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Abstract

Heavy metal and pesticide contamination has previously been reported in Chinese Herbal
Medicines (CHMS), in some cases at potentially toxic levels. This study was conducted to
determine general patterns and toxicological significance of heavy metal and pesticide
contamination in a broad sample of raw CHMs. Three-hundred-thirty-four samples representing
126 species of CHMs were collected throughout China and examined for arsenic, cadmium,
chromium, lead, and mercury. Of the total, 294 samples representing 112 species were also tested
for 162 pesticides. At least 1 metal was detected in all 334 samples (100%) and 115 samples
(34%) had detectable levels of all metals. Forty-two different pesticides were detected in 108
samples (36.7%), with 1 to 9 pesticides per sample. Contaminant levels were compared to
toxicological reference values in the context of different exposure scenarios. According to a likely
scenario of CHM consumption, only 3 samples (1%) with heavy metals and 14 samples (5%) with
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pesticides were found with concentrations that could contribute to elevated background levels of
contaminant exposure. According to the most conservative scenario of CHM consumption, 231
samples (69%) with heavy metals and 81 samples (28%) with pesticides had contaminants that
could contribute to elevated levels of exposure. Wild collected plants had higher contaminant
levels than cultivated samples. Cadmium, chromium, lead, and chlorpyrifos contamination showed
weak correlations with geographic location. Based on our assumptions of the likely mode of
consumption of raw CHMs, the vast majority (95%) of the 334 samples in this study contained
levels of heavy metals or pesticides that would be of negligible concern. However, given the
number of samples with detectable contaminants and the range between the more likely and more
conservative scenarios of contaminant exposure, more research and monitoring of heavy metals
(especially cadmium and chromium) and pesticide residues (especially chlorpyrifos) in raw CHMs
are advised.

Keywords

Traditional Chinese Medicine (TCM); heavy metals; pesticide residues; herbal products; exposure
assessment

1. Introduction

Chinese Herbal Medicines (CHMSs) are used throughout the world and their use is growing
(Li etal., 2009). In the United States, a recent national survey indicated that approximately
14.8 billion USD were spent in 2007 on non-mineral, non-vitamin natural products, most of
which consisted of herbal medicines (Nahin et al., 2009), up from an estimated total of 6.6
billion USD spent ten years previously (Eisenberg et al., 1998). While the herbal supplement
market in the United States continues to expand (Cavaliere et al., 2010), the United States
remains a modest market for Chinese herbs. For example, about 3 of the 10 most commonly
used herbs in the United States are from Chinese Medicine (Cavaliere et al., 2010).

Several studies have shown that CHMSs and other botanical supplements may be
contaminated with heavy metals, and in some cases at toxic levels (Ernst, 2002; Ernst and
Coon, 2001; Lin et al., 2010). Much of what has been reported regarding potentially
worrisome contamination in herbal medicines relates to patent or proprietary medicines
(Ang et al., 2003; Au et al., 2000; Cooper et al., 2007; Dolan et al., 2003; Ernst, 2002; Ko,
1998; Koh and Woo, 2000; Martena et al., 2010; Raman et al., 2004; Saper et al., 2004),
which differ from raw herbs in that they are frequently a mix of different substances (e.g.,
plant, mineral, animal) in either pill or extract form (Yee et al., 2005). Patent herbal
medicines may contain heavy metals that were intentionally added, such as arsenic (Liu et
al., 2008a), mercury (Liu et al., 2008b), and lead (Saper et al., 2008). Heavy metals have
also been found in raw CHMs (e.g., Han et al., 2008; Lu et al., 2009; Rai et al., 2001; Wong
etal., 1993; Wu et al., 2008), and some CHM plant species are known to be heavy metal
hyper-accumulators (e.g., Imahara et al., 1992; Lai and Chen, 2005; Pollard et al., 2002;
Turan and Bringue, 2007; Wei et al., 2008).

