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H 293 RIBEBEREES - F 230742 L — FEES
[3 AEE : BHICET 3 L vy 2 ]

(Bx 4]
c0-7 ZNEET X TN (C4~6, Subgroup4) |
1B, t FAZMA CELPEIR 1. BREEN W0 < ELMR 1) % — ik
JPIA FE Rz RT3, BEdE T, (1-3-4. 3-2-1-6. Z),
2 H27H~3 He6H:;JPIANTEMEE, fEfEEMET T, Rk~
3A20 HEFCIcERET BQAILH FHRE—-FREL. BREF =y 79)

3 H 26 H EU <2 g,

coWnwT, ECHA 3. Zr—7¢ LCoskE (4hbstt
L7z, FEDYIV I 3 H 27 H.
(2026/01/26)

- EP L 54 2 [HIHD WEB 28 % o 7- CVNFEREG FHEE. FERTHIB). (1-3-4. &),
(2026/0 3 /16)

WHDOEATIE, C4-C6 DT a X conT, WHD REE IR,
HED b vy 7 203, DHEOBHAFRE T, RIENARERDLIRIN TRV E S I/, 72y v
Fe—AlCZEERNHBELEI)ENEITONS, EP2EERZFELTCWEHIISECICiE bzl

L Thb,
3H27T HX#RZRD T, 2hET, WHOoRMTT VALY TE ZHTICOVTIFFHEEZ T 5,

- WINZE B4 13, REACH #HI 55 < bis(2-ethylhexyl) phthalate (DEHP) (CAS RN : 117-81-7) D&&

TERI
7] (immediate packaging of medicines and medical devic) % 2031412 H 14 HE TR T 2 LEZ N
KL7, (3-2-1-2-1. ), (2026/02/11)

(Gb K] CRFecsEEL)
(b E] (FEcEEEL)

[z DfDE. Hi)
c I A ) T AT DOERIE, B oRLEEE I LA YIE K

VOCs) DO#BIRZERT 5, HEEKIT AB 1901 (California Diaper Ingredient Disclosure Bill) .

Environmental Working Group, Consumer Reports and Children Now (NGO) »ZHE L T\Ww 5,
(2026/03/11)

G (7 AN ZAT v, EEAL

(3-3-7-1. &H0)

(& M)
CHARA =y P TEME (KR CRARROBKBERVH#E S N JPIA b ThicSL 7,

AR T3S0 003, & REEMTT SR, DNEFERE, WA ED 34820 72, MENAIX, @
EDORESDOBIEDOI BT T, FTLWIERIZ L o7, (4-1-2-2. Z4) (2026/03/06)
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#Hife - BRBEHFM

1. HeEEE
1-1. 7%v—LI#&
1-1-1. B WG BEif==%Y v (DEHP, DBP, DINP; 1993 4~. +MEHP;2024~)
OEe=%Y v~ (DEHP, DBP, DINP; 1993 4E~, MEHP ; 2024~)
(%) 2025 FEEREE=2) v 7O RS &% : 3400 T (BlA 3740 FF) .

fTERZR) (2025/04/20)
- CERI (T 2025 fE BB AR fETE T (2025/04/30)

5/30 ICBAPEHLIX ¥ v 7Y v R T E
cBEROEOY YT VBT 2, 6 HRETICEFY S VIR TFE,  (2025/06/24)
COKEAER D 7 ZAABI AT 3IYE T R C oA CER TIRMERMCH > 72, (2025/07/29)
SHL, EETFREKMTIRD 2T T2 EFTIES B,

- JEE TR, (2025/08/26
- SARESy O oS E 2 (2025/09/17)

ARE ORER L 7, (2025 EEEEFRESER, EEREEE—E) (2025/09/30)
- BIEERE IS B O CEBRBRARL EoF A 2 25, LENANEERE, BLo72d 0idkh o7k,
- DEHP BT, AHEEBRELVEL T2 D13 5 Hikid v, ZENIZSHE. FEIEsES.,

FEE) B EEAE . PR ITASE L i) niE RS GRAfg) Th o7,

-kl oS, B L OB AR TR0, FrED 2B R S Nk o T2,

- FHBERAFERL T 25015 (2023) FEE oA HEFAKBUKEHIE IC B0 T,

BURE 0 EE T 2 BEAEE (NORBEOREICIR 2 HE) D—>TH 5 DEHP OHIER; R % fif:d
L., EETRMEUEcHEHEIh T2 1S Z2HmE L 72,

- JCJE TR R i HERE D Hb s 1c 33T 0.006 mg/L ¢ PEC / PNEC 1 0.4 T» - 7=,

- 2026 FEEDORBED Y % CERL I/REEE., £/ T AT AN ERL 72\, (2026/02/25)

- 2026 SEEERRED O EEE 3,740 TH Bld) . (GAERSR)
- INE TORBNE L R CEEFEIX D5 72,
- AKEE 2026 FEOFEMmEFE LCTIREL I, (2026 FEFEE ERIER) (2026/03/24)

- 2024 ££fE£ DOP o PRTR JEHHEHHES HAER (2026/03/24)
- PEHIE 1 15,983kg (RFRT4EA\6,515kg)
- BEIE 2,180 b v GIETHEAS0 b V)

1-1-2. & WG ; Bt 5% (tharbo--)
- FIAEEREEEER O BEREEER (2016 1710 J1~
In vitro FER O ## & R (2025/07/22)
- #i7z7z e PIFHINE Z 4 v HepaRG®D#AN % W7 — « =— » v —H 5% T, Tzl 728E
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WOfRHE b Z I 72, ALHREERRFD/NGIFEBRICa v 22 P L, #llERZEL S L9,

(2025/12/18)
+ Mediford IZfKHEHL . L TH - 7= in vitro IFE Dim XA IC HiE 2337 - 72, i@ X AFKIZ 2 HRKDOF
ETHh?b, $efastlz. Fundamental Toxicological Science T& %, (2026/02/25)
- Fundamental Toxicological Sciences Vol. 13, No. 1 iIc#§# X 7=, (2026/02/25)
- DEHP L& EX IS
OB, KUERZH., ERHE~DT 7'n—Fth
OFFi = LARE (2020 48 6 H LARE) O FRSCHAE. K O SGmiseR
i3 A A IR R MCR CERI fEts#rC MDFD  ema
THA = U % 7 3Fffi T # 7 BAKE 2022 Rk < (GE7) O - - 31#O O
IH : 2023 4£~2024 4k (527T) O - - 15 ## X
IIHA : 2024 429 H 1 H~2026 £ 3 H 31 H (2026 £E)
IVHH : 2026 4F 4 A 1 H~
SETFIMNVF—FICLEZNBMORZ Y —=VIRT EHREREFERID . (2025/03/19)
27 Y —=v 7HER % MDFD Ic CEE5E T, (2025/07/11)

MDFD WSk N2 IC B L C R R A bl ¥ 8., (] THEBITE) (2025/08/07 15:00~WEB)

BUR. ARG

DEHP {LFEMICICOWT, AT 4 74— FEA~RFEL CHEE L REH{RIcowTE Loz,
58T (2025/09/30)

[ iconwT, =7 I A Y% —F, CERL F{botrt v &2 —o 3thicfhkEE, REbL L %

KL T\Wi=28, 3th o2z nEFnRERsEONTETnE, NEZKEE L. KIELORTE 2 iED

ZTPETH B, (2026/02/25)

[VH] icowT, SERMKR. HTER

1-1-3. HE WG ;
O EP AW #EE (EERHOAEIX?)
EP XEkibéf (85f. submission . abstract Z) 202603

@ HAEMN® GHS 7% (DINP) OX®E, 5%k, PRTRIGICET T

1-1-4. 2—=7y b 7T —<v DK
O ALDW»LEToF 7o+ a1 (OECD421 Test Guideline %) i X 3 #3E
BEL =X uZ YN, 7y vyA (GRxXAXY (2024410 H) )
RiEE 2 Xtuas v N, 7viesr v N GREBREEBRORER)
USA. : =2btuZ v N, 7v a7y P (& - BHEoSRBEEDOTF — 2 X—205)
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(2024/10 A)
@ EEICX 3#F%ORBEICEE T 2 E R & EEREE D FIREME: I 2\ > T (in vitro)
® ELEYMDY = 7 i
(BREXRY FER—FE 2023/11/01, 2024/11/13(E . BIEARD))
FrHBEREEAGE (2025/05/30)
Sk A — g (2025/06/13)
@ NYRFRAL, vy oy AEE (KEKHE, XA FE~0UE EU LRI, 2023)
[(FRREEBREICOWT] FEM ) X 270 E 2 75 5 b Pk
(BF64HETHI7THFE25 [y v 7y 2 (BNZELREY) MEICBE T 25
(7) FHEEMRERE D 3,000 22 5 FEMHFTFMME L, MROFHEEEITE L HWL T, B
Al UCHRSHER & L TR L v, (2025/06/16)
https://www.mhlw.go.jp/content/10803000/001362555.pdf

® BEHAEME (AW El) EEOARML ICIiugd—F—% TEHIZHEP BRI S,
(~2023/10/20)
© Cumulative Exposure (EED/LEME L DIZKE) &
Aggregate Exposure (B2 2 IEBL— 200X E)
B, W, BEIXEBIC X 2K DE T ? fEA T ?
(ACC, ExxonMobil 11 1fl 2 0 ¥E cEEMi$ 2 D)
EPA ©F 5 stress DBERIZIE ((LEE DO A2 6 21T Tk, FlZIEF 4 7224 15E)
Draft Proposed Principles of Cumulative Risk Assessment under the Toxic Substances Control
Act (“Draft Principles”) (2023 %2 AH)
TSCA T. DINP © U 27 fHliERD b, 13X { BFPili O KR % A M < (2024 % 9 H)
@ #EEMMEEE (QSAR) 28T Y ayf v R
Series on Testing and Assessment: publications by number No.387 (5-0-2 &) (2023/09/07)
OECD %, iBr & FHfiicBI 3 2 L T o GE%Z K L 72, No.387: OECD DBz X  BERAE
(2023/10/20)
IRTNDGEERET — % /IREWGE KR R . £ EYDR)
© FEERPECOY R 7 FHE
PHEEFRE (Ex. kD) oERNERA W (2020/5~)

https://www.who.int/ipcs/methods/harmonization/areas/csaf/en/

Evolution of Chemical-Specific Adjustment Factors (CSAF) based on recent international

experience; Increasing utility and facilitating regulatory acceptance. Critical Reviews in
Toxicology 2017
Virunya S. Bhat, M.E. (Bette) Meek, Mathieu Valcke, Caroline English, Alan Boobis, Richard

Brown
@ #E~A 70777 I75MF (THEA|OHKERYE) (2021/3/17~2024/2/27 5 T)
“Leaching of Plasticizers into Soft and Sea Water” (EP) (i 2024/10)
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https://www.mhlw.go.jp/content/10803000/001362555.pdf
https://www.who.int/ipcs/methods/harmonization/areas/csaf/en/
http://dx.doi.org/10.1080/10408444.2017.1303818
http://dx.doi.org/10.1080/10408444.2017.1303818
http://dx.doi.org/10.1080/10408444.2017.1303818
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1-2. T7I¥R— %L

1-2-1. 7Y _—1#4& 3 AEHRE (PVC R2f4digs) HNSHE (2026/02/19)
1-2-2. DEHA 2SE—Eig e icigE I iz, (2021 4F 10/15 2816) (2023 44 H 1 HF%)
FeAIE (METI/ S5 ESES)

O 5l 57 4H B

CZEETIAMNIF—FIEEBRE T w7 4 - (o0 Y BEEEED) AEBRETT.
A SR (2025/03/12)

- 2025 FEE D DOA in vitro SERIT—ETEH & 7o 72, 2025 EERIXEFAETEZ T2 &Ik,

EROERTRHEI L LT 5, (2025/05/30)

- S 0TS B RATER (2025/09/30)

OXKERETcoFEMEHEEE

- GHS TD DOAKERE COFEWNTA . o NITE 0 Tid, 2tk Bidtic 1icnl
xh7z (2021) .

