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Health effect of agricultural 
pesticide use in China: implications 
for the development of GM crops
Chao Zhang1, Ruifa Hu1,*, Jikun Huang2,*, Xusheng Huang3,*, Guanming Shi4, Yifan Li5, 
Yanhong Yin3 & Zhaohui Chen3

It is notable that the adoption of GM glyphosate-tolerant crops increases glyphosate use but reduces 
non-glyphosate herbicide use; and adoption of GM insect-resistant crops significantly reduces 
insecticide use. While the health hazard of pesticide use has been well documented, little literature 
evaluates the health effects of different pesticides related to GM crops in an integrated framework. This 
study aims to associate the uses of different pesticides related to GM crops with the blood chemistry 
panel and peripheral nerve conduction of Chinese farmers. Pesticides used by farmers were recorded 
and classified as glyphosate, non-glyphosate herbicides, chemical lepidopteran insecticides, biological 
lepidopteran insecticides, non-lepidopteran insecticides and fungicides. The multivariate regression 
results show that none of the examined 35 health indicators was associated with glyphosate use, while 
the use of non-glyphosate herbicides was likely to induce renal dysfunction and decrease of serum 
folic acid. The use of chemical lepidopteran insecticides might be associated with hepatic dysfunction, 
serum glucose elevation, inflammation and even severe nerve damage. In this context, if GM crops 
are adopted, the alterations in pesticide use may benefit farmer health in China and globe, which has 
positive implications for the development of GM crops.

The evaluation report on the carcinogenicity of glyphosate from the International Agency for Research on Cancer 
(IARC) led to an intensive and immediate debate over the health risks of glyphosate1–6. Although much literature 
argued that glyphosate may not impair human health7–10, or at least glyphosate alone may be harmless11,12, there 
is still a growing public concern about the safety of glyphosate use13–17. With the adoption of the genetically mod-
ified (GM) glyphosate-tolerant crops, the share of glyphosate in herbicide uses rise18,19.

In general, the adoption of GM crops has greatly altered agricultural pesticide use pattern, which is not con-
fined to herbicide use18–25. As noted, the cultivation of GM glyphosate-tolerant crops has caused a profound alter-
ation in agricultural herbicide use18–20. In the United States, for example, the adoption of GM glyphosate-tolerant 
soybeans induced a 10% decline in the total herbicide use from 1997 to 1998, and 2.5 million kg of glyphosate 
were used to substitute for 3.3 million kg of non-glyphosate herbicides25. In addition, GM insect-resistant crops 
are associated with the impressive reduction in the use of chemical lepidopteran insecticides since the insecti-
cidal proteins of Bacillus thuringiensis produced by GM insect-resistant crops have specific control of lepidop-
teran insects26. In China, the plantation of GM insect-resistant cotton was estimated to reduce insecticide use by 
60–80%27. Moreover, the adoption of GM insect-resistant maize and cotton was also associated with 136.6 million 
kg (29.9%) reduction in global insecticide use during the period of 1996 and 200628. In sum, the adoption of GM 
glyphosate-tolerant crops increases glyphosate use but reduces non-glyphosate herbicide use; and adoption of 
GM insect-resistant crops significantly reduces insecticide use and change types of insecticides.

Given the above findings on the impacts of GM crops on pesticide use pattern, it is of great importance to eval-
uate the effects of different pesticides related to GM crops on farmer health. Unfortunately, there is little literature 
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focusing on this issue in an integrated framework. We aim to explore whether the health hazard of glyphosate is 
severer than that of non-glyphosate herbicides, and how chemical lepidopteran insecticides affect farmer health, 
both of which have important implications for the development of GM crops in China and globe. For compar-
ison, we also simultaneously assess the health effects of other related groups of pesticides, including biological 
lepidopteran insecticides, non-lepidopteran insecticides and fungicides.

In contrast with many previous studies, this cohort study focuses on the dose effect of pesticide use on farmer 
health rather than associate pesticide use with risk ratio, odds ratio and rate difference, which can facilitate  
observing the sub-clinical health damages of pesticide use but was often ignored. Based on the previous studies,  
both herbicides and non-herbicide pesticides are likely to be associated with the blood chemistry panel  
(e.g. hepatic function, renal function and vitamins)29–33. Moreover, most pesticides (especially organophosphorus  
chemicals) are neurotoxic substances34–40. However, few studies simultaneously assess the effects of different  
herbicides (e.g. glyphosate and non-glyphosate herbicides) and non-herbicide pesticides (e.g. lepidopteran insecticides,  
non-lepidopteran insecticides and fungicides) on these crucial indicators. Accordingly, we examined a wide range 
of health indicators of the blood chemistry panel and peripheral nerve conduction. The findings from this study 
can provide references for the further related studies in the future.

Materials and Methods
Farmer selection. Farmers in this study were from three Chinese provinces, namely Guangdong, Jiangxi and 
Hebei, which respectively represent the areas of high, medium and low levels of annual pesticide use in China41,42. 
The method of farmer selection was previously described41,43. In brief, two counties within each province and then 
two villages within each county were randomly selected. Subsequently, 20–25 farmers were randomly selected 
from each village. A total of 246 farmers were initially selected to participate in this study, but 22 out of them were 
excluded because they were absent from the health checks, or failed to provide information on pesticide use. As a 
result, the final 224 farmers remained. The inclusion criteria for a farmer were as follows: current farmers aged 18 
years old and above at the time of farmer selection; and farmers who dominated pesticide use in the household.

This study was approved by the Ethics Committee of Chinese PLA General Hospital. The methods in this 
study were carried out in accordance with the approved guidelines. The farmer selection was organized by Beijing 
Institute of Technology. We informed all farmers of the purpose of this study, and obtained informed and written 
consent before the health checks from all farmers.

Questionnaire survey. Before the health checks, a face-to-face questionnaire survey was conducted to col-
lect information about the demographic characteristics (e.g. age, gender, education attainment, household popu-
lation), individual habits (e.g. cigarette intake, alcohol consumption, protective measure when using pesticides), 
previous pesticide use (e.g. frequency of pesticide use in the past years).

