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Supplement 1: search strategy 
embase.com	3548
('paracetamol'/exp OR 'propacetamol'/de OR (paracetamol* OR acetylaminophen* OR acetaminophen* OR propacetamol*):kw,ab,ti) AND ('drug dose'/exp OR 'dose calculation'/de  OR 'paracetamol'/exp/dd_do OR (dose OR doses OR dosing OR dosage* OR 'mg kg'):kw,ab,ti) AND ('pharmacokinetics'/exp OR 'paracetamol'/exp/dd_pk OR 'pharmacokinetic parameters'/exp OR 'pharmacodynamics'/de OR 'drug efficacy'/exp OR 'safety'/de OR 'drug safety'/de OR 'adverse event'/de OR 'adverse drug reaction'/de OR 'paracetamol'/exp/dd_ae OR 'toxicity'/de OR 'drug toxicity'/de  OR 'paracetamol'/exp/dd_dt OR 'liver toxicity'/exp OR 'nephrotoxicity'/de OR 'side effect'/de OR 'gastrointestinal hemorrhage'/exp OR intoxication/de OR 'liver failure'/exp OR 'liver function'/de OR 'drug intoxication'/de OR bleeding/de OR (pharmacokinetic* OR (pharmaco NEXT/1 (kinetic* OR dynamic*)) OR pk OR pharmacodynamic* OR efficac* OR effectiv* OR safety* OR adverse* OR 'side effect*' OR toxic* OR hepatotox* OR nephrotox* OR hemorrhag* OR haemorrhag* OR bleeding OR metabol* OR clearan* OR distribut* OR eliminat* OR absor* OR detox* OR accident*  OR intoxic* OR ((liver OR hepat*) NEAR/3 (fail* OR function* OR dysfunction*))):kw,ab,ti)  AND ('aged'/exp OR 'home for the aged'/exp OR 'nursing home'/de OR 'nursing home patient'/de OR 'aging'/de OR 'geriatrics'/exp OR 'gerontology'/de OR 'geriatric nursing'/de OR 'gerontological research'/de OR 'gerontologist'/de OR 'geriatric care'/exp OR 'geriatric patient'/exp OR 'elderly care'/exp OR 'senescence'/exp OR 'geriatric disorder'/de OR 'geriatric surgery'/de OR 'geriatric assessment'/de OR 'frailty'/de OR 'Longevity'/de OR 'life extension'/de OR (elder* OR ((for-the-aged OR older) NEAR/6 (care OR people OR subject* OR person* OR patient* OR home OR homes OR housing OR adult* OR women OR woman OR female*  OR men OR man OR male*)) OR very-old* OR frail* OR old*-age* OR oldest-old* OR ((aged) NEXT/1 (people OR subject* OR person* OR patient*)) OR senior* OR nursing-home* OR frail* OR aging OR ageing OR geriatric* OR Gerontolog*  OR septagenarian* OR octagenarian*  OR nonagenarian* OR centenarian* OR supercentenarian* OR senescen* OR Immunosenescen* OR Longevit* OR 'life exten*' OR gerontopsych* OR psychogeriat* OR geropsych* OR age-relat* OR ((65 OR 66 OR 67 OR 68 OR 69 OR 70 OR 71 OR 72 OR 73 OR 74 OR 75 OR 76 OR 77 OR 78 OR 79 OR 80 OR 81 OR 82 OR 83 OR 84 OR 85 OR 86 OR 87 OR 88 OR 89 OR 90 OR 91 OR 92 OR 93 OR 94 OR 95 OR 96 OR 97 OR 98 OR 99 OR 100 OR 101 OR 102 OR 103 OR 104 OR 105 OR 106 OR 107 OR 108 OR 109 OR 110 OR 111 OR 112 OR 113 OR 114 OR 115 OR 116 OR 117 OR 118 OR 119 OR 120 OR 121 OR 122) NEXT/1 (year* OR yr OR yrs)) OR ((older-than OR age-of OR aged) NEXT/1 (65 OR 66 OR 67 OR 68 OR 69 OR 70 OR 71 OR 72 OR 73 OR 74 OR 75 OR 76 OR 77 OR 78 OR 79 OR 80 OR 81 OR 82 OR 83 OR 84 OR 85 OR 86 OR 87 OR 88 OR 89 OR 90 OR 91 OR 92 OR 93 OR 94 OR 95 OR 96 OR 97 OR 98 OR 99 OR 100 OR 101 OR 102 OR 103 OR 104 OR 105 OR 106 OR 107 OR 108 OR 109 OR 110 OR 111 OR 112 OR 113 OR 114 OR 115 OR 116 OR 117 OR 118 OR 119 OR 120 OR 121 OR 122))):kw,ab,ti) NOT ([animals]/lim NOT [humans]/lim) NOT ('case report'/de OR ('case report'):ti)
Medline Ovid 	1216