2021 £ CD GHS nHORHEDREFEIC O \WTIE, MHRZHCTHERRTD X bDh bR, K
ICHEAIR A Y E DA, EEI R T 2 008 GREEARERE) 2iconTbHA F T4
VIFHRFSE CIRFFTE L R\, 2D e, DOA ORMEEmofn e Ebh s, (2025/03/23)

- o 6 FEOEAEGEY, BAEXRERVREEDOEE LW THEAERINEWEDO Y X |
DARFRI Nz, DOA IZOoWTIEHMU T Xy icdns, (2025/07/14)
KABBEEENE EH (21 - RSB Lhwv, (K512200%H)
KAEBSEAEE RE (B - Kol
Y X+  —  https://www.chem-info.nite.go.jp/chem/ghs/r6_list.html
DOA — https://www.chem-info.nite.go.jp/chem/ghs/24-moe-2188.html

- RfERSE ©, MCR & xfis% WEB L Cigifi L 720 (2025/10/10)

Invivo (3 v ) BB #E, 2 (400 A (FhgatsR) +1000 M (A8 ) 23
Az,

NITE 23 X5 DFRICERMA L T 25303 GLP ¥EllcH 5, Lo Lo, kB 52 L 72 R 1%
DOA DIRfRIE# A2 IRE L o T3, Zhid, Bl (B oXpoBRoRiE L BEKT %,
JPIA X, FEH (Bt L EERZGmEEc, RIA (B <d RKGicEY LA, | 2FiRT 22 L
L L7,

1-3.  JAEES

1-3-1. REANIT
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https://www.meti.go.jp/policy/chemical_management/law/prtr/8_4.html
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- BUEERR FMERR HEOARFAR RR. KUFHREMEIC RE IR - 7,
AR TR 2003, INNEERFRR. REPTHEFRE. SN L 72, (2025/06/11)
KT, BEQINFEBERED O, a[BHIIRFEE OB, WIHE & ET o [ EAIH O BLK Z %

iil7z, SHmIMGE bRz L, . [WAROHME, 7 7BHEio

FENEOSND LS THNIETERLTRLL, | EDa Xy b HTHNW,

1-3-2. JPIA ~DFEFHE KB R MEHR R E
(BF) R&D X+ v & —2 b KE (2019 FICEHREOERKEDH V)
RIENZ © ATBA| DRSO EAFIH I A, MY HVOFRA v P RERFHE, S5IC7 4
Mg 27 L OHHIE R &1CD W T, AREZRHiH <,
HIF: 202546 H16 H (H) — (%) 9 H 3 H 13:30-15:30 &5/t : WEB L
[EJ¥8F], FFic 7 AABT R T AiconT—Tisg, AIEAIL ik, WA OHEHl. Zetk, %

L CaReE ]
6 H1HICK R THIAE O,
9 A 3 HICEMRET., 2ME 3 4. EFREL,
- BREEESAFTRBE OGN OME (2024 FICEHOEED V)
HEF: 2025410 H 17 H (%) 13:50~14:40 £ : WEB L
[EIEEF], FRic 7 AN R T riconT—Tith, F[EFoNE. Nt K2tk

(2025/02/14)

e

(2025/09/03 5€7)
(2025/05/07)

{7
Z L CERE]
%bu% 54 ‘@lo g‘ﬁ:ﬁﬁg I/o

« JPIA A 5 BEVR R R JKEESATR KBRS R 2 0l BRSBTS FER—EdH S

(2025/11/07)

HIF 12026 4501 H 27 H (k) 16 :30~18 : 00 (WefiZEER)  HAT : Bl e v 5F

[KBBERTIE OB & BB ERH O F v L v ]

e

- JPIA FrEEFARBE 2R AL 5F THREL 2, SMMEBIIBANEE LFEKRT, BEONICY T

bz, (2026/01/09)
1-3-3. AT 4 T B
1-3-4, A & o EHE MR
O BRHIXIG(EP 7 &)
- RPA @ Richard Stenning (Julianne Oakley (33&%& ¥ CREER) At
(12 A (7 ) 2~ 2 kB%, 8 AEERIE)
8 HEL KR— MEAH (2025/09/01)
2016 B L L CLk, SRWoZitE ol LiF 2 EHE I iz, (2025/07/25)
WA Z AT HEAICHNE L T, BRBEIIECREY L E5RTER.
10 BEVR—F —ftHEEL, (2025/11/03)
(2025/09/20)

-EP » LU ToOMwAbLESEH Y, ATO@EY BIZEL 72,
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OIARC (BBP, DBP, DINP) xfj&i «JPIA & L Tidfficis (F—&2#H%) XL %W,

Oln vitro FRER DFROULEBRIL < BEZ NP, BME X The Journal of Toxicological Sciences
- EP & invitro HfFE DXL DT, WEB 2% Ffo 72, (2025/12/15)
IARC ([EFEA AMZEiifE]) < DINP @ Monographs (FE23AMEICBID 25X DL v a2 —)EH T
HY., XEkO#MEE EP 235 2 T 3 AREED H %,

%512, JPIA IT invitro fIZEDE R PSR O IAIMEZ JPIA ICHEZ, Zhic JPLIZEF R 7=

EP ® 4K 3 BASF @ Matthias Pfeiffer 2> & Evonik @ Fischer Hendrik 12 > T\ 72, %1%,
Sted JPIA £ ACC & DIFHEHAICERITH - 72,

-EP & WEB £E %oV E(XKBRILKZER, BHERTHLE), Riizikiid 270080 &
bbb ? DUMEL (2026/02/17)
N : EP Chair ; Fischer Hendrik - hendrik.fischer@evonik.com
EP Sector Group Manager ; SZENTGYORGYI Timea tsz@cefic.be
EP Public Affairs Manager ; YADA Makiko mya@cefic.be
GRAAS Mathilde mgr@cefic.be ; (?)
Malfatto Luca - luca.malfatto@exxonmobil.com (? )
JPIA E. Chair ; %4854 andou.yasuhiro.mk@j-plus.co.jp
JPIA Secretariat ; #%F 1% morino@kasozai.gr.jp
JPIA Directorof Technical Mateer ; )A€
B HEPOSLEML 2w vy EEsRz,  (HIIRBELE)
H 1 : Grobal communication (EU, USA(ACC), Japan(JPIA)Z§) IZ @) T
WAL TIE
- FICHAO BRI A IS FHEE L 72 (W)
- C4-C6 ® EU TD ¥ 7 a XAxtiic 9w (Fischer Hendrik, i)
ECHA ©F 5 C4-Co TONFDERIIBERTH 5., EP & LTIRNT 3, (FH)
C4-C6 D 7N —7flicid, FRICHEDS (KTH 5, (JPIA)
- C4-C6 DEREMERR BH 16 H  (WEB Meeting) )
- Grobal Cominucation (2027 £fk% ¥ 7€)
PVC D EBE&H(T Y v )T, 2027 4£55) b {2

« WS DI DE CHEMER T /-,
- Grobal communication IC AT, EP i3ZE8ITH - 7=,

- EP L 54F 2 [|H D WEB &8 % ¥ - - UMNFERG A TR, BHRTHR). (1-3-4. &),
Je i RS AT & 3IEF U (2026/03/16)
2TlE, C4-C6 DT a AiconT, WD RFE%E R~ 7,
58D b vy 2RI,
ONEOMULFH T, RENAERE A I TRV E S I A,

7
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O741MBYy Fu—LIl3EER DL LS HPE T o5, EP AL TIRL T 5
(JPIA D F3EAHLAL) 35 ETIiAhnwI & Th 3,
EP /3. EU Tz, DINP %#5F 2 £8— 5k TH Y, DEHP 3b o725 5. fit-> T, JPIA 28
Ak U 7z In vitro DFHXDOHL Y o J7id, e7ice s T <cd %,

SH2T HXHIRZAD T, ZNE T, WHORMTT YV EHEDLETZ I3 OWTITAKEL T3,
R

c IN—TiIck B o-7 2 AT XT L (C4-C6) @ CLP 4338 (EFEHFME. Wyws» < 8l%) 1«
03387 a AEAEA, (2026/01/16)
ERELHMED, UTOXRF Y a—ATRBETE, (Ghiotlh  2026/03/27)

3H20H (&) £Tic, ®RET (OTI3H15H) . JPIARNTF v 2% T BGH19H) .
3H23H (H) EP i JPIA &R E% %A,

3H26 H (K) ic, EU I (otly 27 H) .

(&3 A4 T, 3~4 ) AATE R

@ HEXIG(CPIA)
020205 4 11 A 21 Hic, HEYEE BRI ERLARER GB=M248) | 2AKRL. ~
TaxxFHELE (B L v o) . codicii, 72 A x5 (DEHP, DBP, BBP,
DIBP) 23% —#H (20204E5 H 7 H) It CE&ENTW S, (RiodbIv i3 2025412 A 2 H)
TRICH LT, B LT axeiic, EEMcH LT JPIA iZ8 7 a A CTERES
R L7, BATER (2025/12/02)
FEMHoREERIIUTO@EY ©, LVREEECEZZEI LTS LX) TH D,
—. BRERZEEh, I x XTREE. EVEREER
TOBRIR - (EEREREE oKAEERME. FAAME. BRI, AR, N CELER. REERE
g ERTwHmE R Y (K91H 3 \n132)
=, BRERFERN (ENCToEE - FHE. AR, AR oAbz, BREIREE - B
R, BREG Y BRI 7 &)
W, ZofhoBdR (EFERR ARMERDL, ENESE - B ABLEBCE DGR, #arB 0
mE)

ZHEEAK 2 (2025/12/11)
47, (Google HHER : ZAICHIT)
o] & DB, A ST |
DEHP %454 ERRADIA /£ 1A, WER GHS /2% EOIME AR %, Rl
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RUGAFEMXCAE R, FXRIEH (Google FHER : DEHP Z I L ¥ & 33 7 XA AVEET X7V iE,
HA, EU, ZOfthidED GHS I B\ CHREIC [FEEICER] caidhTnid, 5%D
EETIE. AFVRERTRTOBHREERLCVWEE T, WO TREHIBPL ETET, )
PF ! (Google HHER : TEEZBHH LTI T !)
TS
A S IR S A ) G 2 S BREOR

