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Environmental exposure to active pharmaceutical ingredients
(APIs) can have negative effects on the health of ecosystems and
humans. While numerous studies have monitored APIs in rivers,
these employ different analytical methods, measure different
APIs, and have ignored many of the countries of the world. This
makes it difficult to quantify the scale of the problem from a
global perspective. Furthermore, comparison of the existing data,
generated for different studies/regions/continents, is challenging
due to the vast differences between the analytical methodologies
employed. Here, we present a global-scale study of API pollution
in 258 of the world's rivers, representing the environmental influ-
ence of 471.4 million people across 137 geographic regions.
Samples were obtained from 1,052 locations in 104 countries (rep-
resenting all continents and 36 countries not previously studied
for API contamination) and analyzed for 61 APIs. Highest cumula-
tive APl concentrations were observed in sub-Saharan Africa,
south Asia, and South America. The most contaminated sites were
in low- to middle-income countries and were associated with areas
with poor wastewater and waste management infrastructure and
pharmaceutical manufacturing. The most frequently detected APIs
were carbamazepine, metformin, and caffeine (a compound also
arising from lifestyle use), which were detected at over half of the
sites monitored. Concentrations of at least one APl at 25.7% of the
sampling sites were greater than concentrations considered safe
for aquatic organisms, or which are of concern in terms of selec-
tion for antimicrobial resistance. Therefore, pharmaceutical pollu-
tion poses a global threat to environmental and human health, as
well as to delivery of the United Nations Sustainable Development
Goals.
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Active pharmaceutical ingredients (APIs) are emitted to the
natural environment during their manufacture, use, and
disposal. There is evidence that environmental exposure to
APIs has deleterious effects on the health of ecosystems and
humans (e.g., by selecting for antibiotic resistant bacteria, femi-
nizing fish, and increasing the susceptibility of fish to predation)
(1-4). To fully understand the likely effects of these pharmaceu-
tical exposures, it is essential to understand the concentrations
that occur in riverine environments.

While a large body of data are available on the concentra-
tions of many APIs in surface waters (5), substantial gaps exist
in our knowledge of such exposures globally (6). A recent
review (7) showed that while extensive datasets are available
(e.g., refs. 5 and 8) on concentrations of APIs in the United
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Significance

Despite growing evidence of the deleterious effects on eco-
logical and human health, little is known regarding the
global occurrence of pharmaceuticals in rivers. Studies
assessing their occurrence are available for 75 of 196 coun-
tries, with most research conducted in North America and
Western Europe. This leaves large geographical regions rela-
tively unstudied. Here, we present the findings of a global
reconnaissance of pharmaceutical pollution in rivers. The
study monitored 1,052 sampling sites along 258 rivers in 104
countries of all continents, thus representing the pharmaceu-
tical fingerprint of 471.4 million people. We show that the
presence of these contaminants in surface water poses a
threat to environmental and/or human health in more than
a quarter of the studied locations globally.

States, many European countries, and in China, we simply have
no data for most countries of the world (121 of the 196 countries).
For countries with data, information is typically only available for
a small number of APIs with studies rarely monitoring more than
20 contaminants in a single method (7, 9). Comparison of these
existing data are significantly hindered by the fact that many dif-
ferent analytical techniques and sample-collection methods have
been used over a wide time period. This makes it challenging to
establish the scale of the problem globally, meaning that research
and management efforts cannot be focused on pharmaceuticals
and regions of greatest risk. By focusing on countries in Europe
and North America, we are likely only considering the “tip of the
iceberg,” as concentrations of some APIs are likely to be orders-
of-magnitude greater in unstudied regions that tend to have lim-
ited regulation, poorer treatment infrastructures, and higher
disease prevalence (10).

Number of . .
Sampling Sites:
81

10

Here, we present a truly global study of pharmaceutical
occurrence in the rivers of >50% of the world’s countries (n =
1,052 sites). We present a unique, high-quality and comparable
dataset on the concentrations of 61 APIs and selected com-
pounds used in medicine and as lifestyle consumables (caffeine,
nicotine). The targeted compounds were selected based on pre-
vious prioritization exercises and were expected to occur in the
environment and to be of potential environmental concern (11,
12). The study employed one sensitive (Dataset S1) and inter-
nationally validated sampling and analytical method used in
one research laboratory (13), enabling a true comparison of
pharmaceutical exposure data on a global scale.

Results and Discussion

Global Reach. Surface water samples were collected in duplicate
once from 1,052 sampling sites during 137 sampling campaigns
covering 104 countries across all continents (Fig. 1 and Dataset
S2) and analyzed for 61 APIs, resulting in 128,344 data points.
A sampling campaign comprised the collection of water sam-
ples at a number of sampling sites along a river or rivers flowing
within a city, a town, or local area. The number of sampling
sites within a campaign ranged from 2 (Donna, Norway; Kyoto,
Japan; and Antarctic Great Wall Station, Antarctica) to 18
(Denver, CO), with most campaigns including 5 to 11 sites
(median number of sites = 8). The sampling included 24 coun-
tries in Africa (227 sampling sites), Antarctica (2 sampling
sites), 24 in Asia (234 sampling sites), 37 in Europe (344 sam-
pling sites), 6 in North America (118 sampling sites), 3 in Ocea-
nia (35 sampling sites), and 9 in South America (92 sampling
sites). Of these and based on the UBA database of pharma-
ceuticals in the environment (5), 36 countries had never been
monitored previously for APIs (Fig. 2 and Dataset S3).

The study included sampling sites with a broad suite of
anthropogenic influences, spanning from a Yanomani Village
(an Indigenous people of the Amazon Region) in Venezuela,
where modern medicines are not used, to some of the most

Fig. 1. Locations of studied rivers/catchments (n = 137) for our global study (Dataset S2). Points indicate groups of sampling sites across respective river
catchments and countries are shaded based upon the total number of sampling sites.
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populated cities on the planet (e.g., Delhi, Seoul, New York,
Kinshasa, and London). Areas of political instability were also
included in the study (e.g., Baghdad in Iraq, Nablus in the Pal-
estinian West Bank, and Yaoundé in Cameroon). The climates
where samples were obtained varied from high altitude (>4,000
m) alpine tundra (e.g., Colorado, United States) and polar
regions (e.g., Antarctica) to desert (e.g., Tunisia), and included
all major climatic zones.

