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! Acceptable daily intake (ADI)
2 Tolerable daily intake (TDI)
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2 Integrated probabilistic risk assessment (IPRA)
% Approximate PROBabilistic Analysis (APROBA)
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% Geometries
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TITLE: ISub-—chmﬂlc Quantal (deterministic) Rat NOAEL

INPUTS RELATED TO STUDY, END-POINT AND PROTECTION GOALS

DESCRIPTION INPUTS COMMON VALVE(S)
End-point Generic end paint Carme specific

Data type Quantal-deterministic Case-specific

Data route Qral Case-specific
Study typa Subchranic Case-specific

Test specles Rat Case-specific

Body weight test species (kg 0.400 0.4

Human median body weight (kg) G0.0 G0

Target EMR

(= M . user input for BMDLs only) 50% 50
Fopulation incidence goal (= 1) 1% 5%, 1%, 0.1%, 0.01%
Probabilistic coverage goal 95% 95%

PoD type NOAEL Case-specific

FoD value 100 Camenpecific

BMDU (User input for BMDL PoDs) Blank if PeD Is NOAEL/LOAEL
FoD units mg/kg body weight per day mg/kg body weight per day
Deterministic overall AF 1000 Case-specific
Daterministic RfD 010 Calculated

Exp e esti (opti 1) 1.0 User supplied

INPUTS RELATED TO ADJUSTMENT, VARIABILITY AND UNCERTAINTY

HAZARD CHARACTERIZATION INPUTS PROVISIONAL VALUE([S)
FoD L 100 Calculated from input<
(Modelled BMD uncertainty) ucL 100 Calculated from inputs
MNOAEL t&s BMD LCL 0.04a4 0.04
(NOAEL or LOAEL only) ucL 1.11 111
Interspecies scaling LCL 3.68 3.68
{Allomwstric for aral) UL 5.49 5%.49
Interspecias TK/TD LCL 0.333 0.33
{Re ing TH & TD) uct 3.00 3.00
Duration extrapelatien LCL 0.500 .50
ucL 8.00 8.00
Intraspecies LCL 2.24 2.24
ucL 41.9 41.838
Other aspect N1 L 1.00 1.00
{Description here) ucL 1.00 1.00
Other aspect I2 L 1.00 1.00
(Description here) ucCL 1.00 1.00
Other aspect #3 LCL 1.00 1.00
[Duecription hiere) uet 1.00 1.00
NON-PROBABILISTIC ANALYSIS OUTPUTS ™
Target Human Dosze (HDy,') LcL 0.0163 mg/kg body waight per day
ucL 1633 mg/kg body weight per day
Fold Range of Uncaertainty 100504
Estimated "Coverage™ of Non-Prob. LCL of IIB.." 100%

*Based on approximate probabilistic analysis, below.

APPROXIMATE PROBABILISTIC ANALYSIS OUTPUTS
Standard Confidence Interval
Target Human Dose (HD,,) LCL (POS) 0.311 mg/kg body weight per day
ucL (Pas) as.9 mg/kg bady weight per day

Degree of Uncartainty (Fold Range) 277
Estimated “Coverage” of Deterministic RfD 559
Probabilistic RfD = Approximate probabilictic HDy,' at specified % confidence
0.81 = Estimate of dose (mp/kg body weight per day) at which, with

95% contidence

1% of the population will hawe  Generic end-point
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INTERMEDIATE CALCULATIONS FOR UNCERTAINTY ANALYSES % contribution
ASPECT [log(P95/P50)]*2 |to overall uncertainty
PoD P50 100 -
P95/P50 1.00 0
NOAEL to BMD P50 0.222 33%
P95/P50 5.00 0.489
Interspecies scaling P50 4.50 1%
P95/P50 1.22 0.00758
Interspecies TK/TD P50 1.00 15%
P95/P50 3.00 0.228
Duration extrapolation P50 2.00 24%
P95/P50 4.00 0.362
Intraspecies P50 9.69 27%
P95/P50 4.32 0.404
Other aspect #1 P50 1.00
(Description here) P95/P50 1.00 0
Other aspect #2 P50 1.00 --
(Description here) P95/P50 1.00 0
Other aspect #3 P50 1.00 --
(Description here) P95/P50 1.00 0
Non-Prob. Approx. Prob. Greatest contributor
Target Human Dose (HD,,') P50 5.17 5.17 to overall uncertainty
UCL/P50 317 16.6 NOAEL to BMD
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NON-PROBABILISTIC ANALYSIS OUTPUTS M

Target Human Dose (HD,,) LcL 0.00899 pg/kg bw per day
UCL 532 pg/kg bw per day
Fold Range of Uncertainty 59187
Estimated "Coverage" of Non-Prob. LCL of HD.." 100.0%=

*Based on approximate probabilistic analysis, below.

