liver 
biopsy supports the impression of  drug-induced hepati-
tis. Although there are no documented cases of  hepato-
toxicity for gluocosamine, chondroitin or black catechu, 
Chinese skullcap has been implicated as a hepatotoxin in 
the past[3]. 

Chinese skullcap (Scutellaria baicalensis) is a plant that 
belongs to the Mint family and is also known as huang 
qin, baikal and scutellaria. It is related to American Skull-
cap (Scutellaria lateirflora) and even though they are not the 
same, both are often referred to as Skullcap or scutellaria 
making differentiation difficult. They are both commonly 
used as a relaxant. Recently the combination of  Chinese 
skullcap and Black Catechu has been studied for possible 
anti-inflammatory properties[2].

 One of  the early documented cases of  Chinese skull-
cap hepatotoxicity described a 49-year old woman who 
developed acute hepatitis that resolved but returned after 
she rechallenged herself  to the an herbal preparation that 
contained mistletoe, skullcap, kelp and motherwort[5]. At 
that time, mistletoe was the only herb known to contain a 
potential hepatotoxin, so it was suggested as the causative 
agent. However, later evaluation of  the mixture suggested 
mistletoe was probably not an ingredient, and therefore 
raised the possibility that one of  the other ingredients 
was the hepatotoxin[6]. Four cases of  acute hepatitis have 
been reported in women taking the herbal preparations 
Kalms and Neurelax, both of  which contained skullcap 
and Valerian[7]. Fulminant hepatic failure occurred in a 
28 year old man with multiple sclerosis who was tak-
ing zinc, skullcap and pau d’ arco[8]. Finally, in a recently 
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Figure 1  Liver biopsy consistent with acute drug induced hepatitis.
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published case report, 2 elderly women were found to 
have hepatotoxicity after taking the same product as our 
patient, Move Free Advanced[3]. Both of  these patients 
had improvement in liver tests after discontinuation of  
the supplement. A limitation of  this case report was that 
neither of  the patients had a re-challenge of  the supple-
ment and no liver biopsy specimens were available, as was 
demonstrated in this case. 

Treatment of  herbal induced hepatoxicity involves 
withdrawal of  the offending agent. More advanced cases 
of  liver failure require supportive care and can be fatal or 
lead to liver transplantation.

In our case, herbal hepatotoxicity from Skullcap was 
most likely the causative agent of  liver injury based upon 
liver histology and re-challenge. This case highlights the 
importance of  considering herbal supplement induced 
hepatotoxicity in the differential of  any patient who 
presents with acute hepatitis. This case also highlights the 
importance of  checking manufacturers’ labels when drug 
induced hepatitis is suspected because herbal additives 
are not always evident on first glance.
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