Table S1 Trends in stimulant daily loads1 for each WWTP and biomarker, controlled for weekend. Coefficient estimates from linear regression. 

	
	N
	Trend 

(per day)
	Weekend 
	Mean

	VEAS
	
	
	
	

	   Amphetamine
	46
	-0.19 (-0.31 – -0.08)*
	28.5 (-19.7 – 76.6)
	141 (98 – 185)

	   Methamphetamine
	61
	-0.28 (-0.32 – -0.23)*
	11.5 (-15.8 – 38.8)
	137 (113 – 161)

	   MDMA2
	61
	0.06 (0.01 – 0.12)*
	28.9 (-5.4 – 63.1)(*) 2
	65 (35 – 94)

	   Benzoylecgonine3
	61
	0.11 (0.01 – 0.21)*
	55.3 (-7.5 – 118.1)(*) 3
	128 (73 – 182)

	
	
	
	
	

	Knappen
	
	
	
	

	   Amphetamine
	36
	-0.07 (-0.11 – -0.03)*
	5.7 (-12.9 – 24.3)
	55.1 (39.3 – 71.0)

	   Methamphetamine
	36
	-0.19 (-0.27 – -0.12)*
	19.1 (-12.8 – 50.9)
	78.4 (51.2 – 105.6)

	   MDMA4
	36
	-0.024 (-0.066 – 0.016)(*) 4
	19.7 (2.0 – 37.4)*
	21.6 (6.6 – 36.7)

	   Benzoylecgonine
	36
	-0.036 (-0.028 – 0.089)
	35.4 (4.7 – 66.2)*
	57.1 (31.2 – 82.9)

	
	
	
	
	

	SNJ
	
	
	
	

	   Amphetamine5
	58
	-0.29 (-0.37 - -0.21)*
	29.0 (-7.4 – 65.3)(*) 5
	162 (132 – 192)

	   Methamphetamine
	76
	-0.08 (-0.17 – 0.01)
	-6.1 (-57.6 – 45.5)
	114 (72 – 157)

	   MDMA
	76
	0.025 (0.015 – 0.035)* 
	8.4 (2.7 – 14.1)*
	20.9 (16.1 – 25.6)

	   Benzoylecgonine
	76
	0.003 (-0.009 – 0.015)
	9.8 (3.1 – 16.5)*
	25.0 (19.4 – 30.5)


* Significance based on normal assumptions, p < 0.05, (*) significance after one influential point was removed from the analysis, p < 0.05 

1 Mg per day per 1000 inhabitant 15–64 years 2 Omitting one influential point yielded a significant result for weekend, 35.4, CI (2.4 – 68.6)  3 Omitting one influential point yielded a significant result for weekend, 67.9.4, CI (8.6-127.3) 4 Omitting one influential point yielded a significant result for trend, -0.036, CI (-0.005- -0.068) 5 Omitting one influential point yielded a significant result for weekend, 35.4, CI (0.5- 70.3) 
Table S2, part 1 Comparison of stimulant daily loads1 across WWTPs by linear regression, unadjusted and adjusted for yearly purity change, controlled for trend and weekend. 

	Type of drug/ metabolite
	Number 

of obs.
	Plants

	
	
	Knappen vs. VEAS
	SNJ vs. VEAS
	Knappen vs. SNJ

	Unadjusted
	
	
	
	

	   Amphetamine 
	140
	-87.2 (-60.4 – -113.9)*
	17.7 (-6.5 – 41.8)(*)2
	-87.2 (-113.9 – - 60.4)*

	   Methamphetamine
	173
	-57.3 (-23.6 – -90.9)*
	-44.3 (-17.2 – -71.5)*
	-12.9 (-46.4 –-20.6)

	   MDMA
	173
	-53.4 (-36.9 –  -69.8)*
	-57.0 (-43.7 – -70.3)*
	3.6 (-12.8 – 20.0)

	   Benzoylecgonine 
	173
	-139 (- 110 –  -167)*
	-130 (-107 – -153)*
	-8.0 (-36.3 – 20.3)

	
	
	
	
	

	Adjusted 
	
	
	
	

	   Amphetamine 
	140
	-141.2 (-187.0 – -95.4)*
	20.6 (-20.7 – 62.0)(*)3
	-161.8 (-207.1 – -116.5)*

	   Methamphetamine
	173
	-52.6 (-83.1 – -22.0)*
	-44.7 (-69.4 – -20.0)* 4
	-7.9 (-38.3 – 22.6)

	   Benzoylecgonine 
	173
	-102 (- 125 –  -79)*
	-102 (-120 – -83)*
	-0.1 (-22.9 – 22.7)


* Significance based on normal assumptions, p < 0.05. (*) significance after one influential point was removed from the analysis 1 mg per day per 1000 inhabitant 15–64 years 2 Omitting one influential point yielded a significant result, 27.6, CI (7.3-47.9) 3Omitting one influential point yielded a significant result, 38.9, CI (5.5-72.4) 4 Omitting one influential point yielded no significance 4.8, CI (-23.4 – 33.1)
Table S2, part 2 Comparison of stimulant daily loads1 across WWTPs by linear regression, unadjusted and adjusted for yearly purity change, controlled for trend and weekend. 

	Type of drug/ metabolite
	Trend,

(per day)


	Weekend


	Mean

	
	
	
	

	Unadjusted
	
	
	

	   Amphetamine 
	-0.20 (-.15 – -0.25)*
	23.6 (1.0 – 46.2)*
	146 (121-170)

	   Methamphetamine
	-0.17 (-0.12 – -0.22)*
	5.2 (-21.2 – 31.6)
	144 (116-172)

	   MDMA
	0.04 (0.01 - 0.06)*
	18.1 (5.2 – 31.0)*
	72 (58-86)

	   Benzoylecgonine 
	0.05 (0.01 – 0.09) *
	26.6 (4.3 – 48.9)*
	147 (124-171)

	
	
	
	

	Adjusted 
	
	
	

	   Amphetamine 
	-17.4 (-26.4 – -.01)*
	31.8 (-6.8 – 70.5)
	219 (176-261)

	   Methamphetamine
	-0.18 (-0.23– -0.14)*
	4.9 (-19.1 – 29.0)
	131 (106-157)

	   Benzoylecgonine 
	-0.01 (-0.04 – 0.02)
	22.3 (4.3 – 40.2)*
	114 (95-133)


* Significance based on normal assumptions, p < 0.05. (*) significance after one influential point was removed from the analysis 1 mg per day per 1000 inhabitant 15–64 years 2 Omitting one influential point yielded a significant result, 27.6, CI (7.3-47.9) 3Omitting one influential point yielded a significant result, 38.9, CI (5.5-72.4) 4 Omitting one influential point yielded no significance 4.8, CI (-23.4 – 33.1)