Sampling campaigns were performed in all European Union
member states except Malta, which was not included due to the
country’s lack of rivers. A total of 67 river catchments were
monitored across the European Union. The most extensively
studied country in this work was the United States. Here, 81
sampling sites were monitored (Dataset S2) along 29 rivers
across 8 states (Colorado, Florida, Hawaii, Iowa, Missouri,
Nevada, New York, and Texas).

Cumulative Pharmaceutical Concentrations. Cumulative pharma-
ceutical concentrations were calculated at each sampling site as
the sum of all API residues quantified at that specific location.
The mean of the cumulative concentrations was then deter-
mined across all the sites within a sampling campaign. With the
exception of the campaigns in Iceland (17 sampling sites in
total) and the Yanomami Village in Venezuela (3 sampling
sites), at least one API was detected in all of our study cam-
paigns. The highest mean cumulative concentration was
observed in Lahore, Pakistan at 70.8 pg/L, with one sampling
site reaching a maximum cumulative concentration of 189 pg/L
(Fig. 2 and Dataset S4). This was followed by La Paz, Bolivia
(68.9 pug/L mean, 297 pg/L maximum) and Addis Ababa, Ethio-
pia (51.3 pg/L mean, 74.2 pg/L maximum). The most polluted
sampling site was located in the Rio Seke (La Paz, Bolivia) and
had a cumulative API concentration of 297 pg/L (Dataset S4).
This sampling site was associated with both untreated sewage
discharge and disposal of rubbish along the bank of the river
(Dataset S2).

The most contaminated samples were predominately from
sampling campaigns in African (e.g., Ethiopia > Tunisia >
Democratic Republic of Congo > Kenya > Nigeria) and Asian
(Pakistan > India > Armenia > Palestine > China) countries.
The most polluted North American samples were obtained
from a campaign in San Jose, Costa Rica (mean 25.8 pg/L,
maximum 63.1 pg/L: rank 9 of 137). The most polluted Euro-
pean samples were from a campaign in Madrid, Spain (mean
17.1 pg/L, maximum 59.5 pg/L: rank 14 of 137) and the most
polluted Oceania samples were from a campaign in Adelaide,
Australia (mean 0.577 pg/L, maximum 0.75 pg/L: rank 93 of
137) (Fig. 2 and Dataset S4).

Many of the most heavily contaminated samples were
obtained from campaigns in low- to middle-income countries
that had received limited or no previous monitoring of APIs in
the aquatic environment. For example, of countries within the
top 10th percentile for cumulative API concentrations across
respective catchments, only three prior publications are avail-
able for Nigeria, two for Tunisia, one for Costa Rica and Pales-
tine, and none for Armenia, the Democratic Republic of the
Congo, Ethiopia, and Bolivia (5). Where previous research has
been most intense (e.g., in the United States and Germany,
with >300 previous publications in each country), total concen-
trations were generally substantially lower compared to lesser-
studied regions (Fig. 2 and SI Appendix, Fig. S1) indicating that
previous research effort has primarily focused on areas where
lower risks to ecosystem and human health are likely.

On-the-ground observations made by sampling teams during
sample collection (Dataset S2) revealed that the highest API
concentrations were observed at: 1) sampling sites receiving
inputs from pharmaceutical manufacturing (e.g., Barisal, Ban-
gladesh, and Lagos, Nigeria), 2) sites receiving discharge of
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untreated sewage (e.g., Tunis, Tunisia, and Nablus, Palestine),
3) locations in particularly arid climates (e.g., Madrid, Spain),
and 4) sites receiving sewage exhauster truck emissions and
waste dumping (e.g., Nairobi, Kenya and Accra, Ghana). Sites
with lowest API concentrations were typically characterized as
having: 1) limited anthropogenic influence (e.g., alpine regions
of the Rocky Mountains and the Ellidaar River in Iceland), 2)
limited use of modern medicine (e.g., a remote Yanonamei
Village in Venezuela), 3) sophisticated wastewater treatment
infrastructure (e.g., Basel, Switzerland), and 4) high riverine
flows with a large dilutional component (e.g., the Amazon
River downstream from Manaus, Brazil, the Mississippi River
in St. Louis, United States, and the Mekong River in Luang
Prabang, Laos).

Pharmaceutical Detection Frequencies and Concentrations. Of the
61 targeted APIs (Dataset S1), 53 were detected in at least one
sampling site (Dataset S3). On a continental basis, 4 APIs were
detected in sampling sites in Antarctica, 21 in Oceania, 35 in
South America, 39 in North America, 41 in Africa, 45 in Europe,
and 48 in Asia (Dataset S3), with 4 APIs detected on all conti-
nents. Of the four APIs detected across all continents, all were
considered either lifestyle compounds or over-the-counter APIs:
caffeine (stimulant and lifestyle compound), nicotine (stimulant
and lifestyle compound), acetaminophen/paracetamol (analge-
sic), and cotinine (metabolite of a stimulant and lifestyle com-
pound). An additional 14 APIs were detected in all continents
except Antarctica: atenolol (B-blocker), carbamazepine (antiepi-
leptic), cetirizine (antihistamine), citalopram (antidepressant),
desvenlafaxine (antidepressant), fexofenadine (antihistamine),
gabapentin (anticonvulsant), lidocaine (anesthetic), metformin
(antihyperglycemic), naproxen (anti-inflammatory), sitagliptin
(antihyperglycemic), temazepam (benzodiazepine for insomnia
treatment), trimethoprim (antimicrobial), and venlafaxine
(antidepressant).

Cloxacillin (antimicrobial), diphenhydramine (antihistamine),
miconazole (antimicrobial), norfluoxetine (antidepressant), oxaze-
pam (benzodiazepine), oxytetracycline (antimicrobial), raloxifene
(osteoporosis treatment), and sertraline (antidepressant) were not
detected in any water sample. The lack of detection of cloxacillin is
likely due to the hydrolytic instability of f-lactams in the natural
environment (14). The lack of detection of oxytetracycline, micon-
azole, and sertraline may be explained by the propensity of these
APIs to partition from the aqueous phase to environmental solids
(15, 16). The lack of detection for norfluoxetine may be explained
by the relatively high limits of quantification for this API compared
to others in our analytical method (13).

For the detected APIs, overall detection frequencies ranged
from 0.1% for fluoxetine (antidepressant), itraconazole (anti-
fungal), and ketotifen (antihistamine), to 62% for carbamaze-
pine (Fig. 34) within respective river catchments. Metformin
and caffeine were also detected at over 50% of all the sampling
sites worldwide (Fig. 34 and Dataset S5).

