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SUBJECT: RECOMMENDATION FOR INTERIM NOTIFICATION LEVELS FOR
SAXITOXINS, MICROCYSTINS AND CYLINDROSPERMOPSIN
In response to a request by the State Water Resources Control Board (SWRCB), the
Office of Environmental Health Hazard Assessment (OEHHA) is recommending healthbased interim notification levels (NLs) for saxitoxins, microcystins and
cylindrospermopsin in drinking water as shown in the table below. These chemicals are
toxins produced by cyanobacteria (also known as blue-green algae) in surface waters of
California. The values are based on OEHHA’s review of health-based advisory levels
currently available from national and international health agencies and the peerreviewed scientific studies they considered. OEHHA is recommending that these NLs
be used on an interim basis while it completes its review of the sizeable database of
recent toxicity studies on these cyanotoxins and derives final recommendations.
Recommended interim notification levels for three cyanotoxins
Notification level
recommendation
(µg/L)1

Duration

Saxitoxins

0.6

1 day

Microcystins

0.03

Cylindrospermopsin

0.3

Chemical

1

Health effect

Peerreviewed
study

Neurotoxicity

EFSA, 2009

up to 3 months

Decline in
sperm number

Chen et al.,
2011

up to 3 months

Liver damage

Chernoff et
al., 2018

One microgram per liter (µg/L) is equal to one part per billion (ppb).
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SAXITOXINS
Saxitoxins (STX) are biotoxins produced by marine dinoflagellates or fresh water
cyanobacteria. Saxitoxins interfere with voltage-gated sodium channels in nerve cells
(WHO, 2020a; EFSA, 2009). The effects of saxitoxins include:
•

•

neurological effects: neurotoxicity is the main adverse effect of saxitoxin
exposure in animals and humans (saxitoxins are known to cause numbness and
tingling in the mouth or extremities, muscular weakness and paralysis,
respiratory failure and death 1);
genotoxicity and carcinogenicity: very limited information is available regarding
the genotoxicity and carcinogenicity of saxitoxins.

Data on other effects of saxitoxins are sparse. There are over 50 saxitoxin analogues.
The toxicity of saxitoxin analogues are often expressed as saxitoxin equivalents
(STXeq).
The European Food Safety Authority (EFSA, 2009) developed an acute reference dose
of 0.5 µg STXeq/kg for saxitoxins. The reference dose from EFSA (2009) was based on
an acute lowest-observed-adverse-effect level (LOAEL) of 1.5 µg STXeq/kg identified
from an analysis of reported human case studies. In combination, there are more than
500 individuals in these studies and most effects observed were neurotoxic in nature.
Because no adverse effects were observed at this dose level in many individual studies,
EFSA (2009) believed the LOAEL of 1.5 µg STXeq/kg was very close to the noobserved-adverse-effect level (NOAEL), and therefore applied a factor of 3 for the
extrapolation from LOAEL to NOAEL. EFSA (2009) did not apply any factor to cover
sensitive individuals (EFSA, 2009).
The acute reference dose developed by EFSA (2009) was adopted by the World Health
Organization (WHO, 2020a), the Washington State Department of Health (2011), Ohio
Environmental Protection Agency (2016), and Oregon Health Authority (2015) in
developing their drinking water or fresh water recreational guideline values for
saxitoxins.
Arnich and Thiebault (2018) studied 143 individuals from 13 human studies. Doseresponse modeling was conducted and the dose associated with symptoms in 10% of
the exposed people was estimated to be 0.37 µg STXeq/kg. OEHHA’s review of the
modeling suggested the dose calculated in Arnich and Thebault (2018) was likely the
result of the use of a non-representative comparison group in the modeling and
therefore did not select it as the POD for developing a health-protective concentration.
It is worth noting that the lowest LOAEL of 1.8 µg STXeq/kg observed from the studies
This is also referred to as paralytic shellfish poisoning (PSP) although both drinking water and
consumption of contaminated shellfish are exposure pathways.
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in Arnich and Thebault (2018) supports the LOAEL of 1.5 µg STXeq/kg identified from
EFSA (2009).
To derive a health-protective concentration for STX, OEHHA first calculated an
acceptable daily dose (ADD, in µg/kg-day), which is the estimated maximum dose of a
chemical that can be consumed by humans, including sensitive individuals, without toxic
effects. It can be calculated using the equation below:
ADD = POD ÷ UFcombined

