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Supplementary Table S1: Acute effects on fish reported in the literature for selected substances. For each substance, the table is divided into sections listing acute fish toxicity (endpoint of AFT), non-lethal effects after acute exposure, both tested on adult or juvenile fish; FET or comparable early life-stage test either with or without zebrafish; and finally, in-vitro section listing results for cell lines and primary cultures. 
Abbreviations of fish species: AA - Anguilla Anguilla (European Eel), AsA - Astyanax altiparanae, AC – African catfish, CA - Carassius auratus (goldfish), CC – channel catfish, CC – Cyprinus carpio (common carp), CM – Cirrhinus mrigala (Indian major carp), FH - Fundulus heteroclitus, FM – fathead minnow (Pimephales promelas), GA – Gasterosteus aculeatus (three-spined stickleback), GAf - Gambusia affinis, GH – Gambosia holbrooki, GM – Galaxias maculatus, GR – Gobiocypris rarus (Chinese rare minnow), HM – Hoplias malabaricus, LG - Lepomis gibbosus (pumpkin-seed sunfish), LR – Labeo rohita, MB - Menidia beryllina, MC - Mugilogobius chulae, OL – Oryzias latipes, OM – Oncorhynchus mykiss (rainbow trout), ON - Oreochromis niloticus, PH - Phalloceros harpagos, SS – Salmo salar (Atlantic salmon), ZF – zebrafish (Danie rerio),  
Other abbreviations: 8-OHdG – 8-hydroxydeoxyguanosine, ALT – alanine aminotransferase, ALP – alkaline phosphatase, ATPase - gill Na+/K+ ATPase, CAS – caspase, CHE – cholinesterases, CPP – carbonyl protein, G6PDH – glucose-6-phosphate dehydrogenase, GABA – gamma-aminobutytic acid, Glu – glutamix acid, GOT - glutamate oxaloacetate transaminase, GPT - glutamate pyruvate transaminase, GPx – glutathione peroxidase, GSSH – oxidised glutathione, GSTs – Glutathione-S-transferases, HPC – hydroperoxide content, HPx – lipid hydroperoxide, HSI – hepatosomatic index, LGred – Glutathione reductase, LPO – lipid peroxidation, POx – oxidated proteins, SIRT/PXR – Sirtuin – peroxisome proliferator signaling pathway, TUNEL – apoptosis assay,

	
	EC
	Endpoint
	Assay
	Exposure time
	Reference

	CBZ

	CBZ
	Acute Fish Toxicity (adults or juvenile) (mg/l)

	
	19.9
	LC50
	AFT (OECD203)(OM)
	96h
	(Z.-H. Li et al. 2011)

	
	35.4
	LC50
	AFT (OECD203)(OL)
	96h
	(Y. Kim et al. 2007)

	
	72.15
	LC50 24h
	AFT (OL)
	96h
	(Nassef et al. 2009)

	
	65.3
	LC50 48h
	
	
	

	
	63.2
	LC50 72h
	
	
	

	
	61.5
	LC50 96h
	
	
	

	
	59.7
	LC50 24h
	AFT (CC)
	24h
	(Malarvizhi et al. 2012)

	
	20
	LC50
	AFT (OL)(OECD203)
	96h
	(Yamamoto et al. 2007)

	
	Non-lethal effects after acute exposure (adults or juvenile) (mg/l)

	
	6.15
	LOEC for time to eat from d5
	Acute (OL)
	9d
	(Nassef, Matsumoto, et al. 2010)

	
	6.15
	LOEC swimming speed from d8
	
	
	

	
	30
	NOEC condition factor, TBARS and CD in intestine, muscle and liver
	acute
	96h
	(Z.-H. Li et al. 2011)

	
	19.9
	LOEC hematological and biochem. Param., TBARS and carbonyl derivates in brain and gills, antioxidant enzymes
	acute
	
	

	
	0.00785
	LOEC for gene expression alteration
	Acute (SS) (OECD 203 and 204)
	5d
	(Hampel et al. 2010)

	
	1
	NOEC for mortality, for TBARS in gill and liver, GST in gill and liver, behaviour
	Acute (OECD 203)(LG)
	96h
	(Brandão et al. 2013)

	
	0.0625
	LOEC for Gred in gill and gut, 
	
	
	

	
	0.25
	LOEC for GST activity in gut
	
	
	

	
	59.7
	GOT, GPT, and LDH acitivty alteration in gill, liver, and muscle
	AFT (CC)
	24h
	(Malarvizhi et al. 2012)

	
	0.01
	LOEC for Ach content
	Acute (ZF)
	7d
	(W. Yang et al. 2023)

	
	0.001
	LOEC for Glu, GABA content and AChE activity, neurotransmitter- related gene expression
	
	
	

	
	0.025
	NOEC for mortality, CAT activity, GST act. In liver, LOEC for GST activity in brain, total thiols, MT, and MDA content in brain and liver, essential element homeostasis
	Acute (ZF)(OECD203)
	96h
	(Araujo et al. 2022)

	
	2
	LOEC for LPO, HPC content, PCC, SOD, CAT, GPx activity change
	Acute (CC)
	96h
	(Gasca-Pérez et al. 2019)

	
	FET or comparable early life-stage test with ZF (mg/l)

	
	104.9
	LC50-48/72
	ELS (ZF)
	24h 2dpf to 3dpf
	(Pruvot et al. 2012)

	
	100.9
	LC50-48/144 -delayed lethality after 24h exp.
	
	
	

	
	50.1
	LC50-4/24
	
	20h 4hpf to 24hpf
	

	
	42.8
	LC50-4/48
	
	44h 4hpf to 48hpf
	

	
	72
	EC50-48/72. malformations
	
	24h 2dpf to 3dpf
	

	
	82.7
	LOEC heartbeat
	
	24h 2dpf to 3dpf
	

	
	94.5
	LOEC locomotor activity
	
	24h 2dpf to 3dpf
	

	
	72.1
	LOEC gene expression
	
	24h 2dpf to 3dpf
	

	
	25
	NOEC for mortality
	ELS (ZF)
	10d
	(Ferrari et al. 2003)

	
	50
	LOEC for mortality
	
	
	

	
	30.6
	NOEC
	FET (OECD draft)
	72h
	(Van Den Brandhof and Montforts 2010)

	
	86.5
	EC50
	
	
	

	
	≥245
	LC50
	
	
	

	
	0.0005
	LOEC for mortality, NOEC for abnormalities
	ELT (ZF)
	72h
	(Galus et al. 2013)

	
	14.8
	LOEC for teratogenicity
	ELS (ZF)
	72h
	(Weigt et al. 2011)

	
	52.5
	EC50
	
	
	

	
	118
	NOEC for mortality
	
	
	

	
	0.1
	NOEC for mortality, LOEC for swimming frequency
	ELS (ZF) from 24 hpf (OECD 212 and 236)
	144h
	(Rodrigues et al. 2023)

	
	0.01
	LOEC for sublethal malformations
	
	
	

	
	0.0001
	LOEC for gene expression
	
	
	

	
	0.1
	NOEC for mortality, hatching, heart rate, and body length
	ELS (ZF) from 6hpf
	144h
	(H. Chen et al. 2020)

	
	0.001
	LOEC for gene expression, AChE activity, GABA conc., and Glutamate conc.
	
	
	

	
	20
	LOEC for delay in hatching
	ELS (ZF)
	120h
	(Bars et al. 2021)

	
	59
	LOEC for swim bladder, heart, head and eye malformations
	
	
	