(Acetaminophen/ OR (paracetamol* OR acetylaminophen* OR acetaminophen* OR propacetamol*).kw,ab,ti.) AND ("Drug Dosage Calculations"/ OR Acetaminophen/ad OR (dose OR doses OR dosing OR dosage* OR mg kg).kw,ab,ti.) AND (exp pharmacokinetics/ OR Acetaminophen/pk OR Acetaminophen/de OR safety/ OR "Drug-Related Side Effects and Adverse Reactions"/ OR Acetaminophen/ae OR toxicity.xs. OR "Chemical and Drug Induced Liver Injury"/  OR Liver Diseases/ci OR exp Gastrointestinal Hemorrhage/ OR exp liver failure/ OR Hemorrhage/ OR (pharmacokinetic* OR (pharmaco ADJ (kinetic* OR dynamic*)) OR pk OR pharmacodynamic* OR efficac* OR effectiv* OR safety* OR adverse* OR side effect* OR toxic* OR hepatotox* OR nephrotox* OR hemorrhag* OR haemorrhag* OR bleeding OR metabol* OR clearan* OR distribut* OR eliminat* OR absor* OR detox* OR accident*  OR intoxic* OR ((liver OR hepat*) ADJ3 (fail* OR function* OR dysfunction*))).kw,ab,ti.)  AND (exp Aged/ OR Health Services for the Aged/  OR Homes for the Aged/ OR Housing for the Elderly/ OR Nursing Homes/ OR exp Aging/ OR Geriatrics/ OR Geriatricians/ OR Geriatric Nursing/ OR Geriatric Assessment/ OR Geriatric Psychiatry/ OR Geriatric Dentistry/ OR Dental Care for Aged/ OR (elder* OR ((for-the-aged OR older) ADJ6 (care OR people OR subject* OR person* OR patient* OR home OR homes OR housing OR adult* OR women OR woman OR female*  OR men OR man OR male*)) OR very-old* OR frail* OR old*-age* OR oldest-old* OR ((aged) ADJ (people OR subject* OR person* OR patient*)) OR senior* OR nursing-home* OR frail* OR aging OR ageing OR geriatric* OR Gerontolog*  OR septagenarian* OR octagenarian*  OR nonagenarian* OR centenarian* OR supercentenarian* OR senescen* OR Immunosenescen* OR Longevit* OR "life exten*"  OR gerontopsych* OR psychogeriat* OR geropsych* OR age-relat* OR (("65" OR "66" OR "67" OR "68" OR "69" OR "70" OR "71" OR "72" OR "73" OR "74" OR "75" OR "76" OR "77" OR "78" OR "79" OR "80" OR "81" OR "82" OR "83" OR "84" OR "85" OR "86" OR "87" OR "88" OR "89" OR "90" OR "91" OR "92" OR "93" OR "94" OR "95" OR "96" OR "97" OR "98" OR "99" OR "100" OR "101" OR "102" OR "103" OR "104" OR "105" OR "106" OR "107" OR "108" OR "109" OR "110" OR "111" OR "112" OR "113" OR "114" OR "115" OR "116" OR "117" OR "118" OR "119" OR "120" OR "121" OR "122") ADJ (year* OR yr OR yrs)) OR ((older-than OR age-of OR aged) ADJ ("65" OR "66" OR "67" OR "68" OR "69" OR "70" OR "71" OR "72" OR "73" OR "74" OR "75" OR "76" OR "77" OR "78" OR "79" OR "80" OR "81" OR "82" OR "83" OR "84" OR "85" OR "86" OR "87" OR "88" OR "89" OR "90" OR "91" OR "92" OR "93" OR "94" OR "95" OR "96" OR "97" OR "98" OR "99" OR "100" OR "101" OR "102" OR "103" OR "104" OR "105" OR "106" OR "107" OR "108" OR "109" OR "110" OR "111" OR "112" OR "113" OR "114" OR "115" OR "116" OR "117" OR "118" OR "119" OR "120" OR "121" OR "122"))).kw,ab,ti.) NOT (exp animals/ NOT humans/) NOT (case report/ OR (case report).ti.)
Cochrane CENTRAL	135
((paracetamol* OR acetylaminophen* OR acetaminophen* OR propacetamol*):ab,ti) AND ((dose OR doses OR dosing OR dosage* OR 'mg kg'):ab,ti) AND ((pharmacokinetic* OR (pharmaco NEXT/1 (kinetic* OR dynamic*)) OR pk OR pharmacodynamic* OR efficac* OR effectiv* OR safety* OR adverse* OR 'side effect*' OR toxic* OR hepatotox* OR nephrotox* OR hemorrhag* OR haemorrhag* OR bleeding OR metabol* OR clearan* OR distribut* OR eliminat* OR absor* OR detox* OR accident*  OR intoxic* OR ((liver OR hepat*) NEAR/3 (fail* OR function* OR dysfunction*))):ab,ti)  AND ((elder* OR ((for-the-aged OR older) NEAR/6 (care OR people OR subject* OR person* OR patient* OR home OR homes OR housing OR adult* OR women OR woman OR