(Equation 1)

where:
POD = point of departure, µg STXeq/kg or µg/kg-day;
UFcombined = combined uncertainty factor, unitless.
OEHHA adopted the point of departure (POD) of 1.5 µg STXeq/kg from EFSA (2009)
and applied a combined uncertainty factor (UFcombined) of 10. It includes a UF of √10 for
extrapolating from LOAEL to NOAEL and a UF of √10 to account for sensitive
individuals. Using Equation 1 and the parameters discussed, OEHHA calculated an
ADD of 0.15 STXeq/kg.
The health-protective concentration (C, in µg/L) for saxitoxins in drinking water can be
calculated by using the equation below:
where:

C = (ADD × RSC) ÷ DWI

(Equation 2)

ADD = acceptable daily dose, µg STXeq/kg or µg/kg-day
RSC = relative source contribution, unitless;
DWI = drinking water intake rate, L/kg-day.
The relative source contribution (RSC) represents the fraction of exposure to a chemical
attributed to tap water, as part of the total exposure from all sources (including food and
air). The daily water intake rate (DWI) is adjusted for body weight and is age specific.
For this determination, OEHHA identified infants as the sensitive population because
infants may be particularly sensitive to neurotoxicity and they have a higher drinking
water intake rate adjusted for body weight than adults. OEHHA applied the DWI of
0.237 L/kg-day (OEHHA, 2012b) for infants 0 to 6 months of age and used an RSC of 1
because tap water is considered the only source of exposure for the reconstituted
formula-fed infant. Using Equation 2 and the parameters described, OEHHA calculated
a health-protective concentration of 0.6 µg/L, equivalent to 0.6 parts per billion (ppb), for
STX.
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Comparison of the health-protective concentration for saxitoxins and drinking
water advisory levels from other health agencies
Agency (year)

Critical
Study

Health Effect

ADD or Equivalent
(µg/kg-day)

Drinking Water
Level (µg/L)

OEHHA (2021)

EFSA, 2009

Neurotoxicity

0.15

0.6

WHO (2020a)

EFSA, 2009

Neurotoxicity

0.5

3

FAO (2004)

FAO, 2004

Neurotoxicity

0.7

--

Because the POD, adopted from EFSA (2009), is based on case reports of human
poisoning through consumption of contaminated shellfish, OEHHA recommends a
duration of one day for the health-protective concentration of 0.6 µg/L for STX.
MICROCYSTINS
Microcystins (MC) are biotoxins produced by fresh water and marine cyanobacteria.
MC causes inhibition of protein phosphatases, leading to alterations in the cytoskeleton,
oxidative stress, and apoptosis. Several subchronic and chronic animal studies in the
scientific literature describe effects associated with oral exposure to the most common
MC, MC-LR:
•

liver effects: enlargement of liver, chronic inflammation, necrosis of hepatocytes (Ito
et al., 1997, Fawell et al., 1999, He et al., 2017);

•

lung effects: thickening of the alveolar septum, disruption of cell junctions, alveolar
collapse and lung cell apoptosis (Li et al., 2016; Wang et al., 2016);

•

serum profile changes: increase in transaminases, decrease in the level of total
proteins (Fawell et al., 1999; He et al., 2017);

•

effects on the nervous system: cognitive impairment, histological lesions, oxidative
injury, inflammation in memory-related brain regions (Li et al., 2012; Li et al., 2014,
Li et al., 2015);

•

reproductive and developmental effects: decreased sperm number and motility,
abnormal sperm morphology, histological lesions in the testes, testicular atrophy,
change in serum hormone concentrations, negative impacts in the ovaries (Chen et
al., 2011; Chen et al., 2016, Chen et al., 2017; Wu et al., 2015; Zhang et al., 2017);

