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REVIEW

Liver-related safety assessment of green tea extracts in humans:
a systematic review of randomized controlled trials

This article has been corrected since Advance Online Publication and a corrigendum is also printed in this issue

T Isomura'?**, S Suzuki®, H Origasa®, A Hosono®, M Suzuki', T Sawada’, S Terao', Y Muto' and T Koga'

There remain liver-related safety concerns, regarding potential hepatotoxicity in humans, induced by green tea intake, despite
being supposedly beneficial. Although many randomized controlled trials (RCTs) of green tea extracts have been reported in the
literature, the systematic reviews published to date were only based on subjective assessment of case reports. To more objectively
examine the liver-related safety of green tea intake, we conducted a systematic review of published RCTs. A systematic literature
search was conducted using three databases (PubMed, EMBASE and Cochrane Central Register of Controlled Trials) in December
2013 to identify RCTs of green tea extracts. Data on liver-related adverse events, including laboratory test abnormalities, were
abstracted from the identified articles. Methodological quality of RCTs was assessed. After excluding duplicates, 561 titles and
abstracts and 119 full-text articles were screened, and finally 34 trials were identified. Of these, liver-related adverse events were
reported in four trials; these adverse events involved seven subjects (eight events) in the green tea intervention group and one
subject (one event) in the control group. The summary odds ratio, estimated using a meta-analysis method for sparse event data,
for intervention compared with placebo was 2.1 (95% confidence interval: 0.5-9.8). The few events reported in both groups were
elevations of liver enzymes. Most were mild, and no serious liver-related adverse events were reported. Results of this review,
although not conclusive, suggest that liver-related adverse events after intake of green tea extracts are expected to be rare.
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INTRODUCTION

Green tea is widely consumed in Asia, especially in Japan and
China.! It has been a popular drink for a long time and is
consumed by many people on a daily basis. Green tea contains
mainly catechin, theanine and caffeine. Catechin components
include epicatechin, epigallocatechin (EGC), epicatechin gallate
and epigallocatechin gallate (EGCG), and about half of the total
catechin is EGCG.? Catechin is known as an antioxidant that
prevents genetic damage caused by free radicals and is expected
to protect against various types of cancer.

Besides a beverage, green tea can be consumed in a supplement
form and is among the most commonly used dietary supplements
in the United States Green tea supplements are often taken
for weight loss because of catechin’s expected fat-burning effect.
Unlike pharmaceuticals, supplements do not require regulatory
approvals for dosage and administration, which may frequently
result in consumption in excess of recommended amounts.
Unfortunately, consecutive cases of liver damage seemingly caused
by excessive consumption of green tea supplements have been
reported, and this has become a safety concern. As a result, the
green tea extract Exolise was withdrawn from the market in France
and Spain in 2003

Several experiments using animals have shown acute hepato-
toxicity of high-dose intakes of some green tea extracts; therefore,
safety concerns have been raised regarding the possibility of

chronic toxicity and, in particular, liver carcinogenicity.>® Recently,
the National Toxicology Program, part of the US Department of
Health and Human Services, released a draft report on animal
safety experiments in which extremely high doses of green tea
extracts, much higher than those usually recommended for
humans, were repeatedly administered.” In 2-year gavage studies,
liver toxicity (for example, hepatic necrosis) was frequently
observed; however, there was no evidence of liver carcinogenicity
of green tea extract. Similarly, other animal experiments showed
no evidence of liver cancer when high concentrations of green tea
extracts were tested.® However, the results of animal experiments
cannot be simply extrapolated to humans.

In order to investigate the hepatic safety of green tea extracts
in humans, Sarma et al.> conducted a systematic review of case
reports published from 1966 to 2007. Among the 216 cases that
were extracted, 34 were related to liver damage, with a causal
relationship to green tea extract possible in 27 cases and probable
in 7. In another review of case reports published from 1999
to 2008, including two unpublished reports,” a total of 36 cases of
liver damage were reported, including 13 cases of duplication with
Sarma et al> This review concluded that, although a causal
relationship to green tea extracts was suggested, the effects of
concomitant drugs were not ruled out. Although there are several
case reports that suggested high doses of green tea extracts
or catechin as a cause of liver damage, a relationship could not
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be easily established because the green tea supplements were
often mixed with other ingredients, and some were not described
as containing catechin.'® Furthermore, a case report, although
suggestive, is hardly definitive because it is based on an implicit
comparison with an ‘expected’ or an usual experience."’ Without
an appropriate control, it is not possible to determine whether the
risk of liver damage differs among individuals exposed or not
exposed to green tea supplements.