Health checks. In order to obtain the health information of all farmers, we performed two rounds of health 
checks in 2012. The first round of health check was performed in March before crop plantation, while the second 
round was performed in August in Jiangxi and Hebei, and in December in Guangdong, prior to the end of crop 
harvest. A total of 35 health indicators were examined to describe the blood chemistry panel and peripheral nerve 
conduction in both rounds of health checks. Note that the indicators of the first round served as the baseline of 
the analyses. Additionally, the body mass index was calculated for each farmer.

All farmers in this study were asked to fast for no less than 12 hours prior to the blood sample collection. All 
the blood samples were immediately centrifuged and conserved in a refrigerated condition, and sent to the same 
laboratory with the same standards in Beijing within no more than 8 hours for chemical test. The related indica-
tors in this study were 13 ones associated with hepatic function, renal function, electrolytes, B vitamins, serum 
glucose and C-reactive protein (Table S1). In the end, ten farmers failed to fast or provide blood sample.

To measure peripheral nerve conduction, the surface electrodes with standard placement was utilized 
to perform the conventional nerve conduction studies. The nerve conduction studies were performed on the 
non-dominant side of each farmer. To ensure the data accuracy, the examined arms and legs of all farmers were 
warmed using warm water so that the corresponding temperatures were maintained from 32 °C to 34 °C and from 
30 °C to 33 °C, respectively. The indicators of the motor and sensory nerve conduction were examined, including 
the motor conduction velocities, compound muscle action potential amplitudes and distal motor latencies of the 
median, ulnar, tibial and common peroneal nerves, as well as the sensory conduction velocities and sensory nerve 
action potential amplitudes of the median, ulnar and sural nerves (Table S2). At last, a total of 218 farmers were 
included in the analyses of neurotoxicity of pesticide use since we failed to obtain nerve conduction data from 
six farmers.

Measuring agricultural pesticide use. In some previous studies, the level of chemical substances or 
metabolites in human blood or other body fluids was examined to measure pesticide exposure44,45. However, 
farmers in this study used many kinds of pesticides. Given our research budget constraints, we had not performed 
such examinations. As an alternative, we used the actual amount of different pesticides used by farmers as their 
pesticide exposure.

All farmers were asked to record the detailed information of each pesticide they used. The required informa-
tion consisted of the chemical name, active ingredient content and actual amount of each pesticide, and the date 
and hours of each pesticide spraying. To facilitate farmers’ understanding of making the desirable records and 
ensure the data accuracy and validity, we indeed took some measures: (1) organizing several training sessions 
to provide some guidelines on the records; (2) revisiting farmers and checking if they made records following 
our guidelines every other week; and (3) asking farmers to keep the product bottles/bags of all pesticides for the 
checks.
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All pesticides used by farmers were classified into six groups: glyphosate, non-glyphosate herbicides, chem-
ical lepidopteran insecticides, biological lepidopteran insecticides, non-lepidopteran insecticides and fungi-
cides (Table S3). The information of the targeted pests of each pesticide came from China Pesticide Information 
Network administrated by the Institute for the Control of Agrochemicals, Ministry of Agriculture of China46.

Statistical analysis. To determine the dose effect of pesticide use on farmer health, we conducted a special 
cohort study rather than by grouping all farmers into exposed and non-exposed groups because nearly all farmers 
has used pesticides in our samples. Such we could identify what extent each health indicator had changed due to 
the additional different pesticides used during two rounds of health checks. In order to control the confounding 
effect of other factors on the health indicators, the multivariate linear regression analyses were utilized and devel-
oped as follows:

α β γ δ λ ζ= + + + + + +· · · · ·HI Pesticide Characteristics Habit Region BaseHI e , (1)i i i i i i i

Here, the explained variable HIi is the indicator of the second round of health check. There are five sets of 
explanatory variables in equation (1). Pesticidei is a group of variables of pesticide use, including glypho-
sate, non-glyphosate herbicides, chemical lepidopteran insecticides, biological lepidopteran insecticides, 
non-lepidopteran insecticides and fungicides. Characteristicsi describes farmers’ demographic characteristics, 
including age, gender and body mass index. Habiti is a group of dummy variables of cigarette intake, alcohol con-
sumption and protective measure. Regioni includes two provincial dummies of Guangdong and Jiangxi. BaseHIi 
is the indicator of the first round of health check (measuring the baseline health status) corresponding to that 
of the second round. Since the cumulative duration of pesticide use of each farmer and the related health status 
before the first round of health check varied across farmers, we included the baseline health variable in the model. 
Additionally, ei is the random error term. Moreover, α, β, γ, δ, λ and ζ are the coefficients to be estimated.

Statistical tests were two-sided and only p <  0.05 were considered statistically significant. We used STATA 
version 13.1 (StataCorp LP, College Station, Texas) for all statistical analyses in this study.

Results
Demographic characteristics and agricultural pesticide use. The demographic characteristics of 
farmers are presented in Table 1. The mean age of 224 farmers was about 51.77 years old, and among these farm-
ers were 60 (26.8%) female. The average body mass index was about 23.53 kg/m2. Additionally, there were 105 
(46.9%) and 95 (42.2%) farmers with habits of cigarette intake and alcohol consumption, respectively. However, 
only 30 (13.4%) farmers reported that they took protective measure during the pesticide spraying process.

Table 1 also shows the amount of agricultural pesticides used by these farmers in 2012. On average, each 
farmer used a total of 4.54 kg of pesticides to protect the crops. In terms of herbicide use, the amount of glypho-
sate was 0.60 kg, almost equalling that of non-glyphosate herbicides (0.61 kg). The average amount of lepidop-
teran insecticides was 2.38 kg, the majority of which were chemicals (about averagely 2.10 kg), while the average 
amount of biological lepidopteran insecticides was merely 0.28 kg. The average amount of non-lepidopteran 
insecticides was 0.27 kg, much lower than that of lepidopteran ones. Compared with herbicides and insecticides, 
the amount of fungicides used by farmers was only 0.68 kg on average.

