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W8 (F238) TIRRSNB LAY
BRNLFREREN—E

Acetaldehyde 75-07-0 PDE (Oral) = 2 mg/day Oral PDE is based on average food

J—t Al (all other routes) = intake; all other routes based on TD¢,
185 ug/day linear extrapolation from an inhalation

H CHj study

1,2-dibromoethane [l [EEERA Br Al = 2 pg/day TDs, linear extrapolation

Epichlorohydrin 106-89-8 0 Al = 3 ug/day TDs, linear extrapolation

Ethyl bromide 74-96-4 Al = 32 pg/day TDy, linear extrapolation
HgﬂvBr
Formaldehyde 50-00-0 0 Al (inhalation) = 8 mg/day or Inhalation route based on TD, linear
215ppb, whichever is lower extrapolation or local irritation; all
J‘L PDE (all other routes) = other routes based on average food
H” "H .
10mg/day intake
100-42-5 @ACH Al =154 pg/day TDs, linear extrapolation
2
Vinyl acetate 108-05-4 o PDE (Oral) = 2 mg/day Oral PDE is based on average food
/u\ Al (all other routes) = 758 intake for acetaldehyde; all other
HsC O/‘}“\CH;’ pg/day routes based on TDg, linear
extrapolation from an inhalation study
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77 ILTEFR acetaldehyde

OEESDEMIZHEA, j\
BORZEOHFT1HRE R (PDE) : 2 mg/day H™ “CHa

PDEEH D 1= D EAERZER DR HL
BOBEROT7EF7IILTEROENAEICET2IEERAERICOIHLOEAD
[+, SFEIFLBRICEKDN\VIITSOURBEDSIEEZEL. BRMLDTENTIL
TERDHEE FEHIEREL2 mg/day[CE DNV ORRIZDULNT., 2 mg/dayE VS EF
H1BIEE= (PDE) 457,

Uebelacker M, Lachenmeier DW. Quantitative determination of acetaldehyde in foods using automated digestion with
simulated gastric fluid followed by headspace gas chromatography. J Autom Methods Manag Chem 2011; 2011: 907317.

DT RTHORERICK T S FTEEE (AI) : 185 pg/day

AIE H D18 D 5B ZE IR D IR HL

DI RTHOEIRIZKL T, Woutersenis[ZED TV THORAGEZANTAIZET,
AEE-YSMHRSoORZERAL. £E (THh6240 AR 5,
AZBEHTHDICHxELTHERZTEZIRT 5O DM7DHELE(ZHELY ., FxE THafE7stER,

Woutersen RA, Appelman LM, Van Garderen-Hoetmer a and Feron VJ. Inhalation toxicity of acetaldehyde in rats. Ill.
Carcinogenicity study. Toxicology 1986; 41: 213-231.




<JAOEIAY 1,2-Dibromoethane

OEELANRTDERIZFER, Bre_~pg,
HFRENE (A : 2 pg/day

AIE H D18 D 5 E&ZE IR D IR HL
WARVEODBRERRIZCKIZERERILAYE.,
7“?XZ’ZU‘7JF@F@ﬁT%#/‘u%ﬁTﬁJé&%i%hé

AFARRGEEFHT 3o BARVRABRBRICEELESBHEICELE
SEMIC ?’EE'J‘C“*L TD [E[F BN RO S REBRICH D 5T R CIER,

F3445 v AWTERSN =R A ER (M T5:EME R U To7:8E . F500L),
WEDF3445 Y THRIEEB DR ITAEE IZE DLTD,,fEE2.33 mg/kg/day.,

National Toxicology Program. Carcinogenesis bioassay of 1,2-dibromoethane (CAS No. 106-93-4) in F344 rats and B6C3F1
mice (inhalation study). National Toxicology Program Technical Report 1982: TR-210.

BOREIZDOULNTIL, B6C3FIY Y RITS3BMIChHT-> TG O% 5 (K50
D) LT-ERABRT. xEBZ MDD S UMVER . ERGLDTD, B 1E2.36 mg/kg/day,

RAAIEREOADEBIZHEINDTD ENREETHLIZ LMD, TD,fBE2.3
mg/kg/day T, MA DT GSERICDODLVTE—DAZEHE,

National Toxicology Program. Bioassay of 1,2-dibromoethane for possible carcinogenicity (CAS No. 106-93-4). National
Toxicology Program Technical Report 1978: TR-86.