(Google #HER : AEBRIREEFERY - (LEVEEEEN v v 4 —)
(LA AR VAl HL (Google BHAR : ALFMEEREEY R 7 i€ v % —)

+ 2025 4F 12 H 25 H, WIEEREREEMIIEZER THEER & LFE T, DGy E & B TEh %
DERFEHZFE T 5720, MEEFHEFLESG GE3H) 1 (2025 45 43 BA%) #1ERIC
AR LT, REEO BT, 323 BEOEEMENIE ST\ 5, (2025/12/25)

® USXG(ACC 7 &)
@ Indo M)t (&M (2024/11,) 2025/04/10-11)

12th Vinyl India 2025 -International Chlor-Alkali Summit 2025 Mumbai
Date:10-11 April 2025

- IPMA (Indian Plasticizers Manufactures Association)

- iR EE (2025/05/26)

13® Vinyl India 2026 -International Chlor-Alkali Summit & Exhibition (%N 2025/10/19)
Date:9-10 April 2026
Venue:Mumbai, INDIA

® ASEAN i

1-3-5. JPIA ® HP %D A 5 4 7 DiEH
D SNSIAEICOWTCY 2T AT AT L =7, JPECEHERE X v /A7 I—-T4 v
RBIE L 720 K=Y HDR P — Y —RKE IR G772 FiE. (2025/03/07)

- JPEC oifiv’ SNS A5~ v, iBH, 74 F v v FROPEREZ W72 072D T JPIA A&
AVN—=DARy 27 4—F Ny Lk, £/, JPIAOHPIc) v 7 %o CHL Z Lic L7z,
- 5 HKIC JPIA ©» HP o w[¥F| o Bifil#m, ZetEiconwToidfz RIE L. sdthiicEIEL 7,
(2025/06/24)

- JPEC DEHZEE S TSNS JEEBE LD - 7=, (2025/12/19)

=

1-3-6. TWHNAL v 7+ XA — a vRTEE
« SEREIX, REHIL v 7+ DRITECY -2, BREOIHH. HELLBEVELET,
(2025/06/24)
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202643 H 24 H (k) lk 0—2 2025 4F 4 ]

- WYKL v 7 # No.35 R Y o — b FsfHER (2025/07/29)
< ERIR (2025/10/29)

- 2000 #B7%& 12 BT TETH,
- W, RiRe. RBHET T
CR=VENBI2 B EL D,

i

AJEBEIA 744 —33No3b BR

=] =R B By
p.1 [TSCAIZ# 1T BDEHP® 1) & % 3T Faiaa (GERERR) 1 FFRET
p.2~3 TSCA (DEHP) U =% 5% (&) 2 =
p.d~5 BAEEICE T ADEHPIECZIC L2 ) 2 7 il 2 =R
p.6~7 W& A ) R & EE 2 HRE
08 — Db bR AFEZ L) P SEmE AR, DR 1
DA 42 =[(ZDWT
p.9~11 H=5 DEHPOE LM (41§ 2 TSCAT T OIE(H 3 i3]
p.12 ErHR FHINEIRTILOEET- 2 U Y ViEE (2025) R
& 12
« BRI TE AT O SRR A (2025/11/25)
W@t 12H22H (A) TRET L, (2025/12/23)
1-3-7. A PEBEHEHAE S HBEE
5T (2025/09/30)

1-4.  BINER&

1-4-1. EE» b DOfVw&EbE (SHIZEL, )

1-4-2. SDS (BEHAWE. KU 7z e ReMEERIC X 52 %ED)
- B A A/ EY L Tw b SDS DEIEHNITIBIET 5., WETE 1T L &L,

3 ARE CITEB KL T3, (2025/02/23)
OBWHELTRT - BT REBRYKRCEEY GEFES5 TRF1HE., BTH4HE18% F15. F
25 - HEFTHLRI BIREE 2)

- DOP, DBP. DINP, DIDP, TCP f{&IF¥

- DOA %KE] FiE

- DINA, TOTM fEIE¥E (2025/04/20)
- DOP, DBP., DINP, DIDP. DOA, DINA, TOTM. TCP (JPIA HP #5#4 SDS) t&&] -
EIET, (2025/05/26)

- 5/19 JPIA HP (38 #i% .,
- AF19 (2027) 4 H 1 HIEfTH 80K, JPIARE SDSOHFTT Ve vigy — 2 —F L~
FUAREEH, WTNSDSITKML v & T I nEf, (2025/06/24)
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CDAREN Y 7 2 = VERHIBRT 2 BUE AT, MEfTIIH X, A7 9H 19 He  (2025/09/30)
- DOA (HF194 4 A 1 HiEfT) oW SHEETITEIETE, (2025/11/25)
- JIS Z 7252 J WX JIS Z7253 23 2025 4F 12 HICKIEFETH 5, (2025/12/23)
SEloBIEclYBE e fEEttEo 5> 5. TERY) . [WREI ] 3 =7V =] @
SHEEICET 2 RELBTONE TETH S, SDS KET OB EM: 2Bt %,

-DOA (#1944 A 1 BfEfT) icow<, #HY (HEMLEILZE) oF5cBIEd. (2026/03/24)

- ARSI &2 5 JIS Z 7252 KN JIS Z 7253 DWIE+ 2 F—ic 2T OENERD A H b, Al
A TR IR B 7% O TRAMIC AT, BAfTEa A /»\—fxa%%mo (2026/01/27)

1-4-3. HERSEEEBEERE (2022 4 2 A 24 HAM)
- RRAETANES 577 5 2 45 210 [Hi7-1C 112 Y& o R HAHENE % £ 3D 3 2 D WE Ic DWW |
KET A5 7 DOP & X 08 DBP OUUERMEA L. JLHER 2~ HP 18 EURIET, (2025/04/20)
DOP ¥ & U DBP 0 dE SDS % HP g, (2025/05/26)
A6 ERESERTEMENS [DABIY 720 ] i2Oo0TIE, EASICIY, T -
SDS NEME L OHIBRE N2 2o, S 6 FEREER2DL [WABENY 7 2= ] ZHIRT 3,
- EAH IS 749 H 19 H, (2025/09/30)

< PR LR © R RE I B WU ANE M, (JPIA EEE SDS TldZ ) (2026/01/27)
7 ZNEY A F v 5 mg/m
TENE) Ve — T F =P 20 mg/nd

OFERIE 594 &0 2 [RIEEREVEYE ]
- REEEECEYME B2 ES., FC7AAVBY T IAREY L o, (2025/07/29)
1-4-4. [15308 oft¥@a] ((LITH) HEXNG
- 10/14 b2 TEHHHE X Y 2026 4ERR [{b2EmEa] &atFTIEQKED v,

- HAWNTHE L, JPIA W) 10/29 ofEZd, LT H~Y)iZ 11/10, (2025/10/29)
- 11/10 icfb L H icH2 . (2025/11/25)
1-4-5, "HEF|OEARME BT 27— X INE
1-4-6. HAfrEs
- 6/20 (&) BT CEMTIE, (2025/03/23)
- SDS E]. GHS I > W CI#ETE, (2025/04/20)

- 2026 4 2/27 (&) He v
REEREOFHHAS B 72Xy 77 v a2z "y Tux s vk ett) 2EHHE

(2026/01/27)
- 2/27 (&) B e L CRf#EFIE, 1-4-3, 1-4-11 2,
- TS T3 49817 SDS B L. GHS 23 Ic > W C i # T, (2026/02/25)
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202643 H 24 H (k) lk 0—2 2025 4F 4 ]

1-4-7. =AM E—2AFHMBREI (ZoBAOFEREWE IC L 275 R0OBH D70 DA BEE
“DINP, 7V VBY I ASATAFL (FAFAELORERD 6. 8 Xt 10 ® b D DEAYIC
Rz, ) 239&RI Nk, (RFEERZSR)

- DOP I3 FEE HiGE .

- DOP 23R & iz, (FRATERZR) (2025/04/20)
c BAECHIFEER A ER L, ERE~ERL R O EET ., (FAHERZSR)

£ 6/9 ICHERE ~ A EHEMERES, HRSHEOEE (X-Y) b &T. (2025/06/24)
- 7/15 ICEHRE ~THEE FEEEREN . HRPHOEE (X-Y) b&aD, (2025/07/29)
- DIDP #3451 Hi& (2025/08/26)

* DIDP (22 & 9/25 f}1J ¢, HATEEHFE. a7 — 2 sk kL 2) XU GESAMP ©

a7 7 Ak, (LidHECHBEECT XY e LTHELE, ) (2025/09/30)
- DIDP 122 % 10/9 {1\ CHEIHRETT T, (2025/10/09)

ODIDP @535 ¥kt

CEPRREHYE X0, PR I8 4 12 15 HATUBREEA SR 149 Sic CEE GHROM 1Y) |
REDRE T 1] ) ok, (2025/10/29)
WS~ DEEFEERFIC R S N5 72O, WERAHE S 1B E TIRBURHMER (2025/11/25)

1-4-8. 1SO/TCA7 EHRE L B

1-4-9. JIS (R4 4EEE) ABREL
« 77 LA 5 JISK 6899-3:2002 (77 2 F v 78I H W b 3 AIHFIOFLS - M5 O RR I
T HRUE) DYIEES - BRSO ZMwabE,
T TR, RS ISO IZKIE T T w323, SWIEIC X 2 EAfE R 1/ E v, LA L, SHGHE
BRI & —E X 2 2 7 D ICBEE NI IZBUE S 2 773 K v,
- —f, WgE% CAS RN [l IO T b % L 72, (2025/09/30)

1-4-10. LCA Bg#
77 1E REBREASTM L¥EPEEHICET I I S-S

HE: 9479427207 wx A (LCA) oRiEE»SHIGHE T (2025/10/29)

1-4-11. GHS 4yJERgE

- FAER & IC BT GHS M TE O ME L JPIA O3 E TERLH B, (2025/03/23)
COGFEDOBIE 7 3 XRETHEREZ F 2 v 7 I _REHDICONVWT, SHARKETCIKIANT vy 7%
IRAE L 72,

- DINP, DIDP ic 2\, 6/20 £ifiEacistbita+ %, (2025/05/26)
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< SFERRPCCER D RS IS D W TS BRIBEET T E. (2025/06/24)
*DOA L2 & 7 ¥ =— FERA&TOMEHTEN (2025/11/25)
- DOA olE] (NITE) Dp8fSR <. KEREAEE B (Bt TX4 1) 28 TXIC#EHE L
] ITBIEE N0 T, JPIA D HP ICEWEI N TWANRZBIET 3,

- DOA /KBRS Rl (B X1 onBRIlicd 2 >CEki: TH®BE (A4 Iy
2) ® 21 HRE NOEC =0.0069 mg/L (43805 D orEDFEE %2 IR ICEH L - EEE) | <

H . DOA D/KAEMREE 0.0032 mg/L (L FWE o ERERERERE R (BREA) 20) XV REWzo,
KABREAEEEE (A1) FKREZ2EET 2 X 5 IKBIET %,

- 2026 4E 2 H Ol & TR T % (2025/12/23)
- 3/11 BffE D JIS Z 7252 R OF JIS Z 7253 SUE#HIAZ (GHS WIEH A F 7 4 v L BURFRHITEHR S &
D C) AR A VN —SINTE, (2026/02/25)

- 3/11 FilfiE D JIS Z 7252 J UF JIS Z 7253 SUEF AR ICEKAiEii & A v o3 —=5 £ 50, (2026/03/24)

- DOA o/KAEBRSA N M (Al cow, (NITE) & X U JPIA O ¥ERIMEIE % F 58,

- DOA oKABEEENE B (184) 1cow<, JPIA oS ERIOBIE % F5E.