While detection frequencies of some APIs (e.g., carbamaze-
pine, metformin, caffeine, nicotine, acetaminophen/paraceta-
mol, and cotinine) were similar across continents, others
revealed clear geographical differences (Datasets S3 and S5).
Overall, API detection frequencies for Oceania were generally
lower than in Europe, North America, and South America
(Dataset S3). Detection frequencies for gabapentin, fexofena-
dine, cetirizine, sitagliptin, ranitidine, citalopram, and enroflox-
acin (antimicrobial) in Africa were lower than in Asia, Europe,
North America, and South America, while detection frequen-
cies of cimetidine were lower in Europe and North America
than in Africa and Asia (Datasets S3 and S5). Artemisinin
(antimalarial) and clotrimazole (antifungal) were only detected
in Africa, while oseltamivir (antiviral) and ketoconazole (anti-
fungal) were only detected in Asia.
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Fig. 3. (A) Detection frequencies (Dataset S5) and (B) number of APIs detected at sampling sites in the global monitoring study (Dataset S4), excluding

sites without the detection of any API, and (C) box-and-whisker plots of concentrations (ng/L) of individual APIs (Dataset S4), indicating the mean, mini-
mum, maximum, and upper and lower quartile concentrations for each API globally.

The contaminants with the highest concentrations were para-
cetamol, caffeine, metformin, fexofenadine, sulfamethoxazole
(antimicrobial), metronidazole (antimicrobial), and gabapentin
(Fig. 3C and Dataset S3). The highest concentration for any
API was 227 pg/L for paracetamol at a sampling site on the Rio
Seke (a small and heavily polluted river) in La Paz, Bolivia,
where the local sampling team noted evidence of septic tank
exhauster and rubbish dumping upstream of the sampling site
(Dataset S2).
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Clear global geographical patterns emerged in the API con-
centrations of key therapeutic classes (SI Appendix, Fig. S1).
While total concentrations of some APIs (e.g., p-blockers and
antihistamines) showed a relatively limited two to three orders-
of-magnitude global range (i.e., the range of concentrations
observed worldwide) and one to two orders-of-magnitude inter-
continental variation in concentrations (i.e., the difference in
concentrations between continents), others were substantially
more varied (SI Appendix, Fig. S1 and Dataset S7). The largest
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global concentration range was observed for APIs from the
analgesic, antibiotic, and anticonvulsant classes (approximately
four to five orders-of-magnitude each).

Likely contributing to this large range in API concentrations
are the relative affordability and differences in regulatory over-
sight of the accessibility of these medicines (17-19). Regions
with less regulated access to medicines (e.g., regions where
antibiotics are available over the counter) generally revealed
greater variability and range of API concentrations (Datasets
S4 and S7). This trend was most notable for antibiotic medi-
cines in African countries, which showed both the highest vari-
ability (four orders-of-magnitude) and concentrations (three-
fold higher on average than the next closest continent)
worldwide (SI Appendix, Fig. S1B). This may, in part, be driven
by a general lack of enforceable regulatory oversight for proper
antibiotic sales and use in human (20-23) and veterinary (24,
25) applications.

The Socioeconomics of Pharmaceutical Pollution. Recent modeling
indicates that socioeconomic drivers may, in part, help explain
the environmental distribution of APIs (26). In this study, con-
centrations of APIs were found to be highest in countries of
lower-middle income (gross national income [GNI]-index: 995
to 3,895 USD$) than in countries of any other income-
classification reported by the World Bank (Fig. 44 and Dataset
S6). A statistically significant difference was observed between
API concentrations of the different World Bank income classifi-
cations (one-way ANOVA, F = 14.2, P < 0.001) (Dataset S6),
with a Tukey’s post hoc test indicating that this difference lies
between that of the lower-middle income and all other catego-
ries of cumulative API concentrations (P < 0.001) (Dataset S6).
Although speculative, this relationship may be explained as
lower-middle income countries typically have low connectivity
to wastewater infrastructure (27) while also tending to have
improved access to larger numbers of medicines relative to low-
income countries with lower healthcare expenditures (28-30).
Hence, increasing access to medicines in lower-middle income
countries relative to those of low-incomes, in conjunction with
limited wastewater treatment infrastructure, likely leads to the
highest concentrations of APIs in rivers globally. In contrast,
while low-income countries will also have limited wastewater
and waste management infrastructure, the access and afford-
ability of medicines in these countries is also low, and hence so
too are environmental API concentrations (28, 31). Upper-
middle and high-income countries, while having access to medi-
cines, typically have higher connectivity to wastewater treat-
ment, more sophisticated waste management systems, and
tighter regulation of medicinal use (29, 32), thus resulting in
relatively lower environmental API concentrations.

Similarly, differences in the therapeutic compositions of API
pollution were also observed based on the GNI-index of respec-
tive countries (Datasets S7 and S9) and, in particular, between
those of lower-middle and high income indices (SI Appendix,
Fig. S2 and Dataset S7). Comparing cumulative pharmaceutical
concentrations in the low-to-middle income countries (n = 536
sampling sites) to that of countries with a high GNI-index (n =
512 sites) as defined by the World Bank (33), statistically signif-
icant differences were observed (one-way ANOVA followed by
Tukey’s post hoc test; FF = 13.4; P < 0.001) (Datasets S6 and
S7). Of these, antihyperglycemic (P < 0.001) (Dataset S7) and
antidepressant (P = 0.006) (Dataset S7) medicines made up a
significantly smaller (Dataset S7) proportion of the cumulative
API concentration in low-to-middle income countries than
those observed in the high incomes (SI Appendix, Fig. S2).
However, occurrence of analgesics and antibiotics were signifi-
cantly more dominant (P < 0.001, respectively) (Dataset S7) in
low-to-middle income countries, making up 29% and 15% of
therapeutic composition of API concentrations detected,
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relative to 11% and 4% in high-income countries, respectively
(SI Appendix, Fig. S2).

Complementing this finding, statistical associations were
determined between API pollution and specific socioeconomic
variables underpinning national economies and health via
distance-based linear modeling. Here, pharmaceutical pollution
was most positively associated with population, median age,
local unemployment, and poverty rates and negatively associ-
ated with the death rate of a country (Fig. 4B) (Akaike Infor-
mation Criterion [AICc] = 325.26, P = 0.025, cumulative P? =
0.241). Among them, population is the most significant factor
(Dataset S10). Multicollinearity results further confirmed the
relationship between national API pollution and respective
economies, health, and wastewater treatment facilities (Dataset
S11). For example, the colinear socioeconomic indicators of the
most significant factor, population, include disability-adjusted
life years attributable to the environment (r = 0.95), real gross
domestic product (r = 0.74), and the amount of produced, col-
lected, and untreated municipal wastewater (r = 0.66 to 0.69).
Although further work is needed, these global data reinforce
the hypothesis that socioeconomics and human health are key
predictors of environmental pollution from medicinal substan-
ces. Future work may use such indicators for prioritization of
locations for both environmental monitoring (particularly
where capacity is a limiting factor) and potential mitigation
measures.