•

carcinogenicity: the International Agency for Research on Cancer (IARC, 2010)
classified microcystin–LR as “possibly carcinogenic to humans” based on studies
showing the promotion of preneoplastic lesions in rats.
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These toxicity studies have been reviewed by federal and international governments for
the purpose of deriving drinking water health advisory (HA) levels or standards for these
compounds.
In 2012, OEHHA developed a reference dose (ADD-equivalent) of 0.0064 µg/kg-day for
MC based on liver lesions reported by Heinze (1999) and calculated recommended
limits for exposure while recreating in natural waters. In 2015, the US Environmental
Protection Agency (US EPA) developed a 10-day drinking water HA level of 0.3 ppb for
MC for infants through preschool-aged children, based on liver lesions (US EPA,
2015a,b).
The most recent comprehensive reviews that resulted in a water advisory level or
standard for MC were published by the French Agency for Food, Environmental and
Occupational Health & Safety (ANSES, 2019a) and WHO (2020b).
WHO (2020b) chose a liver toxicity endpoint while ANSES (2019a) used the more
sensitive reproductive toxicity endpoints to derive a subchronic toxicity reference value
(TRV) for MC-LR. MC has been reported to cause liver toxicity in humans (Vidal et al.,
2017, Giannuzzi et al., 2011, Carmichael et al., 2001, Jochimsen et al., 1998) but
reproductive endpoints are more sensitive. In 2019, ANSES chose Chen et al. (2011)
as the critical study to develop a POD and a subchronic TRV protective against
reproductive toxicity endpoints.
The effects of reduced sperm number and quality reported by Chen et al. (2011) are
supported by several other reproductive toxicity studies at similar dose levels (Chen et
al., 2016; Chen et al., 2017; Wu et al. 2015; Zhang et al. 2017). OEHHA reviewed the
documents and process used by ANSES to choose their critical study and key effects
and found both to be rigorous and sufficient for establishing a health-protective
concentration for MC (using MC-LR as a surrogate). Therefore, OEHHA also selected
Chen et al. (2011) as the critical study for development of a health-protective
concentration for MC.
Chen et al. (2011) exposed 10 male mice/exposure group to 0, 1, 3.2, or 10 µg/L MCLR in drinking water for 3 months and 6 months. Using default biological values2 (US
EPA, 1988), OEHHA calculated doses of 0, 0.25, 0.79, or 2.5 µg/kg-day and identified a
NOAEL of 0.25 µg/kg-day based on decreased sperm count, decreased sperm motility,
and increased sperm abnormality.
OEHHA determined the POD by fitting dose-response models to the data using US
EPA’s Benchmark Dose Software (BMDS version 3.23). BMDS uses mathematical
models to determine the dose (benchmark dose or BMD) that corresponds to a predetermined level of response (benchmark response or BMR). For continuous data such
2
3

Subchronic mouse body weight of 0.0316 kg and drinking rate of 0.0078 L/day
Available at: https://www.epa.gov/bmds/benchmark-dose-software-bmds-version-3
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as sperm counts, a BMR of 1 standard deviation (SD) from the control mean is typically
used when there are no data to indicate what level of response is biologically significant.
OEHHA modeled the data for decreased sperm count at 3 and 6 months, reported by
Chen et al. (2011), using a BMR of 1 SD from the control mean. To account for
uncertainty in the data, the model also calculates the 95% lower confidence limit of the
BMD, known as the BMDL (L stands for lower confidence limit). The models with the
best fit4 produced BMDLs of 0.1510 µg/kg-day and 0.2112 µg/kg-day for the 3- and 6month exposure groups, respectively. The geometric mean of BMDL1SD values for 3
and 6 months, 0.1786 µg/kg-day, is used as the POD for sperm decline.
OEHHA calculated an ADD of 0.001786 µg/kg-day by using Equation 1 with the POD of
0.1786 µg/kg-day and a UFcombined of 100. The combined UF comprised 10 for
extrapolating from rodents to humans and 10 to account for variability between humans
(OEHHA’s default intraspecies UF of 30 was lowered to 10 because this endpoint is not
relevant to pre-pubescent children, thus they do not need to be included in variability
considerations). No uncertainty factor was applied for database deficiencies, because
several studies support the critical study and the endpoint is sensitive.
A health-protective concentration of 0.03 µg/L was calculated for MC by using Equation
2 with the ADD of 0.001786 µg/kg-day, RSC of 1, and a lifetime weighted average DWI
of 0.053 L/kg-day (OEHHA, 2012b). An RSC of 1 was used because food and air are
not expected to contribute to MC exposure. Because the POD was based on sperm
effects observed at 3 and 6 months, OEHHA recommends a duration of three months
for the health-protective concentration of 0.03 µg/L, equivalent to 0.03 ppb, for MC.