- DEHP 3 X U DINP @ JPIA D43 $tRil o A Jatk o s <. 7V 27 v v i G < <
MRS N X E 0EM L FIFAXEOZEE T E (F[¥AI 4~ 7 + A — 3 3 v —Fundamental

Toxicological Sciences),

2. PVC BEFIf & Day-7

2-1. JCI Bkl er vy 24— (BEvEMIERHHES JHPA) )

http://www.jhpa.jp/
B Rl R e v 2 — | JCIL —i G AE A 78 s bR

2-1-1. [JHPA Z&FHEF]R (2023 410 A~) | (BEILTY ~ -MB&R)
2-1-2. PVC Z&f4dEks ke L<csn) (WEB 45% 06/12)

2-2, B v = ABREEHES (JPEC) http://www.jhpa.jp/

2-3. v T - BEWS (VEC) http://www.vec.gr.jp/

RS SLES

BWHME (SDSWER® - T 2020 4F 4 AHBETEEA L)

2-4, HEHY =V T%¥% http://vinyl-ass.gr.jp/

2-5. HAR{LZT#B 4 (JCIA)  https://www.nikkakyo.org/
- [BIGDr] ~— ¥ % H#Hi (2025/03/13)
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http://www.jhpa.jp/
https://www.jcii.or.jp/publics/index/65/
http://www.jhpa.jp/
http://www.vec.gr.jp/
http://vinyl-ass.gr.jp/
https://www.nikkakyo.org/

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

— https://www.jcia-bigdr.jp/jcia-bigdr/login

- Htt LRI %8 13 #A (2025 FB) FEORFEMEFTEL LT 4 2 RE (2025/03/24)
— https://www.nikkakyo.org/node/1219

- JPIA FHERERROBRE c/NHeic T, (FRE, 1O, W) (2025/05/13)

- 2025 sEEHALE LRI S ES BB L £, (2025/08/29)

— https://www.j-Iri.org/
7w 77 L (7/28) — https://www.j-Iri.org/pdf/20250829_LRI_kenkyu_houkoku_program.pdf

2-6. HUNEEBEMHEE (RE RRREREWRENE7 + 2 —)
A s X EEREEYHA (PPWR) O % (2025/04/04)
— https://www.tkk-
lab.jp/post/%E5%8C%85%E8%A3%85%E3%81%8A%E3%82%88%E3%81%B3%E5%8C%85%E8%A
3%85%E5%BB%83%E6%A3%84%E7%89%A9%E8%A6%8F%E5%89%87%EF%BC%88ppwr%EF%B
C%89%E3%81%AE%E6%A6%82%E8%A6%81

- Q715.HA& D & EU ~EatH L 7= 3 fb o 2B 3 2 I REEEEMLICoWwT  (2025/05/16)

— https://www.tkk-lab.jp/post/q715-
%E6%97%A5%E6%9ICHACWE3%81%8B%E3%82%89eu%E3%81%B8%E8%BC%B8%E5%87%BA%
E3%81%97%E3%81%9F%E9%83%A8%E5%93%81%E3%81%AE%E5%8C%85%E8%A3%85%E6%9
D%90%E3%81%AB%E9%96%A2%E3%81%99%E3%82%8B%E6%8B%A1%E5%A4%A7%E7%94%9
F%E7%94%A3%E8%80%85%E8%B2%AC%E4%BB%BB%E3%81%AB%E3%81%A4%E3%81%84%
E3%81%A6

- Q716.DEHP #&F T 58 H o EU @iicowT (2025/05/30)
— https://www.tkk-lab.jp/post/q716-
dehp%E3%82%92%E5%90%AB%E6%9C%89%E3%81%99%E3%82%8B%E8%A3%BD%E5%93%81
%E3%81%AEeu%E8%BC%B8%E5%87%BA%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6

- Q.721 HEICE T LMo EERE (GHS % 8 i) 122 T Q&A Ag#ix 7z, (2025/07/25)
— https://www.tkk-lab.jp/post/q-
721%E4%B8%AD%E5%9B%BD%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E5%8C%96
%E5%AD%A6%E5%93%81%E3%81%AE%E5%88%86%E9%A1%9E%E5%9F%BA%E6%BA%96%E
3%81%AB%E3%81%A4%E3%81%84%E3%81%A6

- FBRESEERICE T 2 REEEM[E L £ DEMICONT (2025/08/05)
— https://www.tkk-
lab.jp/post/%E5%8A%B4%E5%83%8D%E5%AE%89%E5%85%A8%E8%A1%9B%E7%94%9IF%E6%
B3%95%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E6%BF%83%E5%BA%A6%E5S%9F %
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https://www.jcia-bigdr.jp/jcia-bigdr/login
https://www.nikkakyo.org/node/1219
https://www.j-lri.org/
https://www.j-lri.org/pdf/20250829_LRI_kenkyu_houkoku_program.pdf
https://www.tkk-lab.jp/post/%E5%8C%85%E8%A3%85%E3%81%8A%E3%82%88%E3%81%B3%E5%8C%85%E8%A3%85%E5%BB%83%E6%A3%84%E7%89%A9%E8%A6%8F%E5%89%87%EF%BC%88ppwr%EF%BC%89%E3%81%AE%E6%A6%82%E8%A6%81
https://www.tkk-lab.jp/post/%E5%8C%85%E8%A3%85%E3%81%8A%E3%82%88%E3%81%B3%E5%8C%85%E8%A3%85%E5%BB%83%E6%A3%84%E7%89%A9%E8%A6%8F%E5%89%87%EF%BC%88ppwr%EF%BC%89%E3%81%AE%E6%A6%82%E8%A6%81
https://www.tkk-lab.jp/post/%E5%8C%85%E8%A3%85%E3%81%8A%E3%82%88%E3%81%B3%E5%8C%85%E8%A3%85%E5%BB%83%E6%A3%84%E7%89%A9%E8%A6%8F%E5%89%87%EF%BC%88ppwr%EF%BC%89%E3%81%AE%E6%A6%82%E8%A6%81
https://www.tkk-lab.jp/post/%E5%8C%85%E8%A3%85%E3%81%8A%E3%82%88%E3%81%B3%E5%8C%85%E8%A3%85%E5%BB%83%E6%A3%84%E7%89%A9%E8%A6%8F%E5%89%87%EF%BC%88ppwr%EF%BC%89%E3%81%AE%E6%A6%82%E8%A6%81
https://www.tkk-lab.jp/post/q715-%E6%97%A5%E6%9C%AC%E3%81%8B%E3%82%89eu%E3%81%B8%E8%BC%B8%E5%87%BA%E3%81%97%E3%81%9F%E9%83%A8%E5%93%81%E3%81%AE%E5%8C%85%E8%A3%85%E6%9D%90%E3%81%AB%E9%96%A2%E3%81%99%E3%82%8B%E6%8B%A1%E5%A4%A7%E7%94%9F%E7%94%A3%E8%80%85%E8%B2%AC%E4%BB%BB%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q715-%E6%97%A5%E6%9C%AC%E3%81%8B%E3%82%89eu%E3%81%B8%E8%BC%B8%E5%87%BA%E3%81%97%E3%81%9F%E9%83%A8%E5%93%81%E3%81%AE%E5%8C%85%E8%A3%85%E6%9D%90%E3%81%AB%E9%96%A2%E3%81%99%E3%82%8B%E6%8B%A1%E5%A4%A7%E7%94%9F%E7%94%A3%E8%80%85%E8%B2%AC%E4%BB%BB%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q715-%E6%97%A5%E6%9C%AC%E3%81%8B%E3%82%89eu%E3%81%B8%E8%BC%B8%E5%87%BA%E3%81%97%E3%81%9F%E9%83%A8%E5%93%81%E3%81%AE%E5%8C%85%E8%A3%85%E6%9D%90%E3%81%AB%E9%96%A2%E3%81%99%E3%82%8B%E6%8B%A1%E5%A4%A7%E7%94%9F%E7%94%A3%E8%80%85%E8%B2%AC%E4%BB%BB%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q715-%E6%97%A5%E6%9C%AC%E3%81%8B%E3%82%89eu%E3%81%B8%E8%BC%B8%E5%87%BA%E3%81%97%E3%81%9F%E9%83%A8%E5%93%81%E3%81%AE%E5%8C%85%E8%A3%85%E6%9D%90%E3%81%AB%E9%96%A2%E3%81%99%E3%82%8B%E6%8B%A1%E5%A4%A7%E7%94%9F%E7%94%A3%E8%80%85%E8%B2%AC%E4%BB%BB%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q715-%E6%97%A5%E6%9C%AC%E3%81%8B%E3%82%89eu%E3%81%B8%E8%BC%B8%E5%87%BA%E3%81%97%E3%81%9F%E9%83%A8%E5%93%81%E3%81%AE%E5%8C%85%E8%A3%85%E6%9D%90%E3%81%AB%E9%96%A2%E3%81%99%E3%82%8B%E6%8B%A1%E5%A4%A7%E7%94%9F%E7%94%A3%E8%80%85%E8%B2%AC%E4%BB%BB%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q715-%E6%97%A5%E6%9C%AC%E3%81%8B%E3%82%89eu%E3%81%B8%E8%BC%B8%E5%87%BA%E3%81%97%E3%81%9F%E9%83%A8%E5%93%81%E3%81%AE%E5%8C%85%E8%A3%85%E6%9D%90%E3%81%AB%E9%96%A2%E3%81%99%E3%82%8B%E6%8B%A1%E5%A4%A7%E7%94%9F%E7%94%A3%E8%80%85%E8%B2%AC%E4%BB%BB%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q716-dehp%E3%82%92%E5%90%AB%E6%9C%89%E3%81%99%E3%82%8B%E8%A3%BD%E5%93%81%E3%81%AEeu%E8%BC%B8%E5%87%BA%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q716-dehp%E3%82%92%E5%90%AB%E6%9C%89%E3%81%99%E3%82%8B%E8%A3%BD%E5%93%81%E3%81%AEeu%E8%BC%B8%E5%87%BA%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q716-dehp%E3%82%92%E5%90%AB%E6%9C%89%E3%81%99%E3%82%8B%E8%A3%BD%E5%93%81%E3%81%AEeu%E8%BC%B8%E5%87%BA%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q-721%E4%B8%AD%E5%9B%BD%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E5%8C%96%E5%AD%A6%E5%93%81%E3%81%AE%E5%88%86%E9%A1%9E%E5%9F%BA%E6%BA%96%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q-721%E4%B8%AD%E5%9B%BD%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E5%8C%96%E5%AD%A6%E5%93%81%E3%81%AE%E5%88%86%E9%A1%9E%E5%9F%BA%E6%BA%96%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q-721%E4%B8%AD%E5%9B%BD%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E5%8C%96%E5%AD%A6%E5%93%81%E3%81%AE%E5%88%86%E9%A1%9E%E5%9F%BA%E6%BA%96%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/q-721%E4%B8%AD%E5%9B%BD%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E5%8C%96%E5%AD%A6%E5%93%81%E3%81%AE%E5%88%86%E9%A1%9E%E5%9F%BA%E6%BA%96%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/%E5%8A%B4%E5%83%8D%E5%AE%89%E5%85%A8%E8%A1%9B%E7%94%9F%E6%B3%95%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E6%BF%83%E5%BA%A6%E5%9F%BA%E6%BA%96%E5%80%A4%E3%81%A8%E3%81%9D%E3%81%AE%E9%81%8B%E7%94%A8%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/%E5%8A%B4%E5%83%8D%E5%AE%89%E5%85%A8%E8%A1%9B%E7%94%9F%E6%B3%95%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E6%BF%83%E5%BA%A6%E5%9F%BA%E6%BA%96%E5%80%A4%E3%81%A8%E3%81%9D%E3%81%AE%E9%81%8B%E7%94%A8%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/%E5%8A%B4%E5%83%8D%E5%AE%89%E5%85%A8%E8%A1%9B%E7%94%9F%E6%B3%95%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E6%BF%83%E5%BA%A6%E5%9F%BA%E6%BA%96%E5%80%A4%E3%81%A8%E3%81%9D%E3%81%AE%E9%81%8B%E7%94%A8%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
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BA%E6%BA%96%E5%80%A4%E3%81%A8%E3%81%9D%E3%81%AE%E9%81%8B%E7%94%A8
%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6