Implications of Global Pharmaceutical Pollution for Ecological and
Human Health. As APIs are biologically active molecules, specifi-
cally designed to interact with biochemical pathways, of which
many are conserved in both aquatic and terrestrial organisms,
concerns have been raised over deleterious ecological implica-
tions of APIs in the aquatic environment. In Europe, for new
APIs where environmental exposure is expected, ecotoxicologi-
cal testing is required as part of the market authorization pro-
cess (34). These tests explore the effects of APIs on the growth
of cyanobacteria and green algae and the growth and reproduc-
tion of invertebrates and fish. Resulting data are then used to
derive predicted no-effect concentrations (PNECs) for an API
in the environment of interest. Recent papers have compiled
PNECs for a range of APIs (35, 36). Data on the potency of
APIs in humans alongside predictions on uptake into aquatic
organisms have also been used to develop critical environmen-
tal concentrations (CECs) for APIs (37), the assumption being
that if concentrations in the plasma of aquatic organisms
reaches levels close to human plasma therapeutic concentra-
tions, then effects are possible. These PNECs and CECs can be
used to identify APIs that may be of concern in a particu-
lar system.

Comparison of available PNECs (35, 36) and CECs (37) for
our study APIs (Dataset S12) with the corresponding exposure
results (Dataset S4) show that, for most APIs, concentrations
observed in rivers globally are lower than concentrations that
could cause ecological effects. The exceptions were sulfameth-
oxazole (antimicrobial), propranolol (B-blocker), loratadine
(antihistamine), amitriptyline (antidepressant), citalopram
(antidepressant), fexofenadine (antihistamine), verapamil (Ca
channel blocker), and ketotifen (antihistamine). Environmental
concentrations exceeded PNEC values for at least one of the
studied APIs at 270 of 1,052 study sites (25.7%). For sulfameth-
oxazole, 140 monitoring sites had concentrations above the
PNEC (Fig. 5 and Dataset S12). Our data also clearly show
that organisms in riverine systems are exposed to complex mix-
tures of APIs (Fig. 3B). The highest number of APIs detected
at a single site was 34 at a location in the Kai Tak River in
Hong Kong (Dataset S4). Ecological risks, therefore, could well
be greater than predicted for the single APIs due to toxicologi-
cal interactions of these mixtures (38).
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Fig. 4. (A) Cumulative concentration of APIs (Dataset S6) observed across respective river catchments (signified by a blue dot, n = number of sampling
sites) organized by World Bank GNI per capita (33) and (B) distance-based redundancy analysis (dbRDA) illustrating the best model of socioeconomic indi-
cators to explain the measured concentration of different classes of pharmaceuticals in respective countries according to the distance-based linear model
(DISTLM, AlCc = 325.26, r* = 0.241). Vector projections with center coordination at (—3, 0) were performed with multiple partial correlation. Length and
direction of the vectors represent the strength and direction of the relationship. Data from each country were classified according to their cumulative
active pharmaceutical ingredient concentration: that is, Low: first quartile (the lowest 25%); Lower-middle: second quartile (the next 25%); Higher-mid-
dle: third quartile (the next 25%); and High: fourth quartile (the top 25%). Raw data can be found in Dataset S9.

For antimicrobial APIs, there is also concern that environ-  antibiotic was more than 300 times higher than the safe target.

mental exposures could select for antimicrobial resistance
(AMR) in microorganisms and thus contribute to the global
AMR crisis. A series of “safe” target concentrations (Dataset
S12) were recently proposed for these APIs (39, 40) to protect
against resistance selection. Concentrations of 9 of the 13
detected antimicrobials (Fig. 5) exceeded these safe concentra-
tions for at least one sampling site, with ciprofloxacin exceeding
the safe limit at 64 sites. The greatest exceedance of the safe
target was observed for metronidazole at a sampling site in
Barisal, Bangladesh, where the highest concentration of this
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On-the-ground observation made by the sampling team at this
site noted the presence of wastewater disposal along the river
and the close proximity of pharmaceutical manufacturing activi-
ties (Dataset S2).

Toward 2030: The New Paradigm in Environmental Monitoring.
This study demonstrates how the use of a minimized-design
sampling protocol with rapid and cost-effective analytical meth-
odologies and a well-connected global community allows us to
investigate API exposures and subsequent risks in rivers on a
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Fig. 5. Percent of sites in the global monitoring study where concentrations exceeded: lowest PNECs (Dataset S12) derived from apical ecotoxicological
endpoints for algae, fish, and daphnia (orange bars); CECs estimated based on human plasma therapeutic concentrations and uptake predictions for fish

(green bars); and “safe” target concentrations for AMR selection (blue bars).

truly global scale. While this study focused on 61 priority APIs,
the approach could be applied to other APIs and other classes
of pollutants, such as personal care products, endocrine dis-
rupting chemicals, pesticides, and metals. The integration of
nontargeted analytical methods could also allow for the identifi-
cation of unknown global pollutants.

In the future, our approach could also be expanded to other
environmental media, such as sediments, soils, and biota. This
would allow for the development of global-scale datasets on
pollution, which will be invaluable for the successful delivery of
the United Nations’ Sustainable Development Goals (41), par-
ticularly Goal 6.3 (to improve water quality via a reduction in
pollution, elimination of dumping, and to minimize the release
of hazardous chemical material and untreated wastewater into
the aquatic environment).

As a consortium of 127 authors representing 86 institutions
worldwide, we demonstrate that pollution of the world’s rivers
by medicinal chemicals is a global problem that: 1) poses risk to
both aquatic ecology and potential AMR selection and 2) may
risk achievement of the United Nations Sustainable Develop-
ment Goal 6.3 by 2030. As we move toward 2030, the new
paradigm in environmental monitoring must involve a global,
inclusive, and interconnected effort. Only through global col-
laboration will we be able to generate the monitoring data
required to make informed decisions on mitigation approaches
required to reduce the environmental impacts of chemicals.