	
	50
	EC85 (malformations + deaths), LC50
	ELS(ZF)
	144h
	(Pohl et al. 2019)

	
	100
	LOEC for heartbeat decrease
	
	
	

	
	0.005
	NOEC for mortality and malformations, LOEC for spontaneous movement (27h)pf, response to light stimuli, gene expression
	ELS(ZF) 4hpf
	96h
	(Qiang et al. 2016)

	
	0.002
	LOEC for length incr., swim bladder development earlier, response to touch 
	
	
	

	
	0.001
	LOEC for earlier yolk sack absorption 
	
	
	

	
	0.00046
	LOEC for hatching delay
	ELS(ZF) (OECD236)
	120h
	(Ribbenstedt, Posselt, and Benskin 2022)

	
	FET or comparable early life-stage test (other than ZF) (mg/l)

	
	0.862
	NOEC for survival and growth
	ELS (OECD210)(FM)
	28d post hatch
	(Overturf et al. 2012)

	
	12ng/egg
	LOEC for survival, hemorrhage and delay in development
	ELT (nanoinjection)
	6dpf
	(Nassef, Kim, et al. 2010)

	
	45.87
	LC50
	ELS (OL) 24hph
	96h
	(J. W. Kim et al. 2009)

	
	In vitro (cell lines) (mg/l)

	
	2.36
	LOEC for viability (MTT)
	In vitro, SAF-1
	24h
	(Ruiz et al. 2020)

	
	2.36
	NOEC for gene expression of p53. erk-1. hif-1. bcl-2. nrf-2 and sod genes
	
	72h
	

	
	> 59.1
	EC50 viability
	In vitro RTG-2 MTT
	24h
	(Caminada, Escher, and Fent 2006)

	
	> 59.1
	EC50 viability
	In vitro PLHC-1 MTT
	24h
	

	
	> 59.1
	EC50 viability
	In vitro PLHC-1 NR
	24h
	

	
	153.8
	LOEC cytotoxicity MTT
	In vitro PLHC-1
	24h
	(Laville et al. 2004)

	
	2.4
	EC50 cytotoxicity (AB)
	In vitro (RTL-W1) 
	24h
	(Stanic et al. 2021)

	
	168
	EC50 for total protein content
	In vito RTG-2
	48h
	(Jos et al. 2003)

	
	112
	EC50 for NR uptake
	
	
	

	
	142
	EC50 for MTS metabolization
	
	72h
	

	
	162
	EC50 for G6PDH activity
	
	
	

	
	In vitro (primary cultures) (mg/l)

	
	2
	LOEC for impaired velocity and motility, SOD and GPx activity
	In vitro (spermatozoa CC)
	2h
	(Z.-H. Li et al. 2010)

	
	2
	NOEC for viability
	
	
	

	
	20
	LOEC for CP content, GR activity
	
	
	

	
	0.2
	LOEC for LPO
	
	
	

	
	75.1
	LOEC cytotoxicity MTT
	In vitro primary hepatocytes (OM)
	24h
	(Laville et al. 2004)

	
	75.1
	IC50 for EROD inhibition
	
	
	

	

	CIP

	CIP
	Acute Fish Toxicity (adults or juvenile) (mg/l)

	
	> 60
	LC50
	AFT (OECD203)(GH)
	96h
	(Martins et al. 2012)

	
	100
	NOEC
	AFT (OECD203-1997) (ZF)
	72h
	(Halling-Sorensen 2000)

	
	100
	LC40
	Acute (ZF)
	96h
	(Shahnaz et al. 2021)

	
	31.2
	LC100
	Acute (ZF – 4mpf)
	7d
	(Hou et al. 2022)

	
	15.6
	NOEC for mortality
	
	
	

	
	Non-lethal effects after acute exposure (adults or juvenile) (mg/l)

	
	0.00025
	LOEC for biochemical parameters in blood (ALT, ALP, bilirubin and total protein), oxidative stress param.in liver (SOD, CAT, GPx, LPO, HPx, POx), gene expression, comet assay, micronuclei assay
	Acute (ZF) adult
	96h
	(Elizalde-Velázquez et al. 2022)

	
	6.25
	LOEC for aggressive behaviour
	Acute (ZF adult)
	96h
	(Petersen et al. 2021)

	
	25
	NOEC for mortality, Y maze test, locomotory changes and social interaction, LOEC for increased exploratory behaviour
	
	
	

	
	15.6
	LOEC for testis weight and testosterone red., gene expression alteration 
	Acute (ZF – 4mpf)
	7d
	(Hou et al. 2022)

	
	FET or comparable early life-stage test with ZF (mg/l)

	
	1407
	NOEC for mortality, LOEC for heartbeat decr., cardiac output, blood flow
	ELS (ZF)
	24h
	(Shen et al. 2019)

	
	1949
	LOEC for mortality, NOEC for malformations, LOEC for gene expression
	
	
	

	
	0.488
	NOEC for mortality, hatching and malformations, swimming behaviour, GPx, and GST activity, LOEC for ChE activity
	ELS (ZF) (OECD236)
	96h
	(Nogueira et al. 2019)

	
	0.078
	LOEC for TBARs increase
	
	
	

	
	0.005
	LOEC for CAT activity
	
	
	

	
	0.0354
	LC50
	ELS (ZF) (embryos bleached)
	96h
	(Rosas-Ramírez et al. 2022)

	
	0.0182
	EC50
	
	
	

	
	0.01
	LOEC for PCC, HPX, SOD, GPX, and CAT activity
	
	
	

	
	0.005
	LOEC for LPO
	
	
	

	
	0.066
	LOEC for ROS production, DNA damage, apoptosis, metabolomic and proteomic changes
	ELS (ZF)
	96h
	(Jia et al. 2023)

	
	FET or comparable early life-stage test (other than ZF) (mg/l)

	
	3
	NOEC for mortality, LOEC for length and weight
	ELS (OECD210) (CC)
	6d
	(Zivna et al. 2016)

	
	0.001
	LOEC for increased hatching rate (up to 3mg/l)
	
	
	

	

	CLA

	CLA
	Acute Fish Toxicity (adults or juvenile) (mg/l)

	
	500
	NOEC
	AFT (GH)
	96h
	(B. Nunes, Carvalho, and Guilhermino 2004)

	
	526.5
	LC50
	AFT(OECD203) (GH)
	96h
	(B. Nunes, Carvalho, and Guilhermino 2005)

	
	Non-lethal effects after acute exposure (adults or juvenile) (mg/l)

	
	500
	LOEC enzymatic activity (LDH)
	Acute (GH)
	96h
	(B. Nunes, Carvalho, and Guilhermino 2004)

	
	0.001
	LOEC GOT activity
	Acute (CM)
	96h
	(Manoharan Saravanan, Ramesh, and Petkam 2013)

	
	0.1
	LOEC GPT, ATPase activity
	
	
	

	
	176.34
	LOEC for GSSH content
	AFT (OECD203)(GH)
	96h
	(B. Nunes et al. 2008)

	
	0.001
	LOEC for hematological parameters, biochemical plasma changes, inoregulatory and enzymatic responses in plasma, ATPase activity in gill
	Acute (CC) juveniles
	96h
	(Manoharan Saravanan et al. 2011)

	
	20
	NOEC for growth, HSI, SOD activity
	Acute (CC)
	4d and 10d
	(Corcoran et al. 2015)

	
	20
	LOEC for hematocrit increase (4d), ACOX activity (4d)
	
	
	