female*  OR men OR man OR male*)) OR very-old* OR frail* OR old*-age* OR oldest-old* OR ((aged) NEXT/1 (people OR subject* OR person* OR patient*)) OR senior* OR nursing-home* OR frail* OR aging OR ageing OR geriatric* OR Gerontolog*  OR septagenarian* OR octagenarian*  OR nonagenarian* OR centenarian* OR supercentenarian* OR senescen* OR Immunosenescen* OR Longevit* OR 'life exten*' OR gerontopsych* OR psychogeriat* OR geropsych* OR age-relat* OR ((65 OR 66 OR 67 OR 68 OR 69 OR 70 OR 71 OR 72 OR 73 OR 74 OR 75 OR 76 OR 77 OR 78 OR 79 OR 80 OR 81 OR 82 OR 83 OR 84 OR 85 OR 86 OR 87 OR 88 OR 89 OR 90 OR 91 OR 92 OR 93 OR 94 OR 95 OR 96 OR 97 OR 98 OR 99 OR 100 OR 101 OR 102 OR 103 OR 104 OR 105 OR 106 OR 107 OR 108 OR 109 OR 110 OR 111 OR 112 OR 113 OR 114 OR 115 OR 116 OR 117 OR 118 OR 119 OR 120 OR 121 OR 122) NEXT/1 (year* OR yr OR yrs)) OR ((older-than OR age-of OR aged) NEXT/1 (65 OR 66 OR 67 OR 68 OR 69 OR 70 OR 71 OR 72 OR 73 OR 74 OR 75 OR 76 OR 77 OR 78 OR 79 OR 80 OR 81 OR 82 OR 83 OR 84 OR 85 OR 86 OR 87 OR 88 OR 89 OR 90 OR 91 OR 92 OR 93 OR 94 OR 95 OR 96 OR 97 OR 98 OR 99 OR 100 OR 101 OR 102 OR 103 OR 104 OR 105 OR 106 OR 107 OR 108 OR 109 OR 110 OR 111 OR 112 OR 113 OR 114 OR 115 OR 116 OR 117 OR 118 OR 119 OR 120 OR 121 OR 122))):ab,ti) 
Web of science 	985
TS=(((paracetamol* OR acetylaminophen* OR acetaminophen* OR propacetamol*)) AND ((dose OR doses OR dosing OR dosage* OR "mg kg")) AND ((pharmacokinetic* OR (pharmaco NEAR/1 (kinetic* OR dynamic*)) OR pk OR pharmacodynamic* OR efficac* OR effectiv* OR safety* OR adverse* OR "side effect*" OR toxic* OR hepatotox* OR nephrotox* OR hemorrhag* OR haemorrhag* OR bleeding OR metabol* OR clearan* OR distribut* OR eliminat* OR absor* OR detox* OR accident*  OR intoxic* OR ((liver OR hepat*) NEAR/2 (fail* OR function* OR dysfunction*))))  AND ((elder* OR ((for-the-aged OR older) NEAR/5 (care OR people OR subject* OR person* OR patient* OR home OR homes OR housing OR adult* OR women OR woman OR female*  OR men OR man OR male*)) OR very-old* OR frail* OR old*-age* OR oldest-old* OR ((aged) NEAR/1 (people OR subject* OR person* OR patient*)) OR senior* OR nursing-home* OR frail* OR aging OR ageing OR geriatric* OR Gerontolog*  OR septagenarian* OR octagenarian*  OR nonagenarian* OR centenarian* OR supercentenarian* OR senescen* OR Immunosenescen* OR Longevit* OR "life exten*" OR gerontopsych* OR psychogeriat* OR geropsych* OR age-relat* OR ((65 OR 66 OR 67 OR 68 OR 69 OR 70 OR 71 OR 72 OR 73 OR 74 OR 75 OR 76 OR 77 OR 78 OR 79 OR 80 OR 81 OR 82 OR 83 OR 84 OR 85 OR 86 OR 87 OR 88 OR 89 OR 90 OR 91 OR 92 OR 93 OR 94 OR 95 OR 96 OR 97 OR 98 OR 99 OR 100 OR 101 OR 102 OR 103 OR 104 OR 105 OR 106 OR 107 OR 108 OR 109 OR 110 OR 111 OR 112 OR 113 OR 114 OR 115 OR 116 OR 117 OR 118 OR 119 OR 120 OR 121 OR 122) NEAR/1 (year* OR yr OR yrs)) OR ((older-than OR age-of OR aged) NEAR/1 (65 OR 66 OR 67 OR 68 OR 69 OR 70 OR 71 OR 72 OR 73 OR 74 OR 75 OR 76 OR 77 OR 78 OR 79 OR 80 OR 81 OR 82 OR 83 OR 84 OR 85 OR 86 OR 87 OR 88 OR 89 OR 90 OR 91 OR 92 OR 93 OR 94 OR 95 OR 96 OR 97 OR 98 OR 99 OR 100 OR 101 OR 102 OR 103 OR 104 OR 105 OR 106 OR 107 OR 108 OR 109 OR 110 OR 111 OR 112 OR 113 OR 114 OR 115 OR 116 OR 117 OR 118 OR 119 OR 120 OR 121 OR 122)))) ) AND DT=(article) AND LA=(english)
Google Scholar 	
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Table S2A: Pharmacokinetic parameters of paracetamol (and its metabolites). Studies are presented in alphabetical order. 
	