Effects of agricultural pesticide use on the blood chemistry panel. The estimated effects of agricul-
tural pesticide use on the blood chemistry panel were summarized in Table 2. Agricultural glyphosate use was not 
significantly associated with any indicator of the blood chemistry panel. In contrast, the use of non-glyphosate her-
bicides was positively associated with two indicators of renal function. Each kilogram increase in non-glyphosate 
herbicides use inclined to increase blood urea nitrogen (BUN) by 0.10 mmol/L (95% CI: 0.00, 0.19)  

Variable Mean ± Standard Deviation n (%)

Demographic characteristics

 Age (year) 51.77 ±  10.05

 Female (yes =  1, no =  0) 60 (26.8)

 Body mass index (kg/m2) 23.53 ±  3.64

 Cigarette intake (yes =  1, no =  0) 105 (46.9)

 Alcohol consumption (yes =  1, no =  0) 95 (42.4)

 Protective measure (yes =  1, no =  0) 30 (13.4)

Agricultural pesticide use (kg) 4.54 ±  5.52

 Glyphosate 0.60 ±  1.57 84 (37.5)

 Non-glyphosate herbicides 0.61 ±  1.77 141 (62.9)

 Lepidopteran insecticides 2.38 ±  3.44 212 (94.6)

  Chemical insecticides 2.10 ±  3.41 210 (93.8)

  Biological insecticides 0.28 ±  0.83 67 (29.9)

 Non-lepidopteran insecticides 0.27 ±  0.69 142 (63.4)

 Fungicides 0.68 ±  1.56 112 (50.0)

Table 1.  Demographic characteristics and agricultural pesticide use (n = 224).
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and creatinine (Cr) by 1.75 μmol/L (95% CI: 0.74, 2.77). We also found that the use of non-glyphosate herbicides 
showed negative association with serum folic acid (VB9) (β =  − 0.35; 95% CI: − 0.65, − 0.05).

In terms of insecticides, the increase in alanine aminotransferase (ALT) was significantly associated with the 
use of chemical lepidopteran insecticides (β =  0.65; 95% CI: 0.16, 1.14). Additionally, each kilogram increase 
in chemical lepidopteran insecticides use was also associated with an increase in serum glucose (GLU) of 
0.04 mmol/L (95% CI: 0.00, 0.07) and C-reactive protein (CRP) of 0.25 mg/L (95% CI: 0.03, 0.47). However, 
neither biological lepidopteran nor non-lepidopteran insecticides uses were significantly associated with any indi-
cator of the blood chemistry panel.

In addition, we found that fungicide use was significantly associated with ALT (β =  1.43; 95% CI: 0.35, 2.52) 
and aspartate aminotransferase (AST) (β =  1.64; 95% CI: 0.86, 2.41), two crucial indicators of hepatic function. 
Additionally, each kilogram increase in fungicide use was also associated with a decrease in vitamin B12 (VB12) of 
19.81 ng/L (95% CI: − 37.96, − 1.66).

Effects of agricultural pesticide use on the motor nerve conduction. The estimated effects of agri-
cultural pesticide use on the motor nerve conduction were summarized in Table 3. In terms of herbicide use, we 
found that none of the indicators of the motor nerve conduction had significant association with glyphosate and 
non-glyphosate herbicides.

We also observed contrasting results of the effects of different types of insecticides on the motor nerve conduc-
tion, as presented in Table 3. Agricultural use of chemical lepidopteran insecticides was negatively associated with 
the motor conduction velocities of the median (MMCV), ulnar (UMCV), tibial (TMCV) and common peroneal 
(PMCV) nerves. Additionally, each kilogram increase in the use of chemical lepidopteran insecticides was also 
associated with an increase in the distal motor latency of the ulnar nerve (UDML) of 0.01 ms (95% CI: 0.00, 0.02). 

Indicator Glyphosate (kg)
Non-glyphosate 
herbicides (kg)

Chemical lepidopteran 
insecticides (kg)

Biological lepidopteran 
insecticides (kg)

Non-lepidopteran 
insecticides (kg) Fungicides (kg)

ALT (U/L)

 β − 0.58 − 0.05 0.65** − 0.17 − 0.55 1.43*

 95% CI − 1.68,0.51 − 0.88,0.79 0.16,1.14 − 2.02,1.69 − 2.96,1.85 0.35,2.52

 p-value 0.29 0.91 < 0.01 0.86 0.65 0.01

AST (U/L)

 β − 0.06 0.31 0.30 − 0.20 0.04 1.64**

 95% CI − 0.84,0.71 − 0.27,0.90 − 0.04,0.65 − 1.51,1.11 − 1.75,1.82 0.86,2.41

 p-value 0.87 0.29 0.08 0.77 0.97 0.00

BUN (mmol/L)

 β − 0.05 0.10* 0.02 − 0.12 − 0.23 0.11

 95% CI − 0.17,0.07 0.00,0.19 − 0.04,0.07 − 0.33,0.08 − 0.48,0.02 − 0.01,0.23

 p-value 0.39 0.04 0.55 0.24 0.07 0.07

Cr (μmol/L)

 β − 0.53 1.75** − 0.21 − 0.29 − 1.27 0.28

 95% CI − 1.87,0.81 0.74,2.77 − 0.80,0.38 − 2.57,2.00 − 4.02,1.48 − 1.02,1.59

 p-value 0.43 0.00 0.49 0.80 0.36 0.67

VB12 (ng/L)

 β − 0.82 − 1.55 − 1.02 − 6.97 24.10 − 19.81*

 95% CI − 19.37,17.72 − 15.72,12.63 − 9.31,7.26 − 38.34,24.39 − 13.97,62.18 − 37.96, − 1.66

 p-value 0.93 0.83 0.81 0.66 0.21 0.03

VB9 (μg/L)

 β − 0.17 − 0.35* − 0.00 0.30 − 0.25 0.10

 95% CI − 0.57,0.23 − 0.65, − 0.05 − 0.18,0.17 − 0.38,0.98 − 1.06,0.57 − 0.29,0.49

 p-value 0.40 0.02 0.96 0.39 0.55 0.61

GLU (mmol/L)

 β 0.03 0.01 0.04* 0.05 − 0.13 − 0.01

 95% CI − 0.05,0.11 − 0.05,0.07 0.00,0.07 − 0.08,0.18 − 0.29,0.03 − 0.08,0.07

 p-value 0.45 0.77 0.04 0.43 0.11 0.83

CRP (mg/L)