A randomized controlled trial (RCT) is the most rigorous method
for estimating the impact of an intervention through explicit
comparison with a concurrent control.'> So far, many RCTs of
green tea intervention have been conducted and reported in the
literature. In order to quantify the causal effects of existing
interventions, systematic consideration based on RCTs of green
tea intervention is required, regardless of the study’s primary aims
such as efficacy or safety. However, to the best of our knowledge,
the systematic reviews published to date were only based
on subjective assessments of case reports.>® In order to more
objectively examine the safety of green tea intake, we conducted
a systematic review and collected data on liver-related adverse
events reported in RCTs with a green tea intervention.

MATERIALS AND METHODS

A systematic review was conducted with reference to the
following relevant guidelines: Preferred Reporting Items for
Systematic Reviews and Meta-Analyses'® and the Cochrane
Handbook for Systematic Reviews of Interventions (particularly
on adverse events).'

Literature search

Articles on RCTs with oral intake of green tea were collected
according to the following inclusion criteria: original articles;
studies with human subjects; written in English; green tea alone
orally administered in the intervention group; studies with
concurrent ‘placebo’ or ‘no-treatment’ controls; and reports
of adverse events. Green tea included not only beverages (liquids)
but also green tea extracts used in tablets or powders. Studies
on mixtures with ingredients containing anything other than
components derived from green tea (catechin, theanine and
caffeine) were excluded. Studies that included even small amounts
of components derived from green tea (catechin, theanine and
caffeine) in the placebo were excluded. If multiple articles were
published on the same research, they were regarded as a single
study, and the report on safety was taken as the main article, or the
first article published was adopted. No scope was set for the search
period.

The literature search was conducted with the following
databases in December 2013: PubMed; Excerpta Medica Database
(EMBASE); and Cochrane Central Register of Controlled Trials
(CENTRAL). The search terms were (1) catechin, green tea extract,
green tea polyphenol (GTP), green tea flavonoid, epigallocatechin
gallate or EGCG and (2) RCT. The results of the search were listed
for each database, and duplicate articles were excluded. Two
independent reviewers then selected articles that were considered
likely to meet the inclusion criteria from the title and abstract.
The full-text versions of these selected articles were then
independently screened by the same two reviewers to determine
whether they met the inclusion criteria. Disagreements were
resolved by discussion and consensus.

Data abstraction and quality assessment

Data on adverse events related to the liver were extracted from
the selected articles. In addition to liver disease (liver disorders,
liver cancer, and so on), laboratory findings of abnormalities in
liver function, for example, aspartate aminotransferase (AST),
alanine transaminase (ALT), alkaline phosphatase (ALP), bilirubin,
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etc., were also included as events related to the liver. Adverse
events were those that occurred during the intervention period.
If an article described ‘no adverse events’ or if only adverse events
other than the liver were reported, adverse events related to the
liver were regarded as no events.

To evaluate the results of adverse events, study methodology
and reporting of adverse events must be taken into account. Thus,
for each study, the following information was extracted: primary
objective (efficacy or safety), type of design (parallel or crossover),
masking (double-blind, single-blind or open-label), type of control
group (placebo, water or no treatment), number of subjects,
intake of green tea, intervention period and liver function
monitoring. The number of subjects was the number of those
who received at least one intervention. If the number of subjects
was not noted, the number of subjects at the end of the study
was used. Intake of green tea was regarded as intake per day.
Intake was converted from one unit to another when necessary.
Liver function monitoring included whether blood tests to
evaluate liver function were performed.