	Bannwarth et al. [37] 2001 

	Bedjaoui et al. [31]
1984 
	Briant et al. [32]
1976 Ϯ
	Divoll et al. (1) [30]
1982 Ϯ
	Divoll et al. (2) [29] 1982 

	Divoll et al. [28] 1982 (3)

	Absorption related parameters

	Absorption half-life (t1/2abs), h
	
	
	
	
	YT:0.21 [0.005-0.59]
YE:0.14 [0.005-0.30]
OT:0.14 [0.02-0.22]
OE:0.10 [0.002-0.36]
¶P>0.05


	YT:0.23 [0.005-0.59]
YE:0.14 [0.005-0.30]
YTF:0.47 [0.35-0.61]
YEF:0.22 [0.04-0.49]
OT:0.14 [0.02-0.22]
OE:0.10 [0.002-0.36]
OTF:1.05 [0.04-3.22]
OEF:0.57 [0.004-1.14]
P=-

	Bioavailability (F), %
	
	
	
	
	YT:79 [59-92] 
YE:87 [70-106]
OT:72 [57-95]
OE:80 [64-94]
¶P<0.05
	YT:81 [71-92]
YE:89 [70-106]
YTF:78 [59-95]
YEF:83 [75-101]
OT:72 [57-95]
OE:80 [64-94]
OTF:72 [50-83]
OEF:77 [66-104]
P=-

	Lag time (tlag),h
	
	
	
