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65 Parameterizations selected during sensitivity analyses of Alternate Mechanism
Composite 4

Each row specifies a different parameterization and mechanism. We conjecture that such
mechanism differences will map to differences in strains of mice and, in the case of
humans, to interindividual differences.

Row 35 shows parameterizations for Standard (= Alternate Mechanism Composite 4),
which is labeled Control in this table.

Row 0 shows all the parameterizations. Black lines are Standard parameterizations. Each
red line is an alternative parameterization used in one or more of the other 64.

Each graph in each row indicates a changed parameter. The red line shows the
parameterization for that mechanism. For comparison, the black line shows the
parameterization for Standard (Control). Gray box: no change.

Highlighted parameterization numbers were mapped to one of the 37 mouse strains in
Harrill AH, et al. (PMC2752130).



Fraction of

Fraction of

p(mitoD Repair Event)

Necrosis Threshold value

10

o
Ly

Pﬁ&é‘t\)sﬁz’?ds metabolites as NAPQI e metabolites as G&S o GSH depletion threshold N-RxnProb Death Delay N—> (nMD, mitoD) p(NMD Repair Event)
075 E 0.9 o E . \/
0 1 0.6 0.3 5] ”B;‘DD
] ] B ] mitol
0.25 . 0'3:/ 0.1 ]
PV PV PV cv PV cv cv 1 2 3Hrs
0.5 4
Unchanged \ ] gD
1 from 0:39 5
_— Control 04 ] mitoD
05 9
0.9] ]
] B ] nMD
2 0_55 0.3+ !
0.35/ 0.14 E mitoD
0 0
0.9] 05 ]
3 0.6 0_3_\ :\ nMD
0_3:/ o —\ E mitoD
] p i
05 9
097 ] 1 nMD
4 0.6 0.3+ 53
0.35/ 0.1 ] miteD
0.5 9
0.9: i ] nVID
5 - 0-3-\
0_3:/ 01 ] mitoD
0 0
05
0.9: i nMD
6 0.6 0.34
0.35/ i d mitoD
0
097 05 97
7 067 0.3 5:\
0.35/ 0.1 .
0
097 05 94
8 0.6 0.3 5]
_— 03:/ il ]
] o 07
nMD
9 mitoD
f 05
0.75 1 091 g
1 0 :/ 0'65 03]
0.25 ] 035/ 01]
- 0
097 05
1 1 0.6] 0.34
0‘35/ 0.1
05
0.75 § 0.9 .
2 . 0.6] 031
—0257 0_35/ 011

B

T
<

AR NN NN

11

o

Liiaaaay

o

o
©

Liiaaaaay

IR

o

L1y

4
©

Ll ey

o



huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line


Unchanged
from
Control

Prob. APAP is
Metabolized

20 0:25 /

GSH depletion threshold
9

o

¢S

Fraction of Fraction of
metabolites as NAPQI metabolites as G&S

0.9] ]

0.6 0.3+

0_3;/ g -\
0

. 057

0.6 0.3

0.3] 0.1+
0

©

o
Ly

o

©

o

N-RxnProb

0.75+
05

025

0.75

05

0254

N — ("MD, mitoD)

0.8

] nMD
05

1 mitoD
0.1
0.8

1 nMD
05

B mitoD
0.8

] nMD
0.5

i mitoD
0.1
0.8

] nMD
0.5

] mitoD
0.1
0.8

] mitoD
05

] nMD
011
0.8

1 nMD
05

] mitoD
0.11

09

0.9

o

0.9

p(mitoD Repair Event)