Two reviewers independently extracted data and assessed the
methodological quality of the included RCTs. Quality assessment
was undertaken using the Cochrane Collaboration’s tool for
assessing risk of bias mainly related to randomization, allocation
concealment, masking, incomplete outcome data and selective
reporting.'® Risk of each bias was graded as low, high or unclear.
Disagreements were resolved by discussion and consensus.
If details of the adverse event were not described, confirmation
was made by contacting the author of the article.

Data analysis

The odds ratio (OR) was used to assess the risk of liver-related
adverse events associated with green tea interventions. The OR and
95% confidence interval (Cl) were calculated for each study, and an
estimated summary OR for all studies was obtained using the
Mantel-Haenszel method, assuming a fixed-effects meta-analysis
model because of sparse event data with imbalanced study arms.'®
In some studies included in the meta-analysis, there were no events
reported in the control group. To avoid computational errors due to
division by zero, all estimates were performed using a continuity
correction. A ‘treatment arm’ continuity correction, adding a factor
of the reciprocal of the size of the opposite treatment arm, was
applied because this correction has been shown to outperform the
more usual constant continuity correction of 0.5 when the group
imbalance is high.'® Other methods such as the Mantel-Haenszel
method without a continuity correction and the Peto method were
used to assess the robustness of the results. Statistical significance
was assumed if the 95% Cl did not overlap the null value (OR of 1).

Inconsistency across studies was evaluated with the / statistic,
ranging from 0% (no observed heterogeneity) to 100%. An I
statistical value of less than 25% was considered homogeneous.'”

Studies in which there were no events in both arms were
excluded from analyses. This was because such studies do not
provide any indication of either the direction or magnitude of the
relative intervention effect.'®

Statistical analyses were conducted using StatsDirect version 3
(StatsDirect Ltd, Cheshire, UK).

RESULTS

Literature search

The database search returned 269 PubMed articles, 458 EMBASE
articles and 254 CENTRAL articles. Of these, 561 articles were
extracted after duplicate articles were excluded. Articles that met
the inclusion criteria were selected based on the title and abstract,
and 119 proceeded to the full-text assessment, of which 34 were
finally selected. The procedure for the literature search is shown as
a flowchart in Figure 1.
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Figure 1. Flowchart of study selection.

Study characteristics and quality assessment

An overview of the studies in the selected articles is shown in
Table 1.2 Among the 34 studies, 28 were studies with the
primary objective of efficacy assessment and six were studies for
safety assessment. The subjects were healthy (10 studies), obese
(seven studies), cancer patients (five studies) or other (12 studies).
The method of administration was repeated, except in one study
with a single administration. The study durations were 2 years
at the longest and 3 days at the shortest (excluding the one
single-administration study).

As for masking, there were 24 double-blind studies, six single-
blind studies and four open-label studies. With respect to design,
there were 27 studies with parallel design, three studies with
two-arm crossover with a washout period and four with a different
crossover design. The types of control groups were 28 placebo,
four water and two non-treatment. Of the 34 studies, 19 were
randomized, double-blind, placebo-controlled studies, 13 of which
used blood tests to assess liver function.

Methodological quality was assessed for each included study,
and results are summarized in Figure 2. Overall, most of the
included RCTs were at low or unclear risk of bias for most items.
Although all studies claimed randomization, many of them did not
clearly describe the methods of randomization sequence genera-
tion and allocation concealment, making selection criteria unclear.
There seemed to be no improvement in the methodological
quality over time.

Adverse events concerning liver damage

Liver-related adverse events were reported in 4 of the 34 studies
(Table 2), but none of these were serious adverse events. Three of
the four studies had the primary objective of safety assessment.

© 2016 Macmillan Publishers Limited, part of Springer Nature.

All were double-blind studies where liver function was assessed by
blood tests.

When data for the selected studies were simply integrated,
reported adverse events related to the liver were seven (eight
events) in 1405 subjects (0.5%) in green tea groups and one (one
event) in 1200 subjects (0.1%) in control groups. On the basis of
green tea intake, there was one event at 500 mg/day, three events
at 800 mg/day, one event at 1200 mg/day and three events at
1600 mg/day.