 β − 0.24 − 0.05 0.25* 0.16 − 0.67 0.07

 95% CI − 0.73,0.26 − 0.43,0.33 0.03,0.47 − 0.68,1.00 − 1.69,0.35 − 0.41,0.56

 p-value 0.35 0.79 0.03 0.71 0.20 0.77

Table 2.  Effects of pesticide use on the blood chemistry panel (n = 214). The result was not reported if 
none of the coefficient of pesticide variable was statistically significant. The confounders were included but not 
reported. Please see Tables S4 and S5 for more information. ALT: alanine aminotransferase; AST: aspartate 
aminotransferase; BUN: blood urea nitrogen; Cr: creatinine; VB12: vitamin B12; VB9: serum folic acid; GLU: 
serum glucose; CRP: C-reactive protein; CI: confidence interval. **p <  0.01, and *p <  0.05.
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However, we found no significant association of the indicators of the motor nerve conduction with the uses of 
biological lepidopteran and non-lepidopteran insecticides.

In addition, fungicide use was not associated with any indicator of the motor nerve conduction.

Effects of agricultural pesticide use on the sensory nerve conduction. Table 4 summarized the 
regression results of the effects of agricultural pesticide use on the sensory nerve conduction. The results showed 
that none of the indicators of the sensory nerve conduction was significantly associated with the uses of glypho-
sate and non-glyphosate herbicides. However, each kilogram increase in the use of chemical lepidopteran insec-
ticides was associated with decreases in the sensory conduction velocities of the median (MSCV) of 0.19 m/s  
(95% CI: − 0.38, − 0.00) and ulnar (USCV) nerves of 0.20 m/s (95% CI: − 0.38, − 0.02). In contrast, we also found 
no significant association of the sensory nerve conduction with biological lepidopteran and non-lepidopteran 
insecticides uses. Additionally, there was a significantly negative association between fungicide use and the sen-
sory nerve action potential amplitude of ulnar nerve (USNAP) (β =  − 0.20; 95% CI: − 0.34, − 0.05).

Discussion
Our results demonstrated that the health effects of different pesticides were different. In general, the adverse 
health effect of insecticide use was severer than that of the uses of herbicides and fungicides. Glyphosate use was 
not associated with farmer health damage, while the use of non-glyphosate herbicides inclined to induce renal 
dysfunction and decrease of serum folic acid. Moreover, chemical lepidopteran insecticides were likely to damage 
hepatic function, increase serum glucose level and induce the inflammation. It is notable that agricultural use of 
chemical lepidopteran insecticides might also induce severe damages to peripheral nerves. In contrast, there was 
not any association between farmer health and the uses of biological lepidopteran and non-lepidopteran insecti-
cides. Additionally, fungicide use probably damaged hepatic function and induced the loss of vitamin B12. Given 
that the adoption of GM glyphosate-tolerant crops can sharply reduce the uses of other herbicides in spite of 
increasing glyphosate use, and adoption of GM insect-resistant crops can significantly reduce the use of chemical 
lepidopteran insecticides18–25, our results implied that the alterations in pesticide use are likely to benefit farmer 
health if GM crops can be adopted by farmers in China and globe.

Agricultural herbicide use, in this study, was only second to insecticide use, and glyphosate accounted for 
about half of the total use of herbicides (Table 1). As shown, glyphosate use was not likely to induce negative effect 
on the blood chemistry panel. It was consistent with the previous studies of human occupational exposure29,30, 
but out of accord with the animal studies47–50. It might be attributed to that the relative level of glyphosate intake 
of the occupational exposed humans was less than that of the oral-administrated experimental animals, and far 
from enough to induce human health damage. In comparison, the use of non-glyphosate herbicides inclined 
to increase the risks of renal dysfunction and decrease of serum folic acid. Similar findings were previously 

Indicator Glyphosate (kg)
Non-glyphosate 
herbicides (kg)

Chemical lepidopteran 
insecticides (kg)

Biological lepidopteran 
insecticides (kg)

Non-lepidopteran 
insecticides (kg) Fungicides (kg)

MMCV (m/s)

 β 0.18 − 0.05 − 0.20* − 0.13 0.02 0.28

 95% CI − 0.21,0.57 − 0.36,0.27 − 0.37, − 0.02 − 0.78,0.52 − 0.78,0.82 − 0.10,0.66

 p-value 0.38 0.78 0.03 0.69 0.96 0.15

UMCV (m/s)

 β 0.23 − 0.14 − 0.20* − 0.16 0.25 − 0.18

 95% CI − 0.16,0.61 − 0.45,0.17 − 0.37, − 0.03 − 0.81,0.48 − 0.54,1.04 − 0.55,0.20

 p-value 0.25 0.38 0.02 0.62 0.53 0.35

TMCV (m/s)

 β − 0.32 − 0.11 − 0.19* − 0.06 − 0.12 − 0.05

 95% CI − 0.65,0.02 − 0.39,0.16 − 0.34, − 0.04 − 0.62,0.50 − 0.81,0.57 − 0.38,0.28

 p-value 0.07 0.42 0.01 0.84 0.74 0.77

PMCV (m/s)

 β 0.00 − 0.04 − 0.18** 0.38 − 0.34 − 0.18

 95% CI − 0.30,0.30 − 0.28,0.20 − 0.31, − 0.04 − 0.12,0.88 − 0.96,0.28 − 0.47,0.11

 p-value 0.99 0.75 < 0.01 0.13 0.28 0.23

UDML (ms)

 β − 0.01 − 0.00 0.01* − 0.05 0.02 0.01

 95% CI − 0.03,0.02 − 0.03,0.02 0.00,0.02 − 0.09,0.00 − 0.03,0.08 − 0.02,0.03

 p-value 0.68 0.70 < 0.05 0.05 0.39 0.63

Table 3.  Effects of pesticide use on the motor nerve conduction (n = 218). The result was not reported if 
none of the coefficient of pesticide variable was statistically significant. The confounders were included but not 
reported. Please see Tables S6 and S7 for more information. MMCV: motor conduction velocity of the median 
nerve; UMCV: motor conduction velocity of the ulnar nerve; TMCV: motor conduction velocity of the tibial 
nerve; PMCV: motor conduction velocity of the common peroneal nerve; UDML: distal motor latency of the 
ulnar nerve; CI: confidence interval. **p <  0.01, and *p <  0.05.
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published31–33. For example, exposures to paraquat, atrazine and acetochlor were associated with renal function 
damage in both animals and humans31–33. Note that these three herbicides were among the most common used 
ones second to glyphosate in this study. Moreover, we also found that neither glyphosate nor non-glyphosate 
herbicides uses were associated with peripheral nerve damage.

