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Tumor Occurrence

ZERETFHYOEELARIL;TTC

0.8
Distribution of VSD Distribution of TD 50
(107 from TD 50)
0.6 >
9 63 %le
0.4 E’
0.2 :;f
10 -
0 : % : T . T
VSDos) VSDws) TDso 015 wegany - Z
Dose (00025 ug/ke/day) Log 10 Dose
ROV RIVFMDOED L=V ) RV DEE ERAMENRLBRZMEOTVEEIVRFRSAUE
[ZIE BERILFRAT—UETIVEEDHET THAHAELVSREICEINT, BBAMT —2R—
TIVIZEKBT4YTAVTEIToTROLNBN, A (Carcinogenic Potency Database: CPDB) H\i5
TD50M > DEMNEIZKY, VSD(105~1076 /JonBTDS0T—2D AR MBI MLRHLATLY
YRD) &R . EDRHEHEHT %,

VSD with 107° risk ( 4 g/person/day ) = TD50/50,000 X 50 kg
1.25 mg/kg/day (TD50) — 1.5 ug/day (TTC)




JRAOEELANIILORE

1. BEHBICIC L8R LANIL
(Less than Lifetime TTC)

Acceptable Intakes for an Individual Impurity

>105E, —
5 A <11 A >1~12n8 | >1~10% ;t._,El-bt

1HER=
(pg/day)

2. {LEYMDEHEICIELI=FARLRIL
(Compound-specific TTC, Al. or PDE)
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HEREEETZILXILIIBOTHLERILNAYMETHY . TD50EIL3I6~
1810 mg/kg/dayDEFHZdH S (n=15) , LT=H>T36 mg/kg/day& LV 3 TD50{E
(X, BEEGEEBLL7ILTILOFREMEZE LT HE. COUVSRAEHED
ENAEITHL, KAELTIEEICTIEETH A, AIDHFBELANILTALS
CEMNTED, COENALANILIE, BREDEETTC(1.5 ug/day) ITHEHT S
TD50T#51.25 mg/kg/dayD 107 D1ILL T TH A= . BEREEIE{LTIL
FILD—EERUV—EEIVENVBOIBEREZEEEN10/85ET 5
CENZHLELGD,
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ILEMBFENFRIENED. BUBEEVRILARILTHSH109ZAL. #
RIRERBEY (WHO. International Program on Chemical Safety [IPCS]
Cancer Risk Assessment Program) % & D EERIIZEREN SN = #EEE AN K
LI-HRENSKRDHLHIIENTES, —BRIC. RHE LOEEELLTEAS
NAEIIERFOREZMICEMFEIN-T—EARXIEFEIZE DTS
ENH D,
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Compound CAS# Chemical Structure Al or PDE Comment
(ng/day)

Acrylonitrile 107-13-1 TD, linear extrapolation
2
N :—//
Benzyl Chloride 100-44-7 41 TD., linear extrapolation
CI\/O
Bis(chloromethyl)ether 542-88-1 0.004 TD4, linear extrapolation
C|/\o/\c| (inhalation) No oral study
1-Chloro-4-nitrobenzene 100-00-05 A 117 TDg, linear extrapolation
N\ al
/
(¢]
p-Cresidine 120-71-8 NH2 45 TD., linear extrapolation
H3C O\
CHg3
Dimethylcarbamoyl chloride 79-44-7 o CH, 5 TD¢, linear extrapolation
/ 6 (inhalation)*
N
cl \CH3
Ethyl chloride 75-00-3 1,810 TD, linear extrapolation
H,C Cl
3
~
Glycidol 556-52-5 /\</0 4 TDg, linear extrapolation
HO
Hydrazine 302-01-2 42 TDg, linear extrapolation

H,N — NH, Inhalation: 0.2*




Bl :p-LT (2-ARF-5-AFILT =1, CAS# 120-71-8)

ZTEREECEH

p—-IL U din viroCERRERVELREFMEETRL., in vivoCHLETRHEEENEGERS
NI LA ®H S,

FEHIAAE

GI—T2BOERLNAYMETHY . BZFLEMITLTREIAMEZRT (JARC, 1982; 1987),

Study Duration/ Controls Most sensitive L
Exposure site/sex (mg/kg/d)

50/sex/ Feed Urinary Bladder /Male 44.7
group 2yr 0 5 and 1%
B6C3F1 Reduced after 21
Mice wk to 0.15 and
0.3%.
M: 260:552.
F:281; 563
mg/kg/d
NCI/NTP 50/sex/ Feed 50 0.5and 1% Urinary Bladder /Male 88.4
group 2yr M: 198;396.
Fisher 344 F: 245;491
rats mg/kg/d

AIDEE

HEAl = TD,,/50,000 X 50 kg
4 EAL = 44.7 mg/kg/day/50,000 X 50 kg H CO’O
HEAL= 45 [ g/day 3 ety