The summary OR for liver-related adverse events in subjects
who received green tea intervention versus placebo was 2.1 (95%
Cl, 0.5-9.8; Figure 3). The estimates remained similar when
applying the Mantel-Haenszel method without a continuity
correction (OR, 3.3; 95% Cl, 0.4-26.8) and the Peto method (OR,
2.6; 95% Cl, 0.5-12.9). All results were not statistically significant.
No heterogeneity was observed across studies (P = 0%).

The liver-related adverse events reported are summarized below
by study.

Ullmann et al." conducted a double-blind, randomized, placebo-
controlled trial in healthy males to examine the safety, tolerability
and pharmacokinetics of EGCG. The 36 subjects were randomly
allocated into three groups of 12 (EGCG 200, 400 and 800 mg) and
were treated once a day for 10 days. Three subjects in each group
received the placebo. Safety was assessed from blood tests
(including liver function assessment), vital signs and physical
findings before and 10 days after the start of administration, as
well as from the subjects’ self-reports. Slightly elevated ALT was
seen at the end of study in one subject in the 800-mg group;
however, it returned to the normal range within 14 days after the
study. This event was judged to have no relation to EGCG
administration. No dose-response relationship was observed.

/.24

European Journal of Clinical Nutrition (2016) 1221 -1229

1223



Liver-related safety of green tea in humans

T Isomura et al

1224

(Inoysem Aep-|

— uado ‘WJe-0M]) J9A0SS0ID SY99M € o 1uswieal] oN o (suiyoayed 6w 00g) Ajlep 30IM) SgyL OM) isgyl 1D J49dUed )sealq YHm sjudiied Aoeoyy3 1D 30 1uBZUOY
— s|gnog |9]|eed SYIUOW S 66 ogade|d /6 (suiyoaled bw g/€) Allep sdyd XIS :sdyD es1 usain s1991unjoA AyljesH Aoeoyyg ¢, 1D 10 Ol0WNSIRY
(inoysem ou
— 9|buls ‘Wwie-XIS) J9A0SSOID) MO L 8L ogade|d 8L (suiyoo1ed bw £0S) Ajiep sdyD 92441 :SdyD B9l uaain s1991unjoA AyijeaH Aoeoy)q 210 12 19SINH
(s31D Bw 00S1)
SIA ?|qnog |9]|eed SYO9M 9L o ogede|d o AJlep sawi 921Y) dyD dU0 :sdyD J1O paleudyedrsg swuaned g gz adAl 9seqo Aoeoy)g 110 12 NSH
(Inoysem xaam -z € (5319 bw 0901)
SOA 9|gnog  ‘WJe-0MJ) JI9A0SSOID) SY939M 9 [ ogade|d 69 Allep 931M1 dyD 9UO0 :SdyD 1D pareulsyedsg uaw ybremIaAQ Aoedoyy3 oy 1D 32 umoug
oL (9293 Bw 009) Ajtep 1M1 dyD U0 :sdy¥D HDID3
(snoysem Aep -, Z (9393 bw 00€)
— 9|gnog  ‘We-dAY) JSAOSSOID) skeq € oL ogade|d oL K|lep 931M1 dyD U0 :SdyD HDIDHT usw ybrMISAQ Aoeoyyg 1D 32 PPRIYL
SOA s|gnog |9]|eed SYIIM T a4 ogade|d Vil (sd15 Bw 009) P Sdv¥D OM1 :sdyD d1D uswom |esnedouawlsod Aoedyy3 gD 12 U3YS
qol (suiyda1ed b 0£8) Ajiep sdvD oMl sdyD 319
(suiyoa1ed bw 8ze) QWOoIPUAS
SOA 9|buis |9]|eed SY99M 8 oCl I91eM €L Ajiep sdnd unoj :abeianaq es usaIn J1jogelsw pue 9saqQ Aoedoyy3 1D 12 nseg
oL Aliep 319 ,w/bw 0001 Sd¥D 31D
6 Allep 319 ,w/Bw 05/ :sdvD 31D
suolIsa|
SO ’|gqnog SHI9IM Z1 LL ogade|d L Ajtep 319 ,w/Bbw 00§ sdvD 31D Iueubijewaud |eio ysu-ybiy Aoeoy)g o¢ 1D 12 OBS|
— Elle]aleTq] SIBIA T 1T ogede|d 6C (suiya91ed Bw OSE) Aj1lep 9dIM] dyD U0 SdyD) Bd1 UdaID usawom AyjjesHq Aoeoy)g <D 12 enfuer