Agricultural use of lepidopteran insecticides dominated insecticide use in this study, and the majority of lep-
idopteran insecticides were chemicals (Table 1). Indeed, chemical lepidopteran insecticides mainly consisted 
of organophosphorous, nereistoxin and pyrethroid insecticides with diffferent health toxicities. The increased 
ALT, GLU and CRP associated with the use of chemical lepidopteran insecticides demonstrated that substantial 
use of chemical lepidopteran insecticides was likely to damage hepatic function, increase the serum glucose and 
induce the inflammation among farmers. The consistent results could also be found in the previous studies51–53. 
For example, organophosphorous insecticides against lepidopteran insects were often associated with sub-clinical 
hepatotoxicity indicated by the increased serum concentrations of ALT in pregnant women and rats51,52. In addi-
tion, it was well documented that the majority of organophosphorous, nereistoxin and pyrethroid insecticides 
against lepidopteran insects were nerve agents34–40. Our results showed that the potential damage effects of chem-
ical lepidopteran insecticides on the median and ulnar nerves were far severer.

In contrast with chemical lepidopteran insecticides, biological insecticides against lepidopteran insects were 
not associated with farmer health risk, which was to be expected. The commonly used biological insecticides 
against lepidopteran insects in China include Bacillus thuringiensis and Helicoverpa armigera nuclear polyhe-
drosis virus. Although these biological lepidopteran insecticides were increasingly used in China due to their 
high efficiency and low toxicity in crop protection in recent years, the proportion of these insecticides in the 
total use of lepidopteran insecticides was only about 11.8% (Table 1). In addition, the insecticides used to control 
non-lepidopteran insects were also not observed to induce adverse effects on farmer health, which could be attrib-
uted to that the relative small amount of these insecticides used by farmers was not enough to induce health risk.

Fungicide use accounted for only 15% of the total use of pesticides (Table 1), less than that of insecticides 
and herbicides. Anyway, we found that fungicide use was likely to damage hepatic function among farmers. 
Moreover, fungicide use was also associated with the loss of vitamin B12. Note that the most common used fungi-
cides in this study consisted of organosulfur chemicals, mainly including ethylenebisdithiocarbamates (EBDCs) 
and dimethyldithiocarbamates (DMDCs). In detail, among EBDCs were mancozeb, zineb and metiram, and 
among DMDCs were thiram and ziram. It was previously documented that these organosulfur fungicides were 
closely associated with the increases in ALT and AST in humans and animals, which indicated damages to hepatic 
function54–56.

It is notable that agricultural uses of glyphosate, non-glyphosate herbicides and lepidopteran insecticides 
may be greatly altered if GM glyphosate-tolerant and insect-resistant crops are adopted18–24. Although the 
related increase in glyphosate use has raised several concerns on the health and environmental risks18,20, sub-
stantial studies indicated that glyphosate may be the least toxic pesticide57–60. It implies that the adoption of 
GM glyphosate-tolerant crops may indeed benefit farmer health by sharply reducing the use of the more toxic 
non-glyphosate herbicides. In addition, it has also been well-documented that GM insect-resistant crops may 
enable farmers to protect crops more effectively and thus reduce the use of lepidopteran insecticides, especially 
chemical ones21–24. In this context, if GM insect-resistant crops are adopted, the alterations in insecticide use may 
also benefit farmer health by lowering the insecticide exposure level27,61.

Since 46.9% and 42.4% of farmers in our sample had the habits of cigarette intake and alcohol consumption, 
respectively, we also conducted statistical tests of the different effects between a group of neither cigarette intake 
nor alcohol consumption and the other three groups (cigarette intake but not alcohol consumption; alcohol con-
sumption but not cigarette intake; and both cigarette intake and alcohol consumption). However, we did not find 
evidence that the habits of cigarette intake and alcohol consumption aggravated pesticide intoxication in our 

Indicator Glyphosate (kg)
Non-glyphosate 
herbicides (kg)

Chemical lepidopteran 
insecticides (kg)

Biological lepidopteran 
insecticides (kg)

Non-lepidopteran 
insecticides (kg) Fungicides (kg)

MSCV (m/s)

 β 0.00 − 0.34 − 0.19* 0.22 0.50 0.08

 95% CI − 0.42,0.42 − 0.68,0.00 − 0.38, − 0.00 − 0.48,0.92 − 0.36,1.36 − 0.33,0.48

 p-value 0.99 0.05 < 0.05 0.54 0.26 0.71

USCV (m/s)

 β 0.16 − 0.04 − 0.20* − 0.28 − 0.45 − 0.16

 95% CI − 0.23,0.56 − 0.36,0.29 − 0.38, − 0.02 − 0.94,0.37 − 1.25,0.36 − 0.54,0.22

 p-value 0.42 0.83 0.03 0.40 0.28 0.42

USNAP (mV)

 β − 0.06 0.11 0.04 0.06 0.06 − 0.20**

 95% CI − 0.20,0.09 − 0.01,0.23 − 0.02,0.11 − 0.18,0.31 − 0.24,0.36 − 0.34, − 0.05

 p-value 0.45 0.08 0.20 0.60 0.68 < 0.01

Table 4.  Effects of pesticide use on the sensory nerve conduction (n = 218). The result was not reported if 
none of the coefficient of pesticide variable was statistically significant. The confounders were included but not 
reported. Please see Table S8 for more information. MSCV: sensory conduction velocity of the median nerve; 
USCV: sensory conduction velocity of the ulnar nerve; USNAP: sensory nerve action potential amplitude of the 
ulnar nerve; CI: confidence interval. **p <  0.01, and *p <  0.05.
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sample. This result is not surprising because our study focuses on the sub-clinical health effect rather than acute 
pesticide intoxication or pesticide intake.