Pesticides have also been reported in CHMs (Leung et al., 2005; Wong et al., 2007; Xue et
al., 2008; Zuin and Vilegas, 2000). A recent study of over-the-counter herbal dietary
supplements sold in the United States found detectable levels of heavy metals and pesticide
residues in some samples, although the FDA and EPA officials who reviewed the data did
not express concern about immediate negative health consequences (US GAO, 2010).

Most CHMs in the United States are typically covered under the Dietary Supplements
Health and Education Act (DSHEA) of 1994 (Frankos et al., 2010), and as such, lack official
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limits for regulation of heavy metals or pesticides. Some guidelines for maximum levels of
heavy metals and pesticides in raw CHMs have been published at the international (e.g.,
WHO, 1998) or national level (e.g., CPC, 2005), but considerable variation exists in the
proposed standards (Zhao et al., 2007), and in most cases regulated limits apply to only a
small subset of contaminants or CHMs.

This study was conducted as part of a larger project initiated to evaluate more than 200
species of commonly used raw CHMs for their bioactivity and potential for drug discovery
(Eisenberg et al., 2011). A unique aspect of the study was that a large number of CHMs
were collected and each collection was from a single sampling location, as opposed to being
a mixture from different collection sites, which is what is usually available on the market.
Moreover, each sample was processed using traditional methods, authenticated according to
visual, microscopic, and chemical characteristics, and was accompanied by detailed
collection information, including photographs, video, and GPS coordinates. As part of the
project, all samples were examined for heavy metals and pesticide residues.

It was hypothesized that because raw CHMs are typically free of substances that are added
in patent medicines, they would contain relatively low levels of heavy metals. Furthermore,
because roughly two-thirds of medicinal plants are collected from the wild and cultivation is
typically on a small scale (Canter et al., 2005), it would be expected that the pesticide
content in raw CHMs, particularly those collected from the wild, would be low. The goals of
this study were to: summarize patterns of heavy metal and pesticide content observed in a
large sample of CHMs collected throughout China and compare observed levels to
established limits; examine the association between heavy metal and pesticide
contamination, collection location in China, and cultivation status; assess the contribution of
contaminant levels found in the CHMs to background levels of exposure; and discuss
implications of these findings for policy makers and researchers in the field of herbal
medicine.

2. Methods
2.1. Sample Collection

A total of 334 samples representing 126 species of commonly used CHMs were collected
for examination of heavy metal content (Fig. 1). Of those, 210 samples (62.9%) were
collected from cultivated locations and 124 samples (37.1%) were collected from the wild.
Of the total samples, 294 samples representing 112 species were also examined for 162
pesticide residues. Species of CHMs used in this study were chosen only if they were listed
in the 2005 edition of the Chinese Pharmacopoeia (CPC, 2005) and were not endangered
(CITES, 2010). Each species was collected between 2006 and 2009 from 1 to 3 different
sampling locations (species listed in Supplementary Data, Table S1). Sampling locations
were chosen according to areas of traditional production of the CHM, without regard to
possible pollution sources. Collection site information, including photographs, video, and
GPS data, was obtained for all samples. Each collection consisted of a bulk sample of 10 kg
dry weight of the medicinal part of the plant (e.g., root) and an accompanying voucher
sample for botanical authentication. Each bulk sample was harvested, cleaned, and
processed according to traditional methods, then authenticated by Chinese medicine experts
according to visual, microscopic, and chemical characteristics (Eisenberg et al., 2011). As
part of the authentication process, all samples were tested for purity according to total water
and ash content (CPC, 2005). The test of ash content provided information on the presence
of impurities such as soil. Samples that did not meet the Chinese Pharmacopoeia standards
of any authentication test were removed from the study. Following authentication, 250 g
were separated for heavy metal and pesticide testing. The 250 g sample was first ground into
a powder using an IKA grinder (Model A11 B21; IKA Works, Inc., Wilmington, NC).