APPROXIMATE PROBABILISTIC ANALYSIS OUTPUTS
Standard Confidence Interval

Target Human Dose (HD,,") LCL (POS) 0.154 ng/kg bw per day
UCL (P95) 31.0 ne/kg bw per day

Degree of Uncertainty (Fold Range) 201
Estimated "Coverage" of Deterministic RfD 85%=
Probabilistic RfD = Approximate probabilistic HD,, at specified % confidence
0.15 = Estimate of dose (ug/kg bw per day) at which, with

95% confidence

1% of the population will have Example calculation

of magnitude 2 5%
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INPUTS RELATED TO STUDY, END-POINT AND PROTECTION GOALS
DESCRIPTION INPUTS COMMON VALUE(S)
End-point Reduced average lifetime bw Case-specific
Data type Continuous Case-specific
Data route Oral Case-specific
Study type Chronic Case-specific
Test species Mouse Case-specific
Body weight test species (kg) 0.040 0.02
Human median body weight (kg) 50.0 60
Target BMR
(= M, user input for BMDLs only) 5% 5%
Population incidence goal (= /) 1% 5%, 1%, 0.1%, 0.01%
Probabilistic coverage goal 95% 95%
PoD type LOAEL Case-specific
PoD value 120 Case-specific
BMDU (User input for BMDL PoDs) Case-specific
PoD units pg/kg body weight per day mg/kg body weight per day
Deterministic overall AF 300 Case-specific
Deterministic RfD 0.40 Calculated
Exposure estimate (optional) 0.44 User supplied
35 Sadshw . gblas> Blanal g ol o caxllan 4 bgs o APROBA (5099 s V-0 S
dins o 0La 1) )lS (sl 3955 S5

NESNT jﬂmjﬁ 45.@}}2‘#}))5 RUSSIUN. Y d@_j.b c"\ﬁLgT le..hd.}jf")h.w UL&&)})}
adlas 55 O 039 Sla e 5l oddsysly) Yo g dolee aAKilel S sS sla e

! Test species



b g 1 it e i G_

a0 53 Olg 513D Bus Slasl amsl> 55 9 Oy Jawsze 5 ((F) 0L 5 Iverson
595 el ool 5 gl oo eslanal (639y9 Olsie 4 00 KG Jolas (Jlu o-V4 oy (U
e analr 170 393 O 534S 50,5 o i (Bl 33 Dopgee 4 Sda Sl
25 (" Gdr BMR" o) IS 70 ms 53 o' amaly ida s ) ailhcsrly
23 ) 29 Sl 4l agrls analer O 035 eRlee b aeglie 2 0o 039 e
(33,5 o o w5 HDgs™ yg0 45 GUa HD' Loe]

SYleal e Jaw) i slade « SY e RID (gday bl (6l codny
(e by ) 35,5 0 peen3 780 Lyl (T

Jolas LOAEL (3y50 ol 55 gl oo 31y POD luis 4 & (S w93 >
il el b0 158655 2T sl Jaws 5 28 RFD . sl VYo pg/kg bw per day
Sl (b agzrlyo 3,50 39)9 Ol o 0 STeulg 55 358 o dmslos Yoo dslas S
.o/ ¥¥ pg/kg bw per day :3550 ol 53) 35510 2L gy o Lo axal>
Caxkadeus 9 Gy« Joos 4 bgipo SLBS959 - V-V-T-00

Slagis 0355 ly g APROBA 5 s L4l (6355 sladds S v-o0 s
A3 8 sl Lol e #-F Jsdor 55 oS jshailan . das s 0lii |y 29 ke Copnbbods
S 038 o 515 slinal syp0 - as Saair ly IS (25t corlibp e clansy
Sh F s olael sbs slas 4 Al asly 4 Al esede 63 ysba Sl
] et JGs Al o oy (Slaresy lowloes 3| Jgdor (saails
(POD) cosie alads ()