- REACH #ifll®> PFAS HfilfRI2 S CEH O EH (2025/09/26)
— https://www.tkk-
lab.jp/post/reach%E8%A6%8F%ES5%89%87%E3%81%AEpfas%E9I%A1%IEWE5%88%B6%E9%99%9
0%E6%8F%90%E6%A1%88%E6%96%87%E6%9B%B8%E3%81%AE%E6%9B%B4%E6%96%B0

2-7. JAMP (7 —5 4 Z A= 3Y A v M EERGESD)
- chemSHERPA & U X } (Ver.2.11.00) DET & 7 — X {FR % Y — A (V2R1.01.0) ABH T 3E
(2025/03/25)
— https://chemsherpa.net/news/declarable/?p=4466
+ chemSHERPA-AI/CI 7 4 v 7~ =a 7 A& 5.1 fx_Y —n V2R1.01.0 5ft) 2 2806d,  (2025/06/09)
— https://chemsherpa.net/news/chemsherpa/?p=4564
- ECHA %5 33 X SVHC (3#E) DiEMfEH (2025 456 A 25 HARK) (2025/07/01)
— https://chemsherpa.net/news/declarable/?p=4586
- REACH % 35 X SVHC P8 (IFF) i 5t 3% chemSHERPA BHH RE U 2 b~ IB#REHR

(2025/09/10)
- chemSHERPA
— https://chemsherpa.net/news/declarable/?p=4655
—E*x

— https://chemsherpa.net/wp-
content/uploads/2025/09/SVHC_2025%E5%B9%B49%E6%9C%88%E7%AC%AC35%E6%AC%A1%
EF%BC%88%E4%BB%AE%EF%BC%89%E3%83%91%E3%83%96%E3%82%B3%E3%83%A1%E7%
89%A9%E8%B3%AA%E8%8D%89%E6%A1%8820250910.pdf

- chemSHERPA ¥ ENH (Y — N V2R1 WIS) # AL £ L 7=, (2025/09/10)
— https://chemsherpa.net/news/chemsherpa/?p=4692

- WS ERAYEOEMR S L ERIGE - FIRICBE T2 04 £ v 2 [ AT - ALyix B

mnlC 28 3 TR E] (55 3.1 fR)JEEEIR B D (2025/10/15)

— https://chemsherpa.net/news/jamp/?p=4707
-JAMPCMP 2 v Y — v 7 L~  https://cmp-consortium.com/news/top/?p=5388

- chemSHERPA 7 — ZERSZ Y — 1 V2R1.03.0 DABARHAIX 2026 £ 4 A 10 HEDO ¥ E T,
(2026/03/11)
— https://cmp-consortium.com/news/chemsherpa/?p=6497

15

—@&LNo. 15 -


https://www.tkk-lab.jp/post/%E5%8A%B4%E5%83%8D%E5%AE%89%E5%85%A8%E8%A1%9B%E7%94%9F%E6%B3%95%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E6%BF%83%E5%BA%A6%E5%9F%BA%E6%BA%96%E5%80%A4%E3%81%A8%E3%81%9D%E3%81%AE%E9%81%8B%E7%94%A8%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/%E5%8A%B4%E5%83%8D%E5%AE%89%E5%85%A8%E8%A1%9B%E7%94%9F%E6%B3%95%E3%81%AB%E3%81%8A%E3%81%91%E3%82%8B%E6%BF%83%E5%BA%A6%E5%9F%BA%E6%BA%96%E5%80%A4%E3%81%A8%E3%81%9D%E3%81%AE%E9%81%8B%E7%94%A8%E3%81%AB%E3%81%A4%E3%81%84%E3%81%A6
https://www.tkk-lab.jp/post/reach%E8%A6%8F%E5%89%87%E3%81%AEpfas%E9%A1%9E%E5%88%B6%E9%99%90%E6%8F%90%E6%A1%88%E6%96%87%E6%9B%B8%E3%81%AE%E6%9B%B4%E6%96%B0
https://www.tkk-lab.jp/post/reach%E8%A6%8F%E5%89%87%E3%81%AEpfas%E9%A1%9E%E5%88%B6%E9%99%90%E6%8F%90%E6%A1%88%E6%96%87%E6%9B%B8%E3%81%AE%E6%9B%B4%E6%96%B0
https://www.tkk-lab.jp/post/reach%E8%A6%8F%E5%89%87%E3%81%AEpfas%E9%A1%9E%E5%88%B6%E9%99%90%E6%8F%90%E6%A1%88%E6%96%87%E6%9B%B8%E3%81%AE%E6%9B%B4%E6%96%B0
https://chemsherpa.net/news/declarable/?p=4466
https://chemsherpa.net/news/chemsherpa/?p=4564
https://chemsherpa.net/news/declarable/?p=4586
https://chemsherpa.net/news/declarable/?p=4655
https://chemsherpa.net/wp-content/uploads/2025/09/SVHC_2025%E5%B9%B49%E6%9C%88%E7%AC%AC35%E6%AC%A1%EF%BC%88%E4%BB%AE%EF%BC%89%E3%83%91%E3%83%96%E3%82%B3%E3%83%A1%E7%89%A9%E8%B3%AA%E8%8D%89%E6%A1%8820250910.pdf
https://chemsherpa.net/wp-content/uploads/2025/09/SVHC_2025%E5%B9%B49%E6%9C%88%E7%AC%AC35%E6%AC%A1%EF%BC%88%E4%BB%AE%EF%BC%89%E3%83%91%E3%83%96%E3%82%B3%E3%83%A1%E7%89%A9%E8%B3%AA%E8%8D%89%E6%A1%8820250910.pdf
https://chemsherpa.net/wp-content/uploads/2025/09/SVHC_2025%E5%B9%B49%E6%9C%88%E7%AC%AC35%E6%AC%A1%EF%BC%88%E4%BB%AE%EF%BC%89%E3%83%91%E3%83%96%E3%82%B3%E3%83%A1%E7%89%A9%E8%B3%AA%E8%8D%89%E6%A1%8820250910.pdf
https://chemsherpa.net/wp-content/uploads/2025/09/SVHC_2025%E5%B9%B49%E6%9C%88%E7%AC%AC35%E6%AC%A1%EF%BC%88%E4%BB%AE%EF%BC%89%E3%83%91%E3%83%96%E3%82%B3%E3%83%A1%E7%89%A9%E8%B3%AA%E8%8D%89%E6%A1%8820250910.pdf
https://chemsherpa.net/news/chemsherpa/?p=4692
https://chemsherpa.net/news/jamp/?p=4707
https://cmp-consortium.com/news/top/?p=5388
https://cmp-consortium.com/news/chemsherpa/?p=6497
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3. Bt coBHBMN

3-1. Za—»xpn
3-1-1. EPFEIHE IEC62474
CONRPECREIL Y S o TwETH? (2016 4F 2/25)
— http://j-net21.smrj.go.jp/well/rohs/qa/478.html

3-2. BRM
3-2-0. EU £fo8h%
- BRMES 1T, BT S 94/62/EC 2ot - T 2 [ LU aEREEYICEE T 2581
(EU) 2025/40] (BEMAI/PPWR) ALz, FHANZ, 2 H 11 HIcHEsh L, 2026 4 8 f 12
H2 5 EU &k clEE#EH S 5, (2025/01/22)
T FEIEY) & B IC 2040 4F £ TIT 2018 4EHE T 15%IK & ¢ &R HZE % 3%0E. % DERICANT
FEDEWIEC T 7 2 F v 7 ek, aEor/NRb, BEMEORREHIR, A e
OB, IKREERBET R EZED T 5,
F - R OERMESEE T, BREWEOHR. VYA gk coso ki, I RF v o
UE~O—FHEUETD Y 94 7 AR, EUBOME 7 VKRR % &2 #HMNT 5,

<11 A 26 H, WINES (EU) 3. 79 2F v 7L v FHE (EU) 2025/2365 # i L7, <
Am 725y 7 OIFEMIBRHED 3FHICKERFERE o TWE T IAF vy 7Ly FITD
WL HUD S EEEE ik S ICHRHIRG ISR & IR DR IERE & 25T HRMEE M 5,

PRINZE B 22 (3 AR D@ Y) 72 M D 72 0 DIESE - Gl FEM % 2026 4 12 H 17 H £ TI/ER - ffit
+2 (175) . FHEANIA 20 HEo 12 A 16 HicFER L. 2027 4£ 12 A 17 HA*5 EU &8¢
EEHEH S5, (2025/11/26)

3-2-1. REACH &
- ECHA's Integrated Regulatory Strategy achieves its goal - high production volume chemicals
Screened (2024/10/23)

— https://echa.europa.eu/-/echa-s-integrated-regulatory-strategy-achieves-its-goal-high-production-

volume-chemicals-screened
[ECAH . #AHHENE (IRS) 2019~2023 O 6 KimfiEH 2 R L. ®AEERER 4,100 Y
B (2018 FicHlE AKE 100 + ) &L 6,000 EE 7V —T{Ick YV R ) —=v 7%k
FEhEL 1,900 F et LT Y X7 B8 /AL E FIROLEHSHEREh, 5530028 E
TI L 2 FMBMVELHMEI NG, hd. 2EDK 60% 13 Z 1WA EOITULAAEE Ll < 7z,
S 1YWHE 1 o JFRlICE D 2 LD T L LTWw 5,
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http://j-net21.smrj.go.jp/well/rohs/qa/478.html
http://data.europa.eu/eli/reg/2025/40/oj
http://data.europa.eu/eli/reg/2025/40/oj
http://data.europa.eu/eli/reg/2025/2365/oj
https://echa.europa.eu/-/echa-s-integrated-regulatory-strategy-achieves-its-goal-high-production-volume-chemicals-screened
https://echa.europa.eu/-/echa-s-integrated-regulatory-strategy-achieves-its-goal-high-production-volume-chemicals-screened
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- WMHEAEET (ECHA) 1%, #iHI (EC) No1907/2006 (REACH #HI) o ffiffE#E XVII o
Entry78 & LTI I T W2 EBKR ) ~—Ho~ 4 7 v 77 xF v 7 (synthetic polymer
microparticles ; SPM) (2T, Y43 Entry OHllIREMHEDH 11 HE X U 12 HICHE I N T 25
SEDRIBRD LG~ DOBMERDICEIT 5 CGEHEZ LR L 72, (2025/04/16)