Materials and Methods

Identical water sampling kits (S/ Appendix, Image S1) were sent to project col-
laborators which contained: 20 x 5 mL amber glass vials, 10x plastic disposable
syringes, 10x glass microfiber GFX syringe filters (0.45-um pore size), a 50-mL
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sampling bucket with 6-m nylon cord, and an ice pack. Project collaborators
were asked to design a sampling campaign comprising 5 to 10 sampling sites
along rivers flowing through a populated area (village, town, or city). Sam-
pling sites within a campaign would typically include sites upstream, within,
and downstream from the populated area and sites associated with points of
interest, such as wastewater treatment discharges or waste disposal sites. Dis-
cussion with each project collaborator enabled a characterization of potential
sources of pharmaceutical pollution affecting each river catchment (e.g.,
untreated sewage discharge, hospitals, wastewater treatment plants, septic
systems, and pharmaceutical manufacturing facilities).

Water collection occurred at each site by lowering the sampling bucket
(which was first rinsed three times with native water) into the water using the
attached cord. An aliquot of water was then aspirated into a syringe after an
initial rinsing with the native water. The syringe filter was then attached,
primed, and the glass sample vial was rinsed with filtrate before 4 mL of fil-
tered sample was discharged into it. Photographs, and where possible, envi-
ronmental data including pH, electrical conductivity, total dissolved solids,
and river flow were collected at each site (Dataset S2). Videos and a step-by-
step guide (13) were provided to all collaborators detailing the required sam-
ple collection protocol to ensure consistency across all sampling campaigns.
Each site was duplicate sampled one time and all sites within respective river
catchments were sampled on the same day (Dataset S2).

Samples were kept frozen after collection until being sent (also frozen) via
express air shipment to a single analytical center in the United Kingdom for
analysis using a single analytical method (13). The duration of return shipment
ranged from 0.5 to 4 d (mean 1.43 + 0.8 d) and a separate investigation (13)
showed no significant degradation of the target pharmaceuticals over this
period. Simulated shipping events showed that the interior temperature of
the shipment box remained below ambient temperature for at least 2 d (13).
Upon delivery at the University of York, samples were kept at —20°C until
analysis.

Analysis occurred at the Centre of Excellence in Mass Spectrometry located
at the University of York (United Kingdom) by high-pressure liquid
chromatography-tandem mass spectrometry (HPLC-MS/MS). A fully validated
method (13) adapted from US Geological Survey method No. 5-B10 (11), was
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used for the specific quantification of 61 APIs (Dataset S1). Briefly, limits of
detection (Dataset S1), ranging from 0.5 ng/L (Diltiazem) to 139 ng/L (Nor-
fluoxetine), were achieved by direct injection of 100 uL of the field-filtered
sample (13). Positive electrospray ionization was used to generate two transi-
tion ions per target analyte and internal standard, one transition for quantifi-
cation and the other for confirmation. Analysis occurred using a Thermo
Endura triple quadrupole mass spectrometer operated in multiple reaction
monitoring mode with a Phenomenex Zorbax Eclipse C18 Plus chromatogra-
phy column. Mobile phase A was LCMS-grade water with 0.01 M formic acid
and 0.01 M ammonium formate while mobile phase B was 100% methanol.
The HPLC gradient started at 10% B, which increased to 40% at 5 min, 60% at
10 min, 100% at 15 min, where it remained until 23 min, then reduced to 10%
at 23.1 min prior to a 10-min re-equilibration period. Quantification was
achieved using a 15-point calibration curve, ranging from 1 to 8,000 ng/L via
Thermo Scientific TraceFinder 4.1 General Quantitation software. A total of
30 deuterated internal standards were used at a concentration of 80 ng/L
each and robust quality control measures were employed throughout sample
collection and analysis (S/ Appendix).

Statistical analysis (S/ Appendix) was conducted using Microsoft Excel,
SPSS and Primer with PERMANOVA+ (v7.0.17, Primer-e). Population and socio-
economic data were obtained from the World Bank open database (33). Haz-
ard quotients for an assessment of potential ecotoxicity risk were generated

by dividing the observed environmental concentrations (Dataset S4) by the
lowest predicted no-effect concentration (35, 36, 39, 40) or critical environ-
mental concentration (37) derived for each studied APl in the literature
(Dataset 512).

Data Availability. All data generated in this study are available in this article,
the associated datasets (namely Dataset S4), and S/ Appendix.

ACKNOWLEDGMENTS. We thank Amanda Wong and Katherine Wong for
their help in collecting water samples in Calgary, Canada; Prof. M. M. Pathma-
lal for help in the collection of samples in Sri Lanka; and the Centre of Excel-
lence in Mass Spectrometry at the University of York, where the mass
spectrometer that performed this work is located. The project was partly sup-
ported by the Medical Research Council (Project: MR/R014876/1), the British
Council Institutional Links Science, Technology and Research Exchange Across
Mena (STREAM) program (Project Number 277947262), the Instituto Antartico
Chileno (INACH) Regular Funding Projects (Grant INACH_RT_12_17), Agencia
Nacional de Investigaciéon y Desarrollo (ANID) Programa de Investigacion
anillo Instituto Antartico Chileno (Programa de Investigacion Anillo INACH)
Grant ACT192057, and ANID Fondo Nacional de Desarrollo Cientifico, Tecnolo-
gico y de Innovacion Tecnologica (FONDECYT) Grant 1210946. Any use of
trade, firm, or product names is for descriptive purposes only and does not
imply endorsement by the US Government. The copyright of these data is held
by the University of York (York, United Kingdom).