Sci Total Environ. Author manuscript; available in PMC 2012 September 15.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

HARRIS et al.

Page 4

Sample preparation time varied according to the quality and consistency of the samples. For
example, leaf material required less grinding than root material.

2.2. Examination of Heavy Metals

Samples were tested for the total concentration of arsenic, cadmium, chromium, lead, and
mercury. These five metals were chosen since they are most commonly associated with
possible toxicity in dietary supplements (WHO, 1998) and/or are specified in the NSF
International (NSF) and American National Standards Institute (ANSI) Standard 173 for
dietary supplements (NSF International, 2008). Metal concentrations were measured as the
total, unspeciated amounts. Approximately 0.5 g of ground sample was first microwave
digested for 40 min. in concentrated nitric acid (HNO3) and 30% hydrogen peroxide (H205)
in a quartz vessel. The resulting digestate was analyzed using a Thermo X-Series
Inductively-Coupled Plasma Mass Spectrometer (ICP-MS) (Thermo Fisher Scientific,
Waltham, MA). Heavy metal results from the ICP-MS were quantified against standard
curves generated from 1 blank and at least 4 standard reference solutions (High-Purity
Standards, Charleston, SC) run separately. Quality control was assessed by running a
laboratory reagent blank after every 10 samples. The limit of detection achieved for each
metal was 0.08 ppm for arsenic, 0.02 ppm for cadmium, 0.01 ppm for chromium, 0.04 ppm
for lead, and 0.01 ppm for mercury. The detection limit was based on consideration of the
blank runs, concentration of the low standard in the calibration curve, and the sample
preparation procedure. Based on this method, the limit of detection was considered
equivalent to the limit of quantitation.

2.3. Examination of Pesticides

Samples were tested for the presence of 162 different pesticide residues. Information about
pesticides applied to the CHMs or to neighboring areas of cultivation in this study was not
always known. In addition, there are no international recommendations for specific
pesticides that should be screened in medicinal plants (WHO, 1998), so for this project a
broad, comprehensive test was employed. A modified QUEChERS method (“Quick, easy,
cheap, effective, rugged, safe”; Anastassiades et al., 2003) was used for preparation of the
samples for pesticide analysis. Approximately 2 g of the ground sample was first extracted
in acetonitrile. If required, some samples were cleaned with dispersive solid-phase
extraction clean-up (dSPE, Supelclean ENVI-Carb I1/PSA SPE Tube; Supelco, Bellefonte,
PA). A portion of the dSPE eluted solution or original extract was then dried under nitrogen
gas flow at 60°C and redissolved in methanol. Depending on the analyte, the re-dissolved
samples were analyzed using either gas chromatography coupled with triple quadrupole
mass spectrometry (GC-MS/MS; Waters Quattro Micro GC system, GC/Triple Quadrupole
Mass Spectrometer system; Milford, MA) or liquid chromatography coupled with triple
quadrupole mass spectrometry (LC-MS/MS; Waters Acquity UPLC system, Quattro Micro
Triple Quadrupole Mass Spectrometer; Milford, MA) following published methods
(Lehotay et al., 2005). The results of pesticide analysis were quantified using pesticide
standard solutions run separately. Quality control was assessed using spiked samples
containing mixtures of authentic references for the 162 pesticide residues (AccuStandard,
New Haven, CT). A list of all pesticides is provided in Supplementary Data, Table S2. The
limit of detection for each individual pesticide varied according to the standard curve used,
but typically was within the range of 10-50 ppb. As with the analysis of heavy metals, the
limit of detection for the pesticide residues was equivalent to the limit of quantitation.

2.4. Analyses

All samples were run in duplicate. The resulting values for all samples were calculated by
determining the average of the duplicate measurements. When determining the average of a
non-detect (ND) and detect value, the limit of detection (LOD) was used for the ND value.
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The full value of the LOD was used since this was the most conservative method. All
calculations were also done using half of the LOD (0.5*LOD) for ND values, but this did
not affect the results.