REACH ic, KU ~—n ATz,

- ECHA CHEM now includes regulatory data on chemicals (2025/09/16)
— https://echa.europa.eu/-/echa-chem-now-includes-regulatory-data-on-chemicals

[ECHA 13, EU RADILEME T — % _—2 L 7% [ECHA CHEM]| © 3 [MIHOHREZET L=
T L %FFE L7, ECHA CHEM TiE, FEHE > OIRIBEINAT -2 LK 7 m v X CERE Nz
HHzHe %z BIE L THVRAED DT b, SRIOILRTIILLT O 4 DOERFIOWE ) R + &
UL 7 1 & 225800 & Lz,

- REACH #H1] : HIRYE L HIR 7 v+ 2, Zn¥E., SVHC, YE

- BOEbKIE R (DWD) : WIN+EY 7 4 79 2+ (EUPL)

- CLP i} : 38fnft /38 (CLH) & CLH 7'm =2

- POPs #iHl] : POPs (18%) ¥l

- CoRAP D3t HIAE N B,

- ECHA’s Member State Committee December meeting highlights (2025/12/15)
— https://echa.europa.eu/-/echa-s-member-state-committee-december-meeting-highlights
OSVHC $87E% D RIE

- n-hexane (CAS RN : 110-54-3) % #fifEaztk # RYILIC SVHC ~DIFET 2 C & 2 PIE

+ 4,4’-methylenediphenol (Bisphenol F) (CAS RN : 620-92-8) & SVHC f57€ # HU [

- 4,4'-[2,2,2-trifluoro-1- (trifluoromethyl) ethylidene]diphenol and its salts (CAS RN : 1478-
61-1) ® SVHC ~of5iE (i o H MR

ORAINKME~DRE (5B 13 RE1E) e

- 2-tert-Butyl-6-(5-chloro-2H-benzotriazol-2-yl)-4-methylphenol (UV-326) (CAS RN :
3896-11-5)

- 2-(2H-Benzotriazol-2-yl)-4-(1,1,3,3-tetramethylbutyl)phenol (UV-329) (CAS RN : CAS :
3147-75-9)

- Triphenyl phosphate (CAS RN : 115-86-6)

+ 2-(dimethylamino)-2-[ (4-methylphenyl) methyl]-1-[4- (morpholin-4-yl) phenyl]butan-1-one
(CAS RN : 119344-86-4)

- ECHA consults on recommending four substances for REACH authorization (2026/02/02)
— https://echa.europa.eu/-/echa-consults-on-recommending-four-substances-for-reach-authorisation
[ECHA (Z. REACH HHNCHE S KEFNEWE & L CUT4WEZFEL, X7 Vv 7avin
T—vaviREHLTEY, InoOMHDOHEDOHE, B zmET &, ¥ 774 F2—v
DHLEERICIR 2 HHREEL RO T0DE, a2y MEHEARIZ. 58 2H. )
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https://echa.europa.eu/documents/10162/17233/microplastics_reporting_system_requirements_en.pdf
https://echa.europa.eu/documents/10162/17233/microplastics_reporting_system_requirements_en.pdf
https://echa.europa.eu/documents/10162/17233/microplastics_reporting_system_requirements_en.pdf
https://echa.europa.eu/documents/10162/17233/microplastics_reporting_system_requirements_en.pdf
https://echa.europa.eu/-/echa-chem-now-includes-regulatory-data-on-chemicals
https://echa.europa.eu/-/echa-s-member-state-committee-december-meeting-highlights
https://echa.europa.eu/-/echa-consults-on-recommending-four-substances-for-reach-authorisation
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« Bumetrizole (UV-326) (CAS RN : 3896-11-5)

- 2-(2H-benzotriazol-2-yl)-4-(1,1,3,3-tetramethylbutyl)phenol (UV-329) (CAS RN : 3147-75-9)
- Triphenyl phosphate (CAS RN : 115-86-6)

+ 2-(dimethylamino)-2-[ (4-methylphenyl) methyl]-1-[4- (morpholin-4-yl)phenyl]butan-1-one
(CAS RN : 119344-86-4)

3-2-1-1. SVHCEH:#=
- Substances of very high concern identification (2025/09/01)
— https://www.echa.europa.eu/substances-of-very-high-concern-identification
[Hi7z1c SPERE (n-~F % v (CasN 110-54-3) &) ZEEaWHE (SVHO) &Y 2 M icE
W5 EPRFEI N, BREEIF 2025/10/16 £ T,

- ECHA adds one hazardous chemical to the Candidate List (2025/11/05)
— https://echa.europa.eu/-/echa-adds-one-hazardous-chemical-to-the-candidate-list-2
[ECHA i3, REACH BAIicE-D { BAINREMYWE (SVHC) HiZzicblTo 1 \EEBML 7.
Z 1C Candidate List ICINE I N T 2WE X 251 B L o7z, ]
1,1'-(ethane-1,2-diyl)bis[pentabromobenzene] (DBDPE) (CAS RN : 84852-53-9)

- <REACH>ECHA adds two hazardous chemicals to the Candidate List (2026/02/04)
— https://echa.europa.eu/-/echa-adds-two-hazardous-chemicals-to-the-candidate-list-1
[REACH | o @8 (SVHC) i) % b i 2 tho B EEWEEME vz, SR
n-hexane & 4,4'-[2,2,2-trifluoro-1-(trifluoromethyl) ethylidene]diphenol X 8 % D, |

3-2-1-2. Authorisation BEE#

3-2-1-2-1. Y ¥4 7 viE PVC 0 R]EEE (2018/11/23~)
- Plastic Planet srl (3, PO Z 12 fFCERK L T/ 23, W {ELe OBED H Y |
commission 237 IR B L 7, GEVIZRE D 2 REA R I N7z (20214E9H) 23, R IWER
M7 (B Bfrbh vy,

* (RPAZ> B D7) Plastic Planet srl withdrew their Application for Authorisation of DEHP

in July 2023. This was not updated on the ECHA website for a long time, however we reported
on this in our November 2024 report. (2025/04/02)

+ Summary of European Commission Decisions on authorisations for the placing on the market for
the use and/or for use of substances listed in Annex XIV to Regulation (EC) No 1907/2006 of the
European Parliament and of the Council concerning the Registration, Evaluation, Authorisation and
Restriction of Chemicals (REACH) (2026/02/11)

— https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=0]J:C_202600736

[ERMZE 413, REACH #HTICH-D { bis(2-ethylhexyl) phthalate (DEHP) (CAS RN : 117-81-7)

~
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https://www.echa.europa.eu/substances-of-very-high-concern-identification
https://echa.europa.eu/-/echa-adds-one-hazardous-chemical-to-the-candidate-list-2
https://echa.europa.eu/-/echa-adds-two-hazardous-chemicals-to-the-candidate-list-1
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ:C_202600736
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@ﬁﬂﬁj (immediate packaging of medicines and medical devic) %EE? % H&E 75_’./&\% L7 o)
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2025 4E 4 H Wi

Reference
of the
decision_(?)

Date of
decision

Substance
name

Holder of the
authorisation

Authorisation
number

Authorised use

Date of
expiry of
review
period

Reasons for
the decision

C(2026)
595

4 February
2026

bis(2-
ethylhexyl)
phthalate
(DEHP)
(EC

No 204-
211-0;
CAS
No117-81-
7

Baxter S.A.,
Boulevard René
Branquart 80,
7860 Lessines,
Belgium

REACH/26/2/0

Formulation of bis(2-
ethylhexyl) phthalate
(DEHP) mixtures for
application in
immediate packaging
of medicines and
medical device

14 December
2031

n accordance with
Article 60(4) of
Regulation (EC)
No 1907/2006, the
socio-economic
benefits outweigh
the risk to human
health and the
environment from
the use of the
substance and there
are no suitable
alternative
substances or
technologies.

Vantive
Manufacturing
Limited,
Moneen Road,
Mayo, F23
XR63 Castlebar,
Ireland

REACH/26/2/1

Baxter (Malta)
Trading Co Ltd,
A4T7 Marsa
Industrial estate,
MRS3000 Marsa,
Malta

REACH/26/2/2

Gambro Dasco
SpA., Via
Modenese 66,
41036 Medolla,
Emilia-Romagna
Italy

REACH/26/2/3

Baxter S.A.,
Boulevard René
Branquart 80,
7860 Lessines,
Belgium

REACH/26/2/4

Use of bis(2-ethylhexyl)
phthalate (DEHP)-
containing plastics for
immediate packaging of
medicinal products

Vantive
Manufacturing
Limited, Moneen
Road, Mayo, F23
XR63 Castlebar,
Ireland

REACH/26/2/5

Baxter (Malta)
Trading Co Ltd,
A47 Marsa
Industrial estate,
MRS3000 Marsa,
Malta

REACH/26/2/6

Gambro Dasco
SpA., Via
Modenese 66,
41036 Medolla,
Emilia-Romagna
Italy

REACH/26/2/7

Baxter S.A.,
Boulevard René
Branquart 80,
7860 Lessines,
Belgium

REACH/26/2/8

Use of bis(2-ethylhexyl)
phthalate (DEHP)-based
mixtures as a
lubricating/sealing agent
for the insertion of port
closures into empty bags
and assembly/connection
of parts, that are used in
immediate packaging of
medicines

14 December
2028

Vantive
Manufacturing
Limited, Moneen
Road, Mayo, F23
XR63 Castlebar,
Ireland

REACH/26/2/9

Baxter (Malta)
Trading Co Ltd,
AA4T Marsa
Industrial estate,
MRS3000 Marsa,
Malta

REACH/26/2/10
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https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ:C_202600736#ntr2-C_202600736EN.000101-E0002
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Gambro Dasco REACH/26/2/11
SpA., Via
Modenese 66,
41036 Medolla,
Emilia-Romagna
Italy

3-2-1-2-2. DEHP ez
- ECHA O T B ICE T 2158 Y 41 + <, DEHP 0FREZLUT <8 A 2 HicHEL 7=,
Adopted opinions and previous consultations on applications for authorisation - ECHA (europa.eu)
Z DGR, LA T D, Additional informatuion DBFIC, [ Request for withdrawal of the application
received on 17 March 2023 ] #3%flahcwiz, zhick s e, [DEZAIZZ D 3 & (‘usel’,
‘use 2’ , ‘use3’) ETOHBORBFICHIILZzDC, FAHFL TV A2 OLLTORAHEL
RYTF3, | ELTw3, (2023/03/17)

3-2-1-3. Community rolling action plan (CoRAP ) by ECHA3
SVHC, N RWHE ORIt L, i

- <REACH > Draft Community Rolling Action Plan (CoRAP) update for years 2026-2028
— https://echa.europa.eu/
(2026 225 2028 FETO I Ia =7 4 v—Y V7{TEIEHE (CoRAP) BHENSARI N, A
RIERSUIEREE~D ) X 7 3%Eb L 5 28 VPH Ziddl. 1 WE I R 3 ., BT XY 8 PE 2
BB, (2025/12/12)
— https://echa.europa.eu/documents/10162/879660/draft_corap_update_2026-
2028 en.pdf/01102836-365a-4215-6027-9562c4460235

- CoRAP (2026-2028) BEZR~D = AR (2026/02/13)
OYra T
- Bis(2-propylheptyl) phthalate (CAS RN : 53306-54-0) (fth 6 ¥1'&)

3-2-1-4. RMOA : Risk Management Options Analysis (2013~)
Bl o LB T T 5.