	
	
	

	Maximum concentration (cmax), mg/L Δ
	O:Day 1:
23.1 (5.1) [13.6-31.0]a

O:Day 7:
23.9 (5.4) [16.5-35.0]a

	Y:6.55 (0.55) b
O:10.63 (1.16)b

	
	
	YT:11.8 [6.2-23.9] c
YE:12.6 [4.3-23.5]c
OT:10.9 [5.3-19.2]c
OE:13.7 [5.1-28.0]c
¶P>0.05
	YT:11.1 [6.2-14.6] c
YE:13.6 [4.3-23.5]c
YTF:6.8 [4.6-13.2]c
YEF:7.5 [5.5-10.2]c
OT:10.9 [5.3-19.2]c
OE:13.7 [5.1-28.0]c
OTF:6.8 [4.6-9.1]c
OEF:6.8 [3.0-11.5]c
P=-

	Time to reach the maximum 
concentration (tmax), h
	O:Day 1:
1.0 (1.0) [0.5-4.0] 

O:Day 7:
0.9 (0.5) [0.5-2.0]

	Y:0.77 (0.12) 
O:1.10 (0.27)

	
	
	YT:0.79 [0.17-2.0] 
YE:0.52 [0.17-1.0]
OT:0.69 [0.25-1.5]
OE:0.54 [0.17-2.0]
¶P>0.05
	YT:0.81 [0.17-2.0] 
YE:0.46 [ 0.17-0.75]
YTF:1.7 [0.75-2.75]
YEF:1.0 [0.25-2.0]
OT:0.69[0.25-1.5]
OE:0.54 [0.17-2.0]
OTF:2.2 [0.25-4.0]
OEF:1.5 [0.25-3.0]
P=-

	Distribution related parameters

	Volume of distribution (Vd), L/kg

	ǂO:Day 1:0.79 (-)
O:Day 7:0.87 (-)
P=-
	Y:1.40 (0.04) 
O:1.08 (0.08)

OM:1.07 (0.13)
OF:1.09 (0.09)

MY:1.43 (0.07)
YH:1.36 (0.07)
	Y:0.86 (0.22) 
O:0.77 (0.21)

OM:0.80 (0.26)
OF:0.74 (0.15)

YM:0.93 (0.25)
YF:0.80 (0.16)
	Y:1.02 [0.77-1.36] 
O:0.84 [0.64-1.14]

OM:0.89
OF:0.79
P=- 

YM:1.09
YF:0.94
P=-

M:0.99
F:0.86

	YIV:1.02 [0.66-1.36] 
OIV:0.86 [0.64-1.14]

	

	Elimination related parameters

	Clearance (Cl), L/h/kg
	Day 1:
O:0.20 (0.03) [0.16-0.25]

Day 7:
O:0.22 (0.05) [0.13-0.33]
	Y:0.47 (0.03) 
O:0.31 (0.03) 

OM:0.30 (0.04)
OF:0.32 (0.04)

YM:0.46 (0.03)
YF:0.48 (0.05)
	Y:0.34 (0.09) 
O:0.25 (0.08)

OM:0.25(0.08)
OF:0.25(0.08)

YM:0.37(0.09)
YF:0.31(0.09)
	Y:0.28 [0.19-0.42]
O:0.22 [0.14-0.33]	


OM:0.26
OF:0.20
P=-
YM:0.30 
YF:0.25 
P=-

M:4.49
F:3.72
	YIV:0.28 [0.16-0.42]
OIV:0.22 [0.14-0.33]

	

	Half-life (t1/2), h
	Day 1:
O:2.77 (0.32) [2.33-3.46] 

Day 7: 
O:2.74 (0.48) [2.00-3.54]

	Y:2.12 (0.08) 
O:2.52 (0.08)

OM:2.52 (0.14)
OF:2.45 (0.08)

YM:2.18 (0.10)
YF:2.06 (0.14)
	Y:1.75 (0.41)
O:2.17 (0.49) 

OM:2.19 (0.38)
OF:2.15 (0.60)

YM:1.77 (0.49)
YF:1.74 (0.34)
	Y:2.65 [1.9-3.3]
O:2.75 [1.9-4.3]