	
	0.004
	LOEC for ACOX activity (10d), gene expression (PPARα, xenob.metab.)
	
	
	

	
	1
	NOEC for survival, liver somatic index, and protein and cholesterol content in liver
	Acute (FH)
	96h
	(Emblidge and DeLorenzo 2006)

	
	0.001
	LOEC for glucose (incr.) and protein (decr.) content in plasma, electrolytes content
	Acute (CM)
	96h
	(M. Saravanan and Ramesh 2013)

	
	0.1
	NOEC for mortality
	
	
	

	
	0.1
	NOEC for mortality
	Acute (LR)
	96h
	(Bhattacharjee, Rout, and Goswami 2022)

	
	0.001
	LOEC for behaviour changes, GPT and LDH activity alteration
	
	
	

	
	0.01
	LOEC for GOT activity alteration
	
	
	

	
	FET or comparable early life-stage test with ZF (mg/l)

	
	70
	NOEC for mortality
	ELS (ZF)
	10d
	(Ferrari et al. 2003)

	
	140
	LOEC for mortality
	
	
	

	
	86
	EC50 mortality
	ELS (ZF)
	48h
	(Henschel et al. 1997)

	
	126
	EC pulse rate
	
	
	

	
	0.01
	LOEC for swimming activity alteration
	ELS (ZF)
	120h
	(Rebelo, Correia, and Nunes 2020)

	
	0.04
	LOEC for GPx, MnSOD activity, and TBARS alteration
	
	
	

	
	0.02
	LOEC for GSTs, and CAT activity alteration
	
	
	

	
	0.08
	LOEC for Cu-ZnSOD activity alteration
	
	
	

	
	In vitro (cell lines) (mg/l)

	
	809
	EC50 viability
	In vitro RTG-2 MTT
	24h
	(Caminada, Escher, and Fent 2006)

	
	676
	EC50 viability
	In vitro PLHC-1 MTT
	24h
	

	
	1073
	EC50 viability
	In vitro PLHC-1 NR
	24h
	

	
	14
	EC50 viability
	In vitro BF-2
	48h
	(Henschel et al. 1997)

	
	In vitro (primary cultures) (mg/l)

	
	21.5
	NOEC for cytotoxicity
	In vitro primary hepatocytes (CC)
	72h
	(Corcoran et al. 2012)

	
	0.215
	LOEC for gene expression (GST, CYP, ABC)
	
	
	

	
	590
	LOEC for peroxisomal AChE act.incr.
	In vitro primary hepatocytes (OM)
	48h
	(Donohue et al. 1992)

	
	644
	LOEC for peroxisomal bifunct.E ind.
	
	
	

	
	0.2
	NOEC for cytotoxicity and gene expression
	In vitro primary hepatocytes (OM)
	78h
	(Sovadinová, Liedtke, and Schirmer 2014)

	
	107
	LOEC for PPAR mRNA expression
	In vitro primary hepatocytes (SS)
	72h
	(Ruyter et al. 1997)

	
	214
	LOEC for AChA oxidase activity, NOEC for LDH activity
	
	
	

	

	DCL

	DCL
	Acute Fish Toxicity (adults or juvenile) (mg/l)

	
	8
	LC10 mortality
	Acute (OL)
	96h
	(Hong et al. 2007)

	
	70.98
	LC50
	AFT (CC)
	96h
	(Islas-Flores et al. 2013; Islas‐Flores et al. 2017; Saucedo-Vence et al. 2015)

	
	166.6
	LC50
	Acute (OECD203)(ZF)
	96h
	(Praskova et al. 2011)

	
	5.49
	LC50
	Acute (ZF) adult
	96h
	(Penha et al. 2021)

	
	14
	LC50 24h
	Acute (OL)
	96h
	(Nassef et al. 2009)

	
	12.1
	LC50 48h
	
	
	

	
	10.9
	LC50 72h
	
	
	

	
	10.1
	LC50 96h
	
	
	

	
	50
	LC50
	Acute (ZF)
	96h
	(Shahnaz et al. 2021)

	
	11.71
	LC50
	Acute (CC)
	96h
	(Shankarrao and Jayabhaye 2020)

	
	30.8
	LC50
	Acute (AsA)
	96h
	(Godoi et al. 2020)

	
	Non-lethal effects after acute exposure (adults or juvenile) (mg/l)

	
	1
	LOEC for time to eat from d8
	Acute
	9d
	(Nassef, Matsumoto, et al. 2010)

	
	1
	NOEC swimming speed
	
	
	

	
	0.001
	LOEC GOT, GPT and ATPase activity
	Acute (CM)
	96h
	(Manoharan Saravanan, Ramesh, and Petkam 2013)

	
	0.001
	LOEC, mRNA expression of CYP1A, p53 and VTG
	Acute (OL)

	96h
	(Hong et al. 2007)

	
	7.098
	LOEC for LPO in liver and blood (12h), gill (48h), and brain (24h)
	Acute (CC)
	Up to 96h
	(Islas-Flores et al. 2013)

	
	
	LOEC for SOD activity in blood and liver (12h), brain (48h), and gill (24h)
	
	
	

	
	
	LOEC for CAT activity in gill and blood (12h), liver (72h), 
	
	
	

	
	
	LOEC for GPx in liver and gill(12h)
	
	
	

	
	1
	NOEC for mortality
	Acute (adult ZF)
	7d
	(Diniz et al. 2015)

	
	1
	LOEC – visceral mass enzyme activity of GST, SOD, CAT, and MDA concentration (TBARS)
	
	
	

	
	0.001
	LOEC for hematological parameters, biochemical plasma changes, inoregulatory and enzymatic responses in plasma, ATPase activity in gill
	Acute (CC) juveniles
	96h
	(Manoharan Saravanan et al. 2011)

	
	3
	NOEC for micronuclei and erythrocytic nuclear anomalies, EROD activity, GST activity in liver, ABC transporters activity in liver, LPO in liver
	Acute (ZF) adult
	96h
	(Penha et al. 2021)

	
	3
	LOEC for GST activity in gill, LPO in gill
	
	
	

	
	0.002
	LOEC for ABC transporters activity in gill
	
	
	

	
	0.001
	LOEC for glucose (incr.) and protein (decr.) content in plasma, electrolytes content
	Acute (CM)
	96h
	(M. Saravanan and Ramesh 2013)

	
	0.1
	NOEC for mortality
	
	
	

	
	0.763
	LOEC for TBARS in gill, liver and kidney, NOEC for CAT in kidney, oxygen consumption and Ca and Na ion exchange
	Acute (GM)
	96h
	(McRae et al. 2018)

	
	0.00017
	LOEC for CAT in gill and liver
	
	
	

	
	0.0005
	LOEC for oxidative stress related gene expression, GSH concentration, MDA content 
	Acute (GAf)
	24h
	(Bao et al. 2017)

	
	
	LOEC for CAT acitivity, NOEC for SOD  activity
	
	168h
	

	
	0.5
	LOEC for CAT, and SOD activity
	
	24h
	

	
	
	NOEC for GST activity
	
	168h
	

	
	7.098
	LOEC for lipid peroxidation, SOD, GPx, and CAT activity, micronuclei, and comet assay
	Acute (CC)
	96h
	(Islas‐Flores et al. 2017)

	
	7.098
	LOEC for HPC content, LPO, PCC, CAT, GPX, and SOD activity changes
	Acute (CC)
	96h
	(Saucedo-Vence et al. 2015)

	
	FET or comparable early life-stage test with ZF (mg/l)