There were also some limitations to be pointed out. The relatively small effective sample size and short study 
period were likely to produce biased results. In addition, although this study examined a wide range of indicators 
of the blood chemistry panel and peripheral nerve conduction, it was still hardly reflected the complete health 
status of those farmers, which then called for further related studies in the future.

In conclusion, glyphosate was likely to be the least toxic to farmer health, while non-glyphosate herbicides 
inclined to induce hazard effect on farmer renal function and serum folic acid. In terms of insecticides, chemicals 
used to control lepidopteran insects might cause severe health problems, especially the damages to farmer periph-
eral nerves, while neither biological lepidopteran nor non-lepidopteran insecticides uses were associated with 
farmer health. Given the findings on the impacts of GM crops on pesticide use and the results about the health 
effects of the uses of different pesticides related to GM crops in this study, it can be concluded that the alterations 
in agricultural pesticide use are likely to benefit the health of a large number of farmers in China and even globe 
if GM crops are adopted. Hence, this study could have positive implications for the development of GM crops.

References
1. Guyton, K. Z. et al. Carcinogenicity of tetrachlorvinphos, parathion, malathion, diazinon, and glyphosate. Lancet Oncol. 16, 490–491 

(2015).
2. International Agency for Research on Cancer. Some Organophosphate Insecticides and Herbicides: Diazinon, Glyphosate, 

Malathion, Parathion, and Tetrachlorvinphos. Monographs on the evaluation of carcinogenic risks to humans. 112, (2015). 
Available at: http://monographs.iarc.fr/ENG/Monographs/vol112/mono112-09.pdf (Accessed: 28th May 2016).

3. Cressey, D. Widely used herbicide linked to cancer. Nature, doi: 10.1038/nature.2015.17181 (2015).
4. American Council on Science and Health. IARC’s ruling on glyphosate ignores the science. (2015) Available at: http://acsh.

org/2015/03/iarcs-ruling-on-glyphosate-ignores-the-science/ (Accessed: 28th May 2016).
5. Academics Review. IARC glyphosate cancer review fails on multiple fronts. (2015) Available at: http://academicsreview.org/2015/03/

iarc-glyphosate-cancer-review-fails-on-Multiple-fronts/ (Accessed: 28th May 2016).
6. Bundesinstitut für Risikobewertung. Does glyphosate cause cancer? (2015) Available at: http://www.bfr.bund.de/cm/349/does-

glyphosate-cause-cancer.pdf (Accessed: 28th May 2016).
7. De Roos, A. J. et al. Cancer incidence among glyphosate-exposed pesticide applicators in the Agricultural Health Study. Environ. 

Health Perspect. 113, 49–54 (2005).
8. Sorahan, T. Multiple myeloma and glyphosate use: a re-analysis of US Agricultural Health Study (AHS) data. Int. J. Environ. Res. 

Public Health 12, 1548–1559 (2015).
9. Mladinic, M. et al. Evaluation of genome damage and its relation to oxidative stress induced by glyphosate in human lymphocytes 

in vitro. Environ. Mol. Mutagen. 50, 800–807 (2009).
10. Jayasumana, C., Gunatilake, S. & Senanayake, P. Glyphosate, hard water and nephrotoxic metals: are they the culprits behind the 

epidemic of chronic kidney disease of unknown etiology in Sri Lanka? Int. J. Environ. Res. Public Health 11, 2125–2147 (2014).
11. Mesnage, R., Bernay, B. & Séralini, G. E. Ethoxylated adjuvants of glyphosate-based herbicide are active principles of human cell 

toxicity. Toxicology 313, 122–128 (2013).
12. Benachour, N. & Séralini, G. E. Glyphosate formulations induce apoptosis and necrosis in human umbilical, embryonic, and 

placental cells. Chem. Res. Toxicol. 22, 97–105 (2009).
13. Richard, S., Moslemi, S., Sipahutar, H., Benachour, N. & Seralini, G. E. Differential effects of glyphosate and Roundup on human 

placental cells and aromatase. Environ. Health Perspect. 113, 716–720 (2005).
14. Benachour, N. et al. Time- and dose-dependent effects of Roundup on human embryonic and placental cells. Arch. Environ. Contam. 

Toxicol. 53, 126–133 (2007).
15. Koller, V. J. et al. Cytotoxic and DNA-damaging properties of glyphosate and Roundup in human-derived buccal epithelial cells. 

Arch. Toxicol. 86, 805–813 (2012).
16. Gasnier, C. et al. Glyphosate-based herbicides are toxic and endocrine disruptors in human cell lines. Toxicology 262, 184–191 (2009).
17. Jayasumana, C., Gunatilake, S. & Siribaddana, S. Simultaneous exposure to multiple heavy metals and glyphosate may contribute to 

Sri Lanka agricultural nephropathy. BMC Nephrol. 16, 103 (2015).
18. Shaner, D. L. The impact of glyphosate-tolerant crops on the use of other herbicides and resistance management. Pest Manag. Sci. 6, 

320–326 (2000).
19. Young, B. G. Changes in herbicide use patterns and production practices resulting from glyphosate-resistant crops. Weed Technol. 

20, 301–307 (2006).
20. Benbrook, C. M. Impacts of genetically engineered crops on pesticide use in the U.S. – the first sixteen years. Env. Sci. Eur. 24, 24 (2012).
21. Phipps, R. H. & Park, J. R. Environmental benefits of genetically modified crops: global and European perspectives on their ability 

to reduce pesticide use. J. Anim. Feed Sci. 11, 1–18 (2002).
22. Lu, Y., Wu, K., Jiang, Y., Guo, Y. & Desneux, N. Widespread adoption of Bt cotton and insecticide decrease promotes biocontrol 

services. Nature 487, 362–367 (2012).
23. Huang, J., Hu, R., Pray, C., Qiao, F. & Rozelle, S. Biotechnology as an alternative to chemical pesticides: a case study of Bt cotton in 

China. Agr. Econ. 29, 55–67 (2003).
24. Pray, C., Ma, D. M., Huang, J. K. & Qiao, F. B. Impact of Bt cotton in China. World Dev. 29, 813–825 (2001).
25. Heimlich, R. E. et al. Genetically engineered crops: has adoption reduced pesticide use? Agricultural Outlook, 13–17 (2000).
26. Naranjo, S. E. Impacts of Bt transgenic cotton on integrated pest management. J. Agr. Food Chem. 59, 5842–5851 (2011).
27. Fitt, G. P. et al. Global status and impacts of biotech cotton: report of the second expert panel on biotechnology of cotton. 