YM:2.6
YF:2.7

OM:2.7
OF:2.8
	YT:2.6 [1.3-4.0]
YE:2.7 [1.8-3.7]
OT:2.5 [1.4-3.5]
OE:2.6 [1.6-3.8]
YIV:2.6 [1.9-3.1]
OIV:2.8 [1.9-4.3]
¶P>0.05
	

	Urine recovery
	
	
	
	
	
	


Abbreviations are reported in alphabetical order: O = older people, OE = older people taking paracetamol elixir, OEF = older people taking paracetamol elixir with food, OF= older female, OIV = older people taking paracetamol intravenous, OM= older male, OT = older people taking paracetamol tablet, OTF = older people taking paracetamol tablet with food, P= -,  = p-value is not reported, (-) = SD not reported, Y = young subjects, YE = Young subjects taking paracetamol elixir, YEF= young subjects taking paracetamol elixir with food, , YF young female, YIV = Young subjects taking paracetamol intravenous, YM= young male,  YT = Young subjects taking paracetamol tablet, YTF= young subjects taking paracetamol tablet with food.
¶ P- value for comparing older people (tablet + elixir) vs young subjects (tablet + elixir), ǂ Vd calculated based on CL and t1/2
Data are given in median [range] or mean (SD). 
Bold values represent a significant difference(P<0.05) between the two study groups. Non-bold values represent a non-significant (P>0.05) difference between the two study groups. When a p-value is unknown, it is represented as P=- 

Table S2B:Pharmacokinetic parameters of paracetamol (and its metabolites). Studies are presented in alphabetical order. a = median [IQR]
	
	Ellmers et al. [42] 1990
	Fulton et al. [41] 1979
	Gainsborough et al. [26] 1993
	Hagen et al. [36] 1991
	Kamali et al. [43] 1993
	Liukas et al. [39] 2011 


	Absorption related parameters

	Absorption half-life (T1/2abs), h
	
	
	Y:0.11 [0.06-0.18]a 
O:0.12 [0.07-0.33]a
	

	
	

	Bioavailability (F), %
	
	Y:98 (3)
O:95 (11)
	
	
	
	

	Lag time (tlag), h
	
	
	Y:0.16 [0.08-0.20]a 
O:0.16 [0.12-0.22]a
	
	
	

	Maximum concentration (cmax), mg/L Δ
	
	
	
	Of:3.2 (0.10)b
Onf:4.7 (1.6)b
	
	P:
Y20-40y:16.3 (4.5) a
O60-70y:16.6 (9.0)a
O70-80y:15.9 (5.3)a
O80-90y:25.8 (9.2)a
P=-

PS:
Y20-40y:4.8 (0.9)a 
O60-70y:6.0 (1.9)a
O70-80y:7.1 (2.6)a
O80-90y:9.2 (2.6)a
P=-

PG:
Y20-40y:17.6 (5.8)a
O60-70y:20.3 (2.5)a
O70-80y:20.7 (8.7)a
O80-90y:27.0 (7.7)a
P=-

	Time to reach the maximum concentration (tmax),h
	
	
	Y:0.43 [0.33-0.78]a
O:0.57 [0.47-1.02]a
	Of:2 (-)
Onf:3 (-)

O:2(-)
Y:2(-)

	
	P:
Y20-40y:0.31 (0.07) 
O60-70y:0.32 (0.08)
O70-80y:0.35 (0.15)
O80-90y:0.26 (0.05)
P=-

PS:
Y20-40y:1.6 (0.5)
O60-70y:2.3 (0.6)
O70-80y:2.8 (0.8)
O80-90y:2.4 (0.9)
P=-

PG:
Y20-40y:2.3 (0.4)
O60-70y:3.1 (0.7)
O70-80y:3.5 (0.6)
O80-90y:3.9 (0.7)
P=-

	Distribution related parameters

	Volume of distribution (Vd), L/kg
	ɁǂOfit=68.96 (-)
Ofrail=65.7 (-)
P=-
	Vdcentral:
Y:0.62 (0.06) 
O:0.48 (0.04)

Vdperipheral:
Y:0.34 (0.05)
O:0.42 (0.08)

	 
	