The models with the best fit (visual fit, lowest Akaike information criterion (AIC), and significant p-values
for goodness of fit) were Exponential 4 for the 3-month data and Exponential 3 for the 6-month data.
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Comparison of the health-protective concentration for microcystins and drinking
water advisory levels from other health agencies
Agency
(year)

Critical Study

Health Effect

ADD or
Equivalent
(µg/kg-day)

Drinking Water Level
(µg/L)

OEHHA
(2021)

Chen et al.,
2011

Decline in sperm
number

0.0018

0.03 (up to three months)

OEHHA
(2012a)

Heinze, 1999

Liver lesions

0.0064a

--

ANSES
(2019)

Chen et al.,
2011

Decline in sperm
number, motility
and increase in
abnormal sperm

0.001

--

USEPA
Heinze, 1999
(2015a,b)

Liver lesions

0.05

WHO
(2020b)

Liver damage

0.04

a

b
c
d

Fawell et al.,
1999

0.3 (infants,b 10 days)
1.6 (childrenc/adults, 10 days)
1 (lifetime d)

The difference between the OEHHA (2012a) and USEPA (2015a,b) ADD-equivalent values is
mainly due to OEHHA using a larger UF and a benchmark dose approach. The difference between
OEHHA (2012a) and OEHHA (2021) is mainly due to using a more sensitive endpoint.
Includes young children of pre-school age.
Includes children above pre-school age.
Lifetime level can be exceeded for about two weeks by up to 12 ug/L before treatment is
implemented.

CYLINDROSPERMOPSIN
Cylindrospermopsin (CYN) can be present in surface waters during and after
cyanobacterial blooms. Several subchronic and chronic animal studies describe effects
associated with oral exposure to CYN (Humpage and Falconer, 2002; Sukenik et al.,
2006; Chernoff et al., 2018):
•
•
•
•

kidney effects: enlarged kidney, histological alteration, alteration of proximal
tubules;
liver effects: enlarged liver, substantial necrosis, inflammation, morphological and
histological changes;
biochemical effects: increased liver enzyme levels in the serum, decreased
cholesterol and triglyceride levels;
genotoxicity, and a potential for tumor initiation (ANSES, 2019b).