International Cotton Advisory Committee, 65 (2004).
28. Naranjo, S. E. Impacts of Bt crops on non-target invertebrates and insecticide use patterns. CAB Review: Perspectives in Agriculture, 

Veterinary Science, Nutrition and Natural Resources 4, 011 (2009).
29. Jauhiainen, A., Rasanen, K., Sarantila, R., Nuutinen, J. & Kangas, J. Occupational exposure of forest workers to glyphosate during 

brush saw spraying work. Am. Ind. Hyg. Assoc. J. 52, 61–64 (1991).
30. Williams, G. M., Kroes, R. & Munro, I. C. Safety evaluation and risk assessment of the herbicide Roundup and its active ingredient, 

glyphosate, for humans. Regul. Toxicol. Pharmacol. 31, 117–165 (2000).
31. Hong, S. Y., Yang, D. H. & Hwang, K. Y. Associations between laboratory parameters and outcome of paraquat poisoning. Toxicol. 

Lett. 118, 53–59 (2000).
32. Liu, W. et al. Effects of atrazine on the oxidative damage of kidney in Wister rats. Int. J. Clin. Exp. Med. 7, 3235–3243 (2014).
33. Li, L. et al. A urinary metabonomics analysis of long-term effect of acetochlor exposure on rats by ultra-performance liquid 

chromatography/mass spectrometry. Pestic. Biochem. Physiol. 128, 82–88 (2016).
34. Starks, S. E. et al. Peripheral nervous system function and organophosphate pesticide use among licensed pesticide applicators in the 

agricultural health study. Environ. Health Perspect. 120, 515–520 (2012).

http://monographs.iarc.fr/ENG/Monographs/vol112/mono112-09.pdf
http://acsh.org/2015/03/iarcs-ruling-on-glyphosate-ignores-the-science/
http://acsh.org/2015/03/iarcs-ruling-on-glyphosate-ignores-the-science/
http://academicsreview.org/2015/03/iarc-glyphosate-cancer-review-fails-on-Multiple-fronts/
http://academicsreview.org/2015/03/iarc-glyphosate-cancer-review-fails-on-Multiple-fronts/
http://www.bfr.bund.de/cm/349/does-glyphosate-cause-cancer.pdf
http://www.bfr.bund.de/cm/349/does-glyphosate-cause-cancer.pdf


www.nature.com/scientificreports/

8Scientific RepoRts | 6:34918 | DOI: 10.1038/srep34918

35. Jayasinghe, S. S., Pathirana, K. D. & Buckley, N. A. Effects of acute organophosphorus poisoning on function of peripheral nerves: a 
cohort study. PloS One 7, e49405 (2012).

36. Karami-Mohajeri, S., Nikfar, S. & Abdollahi, M. A systematic review on the nerve-muscle electrophysiology in human 
organophosphorus pesticide exposure. Human. Exp. Toxicol. 33, 92–102 (2014).

37. Delpech, V. R., Ihara, M., Coddou, C., Matsuda, K. & Sattelle, D. B. Action of nereistoxin on recombinant neuronal nicotinic 
acetylcholine receptors expressed in Xenopus laevis oocytes. Invert. Neurosci. 5(1), 29–35 (2003).

38. Han, Z., Han, Z., Jiang, Z. & Qian, W. Review on the toxicological mechanism of nereistoxin insecticides. Modern Agrochemicals 
3(6), 5–8 (2004).

39. Shafer, T. J., Meyer, D. A. & Crofton, K. M. Development neurotoxicity of pyrethroid insecticides: critical review and future research 
needs. Environ. Health Perspect. 113(2), 123–126 (2005).

40. Ray, D. E. & Fry, J. R. A reassessment of the neurotoxicity of pyrethroid insecticides. Pharmacol. Ther. 111(1), 174–193 (2006).
41. Hu, R. et al. Long- and short-term health effects of pesticide exposure: a cohort study from China. PLoS One 10, e0128766 (2015).
42. Zhang, C. et al. Overuse or underuse? An observation of pesticide use in China. Sci. Total Environ. 538, 1–6 (2015).
43. Huang, X. et al. Association between occupational exposure to pesticides with heterogeneous chemical structures and farmer health 

in China. Sci. Rep. 6, 25190 (2016).
44. Pilkington, A. et al. An epidemiological study of the relations between exposure to organophosphate pesticides and indices of 

chronic peripheral neuropathy and neuropsychological abnormities in sheep farmers and dippers. Occup. Environ. Med. 58, 
702–710 (2001).

45. Fenster, L. et al. Association of in utero organochlorine pesticide exposure and fetal growth and length of gestation in an agricultural 
population. Environ. Health Pespect. 114, 597–602 (2006).

46. China Pesticide Information Network. (2015) Available at: http://www.chinapesticide.gov.cn/service/aspx/e2.aspx (Accessed: 28th 
May 2016).

47. Benedetti, A. L., de Lourdes Vituri, C., Trentin, A. G., Domingues, M. A. C. & Slvarez-Silva, M. The effects of sub-chronic exposure 
of Wistar rats to the herbicide glyphosate-biocarb. Toxicol. Lett. 153, 227–232 (2004).

48. El-Shenawy, N. S. Oxidative stress response of rats exposed to Roundup and its active ingredient glyphosate. Environ. Toxicol. 
Pharmacol. 28, 379–385 (2009).