(inoysem ou ewodne|b
— 9|gnog  ‘WIe-0M3) JIDAOSSOID) SUYIUOW € q9€ ogaseld q9€  Auiep wsuneain [ei0 HHD3 b 0z AuswWIeal) 210 DDDI  pue uoisualadAy Jeindo Aoeoy)3 yeID 32 1UIs|eq
— usdo SYIuow 1 S9 1918/ 89 (319 Bw 0051) Ajtep sgyL d21y1 :sgvL 31D s1933unjoA AyijesH Aoeoyy3 e¢ D 32 NZIWys
SO\ s|gnog SI9dM CL 0s ogade|d 0S (5315 Bw 00z1L) Altep sdyD 33143 isdvD 319 uswom 3s3q0 STATITE] ze 1P 32 NSH
(3noysem >zam-| (9293 bw 00¢)
SOA d|gnog  ‘WJe-0M3) JISAOSSOID) SYIIM T 4 ogade|d ¥S A|lep 331M1 dyD U0 :SdyD HDIDHT avd yum siuaned Aoeoyyg Lg1P 32 Aysue|pim
— s|gnog |9]|eed SY9IM TL €S ogade|d SS Ajlep 931M) dyD dUO :SdyD) 91 UdDID s1991unjon AyljeaH Aoeoyy3 og 1P 32 @m0y
(o153 bw 00¢) uswom |esnedouaw
SOA 3|buis 19l|esed SI99M L o6l ogase|d a6l Aliep sdyD omi sqyD 5D -1s0d 1y619MIBAQ Aoeoyy3 21D 12 |IIH
— 9|buis |eded SY99M TL 0€ ogade|d 0€ (31D bw 057) Ajlep sdyD 994y :sdyD €91 usaIn 95900 foedoyz oo 12 E%@Ecu_>3<
Ly (sd1D 6w 0001) Ajtep sdyD Inoy sdyD d1D
(sd19 Bw 005) J3dUed JdAI| JO
S9A s|gnog [91|esed SYIUoW € 84 ogade|d [44 Altep sdyD 4noj :sdyd d1D Asu-ybiy 1e syuaned STATITE] ,zIP 32 oM
(o153 bw 0¥9) awoipuAs Kieno
— s|gqnog |9]|eled SYIUOW € 9l ogade|d 8L Al1ep sdyD IS :sdyD es1 usain o1sAdAjod yum uswopp Aoeoy)3 oz 1P 32 ueYD
(suiyoa1ed Hw 09) eisejdoau [elpyudaenul
— a|gnoQg 19]|eed JeaA | o€ ogade|d 0€ Allep sdyD 931yl :sdyD Ulyd91ed sl usain o1eysoud apeib-ybiy Aoeoy)3 oz IP 12 1ZzZn1ag
€ ogase|d 6 (9293 Bw 008) Ajtep sdvD 91 sd¥D DID3I
€ ogase|d 6 (9293 Bw 00Y) Ajtep sdvD 61D sdyD IO
SOA a|gnoq [3|(eled ske@ 01 € oqgade|d 6 (5393 bw 002) Aliep sdvD Inoy :sdvyD DIDI usw AyyesH Kiages 21D 32 uuew||n
s1aLIed
— uado |eed SYIUOW § 8t juswieas) oN Va4 (52393 Bbw £'542) Al1ep sdyD dulu sdyd 319 L-AT1H dnewoldwAsy Aoedyyq 710 12 epouos
4 ogade|d 8 (9293 bw 0091) Ajrep sdvD Z€ :sdv¥D DIO3
4 ogase|d 8 (9293 bw 008) Ajtep sdvD 91 sd¥D DID3I
4 oqgade|d 8 (5393 bw 00t) Ajiep sdvD 1Y61s :sdyD D193
[4 ogase|d 8 (9293 Bw 007) Ajtep sdvD 1oy isdyD DID3I
4 ogase|d 8 (9293 Bw 001) Ajtep sdyd om1 :sdyD D193
— a|qnoq [3l|esed asop a|buls 4 oqade|d 8 (5293 bw 05) Ajlep dyD duo sdyD DIDI uaw AyyeaH f12ges 2P 12 uuew|n
elwa|0a1539|0YydIadAYy
?1eIapow
SOA 9|gnog [9ljesed SI9dM L ocl ogade|d ozl (suyda1ed b og1) Ajlep dvD 8uo isdyD 319 01 pPjiW Yyum synpy Aoeoyy3 1P 39 uolepy
8 (5293 bw 008) Ajtlep a31m1 sdvD ¢ sdvD 3 Ajod
8 (9393 bw 008) Altep sdvD ¢ 'sdvD 3 Alod
8 (5393 bw 008) Ajtlep 331M1 sdvD T :5dVD DI
SO\ a|buls [31|esed SdM t 8 ogade|d 8 (9293 bw 008) Ajtep sdvD N0y sdyD DID3I s1933unjoA AyijesH Kizyes 0z 1P 32 Moyd
(suiydaned b £°88y7)
€l AJlep sawin 9 sdyD  :sdyD 21e|jos! jousydAjod ey usain
(suryoaed bw £°158)
— 9|buis |9]|eed SYIIM Sl i91eM qSl Ajiep (yoes |w oG1L) sdnd xis :abeianaq es) usaIn S1933uNjoA AYijesaH Aoeoyy3 611D 32 UdULY
uornduny
VeV
10§ 153}
poojg bunysopy ubisap Apnis uonping u dnoub jos3uo>) u o(350p AjIDp [D1O}) S[ID1ap AXpIUI :dnoib uoUaAIB)U] swupdpiupg - wip Apnis (aduaiaja1) Apnis