IE-O0OkER!)Y Epichlorohydrin

OEER AT DEKIZER, Cl Q
FFERERE (A : 3 ug/day T
AIFE H D 1= D ERERZE IR DR HL

Westerb DO EHER (T M2k 110 mg/kgZEsE], EEICHT->TiaH#F O
BE) X AZEHT DI EETHER,

Wester PW, van der Heijden CA, et al. Carcinogenicity study with epichlorohydrin (CEP) by gavage in rats. Toxicology 1985;
36: 325-39.

RLEZEOEVEYMER VBRI, BREREENAERERIZES TE5VMDRIE,

COHRIL, PN CHAERIGIEZRITBERERZAET HDIEL-REEH
ZEATHY. LEYRENGAZER T DI+ T —52%RHE,




B2 {tTF )L Ethyl bromide

OEEMDEMTEICHELELTHERASINST7ILFILIEHL,

A EEE (Al : 32 pg/day HaC
AIE H D18 D5 E&ZE IR D IR HL

RIEIFILIE. RABRERRICEKOIZERERILNAYME,

FRIRERE (D ER) TRARRICLDIEFBEZNRINZIEFICKY, Dz
BERKRICONT. RARBMSEHLI-AZERT DX EEBHESNT-,
FYRBRURVRAZRAVWERAGREBROER. REZEOEVVEEIUNRAUMNID
WTIE. AERERKRE CTEEENRESINE, o1,
XAEHNSEHL-TD,,(IEFAE TID,, = 32.2 mg/kg/d, HFET115 mg/kg/d. & A
£ T162 mg/kg/d (FTTz[TIEMSNDIE2(ZFHMILER) ) ZALNDE. TRTORET
METFRICEEENRDOON  AZETET 5O DRLBRZEOSWMEEEZTRST
MICEHTSEDEEZALN, RIEDTD,,ETHS32.2 mg/kg/dFAIBEHIZEH,

Br
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RILLT LT ER Formaldehyde
i

OEERDEMKRUVEAFEIZER, H™ 'H
MAREIIH T SR EIE (A : £ EWRAAI* = 8 mg/dayX[E215 ppbD 556, KUELVE

AIE H D18 D EXE&ZE IR D 1R HL

BREE LIERUEE DRSS ERIZ DUV TConollys DRy Tr—R T4y OB BAERIGETILIZE DL,

Conolly RB, Kimbell JS, et al. Human respiratory tract cancer risks of inhaled formaldehyde: dose-response predictions derived
from biologically-motivated computational modeling of a combined rodent and human dataset. Toxicol Sci 2004; 82: 279-96.

COETIVIE. 8 AEEETIHIERBA—RAOEF RBOEERVBEDERT ML) %, &
REMEETIXRE DR (DNA-ZUV /N IERBORK) Y AN TS,

DNA-ZU I\ ERIEDOH RN REARERZSITEIL. TOLIGEREENELLINADIETA
BERIE. EERMICHEZEIN TLVEL,

ERAECTOBRERAERICETIVIZ, RN DOERMLT7IO0—FERIELTHY . RET—42IC
O TRENTI=ELD TIEALLY,

CDETILOHREOBEAZEEEZAV. BEIENAAVRINI0A T NDI1ELGLIFRIENMELXE R,
0 EIE B AMABRICLIBARBERVCBREREZRER . BEEICED(KYEWNEEET

$H 5215 ppbh i HELE

DI RTOBREERIZNTHHEF1BEEE (PDE) : 10 mg/day

BERERILLATZILTERDBREIZDVWTIEIARFEENES4BEELS R,

BIZIE, RILLTIILTERIEROKRETIERESNAMETIEHRNO. BH LOREEITFERSADIVRRAUMIEIUVTULVS, Health Canada.
WHO IPCS R UPEPAIZ AR ES50kgMERM XL T, 0.2 mg/kg/daydh B NE10 mg/kg/dayE R AR EDEEELLTHEL TS, 11




AFL 2 Styrene

OEELEBEIRS DERKIZER, @CHJ
BrR{EEE (Al) : 154 pg/day

AIEH D -8 D 3K ERE IR DR HL

SYrTIIRENAME EAHEEINTONEN =0, AIDEHIZIZTIRDIMESE MR
ELT-=,

FYRBRZHEDEUTD, &, Cruzano DR ARBRDIERN /LN,

Cruzan G, Cushman JR, et al. Chronic Toxicity/Oncogenicity Study of Styrene in CD-1 Mice by Inhalation Exposure for 104
Weeks. J Appl Toxicol 2001; 21: 185-98.

