Supplementary Material
	Treatment
	Sample
	µg/ml

	
	
	Paracetamol
	Paracetamol- Glutathione
	Paracetamol-Glucuronide
	Paracetamol-Sulfate

	
	
	
	
	
	
	

	PARA     n=10
	Brain
	10±3
	0.01
	N.D.
	0.1±0.03
	

	
	CSF
	8±2
	N.D
	N.D.
	0.1±0.04
	

	
	Plasma
	8±2
	0.01±0.01
	3.81
	2±0.4
	

	PARA+CIM n=10
	Brain
	12±7
	N.D.
	N.D.
	0.02±0.01
	

	
	CSF
	7±2
	N.D.
	N.D.
	0.1±0.1
	

	
	Plasma
	8±2
	N.D.
	3±1
	1±0.3
	

	PARA+DIG n=9
	Brain
	7±2
	N.D.
	0.5
	0.02±0.01
	

	
	CSF
	6±2
	N.D.
	0.2
	0.1±0.03
	

	
	Plasma
	6±2
	0.04
	5±3
	1±0.3
	

	PARA+LTG n=10
	Brain
	8±2
	N.D.
	N.D.
	0.02±0.01
	

	
	CSF
	7±2
	N.D.
	N.D.
	0.1±0.04
	

	
	Plasma
	7±2
	0.01±0.01
	4±2
	1±0.3
	

	PARA+OLZ n=10
	Brain
	8±2
	N.D.
	0.7
	0.1±0.02
	

	
	CSF
	5±2
	N.D.
	0.3, 1
	0.1±0.04
	

	
	Plasma
	5±2
	N.D.
	3±2
	2±0.5
	

	PARA+VPA n=10
	Brain
	7±1
	0.01
	N.D.
	0.01, 0.03
	

	
	CSF
	6±1
	N.D.
	N.D.
	0.1±0.03
	

	
	Plasma
	6±2
	0.01±0.01
	2±1
	1±0.3
	


Supplementary Table S1. Concentration (μg/ml) of paracetamol and its metabolites (glutathione-, glucuronide- and sulfate- conjugated paracetamol) in embryonic day 19 (E19) rats following acute maternal treatment of paracetamol (15 mg/kg) in mono- or combination therapy measured using LC-MS. Values are means±SD. For groups with less than 3 detected samples, all values are listed. N.D. (not detected) are values <0.01μg/ml. One pregnant dam was used for each treatment group. Cimetidine (CIM), digoxin (DIG), lamotrigine (LTG), olanzapine (OLZ), paracetamol (PARA), valproate (VPA).


	Treatment
	Sample
	µg/ml

	
	
	Paracetamol
	Paracetamol- Glutathione
	Paracetamol-Glucuronide
	Paracetamol-Sulfate

	
	
	
	
	
	
	

	PARA      n=4
	Brain
	16±4
	N.D.
	N.D.
	0.1±0.02
	

	
	CSF
	13±5
	N.D.
	0.3±0.1
	0.1±0.1
	

	
	Plasma
	12±2
	0.03±0.02
	5±1
	4±2
	

	PARA+CIM n=4
	Brain
	10±2
	N.D.
	N.D.
	0.1±0.02
	

	
	CSF
	7±2
	N.D.
	0.2±0.04
	0.1±0.02
	

	
	Plasma
	16±14
	0.02±0.03
	8±1
	8±1
	

	PARA+DIG n=4
	Brain
	10±3
	N.D.
	0.04±0.1
	0.1±0.03
	

	
	CSF
	7±4
	N.D.
	0.2±0.03
	0.2±0.03
	

	
	Plasma
	8±1
	0.01±0.01
	6±2
	7±2
	

	PARA+FLX n=4
	Brain
	9±1
	N.D.
	0.03±0.1
	0.04±0.03
	

	
	CSF
	9±5
	0.01±0.02
	2±4
	2±3
	

	
	Plasma
	8±6
	0.02±0.02
	6±1
	6±1
	

	PARA+LTG n=5
	Brain
	10±2
	0.03±0.01
	N.D.
	0.1±0.02
	

	
	CSF
	8±1
	N.D.
	N.D.
	0.1±0.03
	

	
	Plasma
	8±2
	N.D.
	11±5
	4±1
	

	PARA+Li n=4
	Brain
	7±4
	N.D.
	0.04±0.1
	0.1±0.01
	

	
	CSF
	6±2
	N.D.
	0.2±0.03
	0.1±0.02
	

	
	Plasma
	8±8
	0.02±0.02
	6±2
	6±2
	

	PARA+OLZ n=4
	Brain
	7±1
	0.05
	N.D.
	0.02
	

	
	CSF
	6±2
	N.D.
	0.5
	0.1±0.02
	

	
	Plasma
	6±2
	0.02±0.01
	12±6
	4±2
	

	PARA+VPA n=4
	Brain
	5±2
	0.03±0.01
	N.D.
	0.1, 0.1
	

	
	CSF
	6±1
	N.D.
	N.D.
	0.1±0.02
	

	
	Plasma
	7±3
	0.02, 0.01
	11±12
	5±2
	


Supplementary Table S2. Concentration (μg/ml) of paracetamol and its metabolites (glutathione-, glucuronide- and sulfate- conjugated paracetamol) in postnatal day 4 (P4) rats following acute treatment of paracetamol (15 mg/kg) in mono- or combination therapy measured using LC-MS. Values are means±SD. For groups with less than 3 samples, individual values are listed. N.D. (not detected) are values <0.01μg/ml. Two litters were used in each treatment group, except in paracetamol monotherapy where one litter was used. Cimetidine (CIM), digoxin (DIG), fluvoxamine (FLX), lamotrigine (LTG), lithium (Li), olanzapine (OLZ), paracetamol (PARA), valproate (VPA).