These toxicity studies have been reviewed by national and international health agencies
for the purpose of deriving drinking water HA levels or standards for these compounds.
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In 2012, OEHHA developed a reference dose (ADD-equivalent) of 0.033 µg/kg-day for
CYN based on increased relative kidney weight reported by Humpage and Falconer
(2002, 2003) and calculated recommended limits for exposure while recreating in
natural waters. In 2015, US EPA developed a 10-day drinking water HA level of 0.7
µg/L for CYN for infants through preschool-aged children, based on an increase in
relative kidney weight (US EPA 2015c,d).
The most recent comprehensive reviews that resulted in a water advisory level or
standard for CYN were published by ANSES (2019b) and WHO (2020c).
WHO (2020c) chose the endpoint of increased relative kidney weight in mice with a
NOAEL of 30 µg/kg-day (Humpage and Falconer, 2002, 2003), to calculate a drinking
water advisory level of 0.7 µg/L. ANSES (2019b) pointed out several limitations in
Humpage and Falconer (2002, 2003) and chose the endpoints of increased relative liver
and kidney weights in male mice from Chernoff et al. (2018). ANSES determined that
the LOAEL of 75 µg/kg-day from Chernoff et al. (2018) should be used as the POD for
developing a subchronic TRV protective against impacts to the liver and kidney. An
increase in absolute and/or relative liver and kidney weights has been reported by
several studies (Humpage and Falconer, 2002, 2003; Reisner et al., 2004; Sukenik et
al., 2006; Chernoff et al., 2018) and could be associated with increased biological
parameters and histological changes that were also observed. Thus, the increases in
the weight of these organs is degenerative rather than adaptive. OEHHA reviewed the
documents and process used by ANSES to make their decision and found them to be
rigorous and sufficient for establishing a health-protective concentration for CYN. Thus,
OEHHA concurred with the ANSES determination and chose Chernoff et al. (2018) as
the critical study.
Chernoff et al. (2018) exposed 18 to 20 mice (divided equally between males and
females) per exposure group to 0, 75, 150, or 300 µg/kg-day CYN via gavage for 90
days. The LOAEL of 75 µg/kg-day is based on increased relative liver and kidney
weights in male mice, correlated with biochemical (e.g., increase in serum levels of
transaminases and alkaline phosphatases) and histological effects (e.g., inflammation
and hepatic necrosis). Because a 10% increase in relative liver weight is generally
accepted as biologically significant, OEHHA modeled the Chernoff et al. (2018) data for
increased relative liver weight with BMDS using a BMR of 10% relative deviation. The
best fitting model 5 produced a BMDL10 of 17.39 µg/kg-day, which was selected as the
POD.
OEHHA calculated an ADD of 0.0174 µg/kg-day by using Equation 1 with a POD of
17.39 µg/kg-day and a UFcombined of 1,000, which includes a UF of 10 for extrapolating

The model with the best fit (visual fit, lowest Akaike information criterion (AIC), and significant p-values
for tests 1-4) for relative liver weight male mice was the Hill model, run with non-constant variance.
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from rodents to humans, a UF of 30 to account for variability between humans, and a
UF of √10 for database deficiencies.
A health-protective concentration of 0.3 µg/L was calculated by using Equation 2 with a
lifetime weighted average DWI of 0.053 L/kg-day (OEHHA, 2012b) and an RSC of 1.
An RSC of 1 was applied because food and air are not expected to contribute to CYN
exposure. Because the POD was derived from a 90-day toxicity study, OEHHA
recommends a duration of up to three months for the health-protective concentration of
0.3 µg/L, equivalent to 0.3 ppb, for CYN.
Comparison of the health-protective concentration for cylindrospermopsin and
drinking water advisory levels from other health agencies
Agency
(year)

Critical Study

Health Effect

ADD or
equivalent
(µg/kg-day)

Drinking Water Level
(µg/L)

OEHHA
(2021)

Chernoff et al.,
2018

Increased relative
liver weight

0.017

0.3 (up to three months)

OEHHA
2012

Humpage and
Falconer, 2002,
2003

Increased relative
kidney weight

0.033a

--

ANSES
(2019b)

Chernoff et al.,
2018

Increased relative
liver and kidney
weights

0.14

--

Humpage and
USEPA
Falconer, 2002,
(2015c,d)
2003

Increased relative
kidney weight

0.1

Humpage and
Falconer, 2002,
2003

Increased relative
kidney weight

0.03

WHO
(2020c)
a
b
c
d

0.7 (infants,b 10 days)
3 (childrenc/adults, 10 days)
0.7 (lifetimed)

The difference between the OEHHA (2012) ADD-equivalent and that of US EPA (2015c,d) is mainly
due to OEHHA using a larger UF and a benchmark dose approach.
Includes young children of pre-school age.
Includes children above pre-school age.
Lifetime level can be exceeded for about two weeks by up to 3 ug/L before treatment is
implemented.