	
	0.625
	LC50
	ELS (ZF)
	120h
	(P. Wang et al. 2020)

	
	0.74
	LOEC malformations
	
	
	

	
	0.0017
	Transcriptome analysis – 20% genes affected
	
	
	

	
	0.0027
	Transcriptome analysis – 20% of biological pathways affected
	
	
	

	
	6.11
	LC50
	ELS (OECD210)(ZF)
	144h
	(Praskova et al. 2011)

	
	4
	NOEC for mortality
	ELS (ZF)
	10d
	(Ferrari et al. 2003)

	
	8
	LOEC for mortality
	
	
	

	
	5.22
	LC50
	Sub chronic – ZF larvae 24h posthatch
	7d
	(Penha et al. 2021)

	
	3
	LOEC for LPO 
	
	
	

	
	0.5
	NOEC for mortality, malformations and swimming activity and distance
	ELS (ZF)
	96h
	(Xia, Zheng, and Zhou 2017)

	
	0.5
	LOEC for hatching success and gene expression
	
	
	

	
	0.005
	LOEC for spontaneous movement
	
	
	

	
	1.5
	NOEC
	FET (OECD draft)
	72h
	(Van Den Brandhof and Montforts 2010)

	
	5.3
	EC50
	
	
	

	
	7.8
	LC50
	
	
	

	
	0.5
	LOEC for CAT activity, NOEC for TBARS
	ELS (ZF)(OECD236)
	96h
	(Bio and Nunes 2020)

	
	0.05
	LOEC for GPx activity
	
	
	

	
	0.0005
	LOEC for GST activity
	
	
	

	
	1
	LC26.7. LOEC for malformations, gene expression
	ELS (ZF)
	96h
	(J.-B. Chen et al. 2014)

	
	3
	LC100
	
	
	

	
	3.08
	NOEC for GSI, HIS, sperm concentration, and Vtg gene expr.; LOEC for hepatocyte histology, plasma steroid concentration
	Acute (AsA)
	96h
	(Godoi et al. 2020)

	
	3.08
	NOEC for CAT, GST, and LPO in liver; SOD, GPx, CAT, and GST in gill, AChE in brain and muscle, comet assay
	Acute (AsA)
	96h
	(Muñoz-Peñuela et al. 2021)

	
	
	LOEC for SOD and GPx in liver, LPO in liver
	
	
	

	
	0.0005
	LOEC for gene expression and enzyme activity in liver
	Acute (GAf)
	24h
	(Bao et al. 2018)

	
	0.5
	NOEC for mortality
	
	168h
	

	
	1.42
	LC50
	ELS(ZF) 12hpf
	72 hpf
	(Y. Chen et al. 2011)

	
	5
	LOEC for spontaneous contraction
	
	12h
	

	
	7.5
	EC81 (malformations + deaths), LC50
	ELS(ZF)
	144h
	(Pohl et al. 2019)

	
	15
	LOEC for heartbeat decrease
	
	
	

	
	0.1395
	NOEC for mortality, hatching, length and malformation, T3 level
	ELS(ZF)
	120h
	(H. Wang et al. 2022)

	
	0.0155
	LOEC for heart rate decr., T4 level decr., gene expression
	
	
	

	
	0.0241
	LOEC for heartbeat decr., cardiovascular gene expression, NOEC for cardiac output, hemodynamics
	ELS (ZF)
	56h
	(K. Zhang et al. 2020)

	
	0.025
	NOEC for mortality and malformations
	
	
	

	
	0.00098
	LOEC for cardiovascular gene expression
	
	
	

	
	1.25
	LOEC for abnormal growth
	
	
	(Ribeiro et al. 2015)

	
	12.5
	LOEC for hatching rate, yolk-sac abnormalities
	
	
	

	
	FET or comparable early life-stage test (other than ZF) (mg/l)

	
	12ng/egg
	LOEC for survival, hemorrhage, delay in development and heartbeat 
	ELT (nanoinjection)
	6dpf
	(Nassef, Kim, et al. 2010)

	
	In vitro (cell lines) (mg/l)

	
	> 8.9
	EC20 for ER activation, IC20 for ER inhibition
	in vitro (ZFL with Era and ERb2)
	72h
	(Serra et al. 2019)

	
	527
	EC50 viability
	In vitro RTG-2 MTT
	24h
	(Caminada, Escher, and Fent 2006)

	
	71.95
	EC50 viability
	In vitro PLHC-1 MTT
	24h
	

	
	79.65
	EC50 viability
	In vitro PLHC-1 NR
	24h
	

	
	5.92
	NOEC for viability
	In vitro PLHC-1 
	24h
	(Thibaut and Porte 2008)

	
	2.96
	LOEC for EROD induction
	
	6h
	

	
	5.63
	EC50 cytotoxicity MTT
	In vitro PLHC-1
	24h
	(Laville et al. 2004)

	
	7.4
	LOEC Efflux pump inhibition 
	In vitro PLHC-1
	24h
	(Wassmur et al. 2013)

	
	7.4
	NOEC for CYP1 activity, gene expression (pumps, CYP), microtubule disruption
	
	
	

	
	0.79
	EC50 cytotox. βgalactosidase activity inh.
	In vitro RTG-2 (w FBS)
	24h
	(A. Fernández, G. Carbonell, and M. Babín 2013)

	
	0.68
	EC50 cytotoxicity (NR)
	
	
	

	
	0.045
	EC50 ROS generation
	
	
	

	
	81.9
	EC50 AB
	In vitro (RTL-W1)
	24h
	(Schnell, Bols, et al. 2009)

	
	84.9
	EC50 CFDA-AM
	
	
	

	
	0.1
	EC20
	In vitro (carp lymphocyte cell culture 95070628)
	24h
	(Nemcova et al. 2020)

	
	In vitro (primary cultures) (mg/l)

	
	2
	LOEC for genotoxicity (comet assay)
	In vitro (HM) anterior kidney monocyte primary cells
	24h
	(Ribas et al. 2014)

	
	124.4
	EC50 cytotoxicity MTT
	In vitro primary hepatocytes (OM)
	24h
	(Laville et al. 2004)

	
	18.7
	IC50 for EROD inhibition
	
	
	

	

	HDZ

	HDZ
	FET or comparable early life-stage test with ZF (mg/l)

	
	>298
	LC25. NOAEL
	ELS (ZF)
	120h
	(Gustafson et al. 2012)

	
	In vitro (cell lines) (mg/l)

	
	590
	EC50 viability
	In vitro RTG-2 MTT
	24h
	(Caminada, Escher, and Fent 2006)

	
	718
	EC50 viability
	In vitro PLHC-1 MTT
	24h
	

	
	459
	EC50 viability
	In vitro PLHC-1 NR
	24h
	

	
	0.5
	NOEC for cytotox. (βgal. Act. inh., NR) and ROS generation
	In vitro RTG-2 (w FBS)
	24h
	(A. Fernández, G. Carbonell, and M. Babín 2013)

	

	IBU

	IBU
	Acute Fish Toxicity (adults or juvenile) (mg/l)