2Department of Environment and Geography, University of York, York YO10 5DD, United Kingdom; PUS Geological Survey, Central Midwest Water Science
Center, lowa City, A 52240; “State Key Laboratory of Marine Pollution, Department of Chemistry, City University of Hong Kong, Hong Kong, China; Center
for Genomics, Ecology & Environment, Universidad Mayor, 8580745 Santiago, Chile; ®Escuela de Medicina Veterinaria, Facultad de Ciencias de la Vida,
Universidad Andres Bello, 8370035 Santiago, Chile; fLife and Environmental Sciences, Deakin University, Warrnambool 3280 VIC, Australia; 9Environment
Laboratories, International Atomic Energy Agency, 98000 Monaco, Principality of Monaco; "ECT Oekotoxikologie GmbH, 65439 Fiérsheim am Main, Germany;
'Centro de Investigaciones del Medioambiente, Facultad de Ciencias Exactas, Universidad Nacional de la Plata, Consejo Nacional de Investigaciones Cientificas
y Técnicas de Argentina, CP 1900 La Plata Buenos Aires, Argentina; 'Institute for Environment and Sanitation Studies, University of Ghana, Accra LG 1181,
Ghana; “Plant Protection Department, Agricultural University of Tirana, Tirana 1000, Albania; 'School of Public Health, Imperial College London, London SW7
2AZ, United Kingdom; ™Doctorado en Medicina de la Conservacion, Facultad Ciencias de la Vida, Universidad Andres Bello, 7550196 Santiago, Chile; "Faculty
of Chemistry, Center for Ecological Safety, Yerevan State University, 0025 Yerevan, Armenia; °School of Chemistry, University of Sydney, Sydney 2006 NSW,
Australia; PDepartment of Environmental Geosciences, University of Vienna, 1010 Vienna, Austria; 9Department of Emergency Management, Patuakhali
Science and Technology University, 8602 Patuakhali, Bangladesh; "Molecular Biology and Biotechnology Institute, Universidad Mayor de San Andres, 6042 La
Paz, Bolivia; *Department of Microbiology, Tumor and Cell Biology, Karolinska Institute, Stockholm 171 77, Sweden; *Instituto Federal De Educacao, Ciencia e
Tecnologia do Rio Grande do Norte, 1692 Natal, Brazil; “Center for Research in Environmental Risk Assessment, School of Public Health of University of Sao
Paulo, 01246-904 Sao Paulo, Brazil; YResearch Unit in Applied Microbiology and Pharmacology of Natural Substances, Research Laboratory in Applied Biology,
Polytechnic School of Abomey-Calavi, University of Abomey-Calavi, BP 526 Abomey Calavi, Benin; Y Department of Zoology, Faculty of Science and
Technology, University of Abomey-Calavi, BP 526 Abomey Calavi, Benin; *Sciences Appliquées et Technologies, Université de Dédougou, Ouagadougou BP
176, Burkina Faso; Y Department of Biology, University of Ottawa, Ottawa, ON K1N 6N5, Canada; *Global Monitoring of Pharmaceutical Consortium, York
YO10 5NG, United Kingdom; ®Centre de Recherches Hydrologiques, I'Institut de Recherches Géologiques et Minieres, BP 4110 Yaounde, Cameroon;

bb Departamento de Ingenieria Geografica, Universidad de Santiago de Chile, 9170022 Santiago, Chile; “Environmental Research Institute, School of
Environment, Guangdong Provincial Key Laboratory of Chemical Pollution and Environmental Safety & MOE Key Laboratory of Theoretical Chemistry of
Environment, South China Normal University, Guangzhou 510006, P. R. China; ““Department of Chemistry, Universidad del Valle, Cali 25360, Colombia;
*eNational Pedagogical University of Kinshasa, Kinshasa 8815, Democratic Republic of Congo; fFaculty of Sciences, Department F.-A. Forel for Environmental
and Aquatic Sciences, University of Geneva, Geneva 1205, Switzerland; 99Ecole Normale Supérieure, Departement des Sciences et Vie de la Terre, Université
Marien Ngouabi, BP 69 Brazzaville, Republic of the Congo; hhDepartment of Geography, Geology, and the Environment, Kingston University London, KT2 7LB
Kingston, United Kingdom; "Central American Institute for Studies on Toxic Substances, Universidad Nacional, 40101 Heredia, Costa Rica; ’Division for Marine
and Environmental Research, Rudjer Boskovic Institute, 10000 Zagreb, Croatia; ““Nireas International Water Research Center, Department of Civil and
Environmental Engineering, University of Cyprus, Nocosia 1678, Cyprus; ""Faculty of Environmental Sciences, Czech University of Life Sciences Prague, 165 00
Prague, Czech Republic; "™ Institute of Biotechnology, Addis Ababa University, Addis Ababa 1176, Ethiopia; ""Laboratory of Ecotoxicology, Institut National
de Recherche pour I'Agriculture, I’Alimentation et I'Environnement, 69100 Villeurbanne, France; °°Department of Water Resources, Ministry of Fisheries &
Water Resources, Banjul, The Gambia; PPFaculty of Agricultural Sciences and Biosystems Engineering, Georgian Technical University, 380075 Thilisi, Georgia;
99Center for Applied Geoscience, University of Tubingen, Tibingen 72074, Germany; "School of Chemical Engineering, National Technical University of
Athens, 10682 Athens, Greece; *Research Centre in Sudurnes, University of Iceland, Reykjavik 600169, Iceland; " Department of Civil Engineering, Indian
Institute of Technology Hyderabad, Hyderabad 502285, India; ““Department of Biochemical Engineering and Biotechnology, Indian Institute of Technology
Delhi, 110016 New Delhi, India; *¥Faculty of Civil and Environmental Engineering, Environmental Management Technology Research Group, 40132 Bandung,
Indonesia; " Education and Extension Organization, Iranian Fisheries Science Research Institute, Agricultural Research, Tehran 1588733111, Iran;
**Department of Planning and Environmental Policy, University College Dublin, Dublin D14 E099, Ireland; ¥ Spatial Dynamics Lab, University College Dublin,
Dublin 4, Ireland; ?*Department of Soil and Water Sciences, Faculty of Agriculture, Food and Environment, Hebrew University of Jerusalem, 9190501
Jerusalem, Israel; 22Centre de Recherches Oceanologiques, 7XP 56V Abidjan, Cote d'lvoire; PPSchool of Engineering and Digital Sciences, Nazarbayev
University, Nur-Sultan 010000, Kazakhstan; ““L. N. Gumilyov Eurasian National University, 010000 Nur-Sultan, Kazakhstan; dddpapartment of Geology,
University of Nairobi, Nairobi 00100, Kenya; ***Department of Biology, National of University of Lesotho, Maseru 180, Lesotho; 'Environmental Protection
Agency of Liberia, 1000 Monrovia, Liberia; 999Department of Environment, International Institute of Aquaculture and Aquatic Sciences, Universiti Putra
Malaysia, 43400 Seri Kembangan, Malaysia; """Centre d’Expertise et de Recherche en Télémédecine et E-Santé, Centre Hospitalier Mére - Enfant, Le
Luxembourg, Hamdallaye, Bamako, Mali; ""Department of Global Health-Amsterdam Institute for Global Health and Development, Amsterdam Universty
Medical Center, University of Amsterdam, 1012 WX Amsterdam, The Netherlands; "’ Department of Fisheries Technology, Ecotoxicology Research Laboratory,
Lagos State Polytechnic, 100001 Ikorodu, Nigeria; “**Department of Chemistry, University of Gujrat, Gujrat 50700, Pakistan; " Al-Quds Nutrition and Health
Research Institute, Al-Quds University, Abu Dies, West Bank, Palestine; ™™™ Smithsonian Tropical Research Institute, Panama City 0843-03092, Republic of
Panama; """Facultad de Medicina Humana, Universidad Nacional del Centro del Peru, 12004 Huancayo, Peru; °°°Department of Environmental Science,
Southern Leyte State University-Hinunangan Campus, 6608 Hinunangan, Philippines; PPPLancaster Environment Centre, Lancaster University, Lancaster LA1
4YQ, United Kingdom; 999Department of Chemistry, School of Environmental Sciences, Njala University, Bo, Sierra Leone; ""Veterinary Faculty, University of
Ljubljana, SI 1000 Ljubljana, Slovenia; **Water Centre, Council for Scientific and Industrial Research, 0184 Pretoria, South Africa; *Seoul National University,
599 Seoul, South Korea; """ College of Natural Resources and Environmental Studies, University of Juba, Juba, South Sudan; V" IMDEA Water Institute, Science
and Technology Campus, University of Alcala, 28801 Alcala de Henares, Spain; “"“"International Water Management Institute, Colombo 10120, Sri Lanka;
**Department of Environmental Science, Stockholm University, 114 19 Stockholm, Sweden; Y Institute for Ecopreneurship, School of Life Sciences, University
of Applied Sciences and Arts Northwestern Switzerland, 4132 Muttenz, Switzerland; ??Department of Environmental Engineering, Chung Yuan Christian
University, 320 Taoyuan, Taiwan; ®**?Institute of Resources Assessment, University of Dar es Salaam, Dar es Salaam, Tanzania; bbbbstitute of Environmental
Sciences, Bogazici University, 34342 Istanbul, Turkey; “““Faculty of Science, Mbarara University of Science & Technology, 9MM5 6GF Mbarara, Uganda;
ddddBiology Centre of the Czech Academy of Sciences, Institute of Hydrobiology, Ceske 37005 Budejovice, Czech Republic; ¢ Department of the Environment,
O. M. Beketov National University of Urban Economy in Kharkiv, 61002 Kharkiv, Ukraine; ffffFaculty of Chemistry, Universidad de la Republica, 11200