3-2-1-5. IS usBaE
2020 4 10 HICBINB B BFHER L 72 [Fifii AlRetE 0 72 0 oL 2y e kg | 4 (AT TERINESE:
Vg ) <k, TR EHFERAEWEICTT 20R#E] 2 HWE LT, VXA Z7EHE~D I
727 71 —F (Generic Risk management Approach) DYLRZIE T T3, Thabb, R Bl
Bl b5, R, LR, FTAL RE, 8 SoHEER NI, PA - B I TFERDOHE
FeME. ARSI R I8 % 5 2 2 AlRelE. #o et Rk M AEMEELE A T 2% 0 E 2R
L EPEB G EN TR W L2 ERT 2. LwH T ZRLTWwS, (2020/10)

https://environment.ec.europa.eu/strategy/chemicals-strategy_en
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https://echa.europa.eu/applications-for-authorisation-previous-consultations/-/substance-rev/5653/term
https://echa.europa.eu/documents/10162/c37233ad-df10-9ae4-b524-f06dd7583fe1
https://echa.europa.eu/documents/10162/c37233ad-df10-9ae4-b524-f06dd7583fe1
https://echa.europa.eu/
https://echa.europa.eu/documents/10162/879660/draft_corap_update_2026-2028_en.pdf/01102836-365a-4215-6027-9562c4460235
https://echa.europa.eu/documents/10162/879660/draft_corap_update_2026-2028_en.pdf/01102836-365a-4215-6027-9562c4460235
https://environment.ec.europa.eu/strategy/chemicals-strategy_en
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ZOHT, THMEERL LTINYHDNZHIEL LCEER ICUTO 5 fEfidiRl Tw b,

@ WHO OERICEDWT, MHYLRERLS & RAEYERTIC O W TT TICHUE S -tk ikt o
W, N d K GLTE OFEWR TSI 05 5 % — Vil 2 L. 2 T CoEfIcEA
T2 L RRET D,

@ Nrihds CELVE L. FHE SN, HEEEN CELEIN, Rt o TRART HB T L
DEEHE N TV 2B ICOAERTE 2 X 51T %,

@ REACH CTIEHICBEERIN2WED AT ) — L LTRSS CEEZEAT 22 LItk b,
& O REZ L3 5,

@ LSRR OIEREF Z ST R OsRb T2 2 ek Y, Nowr L BLWE DR EZEE 1T % 72
DI, YR ool aEHREFIHTE 5 X5 icd 2,

@ VHORI ) —=vreFdlEEE L <. Nawh ELEICBE T 2 H % A3 277 HEORFE & L
DAL ENES 5,
3-2-1-6. Restriction
- Rolling List of (groups of) substances for restriction updating Annex I to the Restrictions

Roadmap under the Chemicals Strategy for Sustainability SWD(2022)128 (2024/07/03)

— https://ec.europa.eu/docsroom/documents/60674

— https://circabc.europa.eu/ui/group/a0b483a2-4c05-4058-addf-2a4de71b9a98/library/cac4a33d-

e83c-43ea-b5fd-206668dae691/details

[BINZE B2 id. BRMEE AT RE LA B & ic 0 < REACH BAlic B 3HlRe— F~=y 70

BRI % FASRIE L 72, )

Pool 1: Planned restrictions not yet on the Rol for restriction

4. Pool 1 -Anticipated Commission request to ECHA (##: (2024/07/03))

file:///C:/Users/yanase_n/Downloads/AP11.3_AOB_CA_32_2025_RestrictionsRoadmap_amendm

ent_2025-CARACAL%20(1).pdf (30/06/2025)

Subject of | Group Known | Uses in scope | Additional information Anticipate
planned restriction | or Industrial (I) d year of
restriction | or potentia | Professional inclusion
proposal number of | 1 hazards | (P) in the Rol
substance Consumer for
s to be (C) Articles restriction
restricted (A)
4.1 | PVCand | Group Multiple | A Possible mandate to ECHA fora | Q3 2024
its hazard restriction dossier preparation as
additives properti followup from the published
es investigation report on PVC and
PVC additives?
4.1 | PVCand | Group Multiple | A Possible mandate to ECHA fora | TBD
its hazard restriction dossier preparation as | (ToBe
additives properti followup from the published Determined)
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https://ec.europa.eu/docsroom/documents/60674
https://circabc.europa.eu/ui/group/a0b483a2-4c05-4058-addf-2a4de71b9a98/library/cac4a33d-e83c-43ea-b5fd-206668dae691/details
https://circabc.europa.eu/ui/group/a0b483a2-4c05-4058-addf-2a4de71b9a98/library/cac4a33d-e83c-43ea-b5fd-206668dae691/details
file:///C:/Users/yanase_n/Downloads/AP11.3_AOB_CA_32_2025_RestrictionsRoadmap_amendment_2025-CARACAL%20(1).pdf
file:///C:/Users/yanase_n/Downloads/AP11.3_AOB_CA_32_2025_RestrictionsRoadmap_amendment_2025-CARACAL%20(1).pdf
https://ejje.weblio.jp/content/To+Be+Determined
https://ejje.weblio.jp/content/To+Be+Determined
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investigation report on PVC and
PVC additives5 .

4.4

Ortho-
phthalates
(C4-Ce)

Group

R,ED

P,C A

From ECHA'’s assessment of
regulatory needs on phthalates.
Possible restriction via Article
69(1) extending the existing
restriction on 4 phthalates in
articles. Restriction may cover in
addition to phthalates on Annex
XIV some other ortho-phthalates
currently under the group work
in ECHA. Ongoing study for
developing the dossier for CLH
and/or SVHC identification for
around 40 C4-C6 ortho-
phthalates could be used to
complement the restriction.
France is preparing a group
entry for C4- C6 phthalates
and plans to submit the CLH
report in 2024, RAC opinion
earliest September 2025.

Not before
Q42025

4.4

Ortho-
phthalate
s (C4-
C6)

Group

R, ED

P,C A

From ECHA'’s assessment of
regulatory needs on phthalates.
Possible restriction via Article
69(1) extending the existing
restriction on 4 phthalates in
articles. Restriction may cover
in addition to phthalates on
Annex XIV some other ortho-
phthalates currently under the
group work in ECHA. Ongoing
study for developing the
dossier for CLH and/or SVHC
identification for around 40
C4-C6 ortho-phthalates could
be used to complement the
restriction. France is preparing
a group entry for C4- C6

phthalates and plans to submit

Not
before Q4
2025
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the CLH report in 2024, RAC
opinion earliest September
2025.

- G/TBT/N/EU/1097 Draft Commission Regulation amending Regulation (EC) No 1907/2006
of the European Parliament and of the Council as regards carcinogens, germ cell mutagens or
reproductive toxicants subject to restrictions. (2024/11/22)

— https://eping.wto.org/en/Search?domainlds=1&distributionDateFrom=2024-11-
20&distributionDateTo=2024-11-25&viewData=G%2FTBT%2FN%2FEU%2F1097

(IR & 7x 2 FEHBAMYE, EEMREREEYE R CEEEEYE (CMR) % REACH#
Al MR XVILISEM S 3 WERICO VT WTO/TBT il 8# & 7z, | BREEER
2025/01/21 ¥ <, |

- EEB (European Environmental Bureau, NGO) & 10 Fif& [REACH #HlicEo<{ PVC kU'%
DEHHA ORI - HFIFE X OEBHFTE 50 ? | (2024/06/05)

2022 FFAFHE L ZE AR L 7225, BIRFRICTITHIRICIERE Twaw, Zhicxf LT, NGO 23
RZfERL T2,

 ENDS EUROPE [PVC tHMAICSH Y 5 2 HIRIZERRICEN S, | (2024/07/08)
https://www.endseurope.com/article/1924648/possible-restriction-pvc-additives-delayed-indefinitely
INEE S, SelbifE S L E R OBRE RIS, HAFINFYE e —Y v 7Y X b
DYETIRE AR L 720 BT TIE. BINLEYE R (ECEA) 1< PVC & Z oifshnilic B3 2 #ii#
MO % ZRET 5820 [TBD] (RE) & ¥nTw 5,

c0-7 AABITZF N (C4~6, Subgroup4) ICoWT, 20264 1 H 26 H ECHA i3, ZA—7¢&
LCosni (CEi#EME 1B, b PN LR 1. BREEN o < ELIHER 1D & ekic i L 7=,

fotlvix 3 A 27 H, (2026/01/26)
https://echa.europa.eu/harmonised-classification-and-labelling-consultation/-/substance-
rev/81004/term

CLH ##5 : https://echa.europa.eu/documents/10162/0b8cf464-5ca2-cb06-d1b4-2c686cd721eb
b MERICO W TR, N Bl ROBIRICOWTOW W2 flL%E . grouping/
category approach IC X D, Hf{o-7 XA 2T VOFARUL L 7208 (A0lEtE 1B, & N
2 CELPEIR 1, BREEN A CELEEIR 1) ZH2E L T3, (C4-C6 & mERRFED)

3-2-2. CLP B§#&
- ECHA provides advice on new hazard classes for substances and mixtures (2023/04/20)