2.5. Calculation of Risk

Three methods were used to interpret the significance of detected levels of contaminants.
The first method compared detected values with established maximum acceptable
concentration limits, using heavy metal limits proposed for dietary supplements by the NSF/
ANSI Standard 173 (NSF International, 2008), and pesticide residue limits published by the
European Pharmacopoeia for dried herbal infusions (EUP, 2010). In the case of pesticides,
action limits proposed for certain pesticides banned in the United States were also used (US
FDA, 2009).

The second method of interpretation was based on calculating the levels of contamination as
a percent of a reference dose (RfD) for heavy metals, or population adjusted dose (PAD) for
pesticides. All calculations of %RfD and %PAD used the maximum daily dose of the herb
as specified in the Chinese Pharmacopoeia (CPC, 2005) and an assumed body weight of 70
kg. The RfD values for chronic oral exposure to inorganic arsenic, cadmium in food, and
chromium VI were derived from the EPA Integrated Risk Information System (IRIS) (US
EPA, 2010). Reference dose values for lead and mercury were extrapolated from the Joint
FAO/WHO Expert Committee On Food Additives, Provisional Tolerable Weekly Intake
(JEFCA PTWI) for lead (JECFA, 2000) and inorganic mercury (JECFA, 2010). The PAD
values for pesticides were from the United States Environmental Protection Agency (EPA)
Office of Pesticide Programs ISTEP Toxicity Endpoint Selection Database (Miller DJ,
Chief, Chemistry & Exposure Branch, Office of Pesticide Programs, EPA, email
communication, April 2010).

The third method of interpreting contaminant results was based on minimal risk levels
(MRLs) provided by the Agency for Toxic Substances and Disease Registry (ATSDR,
2010). Contamination of each sample was calculated as a %MRL based on the maximum
daily dose of the herb (CPC, 2005) and an assumed body weight of 70 kg. All reference
values (e.g., RfD, MRL, PAD) used for the analyses are provided in Supplementary Data,
Table S3.

A cut-off limit for determination of an elevated level of daily intake using the %RfD,
%PAD, and %MRL values was calculated assuming that the amount of contaminants in
individual CHMs should not exceed 10% of the total allowable daily intake for heavy
metals, and 1% of the total daily intake of pesticides. The limit of 10% of allowable daily
intake was suggested for heavy metal content in dietary supplements in the NSF/ANSI Std.
173 (NSF International, 2008). The value of 1% of the total pesticide daily intake was
recommended by the WHO (1998). Note that 1% of the total pesticide daily intake (i.e., 1%
of PAD or MRL) or 10% of the total heavy metal intake (i.e., 10% of RfD or MRL) is
equivalent to roughly 1/10-10° of the no observed adverse effect level (NOAEL).
Therefore, samples with contaminant levels above the cut-off limits proposed in this paper
represent samples that have the potential to contribute to elevated background exposure
levels, depending on exposure to the contaminants through other pathways, such as in food
and drinking water.