Wilkinson et al.
Pharmaceutical pollution of the world’s rivers

PNAS | 90f10
https://doi.org/10.1073/pnas.2113947119

ENVIRONMENTAL

SCIENCES


http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental
http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental
http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental
http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental
http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental
http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental
http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental
http://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2113947119/-/DCSupplemental

Downloaded from https://www.pnas.org by 186.30.174.214 on March 1, 2022 from | P address 186.30.174.214.

Montevideo, Uruguay; 9999 Departamento de Desarrollo Tecnoldgico, Centro Universitario Regional del Este, Universidad de la Republica, CP 27000, Rocha,
Uruguay; hhhhg ool of Science & Mathematics, College of Southern Nevada, Henderson, NV 89002; iiiiDepar‘cment of Molecular and Cellular Biology,

University of Guelph, Guelph, ON N1G 2W1, Canada; and "Future Water Research Institute, Faculty of Engineering & Built Environment, University of Cape
Town, 7700 Cape Town, South Africa

1

10

. K. A.Kidd et al., Collapse of a fish population after exposure to a synthetic estrogen.
Proc. Natl. Acad. Sci. U.S.A. 104, 8897-8901 (2007).

. E. M. Wellington et al., The role of the natural environment in the emergence of
antibiotic resistance in gram-negative bacteria. Lancet Infect. Dis. 13, 155-165
(2013).

. T. Brodin, J. Fick, M. Jonsson, J. Klaminder, Dilute concentrations of a psychiatric
drug alter behavior of fish from natural populations. Science 339, 814-815
(2013).

. P.Horky et al., Methamphetamine pollution elicits addiction in wild fish. J. Exp. Biol.
224, jeb242145 (2021).

. Umwelt Bundesamt, “Database- Pharmaceuticals in the environment” Umwelt Bun-
desamt (2021). https://www.umweltbundesamt.de/en/database-pharmaceuticals-in-
the-environment-0. Accessed 2 January 2021.

. A. B. Boxall et al., Pharmaceuticals and personal care products in the environment:
What are the big questions? Environ. Health Perspect. 120, 1221-1229 (2012).

. T. aus der Beek et al., Pharmaceuticals in the environment—Global occurrences and
perspectives. Environ. Toxicol. Chem. 35, 823-835 (2016).

. D. W. Kolpin et al., Pharmaceuticals, hormones, and other organic wastewater con-
taminants in U.S. streams, 1999-2000: A national reconnaissance. Environ. Sci. Tech-
nol. 36, 1202-1211 (2002).

. S. R. Hughes, P. Kay, L. E. Brown, Global synthesis and critical evaluation of pharma-
ceutical data sets collected from river systems. Environ. Sci. Technol. 47, 661-677
(2013).

. R. S. Kookana et al., Potential ecological footprints of active pharmaceutical ingre-
dients: An examination of risk factors in low-, middle- and high-income countries.
Philos. Trans. R. Soc. Lond. B Biol. Sci. 369, 20130586 (2014).

. E. T. Furlong et al., “Determination of human-use pharmaceuticals in filtered water
by direct aqueous injection-High-performance liquid chromatography/tandem mass
spectrometry” in Laboratory Analysis, US Geological Survey, Ed.(Techniques and
Methods, US Geological Survey, Department of the Interior, 2014), Chapter 10, Book 5.

. E.E.Burns, J. Thomas-Oates, D. W. Kolpin, E. T. Furlong, A. B. A. Boxall, Are exposure
predictions, used for the prioritization of pharmaceuticals in the environment, fit for
purpose? Environ. Toxicol. Chem. 36, 2823-2832 (2017).

. J. L. Wilkinson, A. Boxall, D. W. Kolpin, A novel method to characterise levels of phar-
maceutical pollution in large-scale aquatic monitoring campaigns. Appl. Sci. (Basel)
9, 1368 (2019).

. D. J. Nickolai et al., Effects of storage temperature and pH on the stability of eleven
beta-lactam antibiotics in MIC trays. J. Clin. Microbiol. 21, 366-370 (1985).

. Q. Huang, Y. Yu, C. Tang, X. Peng, Determination of commonly used azole
antifungals in various waters and sewage sludge using ultra-high performance liquid
chromatography-tandem mass spectrometry. J. Chromatogr. A 1217, 3481-3488 (2010).

