PMDA NAMs/SRILT 4 RABwra Y

It REZEIZE(TANMSDFRIZDUINT

—Next Generation Risk Assessment
JL—LT—%-

HAR{EHmIEXR
JGIE=TTIPN




b &5
. B3R

 HENGRADO 7 7A—FHRAEBLZOMN ?

. International Cooperation on Cosmetics Regulation T ;&

. International Collaboration for Cosmetics Safety®) ;& &

AMEFEM I XS TODEE

. Next Steps



de =
- B =R

 IHENGRAD 7 7A—FNLELZDHI ?

. International Cooperation on Cosmetics Regulation T ;& E)

. International Collaboration for Cosmetics Safety®) ;& &

AMEFEM I XS TODEE

. Next Steps



Lt (<X I S ERRNGEI MRERFEIE D LAY

NORWAY
E

ICELAND T

UNITED ’i

KINGDOM

EUROPEAN
UNION

CANADA

OREGONM TURKEY

SWﬂTE{ILAHD 7 P soutH korea

CALIFORMIA
{ISRAEL

frrawan
MEXICO

STATE OF PARA
f

COLOMBIA
ECUADOR

BRAZIL

STATE OF PERAIBA * vy Aot W
~'STATE OF PERNAMBUCO e
- FEDERAL STATE sy

OF BRASILIA
___ STATE OF
MIMAS GERAIS

STATE OF
AMAZOMAS

STATE OF ACRE ~

STATE OF MATDO — AUSTRALIA

GROSS0 DO SUL
~— STATE OF RID
DE JANEIRD

" STATE OF SAD PAULO
. Bans in place CHILE 'STATE OF PARANA

e STATE OF SANTA }

f’ Prigrities for new bans CATARIMA v /

NEW ZEALAND

ICCS

https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/



https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/
https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/
https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/
https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/
https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/
https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/
https://www.afsacollaboration.org/cosmetics-global-regulatory-alignment/

EEENBFTRAEINADZEEST AICIEIRERGEELA
BEDLGEMDT—ANBEELLE>TINS,

FHSEEEESNAREPREFELEHRES FAREETIERSAAERERRTIMOBERRAIOVT(HNGHFER)

IIJ\\ 11_3—6 *4®$§"‘E

ER26FE11A21IBEERI21FTS (HIFF1)
MAMAOKB1HE2BTENSIRE $ 8000000009090 ERREowB® B899«

- ERXEEROBRCETIRE
1 BRXREROERRUNEICE | e -

FHERUVHOERSN REOEBRHFICHATIRE
A HENEFHERITICRERY

Wi REICETIRE
RRAEECATIRS

W RO 2RO T ICBE T 3 R
i R U I 3 R
ENEARRICET 2R
SRERBRICET 3RS
MERBRICEET 3R
B BT3RO
RO 5 BT 2 R
N T ]
1A BT 3 R
RS B ICEAT 5 R
R RN RT3 R
RS T3 R
RSB SR
TR - 5375 - FL I - B I BE T 3
10 EMNWFTAMCBET 3RS
e e S
i 1 MEEX 1143 BT 3
T HRER FARICBAT SR 2 EMobl3EARMIcE T3k

https://www.pmda.go.ip/files/000267174.pdf

N REMICETIRE

Z ReECEATIRH

CONOOLON—=ON=ON—-WON =

- ==,

CTEFE A

==



https://www.pmda.go.jp/files/000267174.pdf

AL TULVELY

MEASE

ZEREBNRDAAF U RIZIEF/BAE
RERGE

Since2005

JaCVAM?