49. Karimi, J. H., Novin, L. & Poor, A. M. Effect of the herbicide glyphosate on renal tissues in adult female rats. J. Jahrom Univ. Med. Sci. 
11(4), 9–16 (2014).

50. Tizhe, E. V. et al. Serum biochemical assessment of hepatic and renal functions of rats during oral exposure to glyphosate with zinc. 
Comp. Clin. Pathol. 23, 1043–1150 (2014).

51. Cecchi, A., Rovedatti, M. G., Sabino, G. & Magnarelli, G. G. Environmental exposure to organophosphate pesticides: assessment of 
endocrine disruption and hepatotoxicity in pregnant women. Ecotox. Environ. Safe. 80, 280–287 (2012).

52. Gomes, J., Dawodu, A., Lloyd, O. D. & Anilal, S. Hepatic injury and disturbed amino acid metabolism in mice following prolonged 
exposure to organophosphorus pesticides. Hum. Exp. Toxicol. 18, 33–37 (1999).

53. Andreadis, G. et al. The influence of organophosphate pesticides on white blood cell types and C-reactive protein (CRP) level of 
Greek farm workers. Fresen. Environ. Bull. 22(8a), 2423–2427 (2013).

54. Siddiqui, A., Ali, B. & Srivastava, S. P. Effect of mancozeb on hepatic glutathione s-transferase in rat. Toxicol. Lett. 68, 301–305 
(1993).

55. Meneguz, A. & Michalek, H. Effects of zineb and its metabolite, ethylenethiourea, on hepatic microsomal systems in rats and mice. 
Bull. Environ. Contam. Toxicol. 38, 862–867 (1987).

56. Dalvi, P. S., Wilder-Kofie, T., Mares, B., Dalvi, R. R. & Billups, L. H. Toxicologic implications of the metabolism of thiram, 
dimethyldithiocarbamate and carbon disulfide mediated by hepatic cytochrome p450 isozymes in rats. Pestic. Biochem. Physiol. 74, 
85–90 (2002).

57. Duke, S. O. & Powles, S. B. Glyphosate: a once-in-a-century herbicide. Pest Manag. Sci. 64, 319–325 (2008).
58. Franz, J. E., Mao, M. K. & Sikorski, J. A. Glyphosate: A Unique and Global Herbicide (American Chemical Society, 1997).
59. Cerderia, A. L. & Duke, S. O. The current status and environmental impacts of glyphosate-resistant crops: a review. J. Environ. Qual. 

35, 1633–1658 (2006).
60. Duke, S. O., Baerson, S. R. & Rimando, A. M. Herbicides: glyphosate in Encyclopedia of Agrochemicals (eds Plimmer, J. R., Gammon, 

D. W. & Ragsdale, N. N.) (John Wiley & Sons, Inc., 2003).
61. Shelton, A. M., Zhao, J. Z. & Roush, R. T. Economic, ecological, food safety, and social consequences of the deployment of BT 

transgenic plants. Annu. Rev. Entomol. 47, 845–881 (2002).

Acknowledgements
We thank all farmers who participated in the health checks. We also acknowledge the financial supports from the 
National Natural Science Foundation of China (71210004, 71173014 and 71333013).

Author Contributions
C.Z. and R.H. had the idea and designed the research. C.Z., R.H., J.H. and G.S. analyzed data and wrote the 
manuscript. X.H. led the health checks and interpreted the results. C.Z., Y.L., Y.Y. and Z.C. participated in the 
survey and health checks.

Additional Information
Supplementary information accompanies this paper at http://www.nature.com/srep
Competing financial interests: The authors declare no competing financial interests.
How to cite this article: Zhang, C. et al. Health effect of agricultural pesticide use in China: implications for the 
development of GM crops. Sci. Rep. 6, 34918; doi: 10.1038/srep34918 (2016).

This work is licensed under a Creative Commons Attribution 4.0 International License. The images 
or other third party material in this article are included in the article’s Creative Commons license, 

unless indicated otherwise in the credit line; if the material is not included under the Creative Commons license, 
users will need to obtain permission from the license holder to reproduce the material. To view a copy of this 
license, visit http://creativecommons.org/licenses/by/4.0/
 
© The Author(s) 2016

http://www.chinapesticide.gov.cn/service/aspx/e2.aspx
http://www.nature.com/srep
http://creativecommons.org/licenses/by/4.0/

	Health effect of agricultural pesticide use in China: implications for the development of GM crops
	Materials and Methods
	Farmer selection. 
	Questionnaire survey. 
	Health checks. 
	Measuring agricultural pesticide use. 
	Statistical analysis. 

	Results
	Demographic characteristics and agricultural pesticide use. 
	Effects of agricultural pesticide use on the blood chemistry panel. 
	Effects of agricultural pesticide use on the motor nerve conduction. 
	Effects of agricultural pesticide use on the sensory nerve conduction. 

	Discussion
	Acknowledgements
	Author Contributions
	Table 1.   Demographic characteristics and agricultural pesticide use (n = 224).
	Table 2.   Effects of pesticide use on the blood chemistry panel (n = 214).
	Table 3.   Effects of pesticide use on the motor nerve conduction (n = 218).
	Table 4.   Effects of pesticide use on the sensory nerve conduction (n = 218).



 
    
       
          application/pdf
          
             
                Health effect of agricultural pesticide use in China: implications for the development of GM crops
            
         
          
             
                srep ,  (2016). doi:10.1038/srep34918
            
         
          
             
                Chao Zhang
                Ruifa Hu
                Jikun Huang
                Xusheng Huang
                Guanming Shi
                Yifan Li
                Yanhong Yin
                Zhaohui Chen
            
         
          doi:10.1038/srep34918
          
             
                Nature Publishing Group
            
         
          
             
                © 2016 Nature Publishing Group
            
         
      
       
          
      
       
          © 2016 The Author(s)
          10.1038/srep34918
          2045-2322
          
          Nature Publishing Group
          
             
                permissions@nature.com
            
         
          
             
                http://dx.doi.org/10.1038/srep34918
            
         
      
       
          
          
          
             
                doi:10.1038/srep34918
            
         
          
             
                srep ,  (2016). doi:10.1038/srep34918
            
         
          
          
      
       
       
          True
      
   