. T. Gornik, A. Kovacic, E. Heath, J. Hollender, T. Kosjek, Biotransformation study of
antidepressant sertraline and its removal during biological wastewater treatment.
Water Res. 181, 115864 (2020).

. S. Mendis et al., The availability and affordability of selected essential medicines for
chronic diseases in six low- and middle-income countries. Bull. World Health Organ.
85, 279-288 (2007).

. S. Bin Nafisah et al., Over-the-counter antibiotics in Saudi Arabia, an urgent call for
policy makers. J. Infect. Public Health 10, 522-526 (2017).

. Z.U.D.Babar et al., The availability, pricing and affordability of essential diabetes medi-
cinesin 17 low-, middle-and high-income countries. Front. Pharmacol. 10, 1375 (2019).

. U. Ekwochi, J. M. Chinawa, I. Obi, H. A. Obu, S. Agwu, Use and/or misuse of antibiotics
in management of diarrhea among children in Enugu, Southeast Nigeria. J. Trop.
Pediatr. 59, 314-316 (2013).

PNAS
https://doi.org/10.1073/pnas.2113947119

of 10 |

21

22

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

. J. K. Mukonzo et al., Over-the-counter suboptimal dispensing of antibiotics in
Uganda. J. Multidiscip. Healthc. 6, 303-310 (2013).

. G. B. Gebretekle, M. K. Serbessa, Exploration of over the counter sales of antibiotics

in community pharmacies of Addis Ababa, Ethiopia: Pharmacy professionals’ per-

spective. Antimicrob. Resist. Infect. Control 5, 2 (2016).

C. F. Rodrigues, Self-medication with antibiotics in Maputo, Mozambique: Practices,

rationales and relationships. Palgrave Commun. 6, 1-12 (2020).

S. M. Limbu, “Antibiotics use in African aquaculture: Their potential risks on fish and

human health” in Current Microbiological Research in Africa, A. L. K. Abia, G. R.

Lanza, Eds. (Springer Cham, 2020), pp. 203-221.

T. T. H. Van, Z. Yidana, P. M. Smooker, P. J. Coloe, Antibiotic use in food animals

worldwide, with a focus on Africa: Pluses and minuses. J. Glob. Antimicrob. Resist. 20,

170-177 (2020).

P. M. Choi et al., Population socioeconomics predicted using wastewater. Environ.

Sci. Technol. Lett. 7, 567-572 (2020).

UNESCO, United Nations World Water Development Report 2020: Water and Climate

Change: WWDR 2020 (UNESCO Publishing, Paris, 2020).

M. Ewen, M. Zweekhorst, B. Regeer, R. Laing, Baseline assessment of WHO's target

for both availability and affordability of essential medicines to treat non-

communicable diseases. PLoS One 12, e0171284 (2017).

A. Auta et al., Global access to antibiotics without prescription in community phar-

macies: A systematic review and meta-analysis. J. Infect. 78, 8-18 (2019).

N. Persaud et al., Comparison of essential medicines lists in 137 countries. Bull. World

Health Organ. 97, 394-404C (2019).

Access to Medicines Foundation, Access to medicines index, Access to Medicines

Foundation (2021). https://accesstomedicinefoundation.org/. Accessed 8 March 2021.

C. Cossio, J. Norrman, J. McConville, A. Mercado, S. Rauch, Indicators for sustainabil-

ity assessment of small-scale wastewater treatment plants in low and lower-middle

income countries. Environmental and Sustainability Indicators 6, 100028 (2020).

World Bank, DataBank: World development indicators, World Bank Group (2021).

https:/databank.worldbank.org/home. Accessed 9 May 2021.

European Medicines Agency, Guideline on the environmental risk assessment of

medicinal products for human use, Committee for Medicinal Products for Human

Use (CHMP), London (2006). https://www.ema.europa.eu/en/documents/scientific-

guideline/guideline-environmental-risk-assessment-medicinal-products-human-use-

first-version_en.pdf. Accessed 15 June 2018.

L. Gunnarsson et al., Pharmacology beyond the patient—The environmental risks of

human drugs. Environ. Int. 129, 320-332 (2019).

J. Vestel et al., Use of acute and chronic ecotoxicity data in environmental risk assess-

ment of pharmaceuticals. Environ. Toxicol. Chem. 35, 1201-1212 (2016).

J. Fick, R. H. Lindberg, M. Tysklind, D. G. Larsson, Predicted critical environmental

concentrations for 500 pharmaceuticals. Regul. Toxicol. Pharmacol. 58, 516-523

(2010).

T. Backhaus, Medicines, shaken and stirred: A critical review on the ecotoxicology of

pharmaceutical mixtures. Philos. Trans. R. Soc. Lond. B Biol. Sci. 369, 20130585 (2014).

J. Tell et al., Science-based targets for antibiotics in receiving waters from pharma-

ceutical manufacturing operations. Integr. Environ. Assess. Manag. 15, 312-319

(2019).

J. Bengtsson-Palme, D. G. J. Larsson, Concentrations of antibiotics predicted to select

for resistant bacteria: Proposed limits for environmental regulation. Environ. Int. 86,

140-149 (2016).

United Nations, Transforming our world: The 2030 agenda for sustainable develop-

ment (2015). https:/Avww.un.org/ga/search/view_doc.asp?symbol=A/RES/70/1&Lang=E.

Accessed 10 May 2021.

Wilkinson et al.
Pharmaceutical pollution of the world’s rivers


https://www.umweltbundesamt.de/en/database-pharmaceuticals-in-the-environment-0
https://www.umweltbundesamt.de/en/database-pharmaceuticals-in-the-environment-0
https://accesstomedicinefoundation.org/
https://databank.worldbank.org/home
https://www.ema.europa.eu/en/documents/scientific&hx2010;guideline/guideline&hx2010;environmental&hx2010;risk&hx2010;assessment&hx2010;medicinal&hx2010;products&hx2010;human&hx2010;use&hx2010;first&hx2010;version_en.pdf
https://www.ema.europa.eu/en/documents/scientific&hx2010;guideline/guideline&hx2010;environmental&hx2010;risk&hx2010;assessment&hx2010;medicinal&hx2010;products&hx2010;human&hx2010;use&hx2010;first&hx2010;version_en.pdf
https://www.ema.europa.eu/en/documents/scientific&hx2010;guideline/guideline&hx2010;environmental&hx2010;risk&hx2010;assessment&hx2010;medicinal&hx2010;products&hx2010;human&hx2010;use&hx2010;first&hx2010;version_en.pdf
https://www.un.org/ga/search/view_doc.asp?symbol=A/RES/70/1&hx0026;Lang=E

