Turkiye Klinikleri J Intern Med. 2019;4(2):103-6

I OLGU SUNUMU CASE REPORT

Muzaffer Ece HAKAN SAHINz,
Flisun ERDENEN®

?Clinic of Internal Medicine,
Istanbul Training and Research Hospital,
istanbul, TURKEY

Received: 18.01.2019

Received in revised form: 19.04.2019
Accepted: 22.04.2019

Available online: 29.04.2019

Correspondence:

Muzaffer Ece HAKAN SAHIN

istanbul Training and Research Hospital,
Clinic of Internal Medicine, istanbul,
TURKEY/TURKIYE
m.ecehakan@gmail.com

Copyright © 2019 by Ttrkiye Klinikleri

DOI: 10.5336/intermed.2019-64931

Case Report of A Hepatotoxicity
Related to Plane Leaf Tea

Cinar Yapragi Cayina Bagh Gelisen
Bir Hepatotoksisite Vakasi

ABSTRACT Herbs are used in our country and worldwide till ancient times. Although we know
about the benefits of some of the herbs and use as herbal medicines, medically proven ones limited
and these are used as medicines. These herbal remedies are sold out widely under name of med-
ication by herbalists, or even by pharmacies, without strict surveillance, although they may cause
serious adverse reactions. Acute liver injury is one of the most frequently encountered adverse re-
actions by herbal remedies. As an herbal medicine, plane leaf tea is used widely for analgesic effects
in our country. We present a woman patient who admitted to our clinic with acute hepatitis after
consumption of this plant in tea form.

Keywords: Herbal medicine; chemical and drug induced liver injury

OZET Bitkiler iilkemizde ve diinyada eski zamanlardan beri tedavi amaciyla kullanilmaktadir. Baz:
bitkilerin yararlarini bilmemize ve bitkisel ilaglar seklinde kullanmamiza ragmen, tibbi yarar: kan-
1tlanmis olanlar: sinirhidir ve bunlar ilag olarak kullanilmaktadir. Bu bitkisel careler, ciddi advers
reaksiyonlara yol agsalar da, herbalistler ve hatta eczaneler tarafindan, siki bir denetleme yapil-
maksizin ilag tedavisi adi altinda yaygin olarak satilmaktadir. Akut karaciger hasari, bitkisel ilaglarla
en sik rastlanan yan etkilerden biridir. Ulkemizde bitkisel ilaglardan ¢inar yapragina rastlanilmakta
olup siklikla analjezik etkileri igin kullanilmaktadir. Bu bitkinin ¢ay seklinde tiiketilmesinden sonra
klinigimize akut hepatit ile bagvuran bir kadin hastay1 sunuyoruz.

Anahtar Kelimeler: Bitkisel tip; kimyasal ve ilag iligkili karaciger hasar

erbals and dietary supplements (HDS) are worldwide used to im-

prove health. They are supposed to reduce body fat, increase im-

munity, modify glucose and lipid metabolism, and enhance
performance. They may help to cause weight gain and muscle building be-
side from antipyretic, analgesic, antioxidant, antimicrobial and anti-in-
flammatory properties.'*

Natural and synthetic chemicals need metabolic degradation to be elim-
inated after entering the body. Hepatotoxic metabolites may be generated
in some patients. Herbal products may be contaminated with aflatoxins,
Bacillus subtilis and chemicals. Heavy metals may be added as adulterant;
which may remain unlabeled. These may all cause liver injury.>’

I CASE REPORT

A 66-year-old woman with essential hypertension was admitted to the
emergency clinic with nausea and abdominal pain. She had a history of
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drinking plane leaf tea for three days because of the
pain at her knees. Physical examination was unre-
markable except for right upper quadrant tender-
ness. The laboratory findings revealed elevated
aspartate aminotransferase (AST) 1002 U/L, alanine
aminotransferase (ALT) 1042 U/L, gama glutamyl
transpeptidase (GGT) 577 U/L, alkaline phos-
phatase (ALP) 226 U/L, total bilirubin: 2.40 mg/dl,
direct bilirubin: 1.40 mg/dl, albumin: 4.1 g/dl. Co-
agulation tests were within normal limits. She was
on hypertension medication which the drug was
unknown. There wasn’t any other herbal remedy,
illegal drug or alcohol use, and mushroom inges-
tion. She was interned with an initial diagnosis as
toxic hepatitis. On admission her blood pressure
was 190/100 mmHg which was treated with
nifedipine. ELISA tests for viral markers were as
follows: Anti-HCV and anti-HBs were positive;
Hbs Ag, anti-HBc IgM, anti-HAV IgM were nega-
tive. Autoimmune markers were negative. Sero-
with
Epstein-Barr-virus, Herpes simplex virus, Cy-