RECOMMENDATION
Based on an initial review of the currently available health-based advisory levels and
regulatory standards for STX, MC and CYN, OEHHA recommends that SWRCB adopt
the health-protective concentrations of 0.6 µg/L for STX, 0.03 µg/L for MC and 0.3 µg/L
for CYN, based on the studies and endpoints chosen by WHO (2020a) and ANSES
(2019a,b), as interim NLs while OEHHA completes a review of the substantial database
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of recent studies on cyanotoxins and derives final recommended drinking water NLs for
these chemicals.
REFERENCES
ANSES (2019a). Toxicological Reference Values: Microcystin-LR. ANSES Opinion Collective Expert
Appraisal Report. File 2016-SA-0297. French Agency for Food, Environmental and Occupational Health
& Safety, France. January 2019 - Scientific edition, 96 pages. Accessed at:
https://www.anses.fr/en/system/files/VSR2016SA0297Ra.pdf
ANSES (2019b). Toxicological Reference Values: Cylindrospermopsin. ANSES Opinion Collective
Expert Appraisal Report. File 2016-SA-0298. French Agency for Food, Environmental and Occupational
Health & Safety, France. January 2019 - Scientific edition, 80 pages. Accessed at:
https://www.anses.fr/en/system/files/VSR2016SA0298EN.pdf
Arnich N and Thebault A (2018). Dose-response modelling of paralytic shellfish poisoning (PSP) in
humans. Toxins. 10: 141. Accessed at:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5923307/pdf/toxins-10-00141.pdf
Carmichael WW, Azevedo SMFO, An JS, Molica RJR, Jochimsen EM, Lau S, et al. (2001). Human
fatalities from cyanobacteria: chemical and biological evidence for cyanotoxins. Environ Health Persp.
109:663–8.
Chen Y, Xu J, Li Y, and Han X (2011). Decline of sperm quality and testicular function in male mice
during chronic low-dose exposure to microcystin-LR. Reproductive Toxicology 31 (4):551- 557.
Accessed at: https://www.sciencedirect.com/science/article/abs/pii/S089062381100058X?via%3Dihub
Chen Y, Zhou Y, Wang J, Wang L, Xiang Z, Li D, and Han X (2016). Microcystin-Leucine Arginine
causes cytotoxic effects in Sertoli cells resulting in reproductive dysfunction in male mice. Scientific
Reports 6: 39238.
Chen, Y, Wang J, Zhang Q, Xiang Z, Li D, and Han (2017). Microcystin-leucine arginine exhibits
immunomodulatory roles in testicular cells resulting in orchitis. Environmental Pollution 229: 964-975.
Chernoff, N, Hill DJ, Chorus I, et al. (2018). Cylindrospermopsin toxicity in mice following a 90-d oral
exposure. Journal of Toxicology and Environmental Health - Part A 81 (13): 549-566. Accessed at:
https://www.tandfonline.com/doi/abs/10.1080/15287394.2018.1460787?journalCode=uteh20
EFSA (2009). Scientific Opinion of the Panel on Contaminants in the Food Chain on a request from the
European Commission on Marine Biotoxins in Shellfish – Saxitoxin Group. The EFSA Journal (2009)
1019: 1-76. Accessed at: https://efsa.onlinelibrary.wiley.com/doi/pdf/10.2903/j.efsa.2009.1019
FAO (2004). Report of the joint FAO/IOC/WHO ad hoc expert consultation on biotoxins in bivalve
molluscs. Food and Agriculture Organization of the United Nations, Intergovernmental Oceanographic
Commission of UNESCO, and World Health Organization, Oslo, Norway. Accessed at:
https://www.who.int/foodsafety/publications/chem/biotoxin_report_en.pdf
Fawell JK, Mitchell RE, Everett DJ, and Hill RE (1999). The toxicity of cyanobacterial toxins in the mouse:
I microcystin-LR. Human & experimental toxicology 18: 162-167.
Giannuzzi L, Sedan D, Echenique R, Andrinolo D (2011). An acute case of intoxication with
cyanobacteria and cyanotoxins in recreational water in Salto Grande Dam, Argentina. Mar Drugs. 9:
2164–75.