	ǂOH:0.83 (-)
ONIDDM:0.77 (-)
P=-

	Y20-40y:1.04 (0.22) 
O60-70y:0.90 (0.16)
O70-80y:0.87 (0.20)
O80-90y:0.92 (0.26)
P=-

	Elimination related parameters

	Clearance (Cl), L/h/kg
	ɁOfit:17.7 (6.7) [5.2-34.8] L/h
Ofrail:13.4 (5.2) [4.1-25.6]

	ɁY:21.81 (1.85)
O:14.45 (0.28)

	
	
	P: 
OH::0.21 (0.02)
ONIDDM:0.22(0.07)

PG:
OH:0.11 (0.02)
ONIDDM:0.10 (0.05)

PS:
OH:0.09 (0.02)
ONIDDM:0.06 (0.02)

PU:
OH:0.02 (0.01)
ONIDDM:0.06 (0.02)
	Y20-40y:0.28 (0.07)
O60-70y:0.25 (0.08)
O70-80y:0.20 (0.058)
O80-90y:0.120 (0.06)
P=-

	
Half-life (t1/2), h
	Ofit:2.7 (0.5) [2.0-3.6] 
Ofrail:3.4 (1.2) [2.2-7.3]

	
	 

	Of:2.8 (0.5)
Onf:3.8 (2.1)

O:3.3 (1.5)
Y:2.3 (0.5)

	OH:2.7 (0.3)
ONIDDM:2.4 (0.5)
	P:
Y20-40y:2.7 (0.6) 
O60-70y:2.6 (0.6)
O70-80y:3.2 (1.1)
O80-90y:3.6 (1.9)
P=-

PS:
Y20-40y:3.1 (0.7)
O60-70y:3.7 (1.3)
O70-80y:3.6 (0.7)
O80-90y:4.0 (1.1)
P=-

PG:
Y20-40y:3.1 (0.7)
O60-70y:3.4 (0.7)
O70-80y:4.0 (0.6)
O80-90y:4.3 (1.0)
P=-

	Urine recovery (%)
	Ofit:78.16 (18.35) [33.65-119.21]
Ofrail:62.27 (14.75) [28.92-92.88]
	
	
	
	
	 


Abbreviations: IV= intravenous, O= older people, Of = older people with fecal accumulation, Ofit = fit older people,  Ofrail = frail older people, , OH= healthy older people, Onf = older people without fecal accumulation, ONIDDM = older people with non-insulin dependent diabetes mellitus, P= paracetamol, PG= paracetamol-glucuronide, PS= paracetamol-sulphate, Y= young subjects

¶ P- value for comparing older people (tablet + elixir) vs young subjects (tablet + elixir), ǂ Vd calculated based on Cl and t1/2 Ɂ body weight not reported in study.
Data are given in median [range] or mean (SD) unless otherwise specified. a : median [Inter-quartile range]
Bold values represent a significant (P<0.05) difference between the two study groups. Non bold values represent a non-significant (P>0.05) difference between the two study groups. When the P value is unknown, it is represented as P=-














Table S2C: Pharmacokinetic parameters of paracetamol (and its metabolites). Studies are presented in alphabetical order. 
	
	Miners et al. [38] 1988
	Moreau et al. [40] 1993 
	Rashid et al. [27] 1990
	Robertson et al. [33] 1992^
	Triggs et al. [25] 1974
	Wynne et al. [24]
1990 


	Absorption related parameters

	Absorption half-life (T1/2abs),h
	
	
	Y:0.31 (0.04)
O:0.27 (0.04)

	

	
	

	Bioavailability (F), %
	
	
	
	
	
	

	Lag time (tlag), h
	
	
	
	
	
	

	Maximum concentration (cmax, mg/L) Δ
	Y:13.9 (3.5) a
O:14.5 (3.4) a

	CSFa:
O:8.16 (3.04) 

CSFa:
OM:7.06 (-)
OF:8.16 (-)
P=-
	Y:14.1 (1.12)a 
O:20.07 (1.67)a

	O:32.7 (8.5) e
Y:33.1 (11)e

	
	

	Time to reach the maximum concentration (tmax),h
	Y:0.87 (0.38) 
O:0.75 (0.32)

	CSF:
O:3.10 (0.93) 