	Treatment
	Sample
	µg/ml

	
	
	Paracetamol
	Paracetamol- Glutathione
	Paracetamol-Glucuronide
	Paracetamol-Sulfate

	
	
	
	
	
	
	

	PARA      n=6
	Brain
	13±12
	0.1
	2
	0.4±0.5
	

	
	CSF
	4±1
	N.D.
	N.D.
	0.02±0.01
	

	
	Plasma
	6±2
	0.1±0.01
	4±4
	5±4
	

	PARA+CIM n=3
	Brain
	4±3
	N.D
	N.D.
	0.2
	

	
	CSF
	3±1
	N.D.
	N.D.
	0.01
	

	
	Plasma
	4±1
	0.02, 0.02
	7, 15
	6±1
	

	PARA+DIG n=3
	Brain
	4±2
	0.01
	N.D.
	0.02, 0.02
	

	
	CSF
	4±2
	N.D.
	N.D.
	0.02
	

	
	Plasma
	5±2
	0.03±0.01
	29±20
	8±2
	

	PARA+FLX n=4
	Brain
	5±0.5
	0.1
	0.2, 1
	1±1
	

	
	CSF
	5±0.5
	N.D.
	0.1±0.04
	0.1±0.03
	

	
	Plasma
	5±1
	0.1±0.03
	9±2
	13±1
	

	PARA+LTG n=3
	Brain
	7±1
	N.D.
	N.D.
	0.1, 0.1
	

	
	CSF
	5±0.4
	N.D.
	N.D.
	0.02, 0.04
	

	
	Plasma
	8±1
	0.01, 0.004
	21±3
	12±1
	

	PARA+OLZ n=4
	Brain
	4±1
	N.D.
	0.1
	0.2±0.1
	

	
	CSF
	4±2
	N.D.
	0.1
	0.05±0.01
	

	
	Plasma
	7±3
	0.1±0.03
	5±1
	15±2
	

	PARA+VPA n=3
	Brain
	9±3
	N.D.
	N.D.
	0.1
	

	
	CSF
	5±1
	N.D.
	N.D.
	0.01
	

	
	Plasma
	8±1
	0.1±0.1
	9±11
	12±0.5
	


Supplementary Table S3. Concentration (μg/ml) of paracetamol and its metabolites (glutathione-, glucuronide- and sulfate- conjugated paracetamol) in non-pregnant adult rats following acute treatment of paracetamol (15 mg/kg) in mono- or combination therapy measured using LC-MS. Values are means±SD. For groups with less than 3 samples, individual values are listed. N.D. (not detected) are values <0.01μg/ml. Cimetidine (CIM), digoxin (DIG), fluvoxamine (FLX), lamotrigine (LTG), olanzapine (OLZ), paracetamol (PARA), valproate (VPA).
[image: ]
Supplementary Figure S1. Standard curves of paracetamol (A) 13C, (B) glutathione-d3, (C) glucuronide-d3 and (D) sulfate-d3 measured using liquid chromatography coupled with mass spectrometry (LC-MS). 




1

image1.emf



0 50 100 150 200 250
0.0



5.0×108



1.0×109



1.5×109



2.0×109



2.5×109



Concentration (ng/ul)



Pe
ak



 a
re



a
Paracetamol-13C



0 50 100 150 200 250
0



2×108



4×108



6×108



8×108



Concentration (ng/ul)



Pe
ak



 a
re



a



Paracetamol-glucuronide-d3



0 50 100 150 200 250
0.0



5.0×108



1.0×109



1.5×109



Concentration (ng/ul)



Pe
ak



 a
re



a



Paracetamol-glutathione-d3



0 50 100 150 200 250
0



1×109



2×109



3×109



4×109



Concentration (ng/ul)



Pe
ak



 a
re



a



Paracetamol-sulfate-d3










0 50 100 150 200 250

0.0

5.0×10

8

1.0×10

9

1.5×10

9

2.0×10

9

2.5×10

9

Concentration (ng/ul)

P

e

a

k

 

a

r

e

a

Paracetamol-13C

0 50 100 150 200 250

0

2×10

8

4×10

8

6×10

8

8×10

8

Concentration (ng/ul)

P

e

a

k

 

a

r

e

a

Paracetamol-glucuronide-d3

0 50 100 150 200 250

0.0

5.0×10

8

1.0×10

9

1.5×10

9

Concentration (ng/ul)

P

e

a

k

 

a

r

e

a

Paracetamol-glutathione-d3

0 50 100 150 200 250

0

1×10

9

2×10

9

3×10

9

4×10

9

Concentration (ng/ul)

P

e

a

k

 

a

r

e

a

Paracetamol-sulfate-d3