Darrin Polhemus, Deputy Director
May 3, 2021
Page 11
He J et al. (2017). Prolonged exposure to low-dose microcystin induces nonalcoholic steatohepatitis in
mice: a systems toxicology study. Archives of toxicology 91: 465-480.
Heinze R (1999). Toxicity of the cyanobacterial toxin microcystin-LR to rats after 28 days
intake with the drinking water. Environ. Toxicol. Pharmacol 14(1): 57-60.
Humpage AR and Falconer IR (2002). Oral toxicity of Cylindrospermopsin: No Observed Adverse Effect
Level Determination in Male Swiss Albino Mice. The Cooperative Research Centre for Water Quality and
Treatment.
Humpage AR and Falconer IR (2003). Oral toxicity of the cyanobacterial toxin cylindrospermopsin in
male Swiss albino mice: Determination of no observed adverse effect level for deriving a drinking water
guideline value. Environmental Toxicology 18 (2):94-103.
IARC (2010). IARC monographs on the evaluation of carcinogenic risks to humans, Volume 94.
Ingested nitrate and nitrite, and cyanobacterial peptide toxins. International Agency for Research on
Cancer, Lyon, France.
Ito E, Kondo F, and Harada K (1997). Hepatic necrosis in aged mice by oral administration of
microcystin-LR. Toxicon 35: 231-239.
Jochimsen EM, Carmichael WW, An J, Cardo DM, Cookson ST, Holmes CEM, et al. (1998). Liver failure
and death after exposure to microcystin at a hemodialysis center in Brazil. N Engl J Med. 338: 873–8.
Li G, Cai F, Yan W, Li C, and Wang J (2012). A proteomic analysis of MCLR-induced neurotoxicity:
implications for Alzheimer's disease. Toxicological sciences: an official journal of the Society of
Toxicology 127: 485-495.
Li X,B et al. (2014). Alterations in neurobehaviors and inflammation in hippocampus of rats induced by
oral administration of microcystin-LR. Environmental science and pollution research international 21:
12419-12425.
Li X, et al. (2015). Maternal repeated oral exposure to microcystin-LR affects neurobehaviors in
developing rats. Environmental toxicology and chemistry 34: 64-69.
Li X, Xu L, Zhou W, Zhao Q, and Wang Y (2016). Chronic exposure to microcystin-LR affected
mitochondrial DNA maintenance and caused pathological changes of lung tissue in mice. Environmental
pollution 210: 48-56.
OEHHA (2012a). Toxicological Summary and Suggested Action Levels to Reduce Potential Adverse
Health Effects of Six Cyanotoxins. Office of Environmental Health Hazard Assessment, California
Environmental Protection Agency, Sacramento, California.
OEHHA (2012b). Air toxics hot spots program risk assessment guidelines: technical support document
for exposure assessment and stochastic analysis. Chapter 8. Office of Environmental Health Hazard
Assessment, California Environmental Protection Agency, Sacramento, California.
Ohio Environmental Protection Agency (2016). Public Water System Harmful Algal Bloom Response
Strategy; Ohio EPA, Columbus, OH, USA. Accessed at: https://www.nwwsd.org/wpcontent/uploads/attachments/PWS_HAB_Response_Strategy.pdf
Oregon Health Authority (2015). Health-based cyanotoxin guideline values allow for cyanotoxin-based
monitoring and efficient public health response to cyanobacterial blooms. Toxins 7:457-477. Accessed
at: https://pdfs.semanticscholar.org/7f80/76771b041ebda72d2bb8eb45f6a0f971fa51.pdf