	
	142
	LC50
	Acute (CM) juvenile
	24h
	(M. Saravanan et al. 2012)

	
	0.38
	LC50
	Acute (CG) juvenile, ibuprofen tablets
	96h
	(Ogueji et al. 2018)

	
	175.6
	LC50
	Acute (CC)
	96h
	(Islas-Flores et al. 2014; Islas‐Flores et al. 2017)

	
	30
	NOEC for mortality
	Acute (ZF) (OECD203)
	96h
	(Bartoskova et al. 2013)

	
	34.35
	LC50
	Acute (MB)
	96h
	(Jeffries et al. 2015)

	
	3.78
	LC50
	Acute (CG)(OECD210)
	96h
	(Ogunwole et al. 2021)

	
	89
	LC50
	Acute (OL)(OECD203)
	96h
	(Yamamoto et al. 2007)

	
	173
	LC50
	Acute (LM)
	96h
	(Halling-Sørensen et al. 1998)

	
	Non-lethal effects after acute exposure (adults or juvenile) (mg/l)

	
	0.2
	NOEC for ovarian COX activity, PGF2 content
	Acute (FM)
	96h
	(Martinović-Weigelt et al. 2017)

	
	0.2
	LOEC for change in transcriptome
	
	
	

	
	1
	NOEC for mortality, glucose content
	Acute (OM) fry
	96h
	(Gravel and Vijayan 2007)

	
	0.001
	LOEC for hsp70 expression increase in liver
	
	
	

	
	1
	LOEC for hsp70 protein decrease in gill, modulation of heat shock response
	
	
	

	
	0.1
	NOEC for mortality, HIS, CF, GSI, biomarkers
	Acute (CD)
	96h
	(Campos et al. 2023)

	
	0.05
	LOEC for micronuclei and comet assay in PB, biomarkers
	
	
	

	
	5.625
	NOEC for mortality
	Acute (CA)
	7d
	(X. Yang et al. 2019)

	
	0.009
	LOEC for AChE, EROD activity
	
	1d
	

	
	
	LOEC for SOD activity
	
	2d
	

	
	0.045
	LOEC for SOD activity 
	
	1d
	

	
	17.6
	LOEC for lipid peroxidation, SOD, CAT, and GPX activity in liver (other tissues at later endpoints)
	Acute (CC)
	12h
	(Islas-Flores et al. 2014)

	
	17.6
	LOEC for lipid peroxidation, SOD, GPx, and CAT activity, comet assay, NOEC for micronuclei
	Acute (CC)
	96h
	(Islas‐Flores et al. 2017)

	
	0.0003
	LOEC for micronuclei in peripheral blood
	Acute (ON)
	2d and 10d
	(Ragugnetti et al. 2011)

	
	FET or comparable early life-stage test with ZF (mg/l)

	
	0.001
	LOEC for mortality, decrease in hatching, and body length
	ELS (ZF), distilled water
	122h
	(Anuradha David and Pancharatna 2009)

	
	0.05
	LC50
	
	
	

	
	0.005
	LOEC decrease in body mass
	
	
	

	
	0.001
	LOEC for decrease in heartbeat 
	
	72h, 96h, 120h, and 122h
	

	
	0.5
	NOEC for mortality and malformations
	ELS (ZF)
	96h
	(Xia, Zheng, and Zhou 2017)

	
	0.5
	LOEC for hatching success and swimming distance
	
	
	

	
	0.05
	LOEC for spontaneous movement and swimming activity
	
	
	

	
	0.005
	LOEC for gene expression
	
	
	

	
	50
	EC100 for mortality (24h)
	ELS (ZF)
	144h (from 1hpf)
	(Bereketoglu, Pradhan, and Olsson 2020)

	
	10
	NOEC for mortality and hatching success
	
	
	

	
	0.1
	NOEC for drug metabolism associated genes
	
	6d (20dpf to 26dpf)
	

	
	
	LOEC for prostaglandin synthase genes and female-biased genes downregulation
	
	
	

	
	
	LOEC for male-biased sex-differentiation
	
	25d (15dpf to 40dpf)
	

	
	5.56
	LC50
	ELS (ZF)
	120h
	(C. Zhang, Willett, and Fremgen 2003)

	
	0.5
	NOEC for mortality, AchE act. (120h)
	ELS (ZF)
	120h
	(Islam et al. 2023)

	
	0.05
	LOEC for delay in hatching, time of swimming, AchE act. (4h – non forced exp.)
	
	
	

	
	0.005
	LOEC for swimming distance, avoidance (larvae moved into lower concentrations)
	
	
	

	
	0.00806
	LC50
	ELS (ZF) (OECD236)
	96h
	(Sánchez-Aceves et al. 2021)

	
	0.00285
	EC50 (teratogenity)
	
	
	

	
	0.0005
	LOEC for LPO
	
	
	

	
	0.005
	LOEC for hydroperoxide content, GPX activity
	
	
	

	
	0.003
	LOEC for SOD activity
	
	
	

	
	0.001
	LOEC for heart rate, CAT activity
	
	72h
	

	
	0.003
	LOEC for carbonylated protein content
	
	
	

	
	0.0219
	LOEC for heartbeat decr., cardiovascular gene expression
	ELS (ZF)
	56h
	(K. Zhang et al. 2020)

	
	0.025
	NOEC for mortality and malformations
	
	
	

	
	0.00091
	LOEC for cardiac output
	
	
	

	
	0.0043
	LOEC for hemodynamics
	
	
	

	
	5.2
	LOEC for enteric nervous system development 
	ELS (ZF)
	96h
	(Schill et al. 2016)

	
	FET or comparable early life-stage test (other than ZF) (mg/l)

	
	0.68
	NOEC for survival and growth
	ELS (OECD210)(FM)
	28d post hatch
	(Overturf et al. 2012)

	
	0.00417
	LC50
	ELT (OECD236) (CC) (wrong table links, not discussing conflicting results)
	96h
	(Gutiérrez-Noya et al. 2020)

	
	0.00139
	EC50
	
	
	

	
	0.0015
	LOEC for HPC, LPO, CP, SOD, CAT and GPx activity
	
	72h
	

	
	In vitro (cell lines) (mg/l)

	
	248
	EC50 viability
	In vitro RTG-2 MTT
	24h
	(Caminada, Escher, and Fent 2006)

	
	172
	EC50 viability
	In vitro PLHC-1 MTT
	24h
	

	
	1194
	EC50 viability
	In vitro PLHC-1 NR
	24h
	

	
	4.13
	NOEC for viability
	In vitro PLHC-1 
	24h
	(Thibaut and Porte 2008)

	
	2.06
	LOEC for EROD induction
	
	6h
	

	
	20.6
	NOEC for cytotoxicity
	In vitro (RTL-W1) 
	24h
	(Stanic et al. 2021)

	
	5.2
	NOEC for efflux pump inhibition, CYP1 activity, gene expression (pumps, CYP), microtubule disruption
	In vitro PLHC-1
	24h
	(Wassmur et al. 2013)

	
	52.8
	EC50 AB
	In vitro (RTL-W1)
	24h
	(Schnell, Bols, et al. 2009)

	
	42.8
	EC50 CFDA-AM
	
	
	

	
	51.7
	EC50 AB
	In vitro (RTL-W1) with serum in exposure
	24h
	(Schnell, Kawano, et al. 2009)

	
	42.8
	EC50 CFDA-AM
	
	
	

	
	36.9
	EC50 AB
	In vitro (RTL-W1) without serum in exp.
	
	

	
	29.3
	EC50 CFDA-AM
	
	
	

	
	37.13
	EC50 AB
	In vitro (RTH-149) with serum in exposure
	
	

	
	38.99
	EC50 CFDA-AM
	
	
	

	
	In vitro (primary cultures) (mg/l)

	
	0.0001
	LOEC for genotoxicity (comet assay)
	In vitro (HM) anterior kidney monocyte primary cells
	24h
	(Ribas et al. 2014)