2.6. Assumptions for Preparation of Raw Herbs

In order to provide context for interpreting the %RfD, %PAD, or %MRL it was necessary to
make assumptions about the most common mode of consumption of raw CHMs. All
analyses based on the RfD, PAD, or MRL reference values were calculated assuming that
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either 100% or 10% of the detected levels of the contaminants were actually ingested. The
assumption of 10% ingestion of contaminants accounts for the fact that Chinese herbs are
most often prepared by boiling as a soup or tea (Scheid et al., 2009). Using 10% of the
detected value assumes a low, but realistic, leaching efficiency of the contaminant into the
broth that is actually consumed, as noted by previous studies (Jaggi et al., 2001;
Nookabkaew et al., 2006). In addition, both consumption scenarios were calculated
assuming either acute or chronic exposure, using the corresponding acute or chronic PAD or
MRL values. Only chronic exposure values for EPA IRIS RfD values were available, so the
acute exposure scenario was not calculated in that case. Based on considerations of the mode
of ingestion of CHMs and leaching behavior of contaminants in teas and soups, and because
it is doubtful that all of the contaminants are in their most toxic forms (e.g., Cr VI vs. Cr I11),
it is our opinion that the lower-exposure scenario (i.e., 10% leaching; acute exposure) is
most appropriate for interpreting our results. Below we refer to the different scenarios by
comparing the “more-likely” assessment (i.e., 10% leaching of contaminants; acute
exposure) versus the “most-conservative” assessment (i.e., 100% of contaminants ingested;
chronic exposure). In any cases of disagreement between the scenarios provided by different
toxicological reference values (i.e., EPA RfD or PAD vs. ASTDR MRL), the more stringent
method was always used. For example, if the chronic RfD comparison indicated that five
samples were above the cut-off limit whereas the chronic MRL comparison indicated three
samples were above the cut-off limit, then the chronic RfD value would be used since it was
more stringent.

2.7. Geographic Distribution

Results of contaminant concentration were mapped in ArcGIS (ESRI, 2009) using GPS
coordinates of the collection site. The samples were tested for spatial autocorrelation in
GeoDa (Anselin et al., 2006) using the Moran’s | statistic (Anselin, 1995). Data were first
log-transformed, and the Moran’s | statistic was calculated using both a neighbor and
distance-based approach. Statistical significance of spatial autocorrelation was determined
by comparison with a reference distribution based on 999 random permutations of the data.

2.8. Statistics

3. Results

Levels of contamination were quantified using descriptive statistics. The relative levels of
heavy metal and pesticide contamination in wild versus cultivated samples were compared
using a non-parametric Wilcoxon rank sums test. The alpha level to achieve significance
was set at 0.05.

Results of toxicological significance are summarized below only in terms of the %RfD,
%PAD, and %MRL comparisons. The results of the comparison with fixed limits (i.e., NSF/
ANSI Std. 178; EU Pesticides Database; FDA Action Limits) are not provided in the text
but are provided in the corresponding tables and figures. The fixed limits do not account for
differences in mode of ingestion of CHMs, daily dose amounts, or acute versus chronic
exposure scenarios. For that reason, although the fixed limits are included for reference
purposes, we believe that the %RfD, %PAD, and %MRL are better for estimating the
possible toxicological significance of contaminant levels and therefore focus on those results
in the text.

3.1. Heavy Metals

At least one heavy metal was detected in all samples examined, and 115 samples (34.4%)
had detectable levels of all five metals. The number and percent of samples with detectable
levels of each metal are summarized in Table 1, and shown in comparison with other studies
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(Egan et al., 2007; Ko, 1998; Lendinez et al., 2001; Saper et al., 2004; USDA, 2009; US
FDA, 2007; US GAO, 2010) in Fig. 2.

Three samples (0.9%) had levels of heavy metals that could contribute to an elevated level
of background exposure in the more likely assessment of consumption of raw CHMs (10%
leaching; acute exposure), whereas 231 samples (69.2%) had levels of heavy metals that
could contribute to elevated background exposure in the more conservative assessment
(100% ingested; chronic exposure). The more likely assessment is relatively robust to
changes in the assumption of exposure, with only 39 samples (12%) with heavy metals that
could contribute to elevated level of background exposure if it is assumed that CHMs are
consumed as a soup or tea, and exposure is chronic. In terms of individual metals, 0.3% of
samples could contribute to high background exposure levels of arsenic, 0.6% of samples
could contribute to high background exposures of cadmium, and no samples were of
concern in terms of chromium, lead, and mercury contamination in the more likely
assessment. According to the more conservative method, the percent of samples with the
potential for contributing to elevated background levels of each metal were: 34% for arsenic;
52% for cadmium; 53% for chromium; 12% for lead, and 1% for mercury. The percent of
samples that could contribute to elevated background levels of heavy metals is shown in
Table 2 and summarized in Fig. 3.