2 8 edipd o 03Uzl BMD palabods (sl (s 3| o) sl s 53 V-0 I,
o3l> joluazsl \Yo ugkg bw per day jldds als 53 2 @ plply .38 o5 Jasl 390 ol
NOAEL & LOAEL _biysy  al8lir b 15 55 (LOAEL s : 3550 ol 53) 355 s
4 LOAEL obosy 5l o) (2% NOAEL ;5 comlpde «(giay sl 55 55 il oo
@ g;:;dé(a.l.p o slgas Lol e £-F Jgdo 5o S 5Slen 353 o0 0l (NOAEL

! Population incidence goal
% Target BMR
® Probabilistic coverage goal



w (DON) Jsdls a5 153390 dllas .-

Sl Nop K 355 gy &S 23 BMD 33 5 e palsbpts b o yos BMDL 3l (53,5l 0lyze
ol onls Olid 398 o0 Olo (V/ OV J3ls UCL g0/0Ved Jslxs LCL L) Alwg slaesls

INPUTS RELATED TO ADJUSTMENT, VARIABILITY AND UNCERTAINTY
HAZARD CHARACTERIZATION INPUTS PROVISIONAL VALUE(S)
PoD LCL 120 Calculated from inputs
(Modelled BMD uncertainty) ucL 120 Calculated from inputs
NOAEL to BMD LCL 0.0709 0.0709
(NOAEL or LOAEL only) ucL 1.57 1.57
Interspecies scaling LCL 6.39 6.39
(Allometric for oral) ucL 11.3 11.3
Interspecies TK/TD LCL 0.333 0.33
(Remaining TK & TD) ucL 3.00 3.00
Duration extrapolation LCL 1.00 1.00
ucL 1.00 1.00
Intraspecies LCL 2.24 2.24
ucL 41.9 41.9
Other aspect #1 LCL 0.67 1.00
LOAEL to NOAEL ucL 6.00 1.00
Other aspect #2 LCL 1.00 1.00
(Description here) ucL 1.00 1.00
Other aspect #3 LCL 1.00 1.00
(Description here) ucL 1.00 1.00
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NON-PROBABILISTIC ANALYSIS OUTPUTS M

Target Human Dose (HD,,) LcL 0.00899 pg/kg bw per day
ucL 532 ug/kg bw per day
Fold Range of Uncertainty 59187
Estimated "Coverage” of Non-Prob. LCL of HD,,'* 100.0%4

*Based on approximate probabilistic analysis, below.

APPROXIMATE PROBABILISTIC ANALYSIS OUTPUTS
Standard Confidence Interval

Target Human Dose [HD,,)) LCL (POS) 0.154 ne/kg bw per day
UCL (Pa5) 31.0 pg/kg bw per day

Degree of Uncertainty (Fold Range) 201]
Estimated "Coverage" of Deterministic RfD 859
Probabilistic RfD = Approximate probabilistic HD,, at specified % confidence
0.15 = Estimate of dose (pg/kg bw per day) at which, with

95% confidence

1% of the population will have Example calculation

of magnitude 2 5%
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Target Human Dose (HD,,') at different % coverage
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Probabilistic RID = = = = Exposure estimate (optional) - = Deterministic RID
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INTERMEDIATE CALCULATIONS FOR UNCERTAINTY ANALYSES % contribution
ASPECT [log(P95/P50)]1*2 |to overall uncertainty
PoD P50 120 -
P95/P50 1.00 0
NOAEL to BMD P50 0.333 34%
P95/P50 4.70 0.452
Interspecies scaling P50 2.49 1%
P95/P50 1.33 0.0153
Interspecies TK/TD P50 1.00 17%
P95/P50 3.00 0.228
Duration extrapolation P50 1.00
P95/P50 1.00 0
Intraspecies P50 9.69 30%
P95/P50 4.32 0.404
Other aspect #1 P50 2.00 17%
LOAEL to NOAEL P95/P50 3.00 0.228
Other aspect #2 P50 1.00
(Description here) P95/P50 1.00 0
Other aspect #3 P50 1.00
(Description here) P95/P50 1.00 0
Non-Prob. Approx. Prob. Greatest contributor
Target Human Dose (HDM') P50 2.19 2.19 to overall uncertainty
UCL/P50 243 14.2 NOAEL to BMD
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INPUTS RELATED TO STUDY, END-POINT AND PROTECTION GOALS