	
	20.6
	NOEC for cytotoxicity
	In vitro primary hepatocytes (CC)
	72h
	(Corcoran et al. 2012)

	
	0.0021
	LOEC for gene expression (GST, CYP)
	
	
	

	
	0.206
	LOEC for gene expression (ABC transp.)
	
	
	

	

	PCM

	PCM
	Acute Fish Toxicity (adults or juvenile) (mg/l)

	
	814
	LC50
	AFT (FM)
	96h
	(Brooke et al. 1984)

	
	>160
	LC50
	AFT (OECD203)(OL)
	96h
	(Y. Kim et al. 2007)

	
	80
	NOEC for mortality, 
	Acute (PH) (OECD203)
	96h
	(Beatriz V. R. Pereira et al. 2018)

	
	80
	NOEC for mortality, 
	Acute (PH) (OECD203)
	96h
	(Matus et al. 2018)

	
	800
	LC50
	Acute (OL)(OECD203)
	96h
	(Yamamoto et al. 2007)

	
	Non-lethal effects after acute exposure (adults or juvenile) (mg/l)

	
	5
	NOEC for mortality
	AFT(OECD203)(OM)
	96h
	(Ramos et al. 2014)

	
	0.05
	LOEC for CAT, GPx, Gred activities in liver and TBARS
	
	
	

	
	0.5
	LOEC for GST activities in liver and gill
	
	
	

	
	0.000125
	LOEC for biochemical parameters in blood (ALT, ALP, bilirubin and total protein), oxidative stress param.in liver (SOD, CAT, GPx, LPO, HPx, POx), gene expression, comet assay, micronuclei assay
	Acute (ZF) adult
	96h
	(Elizalde-Velázquez et al. 2022)

	
	0.055
	LOEC for gene expression alteration
	Acute (SS) (OECD 203 and 204)
	5d
	(Hampel et al. 2010)

	
	4
	LOEC for increase VTG production in males
	Acute (OL)
	3-5d
	(Kang et al. 2005)

	
	0.08
	LOEC for GST and CHE activity, 
	Acute (PH) (OECD203)
	96h
	(Beatriz V. R. Pereira et al. 2018)

	
	80
	LOEC for scototaxis (staying in dark)
	Acute (PH) (OECD203)
	96h
	(Matus et al. 2018)

	
	3.125
	NOEC for mortality, CAT, LDH, and AChE activity,
	Acute (AA) (OECD203)
	96h
	(Bruno Nunes, Verde, and Soares 2015)

	
	0.625
	LOEC for GST activity in liver, TBARS in gill
	
	
	

	
	0.125
	LOEC for GST activity in gill
	
	
	

	
	0.008
	LOEC for HSP70 incr.
	Acute (PH)(OECD203)
	96h
	(Beatriz Vieira Ramos Pereira et al. 2021)

	
	8
	NOEC for AChE activity
	Acute (PH)(OECD203)
	96h
	(De Oliveira Dos Santos et al. 2020)

	
	0.0008
	LOEC for lactate dehydrogenase act.
	
	
	

	
	150
	LOEC for behavioral changes, downregulate the stress response
	Acute (ZF)
	1h
	(Giacomini et al. 2021)

	
	0.0005
	LOEC for SIRT/PXR gene expression, metabolic enzyme gene expression, metabolic enzyme activity, in liver
	Acute (MC)
	24h up to 168h
	(Meinan et al. 2022)

	
	FET or comparable early life-stage test with ZF (mg/l)

	
	689.5
	LC10
	ELS (ZF)
	72hpf to 122hpf – 48h
	(He et al. 2013)

	
	2.4
	LOEC liver degeneration
	
	
	

	
	250
	NOEC for malformations
	ELS (ZF)
	6d
	(Selderslaghs et al. 2013)

	
	500
	NOEC for spontaneous tail movements, swimming activity 
	
	
	

	
	0.005
	LOEC – mortality, hatching success and body mass
	ELS (ZF)
	120h
	(A. David and Pancharatna 2009)

	
	0.005
	LOEC for body length
	
	
	

	
	0.5
	NOEC for mortality and morphology, hatching success, spontaneous movement and gene expression changes
	ELS (ZF)
	96h
	(Xia, Zheng, and Zhou 2017)

	
	378
	EC50 mortality
	ELS (ZF)
	48h
	(Henschel et al. 1997)

	
	920
	EC pulse rate
	
	
	

	
	150
	LC50
	ELS (ZF)
	48h
	(Selderslaghs, Blust, and Witters 2012)

	
	119
	LC50
	
	72h
	

	
	94.2
	EC50 malformations
	
	
	

	
	56.1
	LC50
	
	144h
	

	
	47.2
	EC50 malformations
	
	
	

	
	10
	LOEC for hatching
	ELS (ZF transgenic Tg) DarT
	120h
	(X. Zhang and Gong 2013)

	
	5
	LOEC for heartbeat (48h)
	
	
	

	
	10
	LOEC for tail detachment and normal somite formation (24 and 48h)
	
	
	

	
	1
	LOEC for axon length (neurotoxicity)
	
	
	

	
	0.0005
	LOEC for mortality and abnormalities
	ELT (ZF)
	72h
	(Galus et al. 2013)

	
	0.15
	NOEC for mortality
	ELS (ZF) larvae >96hpf
	48h
	(Alsop and Wood 2013)

	
	3401
	LOEC for mortality 
	ELS (ZF)
	From 12hpf to 72hpf
	(Peng et al. 2010)

	
	6802
	EC100 for mortality
	
	
	

	
	3401
	LOEC for kidney malformations
	
	
	

	
	907
	NOEC for mortality and malformations
	ELS (ZF)
	72h
	(Weigt et al. 2010)

	
	252
	LC50
	ELS (ZF)
	120h
	(C. Zhang, Willett, and Fremgen 2003)

	
	1008
	LC50
	ELS (ZF) OECD 236
	96h
	(Cedron et al. 2020)

	
	664
	LC10
	
	
	

	
	378
	LOEC for edema, melanin reduction, cranial deformation
	
	
	

	
	250
	LOEC for malformations 
	ELS (ZF) from 4hpf
	144h
	(Reuter et al. 2016)

	
	1000
	LC95 prior to 6hpf
	
	
	

	
	2.5
	LOEC for loss of liver marker fabp10a (hepatotoxicity marker)
	
	
	

	
	3.125
	NOEC for mortality, hatching, CAT activity, LOEC for GST activity, swimming behav.
	ELS (ZF) (OECD236)
	96h
	(Nogueira et al. 2019)

	
	0.625
	LOEC for abnormal spine, effects of pigmentation after 72h (not observed at 96h), LOEC for ChE activity
	
	
	

	
	0.005
	LOEC for TBARs increase
	
	
	

	
	350
	LOEC for enteric nervous system development 
	ELS (ZF)
	96h
	(Schill et al. 2016)

	
	0.0001
	LOEC for abnormalities – mainly edemas 
	ELS (ZF)
	72h
	(Galus et al. 2020)

	
	0.00005
	LOEC for mortality (1000x higher dose had same mortality)
	
	
	

	
	0.7369
	LC50
	ELS (ZF) (embryos bleached)
	96h
	(Rosas-Ramírez et al. 2022)

	
	0.4388
	EC50
	
	
	

	
	0.3
	LOEC for LPO, PCC, HPX, SOD, GPX, and CAT activity
	
	
	

	
	FET or comparable early life-stage test (other than ZF) (mg/l)