3.2. Pesticides

Forty-two different pesticides were detected in 108 plant samples (36.7%). Contamination
ranged from 1 to 9 detectable pesticides per sample. Most of the pesticide residues were
detected in low amounts, but half of the detected pesticides (N=21) are not registered for use
in the United States. Of those, 10 pesticides have FDA determined action limits as
unavoidable pesticides (US FDA, 2009), such as organochlorine residues that persist in the
environment (e.g., DDT). No single pesticide was detected in more than 6 (<2%) samples,
with the exception of chlorpyrifos. Because it was the most common pesticide detected (in
26% of samples), chlorpyrifos levels are summarized in Table 1 and Fig. 2. Details for all
detected pesticides are provided online in Supplementary Data, Table S4.

Fourteen samples (4.8%) had levels of pesticides that could contribute to an elevated
background exposure in the more likely assessment of consumption of raw CHMs (i.e., herb
consumed as soup/tea with 10% leaching of contaminants; acute exposure). If chronic
exposure is assumed in the more likely scenario, then 69 samples (23.5%) would have levels
of pesticides that could contributed to elevated background exposure. Eighty-one samples
(27.5%) had levels of pesticides that could contribute to an elevated background exposure in
the more conservative assessment. In terms of individual pesticides, with the exception of 14
samples (4.8%) that contained chlorpyrifos, all other samples had pesticides at levels of
negligible concern in the more likely assessment (i.e., 10% ingested; acute exposure). In the
more conservative assessment, the percent of samples with levels of pesticides that could
contribute to an elevated level of background exposure was: 26% with chlorpyrifos; 0.3%
with esfenvalerate; 0.3% with fenvalerate; 0.3% with fipronil; 0.3% with lindane; 1.4% with
methyl-parathion; and, 0.3% with quintozene. Because chlorpyrifos was the only pesticide
frequently detected, patterns of contamination in chlorpyrifos are summarized in Table 2 and
Fig. 4.

3.3. Collection Location

Arsenic and mercury concentrations were not significantly associated with geographic
location according to Moran’s | (Anselin et al., 2006). However, lead and cadmium appear
to have clusters of high values in Southwest China, chromium has clusters of high values in
Northeast China, and chlorpyrifos has clusters of high values in Southeast China. In each
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case, the correlation explains only a small part of the data (coefficient of determination,
2
r<<0.1).

3.4. Cultivation Status

Levels of contamination were higher in wild samples as compared to cultivated samples.
Specifically, levels of arsenic, cadmium, lead, chromium, and chlorpyrifos were
significantly higher in wild samples (Table 3).

4. Discussion

The contaminant levels found in the 334 raw CHMs collected for this study are within the
range of values found by the recent United States GAO survey of over-the-counter herbal
dietary supplements (US GAO, 2010), but much lower than previously reported for patent
HMs (Ko, 1998; Saper et al., 2004) (Fig. 2). The contaminant levels are also within the
range of values found in a recent FDA total diet study (Egan et al., 2007; US FDA, 2007),
but the median values in the FDA study were lower. For example, maximum levels of heavy
metals found in the FDA total diet study for spinach were: arsenic, 0.043 ppm; cadmium,
0.524 ppm; lead, 0.062 ppm; and, mercury, 0.018 ppm (US FDA, 2007). By comparison, the
maximum values found in this study were: arsenic, 20 ppm; cadmium, 4.35 ppm; lead, 8.15
ppm; and mercury, 0. 28 ppm. These values are 100 to 1000 times lower than those found in
other studies on patent CHMs (Ko, 1998) or commonly available Indian (Ayurvedic)
medicine (Saper et al., 2004). For example, in a survey of Chinese patent medicines sold in
California, levels of arsenic, lead, and mercury reached levels as high as 14533 ppm, 319
ppm, and 1046 ppm, respectively (Ko, 1998). Since these 3 metals are frequently added to
HM s in the preparation of patent medicines (e.g., Liu et al., 2008a, 2008b), it is not
surprising that the observed levels in individual raw CHMs are much lower.