T
<

cv



huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line


9 GSH depletion threshold p(mitoD Repair Event)

0.9 4
2 5 Unchanged E
from 7
Control ]
o]
PV cv
0.9 7
—_— o]
Fraction of Fraction of
metabolites as NAPQI metabolites as G&S
0.5 9
0.9] ] :
27 s
— 0.3 0.14
0
Death Delay
T T
N-RxnProb 0 ¥ 2 9Hs
0.75
29 05
0.25
Prob. APAP is RY eV
Metabolized
3 075 ]
555 /
N—> (nMD, mitoD)
0.8 0.9 4§
1 nMD ]
3 1 0.5 3
4 mitoD ]
0.1 0l
p(nMD Repair Event)
0.8
0.75-]
33 05
0.25
0.75+
34 05
0.25
C o n tro I Necrosis Threshold value
1 05 9 0.8 097 10 7
0.75 ] 093 — ] 0754 ] 081 ] .
] ] 0.3 51 05 A)0] b E 51
. 06 _\ ] 0.5 - mitoD 1 ] ]
0.25 ] . ] ] . ] 3
—0.25 4 0.3 0.1 1 i ] 3 ] 3
. 1 0 o1 025 e 0.1 02 0 o
0 1 2 3Hrs
9



huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line


GSH depletion threshold

9
37 Unchanged ] This
from 57 Analog
— Control ] C
o] Ontroy
PV cv p(nMD Repair Event)
0.8
PV Ccv
Death Delay
T "1
Prob. APAP is 0 1 2 3Hrs
Metabolized
9
0.75 1 ]
40 °
0.25 ] -
] 01
p(mitoD Repair Event)
97 097
41 5 g
0] 01
42 0.75
—025 ]
0.9 1
o]
4 0.9
0.75 1 ]
—0.25 1 ]
o]
Fraction of Fraction of
metabolites as NAPQI metabolites as G&S
q 0.9 0:5
0.75 ~] .
45 :/ 0.6+ 0.31
0.25 0.3 0.1
0
0.0 g 03]
0.6
0.3 027

0.9] 0.5 i
47
0.3] 0.1
0
097 0.5 94
48 0.6 0.3 5]

0.37 0.1

LA
T



huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line


Prob. APAP is Fraction of Fraction of

Metabolized metabolites as NAPQI metabolites as G&S
1 0.5
0.75 1 097 ~Thi
- J 84
49 ] 069 031 Nalog
0.25 E 0_35 0.14 control
- 0
RV cv PV cv PV cv p(mitoD Repair Event)
0.9 05 097
50 063 0.3 ]
0.3] 0.1 ]
o]
N-RxnProb o N — (nMD, mitoD) BV cv
51 0.75 - 1 mitoD
05 05 4
] nMD
025 3
0.1
PV cv PV cv
0.8
52 1 mitoD
0.5
] nMD
011
0.8
5 3 0.75- ] mitoD
05 057
 — ] nMD
025 g
0.1
0.8 097
71 mitoD ]
54 05 ]
R ] nMD E
011 o1

9GSH depletion threshold

0.5 0.8
23 b ] 5 mitoD
55 0.6 0.31 53 0.5
— 0.3] 014 E ] oD
o]
p(nMD Repair Event) Necrosis Threshold value
oid 05 0.8 0.8 0.9 ] 107
3 ] ] mitoD B E ]
56 0.6 031 057 . ] 53
—_— E nMD ] ] ]
037 0.1+ . 02] ] ]
0.9] 057 104 0s] 0973
] ] B mitoD ] 1
57 0.6:/ 0-3_ 0‘5: / E
0.3] 0.1 1 nmb 021 ]
01 e 01
05 1.0 097
OiS g 1 ] mitoD :
58 0567 037 057 :
0.3 0.1 ] nMD ]
] . 5
0
05 10

0.9 ) —

0.3]

o
©

(o2]
o



huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line

huntatucsf
Line


62

63

64

65

Fraction of Fraction of
metabolites as NAPQI metabolites as G&S
0.94 |
0.6 0.3+
0.3 011
0.9] 0.5 1
0.6 0.3
] 0 1
0.3 0.14

0.8

0.5

0.1

0.8

0.5

0.1

08

0.5

0.1

N—»(nMD, mitoD)

nMD

mitoD

nMD

mitoD

nMD

mitoD

p(mitoD Repair Event)

Necrosis Threshold value

0.9

o

T
<

cv

PV cv

11

10

L



huntatucsf
Line