	
	0.005
	LOEC lethality
	ELS (OECD236) (AC)
	96h
	(Erhunmwunse, Tongo, and Ezemonye 2021)

	
	0.0005
	LOEC swimming behaviour
	
	
	

	
	0.00129
	LC50
	ELS (OECD 236) (CC)
	96h
	(Gutiérrez-Noya et al. 2021)

	
	0.00284
	EC50
	
	
	

	
	0.0005
	LOEC for LPO, HPC, SOD and CAT act.
	
	
	

	
	In vitro (cell lines) (mg/l)

	
	> 1512
	EC50 viability
	In vitro RTG-2 MTT
	24h
	(Caminada, Escher, and Fent 2006)

	
	> 1512
	EC50 viability
	In vitro PLHC-1 MTT
	24h
	

	
	> 1512
	EC50 viability
	In vitro PLHC-1 NR
	24h
	

	
	19
	EC50 viability
	In vitro BF-2
	48h
	(Henschel et al. 1997)

	
	3.8
	NOEC for efflux pump inhibition, CYP1 activity, gene expression (pumps, CYP), microtubule disruption
	In vitro PLHC-1
	24h
	(Wassmur et al. 2013)

	
	0.822
	LC50
	In vitro (SAF-1)
	24h
	(Almeida et al. 2019)

	
	0.711
	LC25
	In vitro (DLB-1)
	
	

	
	In vitro (primary cultures) (mg/l)

	
	0.000025
	LOEC for genotoxicity (comet assay)
	In vitro (HM) anterior kidney monocyte primary cells
	24h
	(Ribas et al. 2014)

	

	SMX

	SMX
	Acute Fish Toxicity (adults or juvenile) (mg/l)

	
	562.5
	LC50
	AFT (OECD203)(OL)
	96h
	(Y. Kim et al. 2007)

	
	1000
	NOEC for mortality
	Acute (ZF) adult
	96h
	(Isidori et al. 2005)

	
	Non-lethal effects after acute exposure (adults or juvenile) (mg/l)

	
	1
	LOEC VTG production in males
	Acute (OL)
	3 to 5 days
	(Kang et al. 2006)

	
	50
	NOEC for mortality
	Acute (CA)
	7d
	(Z. Li et al. 2012)

	
	0.016
	LOEC AchE inhibition, EROD activity in liver, GST activity, SOD activity
	
	
	

	
	10
	LOEC for VTG levels in serum incr.
	
	
	

	
	0.5
	NOEC for mortality, 
	Acute (CA)
	7d
	(X. Yang et al. 2019)

	
	
	LOEC for SOD activity
	
	
	

	
	0.02
	LOEC for AChE activity
	
	1d
	

	
	
	LOEC for EROD activity
	
	2d
	

	
	0.1
	LOEC for EROD activity
	
	1d
	

	
	0.0008
	LOEC for SOD activity
	
	4d
	

	
	FET or comparable early life-stage test with ZF (mg/l)

	
	0.001
	LOEC for spontaneous swimming activity
	ELS (ZF) from 7dph
	7d
	(Lin et al. 2014)

	
	0.01
	LOEC for heartbeat increase
	
	
	

	
	400
	NOEC for mortality, LOEC for heart rate, sublethal malformations, CAT gene expression
	ELS (ZF) from 24hpf (OECD 236)
	96h
	(Adeolu et al. 2020)

	
	99
	LOEC for hatching success increase
	
	
	

	
	0.1
	NOEC for mortality, LOEC for length decrease, CAT, total antiox., and NOC activities, lysozyme mRNA and lysozyme content
	ELS (ZF)
	120h
	(Liu et al. 2020)

	
	0.0001
	LOEC for delay in hatching, change in expression of immune-related genes, toll-like receptor gene expression
	
	
	

	
	500
	LOEC for enteric nervous system development 
	ELS (ZF)
	96h
	(Schill et al. 2016)

	
	0.04
	LOEC for mortality
	ELS (ZF)
	168
	(Hamid, Junaid, and Pei 2020)

	
	0.02
	LOEC for deformity and edema, biotransformation gene expression
	
	
	

	
	1
	LOEC for mortality
	ELS (ZF)
	7d
	(Iftikhar et al. 2023)

	
	0.5
	LOEC for delay in hatching, movement, NOEC for oxidative stress related gene expression
	
	
	

	
	2.5
	LOEC for deformities
	
	
	

	
	0.05
	LOEC for immune-related genes expression change
	
	
	

	
	0.025
	LOEC for apoptosis-related genes expression change
	
	
	

	
	250
	LOEC for malformations, hatching delay, yolk area, survival, angiogenesis related gene expression change
	ELS (ZF)
	96h
	(Xu, Luo, and Chen 2022)

	
	100
	LOEC for length, inter optic distance, brain capillary development
	
	
	

	
	25
	LOEC for brain area, ROS production, expression of oxidative stress related genes
	
	
	

	
	1
	LOEC for MDA activity
	
	
	

	
	In vitro (cell lines) (mg/l)

	
	126.6
	LOEC cytotoxicity MTT
	In vitro PLHC-1
	24h
	(Laville et al. 2004)

	
	In vitro (primary cultures) (mg/l)
	
	
	
	

	
	126.6
	LOEC cytotoxicity MTT
	In vitro primary hepatocytes (OM)
	24h
	(Laville et al. 2004)

	
	27.35
	IC50 for EROD inhibition
	
	
	






Supplementary Table S2: MS/MS parameters and MLOD, MLOQ of pharmaceuticals
	Analyte
	Ionization mode
	Precursor ion (m/z)
	Capillary voltage (V)
	Product ion(s) (m/z)
	Collision energy (eV)
	Internal standard
	MLOD ng/mL
	MLOQ ng/mL

	Acetaminophen
	ESI+
	152
	30
	110. 93
	15. 25
	d4 Acetaminophen
	0.2
	0.5

	Carbamazepine
	ESI+
	237
	30
	194. 179
	20. 30
	13C6 Carbamazepine
	0.2
	0.5

	Ciprofloxacin
	ESI+
	332
	40
	314. 288
	18. 14
	d4 Sulfamethoxazole
	0.2
	0.5

	Clofibric acid
	ESI-
	213
	20
	85. 127
	10. 17
	d3 Ibuprofen
	0.2
	0.5

	Diclofenac
	ESI+
	296
	16
	214
	32
	13C6 Carbamazepine
	0.2
	0.5

	Hydrochlorothiazide
	ESI-
	296
	10
	205. 269
	20. 20
	d3 Ibuprofen
	0.2
	0.5

	Ibuprofen
	ESI-
	205
	25
	159. 161
	10. 8
	d3 Ibuprofen
	0.2
	0.5

	Sulfamethoxazole
	ESI+
	254
	30
	156. 92.108
	16. 26. 20
	d4 Sulfamethoxazole
	0.2
	0.5

	
	
	
	
	
	
	
	
	

	Sulfamethoxazole d4
	ESI+
	258
	30
	96. 112. 160
	20. 26.16
	
	
	

	Acetaminophen d4
	ESI+
	156
	30
	114. 97
	15. 25
	
	
	

	Carbamazepine 13C6
	ESI+
	243
	30
	185. 200
	35. 20
	
	
	

	Ibuprofen d3
	ESI-
	208
	10
	164
	5
	
	
	

	Ciprofloxacin d8
	ESI+
	340
	40
	322. 296
	25. 18
	
	
	




Supplementary Table S3:  Measured concentrations of tested substances at the beginning and the end of FET and RT Gill W1 Assay. The concentrations are stated in mg/l, while the difference between the expected and measured concentration is expressed as a percentage of the expected value. Samples were collected directly from the wells or glass vessels immediately after exposing the cells or embryos, respectively, and a second set of samples was collected 24 hours later before the cytotoxicity evaluation, or 120h at the final evaluation of FET, respectively. Samples were analysed by UPLC-MS. C1, C2 and C3 represent three concentration levels chosen for the evaluation of the stability of the substances that cover the whole exposure range tested. C1 is an exposure concentration between EC10 and EC20.  C2 represents the exposure concentration closest to EC50, C3 represents the highest tested concentration. N/A – Not Analysed – CIP, CLA, HDZ, and PCM were tested in FET only at one limit concentration, represented by C3 concentration.
	