(IDERFRENGNEZZONSENAMEGIEEY)

(ug/dav)

Aniline 62-53-5 PDE based on threshold mode
Aniline HCI 142-04-1 @ of action (hemosiderosis)
H,N
Hydrogen peroxide 7722-84-1 6,960 PDE based on threshold
(oxidant stress where
HO —OH protective antioxidant

mechanisms overwhelmed)

Hydroxylamine 7803-49-8 7 PDE based on threshold mode
HO — NH2 of action (hemosiderosis)




fl2; 7=1)> (CAS# 62-53-3) R U7 =) 15 EEIE (CAS# 142-04-1)

~ /* — ==
—YlE. Salmonella= AN -1EIREA LT EHER (Ames) TEERMF RIS . HLVEEEM
RUVELEENHLIEEZONS,
FEHEAHE
GIL—T3(FTHhhE ., ENMIHTEENAMEIZDODNTHEET HIEMNTELLY) (IARC, 1987b)

Study Animals/ Duration/ Controls Most sensitive TD,
dose group Exposure tumor (mg/kg/d)
site/sex

130/sex/ 2 years 3: 200, 600 Spleen (high dose) Not
group, CD-F rats  (diet) and 2000 ppm  NOEL at low dose reported
in diet
(M;7.2;22;72
mg/kg/d)
(e YA 50/sex/group, 103 wk 50 2: 3000 and Hemangiosarcoma in 146 (Male)
LOIIGERG (@RS F344 rats treatment 6000 ppm in multiple organs
(diet), diet including spleen/
107-110 wk (F: 144,268 Male
study M: 115,229
mg/kg/d)
50/sex/group 103 wk 50 2: 6000 and Negative Not

a1 HREE (PDE)

CUITD2ERBDTYRNARERBNS B/ =T —2ZF AT, URVIZEDHELRNILEE
HLTULS, AELA)LIZIEEEF200, 600, 2000 ppmD 7 =Y IEESIETHY . 7.2, 22, 72
mg/kg/dayDT7 =YV DRAELANILIZFELW, BEIXESRAEDHIZESHLN ., 22
mg/kg/day CIE RO B ERENM RSN ChoDT—2IZE DT . REHAET
5572 mg/kg/dayZ ALNTEEME (NOAEL)ZFE&L TS, PDEDETE (. (NOEL X
REHMIE (kg)) / F1(5)x F2(10) x F3(1) x F4(10) x F5(1) Th b,

H,oN
HJEPDE=72 X 50kg /(5 X 10 X 1 X 10 X 1) @

4 JEPDE = 720 pg/day



() D5 —X 31tE4)
da

p-Chloroaniline 106-47-8 Al based on liver tumors for
p-Chloroaniline HCI 20265-96-7 which mutagenic mode of

H,N al action cannot be ruled out
(not most sensitive site, which

was spleen tumors associated
with hemosiderosis) (1)

Dimethyl Sulfate 77-78-1 o o 1.5 Carcinogenicity data
HyC™ N\gs TCH, available, but inadequate to
o// \\\\o derive Al. Default to TTC. (2)
Methyl chloride 74-84-3 1,360 Defaulted to TDg, linear
Cl— CH extrapolation even though
3 tumors were likely species
specific (3)

1) InvitroTIXBBWNVEERMZTRT . InvivoDEIGZEE UNEEEF) (AR
ANEJTOEVIMEIZEP2RMLBEREZEZ NS, ZEEREDIEA
HFEEEICEETEGEL, Al

2) ZLOFENAREBENEHEINTOEIN., BOBSOHREBENEWN, >T
A IJLRTTC

3) MV IORTEHBEINEEFEREEELGWNWESEZONDD ., T—
RN AHEEERNHL A
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Mutagenic or non-mutagenic Chemicals

Ethyl methane sulfonate 62-50-0 100 PDE based on threshold for in vivo mutagenicity
Formaldehyde 50-00-0 10,000 (oral)* Oral PDE since not carcinogenic by oral route
5,000 (inhalation)* Based on published cancer model unique to formaldehyde
Methyl lodide 74-88-4 Not calculated Carcinogenicity not relevant to humans
Allyl Bromide 106-95-6 15 Based on analysis of monofunctional alkyl bromides
Epichlorohydrin 106-89-8 3 Defaulted to linear extrapolation even though tumors were
likely threshold
Outside of the Scope of ICH M7
m 107-02-8 Not Calculated Mutagenic but not carcinogenic
Mesityl Oxide 141-79-7 Not Calculated Not mutagenic.
Pending Assessments
Acetaldehyde 75-07-0 Mutagenic / carcinogenic but high exposure in diet
_ 108-95-2 Out of scope for M7 but there have been regulatory questions

* Z0M; ARAEICRET LS00, BEENLTHERI HARRELNHHED