Some conclusions can be made regarding certain heavy metal or pesticide contaminants.
First, mercury does not appear at unacceptable levels by any measure. Therefore the
individual CHMs in this study would pose little risk for mercury toxicity. Second, it is
known that chromium VI is considerably more toxic than chromium I11, and inorganic
arsenic is more toxic than organic arsenic. All reference values used in this paper to interpret
our results of total metal concentration (i.e., all ionic forms) are based on values for the more
toxic form. We may thus assume that our interpretations of the percent of samples with
significant arsenic and chromium contamination represent an over-estimate. In addition,
with the exception of NSF/ANSI Std. 173 (NSF International, 2008), chromium limits are
not generally included in herbal pharmacopoeias (CPC, 2005). Since chromium was
detected in almost all samples, more research and development of reference levels for this
metal are recommended. Third, since cadmium was observed at high levels as compared to
published standards in at least some of the individual CHMs in this study, many previous
studies on CHMs do not test for this metal (e.g., Ko, 1998), and China is the world’s largest
producer of cadmium (Hetherington et al., 2008), further research on cadmium levels in
CHMs is warranted. Finally, chlorpyrifos was detected in roughly 1 in 4 samples and
occurred at high concentrations in two samples (0.1 and 3.0 parts per thousand).
Chlorpyrifos is not currently monitored in the Chinese Pharmacopoeia (CPC, 2005).
Therefore, further monitoring of chlorpyrifos and development of allowable limits for
chlorpyrifos in HMs is advised.

Surprisingly, samples collected from the wild tended to have higher levels of arsenic,
cadmium, lead, and chlorpyrifos than cultivated samples. The reason for this difference is
unclear, but some possible explanations for this are that: i) many CHMs that are collected
from the “wild” are actually located very close to cultivation sites where pesticides are
applied; ii) wild CHMs are near industrial sites that are sources of heavy metals; and/or iii)
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the heavy metals in soils where CHMs are cultivated have been absorbed from the soil by
previous crops. The potential influence of local sources of industrial or agricultural pollution
may also explain the weak spatial patterning of contamination of cadmium, chromium, lead,
and chlorpyrifos, but this clustering effect needs to be examined further.

5. Conclusions

The results of this study should be interpreted with caution. Only individual CHMs were
investigated, and the results cannot be extrapolated to predict the levels of contaminants that
might be found in manufactured Chinese herbal products or over-the-counter supplements
containing Chinese herbs. In addition, given the range between the more likely and more
conservative assessments of contribution of these CHM samples to elevated background
levels of exposure, further research is warranted to determine the form or valence of the
heavy metals in raw CHMs, leaching behavior in traditional Chinese medicinal preparations,
general exposure scenarios (i.e., acute vs. chronic), and assumed limits of relative source
contribution of contaminants from CHMs (e.g., 1% or 10% of total daily intake). Data on
these aspects will help establish and refine formal contaminant limits in herbal products.

With these caveats in mind, the following conclusions can be made:

1. Based on our assumptions of the mode of consumption of raw CHMs, the heavy
metal and pesticide contamination levels in the vast majority of the 334 Chinese-
grown herb samples in this study (i.e., 99% of samples tested for heavy metals;
95% of samples tested for pesticide residues) are likely to be of negligible concern;

2. More research, monitoring, and regulation of heavy metals and pesticides in raw
CHMs and all manufactured products containing individual CHMs are advised,
particularly for the contaminants cadmium, chromium, and chlorpyrifos;