CSF:
OM:2.88 (-)
OF:3.05 (-)
P=-
	Y:0.47 (0.05)
O:0.61 (0.13)

	O:0.47 (0.12) 
Y:0.38 (0.18) 

	Y:0.67 (0.19)  
O:0.74 (0.17)

	

	Distribution related parameters

	Volume of distribution (Vd), L/kg
	ǂY=1.09 (-)
O:1.07 (-)
P=-
	O:0.970 (0.270)

OM:1.00 (-)
OF:0.86 (-)
P=-
	 
	
	Y:1.03 (0.08) 
O:1.05 (0.08)

	Vdcentral:
Y:0.23 (0.04)
Ofit:0.33 (0.34) 
Ofrail:0.20 (0.29)

VdCss:
Y:0.77 (0.41)
Ofit:0.74 (0.27)
Ofrail:0.61 (0.25)

	Elimination related parameters

	Clearance (Cl), L/h/kg
	P:
Y:0.37 (0.07)
O:0.34 (0.05)

PS:
Y:0.11 (0.02)
O:0.09 (0.01)

PG:
Y:0.20 (0.05)
O:0.21 (0.03)

PO:
Y:0.04 (0.004)
O:0.03 (0.01)

PU:
Y:0.01 (0.002)
O:0.007 (0.001)

	O:0.339 (0.093)

OM:0.34 (-)
OF:0.35 (-)
P=-
	
	
	Y:477 (36) mL/min/1.73 Ɂsqm
O:379 (35)

	P:
Y:0.28 (0.01)
Ofit:0.22 (0.01) )Ϯ
Ofrail:0.15 (0.006)) ϮɁ

Y:15.06(0.78) L/h/L liver
Ofit:14.04 (1,08) L/h/L liver
Ofrail:9.42 (1.02) L/h/L liverϮɁ

PS:
Y:0.11(0.006)
Ofit:0.07 (0.006)Ϯ
Ofrail:0.066 (0.006)Ϯ

Y:5.52 (0.36) L/h/L liver
Ofit:4.62 (0.48) L/h/L liverϮ
Ofrail:4.02 (0.54) L/h/L liverϮ

PG:
Y:0.15 (0.006) 
Ofit:0.13 (0.006)Ϯ
Ofrail:0.06 (0.006)ϮɁ


Y:8.04 (0.6) L/h/L liver
Ofit:7.68 (0.66) L/h/L liver
Ofrail:4.02 (0.6) ϮɁ L/h/L liver

PU:
Y:0.006 (0)
Ofit:0.006 (0)
Ofrail:0.006 (0)

L/h/liver not reported

	
Half-life (t1/2), h
	Y:2.1 (0.4) 
O:2.2 (0.3)

	O:2.08 (6.63)

OM:2.1456 (-)
OF:1.9 (-)
P=-
	 

	
	Y:1.82 (0.12)
O:2.17 (0.15)

	Y:2.05 (0.1) 
Ofit:2.4 (0.07)
Ofrail:3.77 (0.7) ϮɁ


	Urine recovery (%)
	Y:98.9 (3.7)
O:94.3 (5.1) 
	
	
	
	Y:72.8 [64-81]
O:60.4 [5.8-77]
P=-
	



Abbreviations are reported in alphabetical order: CSF= cerebrospinal fluid, h= hours, IV = intravenous, O= older people, OF= older female, Ofit = fil older subjects, Ofrail = frail older subjects, OM= older male, P = paracetamol, PG= paracetamol-glucuronide, PO= paracetamol oxidative metabolites, PS= paracetamol-sulphate, PU= paracetamol-unchanged, VdCss = volume of distribution at steady state, Y= young
^  Young people were not included in this study but compared with a previously published study. 
Ϯ compared to young Ɂ compared to fit older subjects
ΔCmax value is normalized for a= 1000 mg, b= 500 mg, c=650 mg, d= 20 mg/kg, e=1500 mg, f=14.3 mg/kg
Data are given in median [range] or mean (SD) unless otherwise specified. ǂ Vd calculated based on Cl and t1/2.  
Bold values represent a significant (P<0.05) difference between the two study groups. Non bold values represent a non-significant (P>0.05) difference between the two study groups. When the P value is unknown, it is represented as P=-
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