S91pN1S Pa1d9|9s JO sdlIsLdIdeIRYD)

‘L 9lqel

© 2016 Macmillan Publishers Limited, part of Springer Nature.

European Journal of Clinical Nutrition (2016) 1221 -1229



Liver-related safety of green tea in humans
T Isomura et al

1225

Shen et al.*® conducted a randomized, placebo-controlled trial in

38 aé » V, postmenopausal women to assess the effects of both GTPs and
5S¢ 2 = =22 > 2 exercise on osteopenia. With the primary objective of safety, the 171
= subjects were randomly allocated into four groups (GTP, placebo,

° N o o oo o N GTP+exercise and placebo+exercise) and were administered GTP
§ s 2 2 25 3 3 g 500 mg/day for 24 weeks. The use of either GTP or placebo was
N 8 8 &8 88 &8 8 © double blind. Safety was assessed from the subjects’ self-reports and
blood tests, including liver function assessment, at baseline and

€T every 4 weeks. In the 85 subjects who received GTP (47 subjects

s 52 in the GTP group and 38 subjects in the GTP+exercise group),
g 2 T2 2z 3 T 3 elevated AST and ALT, which were possibly effects of concomitant
2 = x5 55 F 5 5 medication for cold symptoms, were observed in one subject in the
g 22 GTP group. This subject had taken ibuprofen (400 mg/day for
S d 9 days) as cold medication, Lipitor (20 mg/day) to treat hyperlipi-