Darrin Polhemus, Deputy Director
May 3, 2021
Page 12
Reisner M, Carmeli S, Werman M, and Sukenik A (2004). The cyanobacterial toxin cylindrospermopsin
inhibits pyrimidine nucleotide synthesis and alters cholesterol distribution in mice. Toxicological Sciences
82 (2): 620-627.
Sukenik A, Reisner M, Carmeli S, and Werman M (2006). Oral toxicity of the cyanobacterial toxin
cylindrospermopsin in mice: Long-term exposure to low doses. Environmental Toxicology 21 (6): 575582.
US EPA (1988). Recommendations for and documentation of biological values for use in risk
assessment. United States Environmental Protection Agency, Washington, DC, EPA/600/6-87/008 (NTIS
PB88179874).
US EPA (2015a). Health effects support document for the cyanobacterial toxin microcystins. EPA820R1510. US Environmental Protection Agency, Office of Water, Health and Ecological Criteria
Division, Washington, DC.
US EPA (2015b). Drinking water health advisory for the cyanobacterial microcystin toxins. EPA820R15100. US Environmental Protection Agency, Office of Water, Health and Ecological Criteria
Division, Washington, DC.
US EPA (2015c). Health effects support document for the cyanobacterial toxin cylindrospermopsin.
EPA- 820R15103. US Environmental Protection Agency, Office of Water, Health and Ecological Criteria
Division, Washington, DC.
US EPA (2015d). Drinking water health advisory for the cyanobacterial toxin cylindrospermopsin. EPA820R15101. US Environmental Protection Agency, Office of Water, Health and Ecological Criteria
Division, Washington, DC.
Vidal F, Sedan D, D’Agostino D, Cavalieri ML, Mullen E, Parot Varela MM, et al. (2017). Recreational
exposure during algal bloom in Carrasco Beach, Uruguay: a liver failure case report. Toxins. 9:267.
Washington State Department of Health (2011). Washington State Provisional Recreational Guidance for
Cylindrospermopsin and Saxitoxin. Washington State Department of Health, Olympia, WA, USA.
Accessed at: https://www.doh.wa.gov/Portals/1/Documents/4400/332-118-CylindroSax%20Report.pdf
Wang C, et al. (2016). The toxic effects of microcystin-LR on mouse lungs and alveolar type II epithelial
cells. Toxicon 115: 81-88.
WHO (2020a). Cyanobacterial toxins: saxitoxins. Background document for development of WHO
Guidelines for drinking-water quality and Guidelines for safe recreational water environments. World
Health Organization, Geneva, Switzerland (WHO/HEP/ECH/WSH/2020.8).
WHO (2020b). Cyanobacterial toxins: microcystins. Background document for development of WHO
Guidelines for drinking-water quality and Guidelines for safe recreational water environments. World
Health Organization, Geneva, Switzerland (WHO/HEP/ECH/WSH/2020.6).
WHO (2020c). Cyanobacterial toxins: cylindrospermopsin. Background document for development of
WHO Guidelines for drinking-water quality and Guidelines for safe recreational water environments.
World Health Organization, Geneva, Switzerland (WHO/HEP/ECH/WSH/2020.4).
Wu J, Yuan M, Song Y, Sun F, and Han X (2015). MC-LR Exposure Leads to Subfertility of Female Mice
and Induces Oxidative Stress in Granulosa Cells. Toxins (Basel) 7 (12): 5212-5223.
Zhang L, Zhang H, Zhang H, Benson M, Han X, and Li D (2017). Roles of piRNAs in microcystin-leucinearginine (MC-LR) induced reproductive toxicity in testis on male offspring. Food and Chemical Toxicology
105:177-185.

Darrin Polhemus, Deputy Director
May 3, 2021
Page 13
cc:

Julie Henderson
Deputy Secretary for Health and Public Policy
California Environmental Protection Agency
Kristin Peer
Deputy Secretary and Special Counsel for Water Policy
California Environmental Protection Agency
E. Joaquin Esquivel
Chair
State Water Resources Control Board
Eileen Sobeck
Executive Director
State Water Resources Control Board