3. Samples should be monitored for contaminants regardless of whether they are
cultivated or collected from the wild;

4. More research should be done to corroborate the spatial patterns of contamination
with sources of agricultural and industrial pollution; and,

5. Most importantly, given the contaminant levels observed in a large number of
“herbs of commerce,” the international community, and not just the United States
and China, should continue efforts (e.g., GP-TCM, 2011; WHO, 1998) to design
and implement a governmentally-regulated quality assurance and surveillance
program for contaminants in all products that contain Chinese (and other) herbal
material. In this way, an internationally endorsed scheme can be implemented to
identify herbs of commerce found to contain contaminants of potential clinical
concern and the geographic regions, specific farms or factories, where the
contaminated herbal material was collected or processed can be speedily identified.
Such monitoring of plant-based materials will help protect countless consumers of
herbal medicines worldwide and establish safeguards for both exporting and
importing countries.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Fig. 1.
Map of all sample locations according to cultivation status (N=334).
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Fig. 2.

Range and median (indicated by circle, if available) of detected values of contaminants, as
compared with other studies. The median value of arsenic, lead, and mercury in the FDA
Total Diet Study was 0 ppm.

*Data from United Slates FDA Total Diet Study (Egan et al.,2007: US FDA, 2007) Ranges
for heavy metals are a summary of all foods in the study. Ranges for chlorpyrifos are from
values detected in peach and spinach.

tValues detected in herbal dietary supplements reported by United States Government
Accountability Office (US GAO. 2010).

tReport on Chinese patent medicines purchased in San Francisco, United States (Ko, 1998).
8Report on Ayurvedic patent medicines purchased in Boston. United States (Saper et al.,
2004).

||[Data on fruits and vegetables from Spain (Lendinez et al., 2001).

fValues detected in peach and spinach by United States EPA Pesticide Data Program
(USDA, 2009).
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Whole Herb Ingested Herb Taken as Soup/Tea
Assuming 10% Leaching
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Fig. 3.

Percent of samples with heavy metals at detectable levels or above a limit of elevated
background exposure according to different exposure scenarios (for explanation see
Sections 2.5 and 2.6). White bars indicate individual metals as labeled, black bars indicate at
least one metal above limit. Lead values are only shown for the chronic exposure scenarios
because an acute RfD or MRL for lead was not available.

*Fixed limit derived from NSF/ANSI Standard 173 (NSF International, 2008).

tAcute exposure for all metals based on the ASTDR MRL reference values (ATSDR, 2010).
tChronic exposure for As, Cd, Cr, and Hg based on the ASTDR MRL reference values; Pb
was calculated using the JECFA PTWI (JECFA, 2000).

Sci Total Environ. Author manuscript; available in PMC 2012 September 15.



1dussnuein Joyny vd-HIN 1duosnueln Joyny vd-HIN

1duosnuey JoyIny vd-HIN

HARRIS et al. Page 18

100

Whole Herb Ingested Herb Taken as Soup/Tea
90 Assuming 10% Leaching
80
70
7]
2
o
60
€
1]
0
Y 50
o
ES
40
30 i
20
) J
0 i i
Samples with Samples Above Acute Chronic Acute ) Chronic
Detectable Fixed Limit* Exposuret Exposuret Exposuret Exposuret
Levels
Fig. 4.

Percent of samples with pesticides at detectable levels or above a limit of elevated
background exposure according to different exposure scenarios (for explanation see
Sections 2.5 and 2.6). White bars indicate samples with chlorpyrifos, black bars indicate at
least one pesticide above limit. Only chlorpyrifos values are shown for acute and chronic
exposure scenarios because all other pesticides were detected in fewer than 2% of samples
and many lacked toxicological reference values.

*Fixed limit derived from EU Pesticides Database (EUP, 2010) or FDA action levels for
unavoidable pesticides (US FDA, 2009).

tAcute and chronic exposure scenarios for chlorpyrifos are based on the EPA PAD acute
and chronic reference values, respectively.
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