DESCRIPTION INPUTS COMMON VALUE(S)
End-point Reduced average lifetime b Case-specific
Data type Continuous Case-specific
Diata route oral Case-specific
Study type Chronic Case-specific
Test species Maouse Case-specific
Body weight test species (kg) 0.040 0.020
Human median body weight (kg) 50.0 60.0

Target BMR

(=M, user input for BMDLs onby) 3% 3%
Population incidence goal (= /] 1% 5%, 1%, 0.1%, 0.01%
Probabilistic coverage goal 95% 95%

Pol type BMDL Case-specific
PoD value 170 Case-specific
BMDU (User input for BMDL PaDs) 340 Caze-specific
PoD units pakg bwr per day mg, kg body weight per day
Deterministic overall AF 100 Case-specific
Deterministic RFD 170 Calculated
Exposure astimate (optional) 0.44 User supplied

INPUTS RELATED TO ADJUSTMENT, VARIABILITY AND UNCERTAINTY

HAZARD CHARACTERIZATION INPUTS PROVISIONAL VALUE(S)
PoD LCL 170 Cabculated from inputs
|Modelled BMD uncertainty) UCL 340 Calculated from inputs
MOAEL to BMD LCL 1.00 1.00
|NOAEL or LOAEL anly) UCL 1.00 1.00
Interspecies scaling LCL 5.39 .39
|Allometric for eral) LICL 11.3 11.3
Interspecias TK/TD LCL 0233 033
|Remaining TK & TD) ucL 3.00 3.00
Duration extrapolation LCL 1.00 1.00
LICL 1.00 1.00
Intraspecies LCL 2.24 224
UCL 41.9 41.9
Other aspect #1 LCL 1.00 1.00
|Description hare) UCL 1.00 1.00
Other aspect 42 LCL 1.00 1.00
| Description here) UCL 1.00 1.00
Other aspect #3 LCL 1.00 1.00
|Description herea) uCL 1.00 1.00
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NON-PROBABILISTIC ANALYSIS OUTPUTS **

Target Human Dose (HD,,) LceL 0.120 pe/kg body weight per day
ucL 71.3 pg/kg body weight per day
Fold Range of Uncertainty 595
Estimated "Coverage" of Non-Prob. LCL of HDy,'* 100%

*Based on approximate probabilistic analysis, below.

APPROXIMATE PROBABILISTIC ANALYSIS OUTPUTS
Standard Confidence Interval

Target Human Dose (HD,,') LCL (PO5) 0.444 pe/kg body weight per day
UcL (P95) 19.2 pe/kg body weight per day
Degree of Uncertainty (Fold Range) 43|
Estimated "Coverage"” of Deterministic RfD 68%)|
Probabilistic RfD = Approximate probabilistic HDM| at specified % confidence
0.44 = Estimate of dose (pg/kg body weight per day) at which, with
95% confidence
1% of the population will have  Reduced average lifetime bw
of magnitude = 5%
0ig Pl (85 15,0 b CuzbBpac avogi Iy APROBA ous (29)5 V-0 JSb
BMD 5,509, 3l eslaw! g ¢y

Target Human Dose (HDM') at different % coverage

0.01 0.1 1 10 100 1000

-+ 100.00%
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Incidence ! of magnitude 2M
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Probabilistic RfD - = = =-Bposure estimate (optional) — =— Deterministic RfD
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INTERMEDIATE CALCULATIONS FOR UNCERTAINTY ANALYSES % contribution
ASPECT [log(P95/P50)]*2 |to overall uncertainty
PoD P50 240 3%
Pa95/P50 1.41 0.0227
NOAEL to BMD P50 1.00
P95/P50 1.00 0
Interspecies scaling P50 8.49 2%
P95/P50 1.33 0.0153
Interspecies TK/TD P50 1.00 34%
P95/P50 3.00 0.228
Duration extrapolation P50 1.00
P95/P50 1.00 0
Intraspecies P50 9.69 60%
P95/P50 4.32 0.404
Other aspect #1 P50 1.00
(Description here) P95/P50 1.00 0
Other aspect #2 P50 1.00
(Description here) P95/P50 1.00 o]
Other aspect #3 P50 1.00
(Description here) P95/P50 1.00 0
Non-Prob. Approx. Prob. Greatest contributor
(HD,) P50 2.92 2.92 to overall uncertainty
UCL/P50 24.4 6.58 Intraspecies
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