IOXCEABROKRELE-AARERBRTLMEBEEDOEMAZEHN=1=. 2D
MARBEMNSEHLIAIEZ, TRTOEEREICHIGL TS EEZ LN,
ERELEARTIYIORTIE. [EETHB O ELACYP2FERDOREBEEN TN ENHS
NTWA=H. ZCOAIFIEELREEEZAONS,
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BEERE = JL Vinyl acetate

HFRRE —ILIZEERDERKIZFERAINS, ji =N
BEOREDHZ1HEREEE (PDE) : 2 mg/day HsC™ "0” “CH;
PDEEH D=8 DA ERZE R DIEHL

BEREE —ILIZAIILARFT VI IR TS5 —E (T &> THEMEMEL TR ICEFEEE 7 LT IILTER
[ZHIK DRSNS,
gjﬁ;gt“:)b&7tl~7}b7"‘tPﬁﬁ@%?ﬁ“h'l‘il:@?‘é#ﬁﬁ?ﬁﬁ%)iﬁﬁd)ﬁftma)éﬂﬁ(f’é

SESFLBRICED TN IILTERADBRENDESIZHFEA. 77 ILTERDFEOPDE
2mg/dayM B H,

fthDFT RTHREBEIZH I HEF B HEEE (A : 758 pg/day

AIFE H D 7= D ERERER DR HL

FYRTORAFEMNAMEER (1S 600E . 1H6EFME. BESH . 2R ICh =5 Z AL V=,
SEICEVWTEAAELROLON, FHTIYRZENE N o1,

Bogdanffy MS, Tyler TR, et al. Chronic toxicity and oncogenicity study with vinyl acetate in the rat: in utero exposure in
drinking water. Fundam Appl Toxicol 1994; 23: 206-14.

AERIGERIL. FEBEREEZIONTLDEL0D ., EEOBELEREEH S EEZXRITES
BIET—REARIN TGO, HESYEDEREIZEHITSHTD D758 mg/kg/day|Z TE R
WEFERALTEE,
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QRAZE st A MMl
No. PR mE

T%M%@lEI# = H1 Eﬁﬂk’aﬂ BWTAAHMDIBERENL mgZxiB X
MgZxB A DGR .. A AGEIZIEX. YO LEICTHIHET . m/INED
DECEEFEMICITAIA ROU—=V T ERENERER (REALZERVEE
HREINLIMN? KERE)ZREITHIENTESD,

What are the expectations In cases where the amount of impurity is >1 mg daily
for evaluation of the dose for chronic administration, regardless of the
genotoxic potential for an impurity classification, a minimum screen of
impurity where the genotoxicity studies (point mutation and chromosomal
amount of impurity aberration) can be considered.

exceeds 1 mg daily dose?
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QRAZE st A MMl
No. [®PY  mE ]

AT aVADEBERE D473 40 SEBEROERE. ZEEMTHYMASREZICEET )R

BRANEIGEDIXEDES HANBEETERRERE (FIZIE. TIC D1%HE) THAZEN R SNT-IEEIZTE

FHEN? YITHd, JRAIIEE. BEHEEOH (FIZIE. FHMO R OREYE
1E) BHEIZKBNR—STo798—(Thbs, FRIZ&B/8—ST7594—)

When is it appropriate to g |t ){—U o7 54—(FHbhb, RISMIRVN—SHOT—5) 2B E

use an Option 4 control jerex 24 —HENT7IO—FEHATHoEMNTE, TEICEETIEMESE

strategy? E£ETD, AT ADZANTE . BRICEYERIZFHish, ZhiziE
DL ERETAEBROEMDERLEEND, RRIETEAIN ST
MIZDNWTIX,. AXENDERIS3LS DL,

Use of Option 4 is appropriate when a mutagenic impurity is demonstrated to
have a negligible risk of being present in the final drug substance (e.g., 1% TTC).
The risk assessment can be based on scientific principles alone (e.g., impurity
reactivity or solubility), calculated purge factors, (i.e., predicted), measured purge
factors (i.e., spike and purge data), or a combination of these approaches,
considering the process-relevant conditions. The acceptability of Option 4 will be
assessed by authorities on a case-by-case basis, including additional requests for
supporting information. See also question 8.3 in this document for impurities
introduced in the last step.
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1’|5 %E‘f@ Expected future Key Milestones

Expected
completion date Deliverable

Draft Step 3 sign off Q&A and revision of M7

main guideline document sign off.
Draft 2" Addendum Step 3 Public Consultation

period finished
Finalize discussion of public comments on draft

\VENiLepris s 2" Addendum

Step 3 sign off 2" Addendum

Step 4 adoption of ICH M7(R2), 29 Addendum
and Q&A document

Dec 2021

Feb 2022

Jun 2022
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