- IEFE A

tERLTEDERE

BEH@E BEuEEmBmEEWRAR
BABMRBRAE LT % —

yZ7ArAY I BE

MTBUCZANERE L-HBE

HEXZIFANSNI-BHERIEZDH DD,
HEDHAZTREZITANSG

L BMVuEbtE

Google

EIR A JaCVAMBEEEZES S I

JaCVAMA{T

BUICRANEZRELLERE

ﬂ_-

{4 4ES s Vitrolife-Skin™ am

200848 A

EER{EEHENEE (LLNA-DAZE) mm

2008#F118

=7 b ViEHESE AV ERHEHEEE (ICE%:Isolated Chicken Eye Test) wm

2009F128 HAF v R um

VBRI SES

2% & (BCOPiE:Bovine Corneal Opacity and Permeability Test) am

2009F12R HA K v A wm

SE L am

ErEEETIL (3RTEEETIVEPISKIN) % v/ FE R e

201038 HAE YR am

EEREIEHEMRERE (LLNA-BrdUE) mm

2010455

SEE

2011467

“E £ EpiDerm3s £ UFSkinEthics am

2013418 HA £ R am

EEE{EEEEAEE (LLNA-DAE) wm

201318 HAE R am

EEEEEEENEE (LLNA-BrdU-ELISAZE) =

2013%F1A HAF 2 am

EEREMEHEAEE (LLNAZ) o

201318 HAE A am

BRSNS S ERIR ERE 7 L T L 4 o BB E am

2n124F1 8

https://www.jacvam.go.jp/test-methods.html



https://www.jacvam.go.jp/test-methods.html
https://www.jacvam.go.jp/test-methods.html
https://www.jacvam.go.jp/test-methods.html

IR - 1L =TS =

)Y

FREV7S BN )R ER
q@%%ﬁliﬁo)ﬁ% ;,Hf.ltd)ull.*la

V4

-

Dbt mEIF MM (&

ATEYEBRNRHF SN TLVET,

IELTLYS

2

R

&

E

RizHLnTE

CIEF) 1RO ERZESELFE

LR (BRI R) [TV THILERERETHD

3

R

LA ROFIRL R OBIRE TELVRRIZHD |




He B2

. B3R

 HEENGRAD 7 7A—F BN ELGTDM ?
. International Cooperation on Cosmetics Regulation T ;& &

. International Collaboration for Cosmetics Safety®) ;i ]

AMEFEM I XS TODEE

. Next Steps



Next Generation Risk Assessment (NGRA)(X/N\TA A LTk

* NGRAIZAEFERBHANWIFIEHERIER O L2 XM T 5= DENEEZ
AUV LVERER R (New Approach Methodologies: NAMs) Z ALV -R 5z T E TR

SRERENDEZEHFEMIL—LT—D

* CNETEYIZLSLEMHEREZITL., TOHEEZENMINELTERSE
4 EAER D decision making&E R BT H/\5F A L TH



Next Generation Risk Assessment (NGRA)
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Berggren E, et al. . Ab initio chemical safety assessment: A workflow based on exposure considerations and non-animal methods.
Comput Toxicol. 2017 Nov;4:31-44. doi: 10.1016/j.comtox.2017.10.001.
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1. OECD Guidelines for the Testing of Chemicals are perindically reviewed in
- e ~ the light of scientific progress, changing regulatory needs, and animal welfare
/-: — : ‘ — L considerations. The original guideline 408 was adopted in 1981. In 1998 a revised
® -E — H EI " l ~— version was adopted, to obtain additional information from the animals used in the
study, based on the outcome of an OECD Consultation Meeting of Experts an Sub-

chronic and Chronic Toxicity Testing held in Rome in 1995 (1).

= ~ ~
E'Nl:l\ m b *L é ( L/ T: b 2. This Test Guideline (TG) was updated in 2018 to add endocrine-sensitive

endpoints intended to improve detection of potential endocrine activity of test
chemicals and mirrors updates to TG 407 (Repeated Dose 28-Day Oral Toxdcity Study
in Hodents).

INITIAL CONSIDERATIONS

i In the assessment and evaluation of the toxic characteristics of a
chemical, the determination of sub-chronic oral toxicity using repeated doses may
be carried oot after initial information on toxicity has been obtained from acute or
repeated dose 28-day toxicity tests. The 90- day study provides information on the
possible health hazards likely to arise from repeated exposure over a prolonged
erind of time coveri ost-weaning maturation and growth into adulthood of the

- m '1 E-t %ﬁ :f % li-l é ‘ — IJ 70 | X fest animals. The slu:l;'s“].':ill provide ;‘nfmna.tiun on tIl.eBrmajor toxic effects, indicate
o _— target organs and the possibility of accumulation of test chemical, and can provide

— nI e l j-c ~ an estimate of a no-observed-adverse-effect level (NOAEL) of exposure which can
~ & be wsed in selecting dose levels for chronic studies and for establishing safety

— /- : \ /- : criteria for human exposure. Alternatively, this study yields dose related response data

— I = b I = that may be used to estimate point of departure for hazard assessment using appropriate

maodelling methods (e.g.. benchmark dose analysis).