demia and metoprolol (25 mg/day) to treat hypertension. AST and

s 2 g g $9 ¢ 2 2 ALT returned to the normal range when the subject stopped taking
g |5 & 8§ 28 & € g ibuprofen. This event was judged to have no relation to GTP
S : S5 28 =3 administration.
© " A Crew et al.* conducted a phase 1b double-blind, randomized,
placebo-controlled, dose-escalation trial of green tea extract
- 2 ® 0 19 o an @ (Polyphenon E, Mitsui Norin, Japan) in women with a history of
breast cancer, and the maximum tolerated dose for 6-month
- administration was determined. The 40 subjects were allocated
3 ° o o 0o o oo . with 10 subjects in the placebo group and 16, 11 and 3 subjects in
2 3 T 8 88 8 Bg & the green tea extract 400-, 600- and 800-mg groups, respectively.
= 2 28 258 8 S8 = Administration was twice a day (total of 800-, 1200- or 1600-mg
N EGCG daily) for 6 months. Safety was assessed by monitoring
adverse events and laboratory values at baseline, every 2 weeks
c P %L 2 ¥R % N R for 1 month after the start of administration and once a month

thereafter. In the EGCG 800-mg group, one case of mildly elevated
ALP was reported 17 days after the start of administration. In the
EGCG 1200-mg group, one case of mildly elevated ALP was
reported 30 days after the start of administration. In the 1600-mg/
day group, one case of severely elevated ALT was reported
91 days after the start of administration, and administration was
discontinued. In addition, one case of mild transaminitis was
reported 91 and 119 days after the start of administration. In the
placebo group, one case of mildly elevated bilirubin was reported.

Nguyen et al.*® conducted a double-blind, randomized, placebo-
controlled trial to determine the bioavailability of green tea extract
(Polyphenon E) in patients with prostate cancer before radical
prostatectomy. The 50 subjects were randomly allocated, with 25
in the green tea extract group and 25 in the placebo group.

Poly E CAPs: three CAPs twice daily (1200 mg EGCG)
Poly E CAPs: four CAPs twice daily (1600 mg EGCG)
Green tea beverage: one cup (200 ml) three times daily
(1519.7 mg green tea catechins)

Intervention group: intake details (total daily dose)?
Green tea beverage: five packets daily (640 mg
Poly E CAPs: one CAP twice daily (400 mg EGCG)

Poly E CAPs: two CAPs twice daily (800 mg EGCG)

Poly E CAPs: two CAPs twice daily

GTE CAPs: two CAPs twice daily (600 mg GTE)
Poly E CAPs: four CAPs daily (800 mg EGCG)
GTE CAPs: three CAPs three times daily

GTE CAPs: two CAPs daily (360 mg EGCG)

Abbreviations: CAD, coronary artery disease; CAP, capsule; DM, diabetes mellitus; EGCG, epigallocatechin gallate; GTE, green tea extract; GTP, green tea polyphenol; HTLV-1, human T-cell lymphotropic virus

type 1; Poly E, polyphenon E; TAB, tablet. ®Intake details shown as explained in the reference, and total daily dose if available in the reference. PNumber of subjects who completed the study.

@
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Figure 2. Risk of bias assessment.
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Table 2. Summary of reported liver-related adverse events
Study (reference) Group Total daily dose® n Adverse event Remarks
Ullmann et al.>* Green tea 800 mg EGCG 1 Elevated ALT level
Shen et al.>® Green tea 500 mg GTPs 1 Elevated AST and ALT levels Possibly due to concomitant medications
Crew et al.*”® Control — 1 Hyperbilirubinemia Grade 1
Green tea 800 mg EGCG 1 High alkaline phosphatase Grade 1
Green tea 1200 mg EGCG 1 High alkaline phosphatase Grade 1
Green tea 1600 mg EGCG 1 Transaminitis Two events, both were Grade 1
Green tea 1600 mg EGCG 1 Elevated ALT level Grade 3
Nguyen et al.*® Green tea 800 mg EGCG 1 Elevated ALT level Grade 1
Abbreviations: ALT, alanine transaminase; AST, aminotransferase; EGCG, epigallocatechin gallate; GTP, green tea polyphenol. Note: Grades were judged by the
National Cancer Institute Common Terminology Criteria for Adverse Events (Version 3.0): Grade 1 for mild and Grade 3 for Severe. “Total daily dose expressed
as stated in the reference.