logic evidence for recent infections
tomegalovirus and Toxoplasma were negative.
Blood sample was obtained for HCV RNA analysis.
Liver biopsy was performed on the fifth day of ad-
mission to differentiate between toxic and viral
reflected slight

mononuclear inflammatory infiltration, focal bile

hepatitis. Biopsy specimen
duct damage, ductular metaplasia, a region of focal
lytic necrosis, and hepatosteatosis (Figure 1, Figure
2). On the follow ups, she was hemodynamically
stabile, with no fever, pain or nausea. Transami-
nase levels decreased gradually to levels of AST: 58
U/L, ALT: 230 U/L, GGT: 305 U/L, ALP: 210 U/L.
Coagulation tests were normal. After she was dis-
charged from the hospital, liver enzymes and co-
agulation tests returned to normal within 4 months
of follow-up. On control we learned that she had
used ramipril which was her drug before admission
for hypertension, without any adverse effect. Upon
re-administration she didn’t have any complaint ei-
ther. Her test for HCV RNA was found negative.

After the patient recovered, we searched med-
ical literatureabout the plane (Platanus orientalis)
leaf toxicity, but we could not reach specific
knowledge in this field. Because she had no herbal
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FIGURE 1: Diuctular metaplasia (arrow) and focal lytic hepatocellular necrosis
(H&E stain).

FIGURE 2: Moderate ductular reaction highlighted with cytokeratin-7 immunhis-
tochemistry.

product left, we couldn’t make any analysis about
the culprit structure. For the benefit of further
medical practice knowledge, she gave informed
consent for the case to be reported.

DISCUSSION

Hepatotoxicity may be the most frequent adverse
reaction to herbal remedies. Acute or chronic he-
patotoxicity reactions may be predictable or un-
predictable with immunologic or metabolic origin.
The more frequently reported nocuous herbs in-
clude Chinese remedies and teas, germander, va-
lerian, mistletoe, skullcap, chaparral comfrey
herbal teas, green teas, and kava.>®’” Use of herbal
remedies must be considered as a possible etiology
in any setting of liver injury which may present as
asymptomatic liver enzyme elevations, jaundice,



Muzaffer Ece HAKAN SAHIN et al.

Turkiye Klinikleri J Intern Med. 2019;4(2):103-6

hepatitis, acute liver failure, or with signs and
symptoms of cirrhosis.

Key elements for attributing liver injury to
HDS are:

m Exposure must precede the onset of liver in-
jury
m Underlying liver disease should be excluded

® Injury may improve when the HDS is
stopped

m Liver injury may have recurred more rapidly
and severely after repeated exposure.

Alanine aminotransferase and/or alkaline
phosphatase values are used as the laboratory cri-
teria of herbal induced liver injury (HILI), which
are expressed as N in multiples of the upper limit of
their normal range. Recommended values for ALT
were initially and currently at >2N and at >5N re-
spectively. The basis for classification is the ratio R
and is calculated as the ALT/ ALP, both should be
the values that are measured when the liver injury
is suspected and expressed as multiples of N, the
upper limit of the normal range. Liver injury is
evaluated as hepatocellular if R> 5; cholestatic if R<
2; and is mixed if 2 <R< 5. Analytical methods that
identify cases of hepatotoxicity include genomics,
proteomics, metabolomics, and assessing circulat-
ing micro-RNA in the serum of patients. It is not
clear whether these new technologies can identify
idiosyncratic HILI cases. In fact, in some HILI
cases, the measurements of herbal toxins and their
metabolites in the serum are also useful.® Our case
had mixed injury. We could not make any analysis
about the culprit product as there was not any left.

Liver histology may show hepatitis, liver cell
necrosis, bile duct proliferation, intrahepatic
cholestasis. These findings may be seen in many
other liver diseases.?

The mainstay of therapy is withdrawal of the
offending toxin. Early diagnosis of herbal toxicity is
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important to assess severity and monitor acute liver
failure. Corticosteroids, glycyrrhizin, and ursodes-
oxycholic acid may be used.® After discontinuing
the HDS recovery should be expected in the ma-
jority of patients. Some patients with liver failure
may require liver transplantation. They should re-
ceive supportive therapy until surgery. Our patient
did not use the herbal medicine anymore; she did
not need any other therapy.

For prophylaxis the clinician should discuss
the use of these products with the patient. Patients
should also be educated about the potential adverse
effects and herb-herb or drug-herb interactions. In
cases of liver enzyme abnormalities herbal drugs
must also be considered as a provoking agent along
with other etiologies. Given that herbal drugs are
used world- wide without strict surveillance sub-
jects should be recommended not to use them
without consulting their physicians.*®
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