	
	CBZ (mg/l)
	CIP (mg/l)
	CLA (mg/l)
	DCL (mg/l)

	
	
	expected
	measured
	difference %
	expected
	measured
	difference %
	expected
	measured
	difference %
	expected
	measured
	difference %

	C1
	FET start
	11.5
	13.2
	5.68
	N/A
	N/A
	 
	N/A
	N/A
	 
	0.4
	0.40145
	0.36

	
	FET end (120h)
	11.5
	13.3
	6.18
	N/A
	N/A
	 
	N/A
	N/A
	 
	0.4
	0.39475
	-1.31

	
	RTgill-W1 start
	10
	10.7
	7.26
	10
	9.97
	-0.33
	50
	53.6
	7.20
	10
	10.5
	5.26

	
	RTgill-W1 end (24h)
	10
	11.3
	13.5
	10
	10.6
	6.17
	50
	55.6
	11.3
	10
	8.65
	-13.5

	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 

	C2
	FET start
	75
	73.6
	-1.92
	N/A
	N/A
	 
	N/A
	N/A
	 
	3.6
	3.46
	-3.98

	
	FET end (120h)
	75
	73.0
	-1.63
	N/A
	N/A
	 
	N/A
	N/A
	 
	3.6
	3.77
	4.64

	
	RTgill-W1 start
	100
	105.1
	5.09
	50
	50.1
	0.27
	200
	221
	10.5
	50
	53.8
	7.58

	
	RTgill-W1 end (24h)
	100
	111.8
	11.8
	50
	49.2
	-1.60
	200
	209
	4.65
	50
	47.3
	-5.32

	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 

	C3
	FET start
	100
	119
	19.4
	100
	113
	11.62
	100
	111
	 
	11
	11.3
	11.3

	
	FET end (120h)
	100
	119.8
	19.8
	100
	108
	8.40
	100
	118
	 
	11
	11.2
	1.98

	
	RTgill-W1 start
	250
	257
	1.89
	100
	105
	4.83
	400
	428
	6.90
	150
	138
	-7.81

	
	RTgill-W1 end (24h)
	250
	247
	-1.40
	100
	91.1
	-7.94
	400
	397
	-0.77
	150
	139
	-7.20

	

	
	
	HDZ (mg/l)
	IBU (mg/l)
	PCM (mg/l)
	SMX (mg/l)

	
	
	expected
	measured
	difference %
	expected
	measured
	difference %
	expected
	measured
	difference %
	expected
	measured
	difference %

	C1
	FET start
	N/A
	N/A
	
	6.25
	6.3
	1.12
	N/A
	N/A
	 
	11.5
	11.3
	-9.87

	
	FET end (120h)
	N/A
	N/A
	
	6.25
	6.3
	1.44
	N/A
	N/A
	 
	11.5
	10.7
	-14.4

	
	RTgill-W1 start
	50
	55.7
	11.4
	20
	17.6
	-11.0
	250
	235
	-6.17
	500
	476
	-4.83

	
	RTgill-W1 end (24h)
	50
	56.6
	13.2
	20
	18.4
	-8.00
	250
	235
	-5.82
	500
	458
	-8.32

	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 

	C2
	FET start
	N/A
	N/A
	
	25
	25.9
	3.60
	N/A
	N/A
	 
	75
	60.8
	-18.9

	
	FET end (120h)
	N/A
	N/A
	
	25
	24.1
	-3.60
	N/A
	N/A
	 
	75
	60.1
	-19.9

	
	RTgill-W1 start
	500
	572
	14.4
	80
	75.2
	-6.00
	1000
	953
	-4.67
	700
	659
	-5.84

	
	RTgill-W1 end (24h)
	500
	587
	17.4
	80
	73.9
	-7.62
	1000
	952
	-4.80
	700
	727
	3.80

	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 
	expected
	measured
	 

	C3
	FET start
	100
	112
	
	75
	73.8
	-1.60
	100
	98.8
	-1.23
	100
	83.3
	-16.7

	
	FET end (120h)
	100
	91.1
	
	75
	75.4
	0.53
	100
	95.4
	-4.58
	100
	88.0
	-11.0

	
	RTgill-W1 start
	2500
	2549
	1.9
	150
	146
	-1.93
	2500
	2468
	-1.29
	1000
	965
	-3.50

	
	RTgill-W1 end (24h)
	2500
	2184
	-11.6
	150
	140
	-6.67
	2500
	2423
	-3.10
	1000
	905
	-9.45




Supplementary Table S4: Results of Fish Embryo Toxicity (FET) test, including LC50 for mortality and lethal endpoints, EC50 for sublethal malformations, and EC50 for all effects including heart rate, length, and spontaneous movement. Each of the ECs is expressed in mg/l including a 95% confidence interval (a the confidence interval could not be calculated due to an incomplete dose-response curve; b FET results are also in Table 1 of the main text body, here presented for comparison). 
	effective concentrations (mg/l)
	FET mortality LC50 (CI 95%)
	FET sublethal malformations EC50 (CI 95%)
	FET all effects EC50 (CI 95%) b

	CBZ
	>100
	52.2 a
	51.9 a

	CIP
	>100
	>100
	>100

	CLA
	>100
	>100
	>100

	DCL
	4.6 (1.8-1.4)
	2.3 (1.3-4.0)
	2.1 (1.5-2.9)

	HDZ
	>100
	>100
	>100

	IBU
	35.3 (33.5-37.2)
	14.9 (13.4-16.6)
	14.8 (13.6-16.1)

	PCM
	>100
	>100
	>100

	SMX
	>100
	>100
	>100




Supplementary Table S5: Results of RT Gill W1 assay and published in vitro effective concentrations collected on cell lines. EC50 values and confidence intervals are shown for the results of this study. * the most sensitive of the endpoints tested, ** the most sensitive endpoint based on the EC10 value.
	
	EC50 RT Gill W1 (CI 95%) mg/l

	Assay
	AB
	CFDA-AM
	NR
	Average EC50 reported in the literature (number of references) 

	CBZ
	132 (61-288)
	341 (118-985)
	118* (61-229)
	94.1 (3)

	CIP
	>100
	>100
	>100**
	(0)

	CLA
	232* (216-248)
	282 (260-306)
	256 (244-268)
	643 (4)

	DCL
	28.5* (26.6-30.5)
	62.8 (60.1-65.6)
	40.9 (38.4-43.6)
	122 (7)

	HDZ
	733 (631-851)
	14671 (2465-87313)
	431* (374-497)
	589 (3)

	IBU
	74.2 (71.7-76.7)
	109 (103-116)
	71* (68.4-73.7)
	177 (11)

	PCM
	2503 (1690-3707)
	7443 (2035-27223)
	1908* (1208-3014)
	511 (3)

	SMX
	720* (688-754)
	802 (794-810)
	731 (705-759)
	127 (1)
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