Green tea group Placebo group Odds ratio
Study (year) (95% confidence interval)
No./Total No./Total

2.42

Ulimann U (2004) 1/27 0/9 (0.06-infinity) -
3.00

Shen CL (2010) 1/47 0/44 (0.18-infinity) =
1.38

Crew KD (2012) 4/30 1/10 (0.11-75.66) .
3.12

Nguyen MM (2012) 1/25 0/25 (0.19-infinity) =
2.14 _f

Il
Overa (0.47-9.80) — M
[Zzo% 005 01 020305 1 2 3 5 10 2030 50 100

Figure 3.

very few events. Despite possible risk, the majority of the studies
selected reported no liver-related adverse events even in the
intervention groups. Further research based on a well-designed RCT,
with adequate sample size, is warranted to provide a more precise
estimation of green tea intervention effects.

In the present review, almost all of the liver-related adverse
events were derived from safety studies, whereas most of the
studies selected were efficacy studies; events were noted in one of
the 28 efficacy studies and in three of the six safety studies. Two of
these three safety studies were dose-escalation studies to evaluate
the safety and tolerability of intervention, where a relatively high
dose of intervention was applied, and adverse events were more
likely to be encountered compared with other types of studies.
Reporting of adverse events tends to depend on the purpose of the
study;>** therefore, in this review, the study objective was not
added to the inclusion criteria in order to collect as many results
of green tea intervention as possible. Safety often receives less
attention in efficacy trials;>> hence, it is unlikely that the occurrence
of adverse events would become a direct obstacle to publication
(that is, publication bias). Although most of the efficacy studies
selected did not report liver-related adverse events, the results did
not seem to be particularly distorted.

Liver damage often leads to liver cancer; however, there were
no reports of liver cancer in the studies selected. To date, many
epidemiological studies have been conducted, expecting anticancer
effects from green tea or catechin. Of several recent prospective
cohort studies to evaluate the effects of green tea consumption on
liver cancer,*®™° only the study conducted by Ui et al>® showed
a statistically significant decrease in cancer risk. A systematic review
of the cancer-preventing effects of green tea extracts conducted
by the Cochrane Collaboration also did not show any clear
preventive effects on liver cancer.®® Similar results were obtained
in systematic reviews of the preventive effects of green tea

© 2016 Macmillan Publishers Limited, part of Springer Nature.

Odds ratio (95% confidence interval)

Meta-analysis of reported liver-related adverse events. Note: the size of the square is proportional to the weight of the study.

beverages on liver cancer.%"®? Although there is still no clear
evidence of the preventive effects of green tea consumption,
no studies have reported an increased risk of developing liver
cancer. As these epidemiological studies assessed the prevention
of liver cancer (that is, efficacy), consideration of the aspects of
harm was limited; however, the fact that no liver cancer reports
were found in this review seems reasonable.

This study had several limitations that should be noted. First, the
present review included only English language studies, which
may have caused reports in other languages to be missed. Thus, to
identify as many relevant studies as possible, a broad search was
undertaken using three large databases with a wide timespan from
inception to December 2013. Second, a majority of the studies were
at unclear risk of selection bias. Details of randomization and
allocation concealment were not adequately clarified, although
the present review only included the studies claiming randomiza-
tion. Methodology details should be included in future studies.
Third, most studies were relatively short (median: 12 weeks),
possibly resulting in few liver-related adverse events. Usually, liver
injury induced by drugs or herbal medicines occurs within 6 months
after initiation; hence, routine monitoring of liver function is offered
in the first 6 months of treatment.®*®* However, case reports in
the literature have shown that the treatment period by the time
such liver injury occurred varied between cases>® It seems that
assessment based on a broad range of treatment periods is more
important than the duration of treatment, which was achieved in
the present review. Finally, the literature search for this review
identified only studies on green tea extract products. However,
traditional green tea infusions or other beverage preparations
are considered to be safe because of their widespread and long
history of use.>® Despite these limitations, compared with the study
populations in single RCTs, the broad range of study characteristics
in this review strengthens the generalizability of our findings.
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In conclusion, the results of the present review suggest that
liver-related adverse events after intake of green tea extracts are
expected to be rare. However, consumers should always be
provided with updated safety information by manufacturers, and
care must be taken to follow product recommendations in order
to minimize any potential risks.
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