CMZE->TLES -

Wi ane Free o wse this material subgect 1o the teems and conditlons available s hiepedvww cecd orgtermsandonditlons

In accandance wiil the Declsion of the Ceuncll oo a Delegation of Authoeity g0 amend Annex 1 of the Dedsion of the Counct] an the Mutual
Acceptance of Data in the Assessment of Chemicals [(C2008)24], this Guideling wos mmeaded by the OECD's Jodnt Mecting of the
(Chemicals Commitees and dhe Working Party on Chemdcals, Pesticldes and Blotechnology by writsen procedure on 25 June 2018,
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Principles underpinning the use of new methodologies in the risk assessment | )

of cosmetic ingredients Loty
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ARTICLE INFO ABSTRACT

Keywords: Consumer safety is a prerequisite for any cosmetic product. Wi , there is an desire to

Next Generation Risk Assessment
New approach methodologies
Cosmetics risk assessment

bring safe products to market without animal testing, which requires a new approach to consumer safety. ‘Next
Generation Risk Assessment’ (NGRA), defined as an exposure-led, hypothesis driven risk assessment approach
that integrates in silico, in chemico and in vitro approaches, provides such an opportunity. The customized nature
of each NGRA means that the development of a prescriptive list of tests to assure safety is not possible, or
appropriate. The International Cooperation on Cosmeties Regulation (ICCR) therefore tasked a group of scien-
tists from regulatory authorities and the Cosmetic Industry to agree on and outline the principles for in-
corporating these new approaches into risk assessments for cosmetic ingredients. This ICCR group determined
the overall goals of NGRA (to be human relevant, exposure led, hypothesis driven and designed to prevent

harm); how an NGRA should be conducted (using a tiered and iterative approach, following an appropriate
literature search and evaluation of the available data, and using robust and relevant methods and strategies); and
how the assessment should be documented (transparent and explicit about the logic of the approach and sources
of uncertainty). Those working on the risk assessment of cosmetics have a unique opportunity to lead progress in
the application of novel approaches, and cosmetic risk assessors are encouraged to consider these key principles
when conducting or evaluating such assessments.

- Corresponding author.
E-mail address: matthew de

r.com (M. Dent).
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New trends in cosmetic safety evaluation]

Case studies of safety evaluation of systemic

toxicity using NGRA approach

Japan Cosmetic Industry Association, NGRA working group
Brand Value R&D Institute, Shiseido Co., Ltd
Shuichi SEKINE
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[Purpose]

In the cosmetic safety evaluation, the development of internal TTC (iTTC) which attempts to convert the external NOAELs
to an estimated internal exposure is ongoing. We have previously reported that 04-06 ng/mL in plasma is the threshold
for developmental toxicity based on data set for toxicity and toxicokinetic for 152 pharmaceutical compounds (50th JSOT).
Coincidentally, this developmental iTTC value is close to the omitted threshold value (0.5 ng/mL) for carcinogenicity and
reproductive toxicity testing in the FDA's OTC sunscreen monograph. In this study, we present a case study that examines
the possible use of iTTC as a tool to refine a TTC-based assessment for dermal exposures to consumer products.

[Method]

Clinical application Clotrimazole (Clo) is set at 1% cream 2 mg/cm” to face surface area once for 4 days. PBK model was
constructed by PK-Sim" using parameters in ADMET Predictor”. An in vitro hepatic metabolic stability test was performed
to correct the parameter of hepatic clearance.

[Results and Discussion]

In the use scenario, the systemic exposure dose was exceeded conventional TTC. Although the predicted blood concentration
of Clo with in silico parameters showed poor predictability, the accuracy was improved when the corrected value for hepatic
clearance was extrapolated into PBK model. By using this PBK model, the predicted plasma concentration of Clo (0.13 ng/
mlL) in the use scenario was less than the developmental iTTC walue.

It is strongly expected that risk assessment for the developmental toxicity is possible by combining iTTC value with the
predicted internal exposure by PBK modeling.
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Systemic toxicity assessment of cosmetic ingredients using
Mext Generation Risk Assessment (NGRA) : Part 1
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