— https://echa.europa.eu/-/echa-provides-advice-on-new-hazard-classes-for-substances-and-mixtures
[ECHA i, 20224 12 H 19 Hic AR S h/-E1E CLP Al RAHANR 4 A 20 HicHsh L7z Z
ERZIT, TVRY ) —REHRL .|
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https://eping.wto.org/en/Search?domainIds=1&distributionDateFrom=2024-11-20&distributionDateTo=2024-11-25&viewData=G%2FTBT%2FN%2FEU%2F1097
https://eping.wto.org/en/Search?domainIds=1&distributionDateFrom=2024-11-20&distributionDateTo=2024-11-25&viewData=G%2FTBT%2FN%2FEU%2F1097
https://www.endseurope.com/article/1924648/possible-restriction-pvc-additives-delayed-indefinitely
https://echa.europa.eu/harmonised-classification-and-labelling-consultation/-/substance-rev/81004/term
https://echa.europa.eu/harmonised-classification-and-labelling-consultation/-/substance-rev/81004/term
https://echa.europa.eu/documents/10162/0b8cf464-5ca2-cb06-d1b4-2c686cd721eb
https://echa.europa.eu/-/echa-provides-advice-on-new-hazard-classes-for-substances-and-mixtures
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(474 F] Re&KIETIE,
ED HH1 : & F 0P L2 R & 2 2 WS
EDHH2: b b 0o L ZFEHR S ¢ 25
ED ENV 1 : B~ ALt % 3558 & & 2 mIREtE
ED ENV 2 : BE~A2 e  ALELFHR T ¢ 358
PBT (Persisten, Bioaccumulative, and Toxic) : B4, EEEM:. FH
vPvB (very Persistent, very Bioaccumulative) : & Y B, & » EEENE:
PMT (Persistent, Mobile, and Toxic) : Bioaccumulative) : X b E5rRtE. &V BEBYE
KRERORIANGEROFEF L Iz 5] &2 3 Redk:
vPvM (very Persistent, very Mobile) : X » #orfitt, X v BEhik:
REIRDIFE i REIKTEROFEF & I8 D "Rt
DHFEBEL TH Y, HMWEIL 20255 H 1 H, BIFEWHE I 2026 FF 11 H 1 H2 5, #7
BUEAYNZ 2026 45 A 1 H, BEFRAI 2028 45 A 1 H2 & Yeg i Icfit > THM%EE
fid s LREFLIND, YEBEICHE D) A XY AOWETIE 2024 FITTFEINT VB 72
O, EINFETEHBUTONA LV ZABFAFREE LTH Y, T/, BFKEICH: S IUCLID ofE
1EIE 2024 SEBICFEINT W3S,

- Harmonised classification and labelling consultations (2025/12/15)
— https://echa.europa.eu/harmonised-classification-and-labelling-consultation

[ECHA i3, CLP BRlicES CRAML I W7=208 - RRREBEICUT 4PEZREL. <7V v o=
vIrLT—vavEfLE, 3 Ay MREERIZ, 2026 4£2 A 13 H, |

« brodifacoum (ISO); 4-hydroxy-3-(3-(4" -bromo-4-biphenylyl)-1,2,3,4-tetrahydro-1-

naphthyl)coumarin (CAS RN : 56073-10-0)

« fluoxapiprolin (ISO); 2-{3-[2-(1-{[3,5-bis(difluoromethyl)-1H-pyrazol-1-yl ]Jacetyl}-4-
piperidinyl)-1,3-thiazol-4-yl]-4,5-dihydro-1,2-oxazol-5-yl }-3-chlorophenyl methanesulfonate (
CAS RN : 1360819-11-9)

- reaction products of phosphoryl trichloride and methyloxirane [1]; tris(2-chloro-1-

methylethyl) phosphate [2]; bis(2-chloro-1-methylethyl) 2-chloropropyl phosphate [3]; bis(2-
chloropropyl) 2-chloro-1-methylethyl phosphate [4]; tris(2-chloropropyl) phosphate [5]; any

individual stereoisomer of the substances listed above and any combination thereof [6] (CAS

RN : 1244733-77-4 [1] 13674-84-5 [2] 76025-08-6 [3] 76649-15-5[4] 6145-73-9 [5] - [6])

» Tris[2-chloro-1-(chloromethyl)ethyl] phosphate (CAS RN : 13674-87-8)

3-2-2-1. CLH (Harmonised classification and labelling)
- BLEE . AR, JIIT =3 =13, AR, BREEZ S VL XV TSFL 720110, GBRAaYE CREY o
L., RNV VT H30EDLRD B,
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https://echa.europa.eu/harmonised-classification-and-labelling-consultation
https://www.bing.com/ck/a?!&&p=1eb30c9f8db67279d4978d0ac4571259cd07fac6ba1dfca2ad191142028116abJmltdHM9MTc0MTczNzYwMA&ptn=3&ver=2&hsh=4&fclid=31b638cc-25b1-6a2b-2fb1-2aa7245b6bcf&psq=CLH&u=a1aHR0cHM6Ly9lY2hhLmV1cm9wYS5ldS9yZWd1bGF0aW9ucy9jbHAvaGFybW9uaXNlZC1jbGFzc2lmaWNhdGlvbi1hbmQtbGFiZWxsaW5n&ntb=1

2026 -3 H 24 H (K) kR 0—2 2025 4 4 J H T

ROBEOENAF—F (CMR, WRGRBEWE) . LT — 24 7 — 2 TOfMOPEICH L <,
DL IRY v e, WYY AT r =V AV P EREIRDDICT B 72011, EU BN < IZ IR
LTV REEDH 5,
< SR L 7250 FEIE CLP B0 Annex VIIIGIF CH O, 2D X5 RWECZ D X 5 hWHE & DRAY
DETOREE, MAE, LW Ta—F -t Lo TEHINRT IR D R,

- CLH i, CLP ® Annex VICHfEZ ¥V P ) =X NTWAWI ZOWHE, Sk, BFEOHFML 25825
2b DT, HileERBD Y. FizmRER - BINFEELRH V. £, pBICHEERZHINL D, Hn
EHFEO T — 2 03 HFHE S N7z T LIS W TICH L TIREINDIRETH 5,
- Member State competent authority (MSCA), K\ (%, #LEE, WiAE. RO TF2—+ =2, 3
PrE o, ECHA ic CLH proposal Zf2HiT& 3, Z#ITRD 3 DDGEICEL 5,
Z OYIE 2 CMR, 80 (IR SRIEEIE <5 2 54
EU L~V T2 OYEDREPMMDAF —F 27 7 2 LTHBETH 5 2 & PIESLE nzigs
EROEMT T, BMFOZ Y P Y —ic—2, BHWwid, TNE VS OW V=27 I 22N TMA 256
- MSCAs D ADHRETE %,
CLPHHI T co L AYEIIN L Th, BFOFNz Yy P —2SET T2 enTE S,
G, Booeid, EYRER S P OEEYE < H 2354,
- Steps of the CLH process

Adopted
Consultation RAC

Dossier

submission
Opinion
RAC
- Inclusion
opinion

Accordance
In Annex

VI

intention

check development

+ Intention

CLH ® 7w+t x|x, MSCA, #i&#, EWA#. KWIIT2—3%—Ic k% CLH dossier % #{fi 3 %
intention # ECHA 2352 \JH( 5 C & 22 HiiE 5, —H., intention 232 JHON2 &, VWHDOHILF = v
7 BEBI ., £ Dk, ECHA 3% D website EICEFKD intention # NFKT 5,

BEETE O 2 oY ICB 3 2 YER 2 SR L. [FRFICEARLL B3R CPrE IC L TiRE T 51K
% T % 72 91C intentions Z AR T 5, i, UFZWHICOWTRE I Nl — FofIcBE S 214
WEET2HDIE. OB TOYADER T CLHIEEZ I L Cw a MikICERE 2 {Ed720ic o
HMEDZOT LB TEDL, T/, avIroRPICZDO L) RiERERMT LR TE 5,
3-2-3. RoHS B
3-2-3-1. Category 8 (EHHEAREH)
3-2-3-2. RoHS2 4k 7 u & X
3-2-3-3. RoHS2 i Sl o 5B

25

—&LNo. 25 -



202643 H 24 H (k) lk 0—2 2025 4F 4 ]

3-2-3-4. RoHS3 1t
3-2-4. BbH 2 EHHE
- MEPs back stricter rules to ensure children’s toys are safe (2024/02/13)
— https://www.europarl.europa.eu/news/en/press-room/20240212IPR17615/meps-back-stricter-

rules-to-ensure-children-s-toys-are-safe
[ &Y AR 0 REMRICH T 2B REE T2 EHT 2 RAUESEMRS THRINS 1,
EHARIZ, AW AWEFOREEYE OEREILSE,

+ <Toy Safety> COMMUNICATION FROM THE COMMISSION TO THE EUROPEAN
PARLIAMENT pursuant to Article 294(6) of the Treaty on the Functioning of the European Union
concerning the position of the Council on the adoption of a regulation of the European Parliament
and of the Council on the safety of toys and repealing Directive 2009/48/EC (2025/10/14)

— https://eur-lex.europa.eu/legal-
content/EN/TXT/?uri=COM:2025:635:FIN&qid=1760491388814

[ BRI E R B O BRI K B4 2009/48/EC D BEIR IR T 2 HFE A DIIFIT O WT, FRME
A DOPRREICBE 3 2 5556 294 558 6 THICH D L BINZ B2 6 BRNNGRE ~ DIRES BT X 117z, |

- <Toy Safety >Regulation (EU) 2025/2509 of the European Parliament and of the Council of 26
November 2025 on the safety of toys and repealing Directive 2009/48/EC (Text with EEA relevance)
— https://eur-lex.europa.eu/legal-
content/EN/TXT/?uri=CELEX%3A32025R2509&qid=1742354794775
[BRMBLE & 25 H 2009/48/EC % BEIL 3 2 RINBA R CEBELBIAINERATR I N, 3
2026/01/01 (—fiki% 2030/08/01). |

CWINEREZ THb b 2 OREMN SR TF L b OB Z ML T 5 720 OFHLAN & BN
(2025/11/26)
https://www.europarl.europa.eu/news/en/press-room/20251120IPR31494/toy-safety-parliament-

adopts-new-rules-to-enhance-child-health-protection

A, BBICERASNDIYMEIZ DT CMR EZHEFEIEL TW=DIZR L, AN CLP RAITIY N b < ELMBE L EITHERT B,

218 D5 $8 (3R AN 2025/2509) 218D 5 $8 (356 2009/48/EC)
FEMAM, ETEHATERMERIEEEEM (CMR) ATTY) | AN, EEMMEERER (XEESHE
1A 1B X[E 2 (CMR) A73Y 1A, 1B X% 2

‘R MBI AT 1 T 2
-HERMESREEHNTI) 1 BRIEKEX I REFIED
WIFhAIZHENT

R RAEE AT 1

3-2-5. [EREpREREE
- Update - SCHEER guidelines phthalates (2024/06/18)

— https://health.ec.europa.eu/latest-updates/update-scheer-guidelines-phthalates-2024-06-18_en
26
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https://www.europarl.europa.eu/news/en/press-room/20240212IPR17615/meps-back-stricter-rules-to-ensure-children-s-toys-are-safe
https://www.europarl.europa.eu/news/en/press-room/20240212IPR17615/meps-back-stricter-rules-to-ensure-children-s-toys-are-safe
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=COM:2025:635:FIN&qid=1760491388814
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=COM:2025:635:FIN&qid=1760491388814
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32025R2509&qid=1742354794775
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32025R2509&qid=1742354794775
https://www.europarl.europa.eu/news/en/press-room/20251120IPR31494/toy-safety-parliament-adopts-new-rules-to-enhance-child-health-protection
https://www.europarl.europa.eu/news/en/press-room/20251120IPR31494/toy-safety-parliament-adopts-new-rules-to-enhance-child-health-protection
https://health.ec.europa.eu/latest-updates/update-scheer-guidelines-phthalates-2024-06-18_en
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[SCHEER (Scientific Committee on Health, Environmental and Emerging Risks) @ 7 Z LT %
FAFECET 254 P74 VvAEH XNz, | (2024 SERRDTEE L7z, B L IZISHRR)

3-2-6. EFSA (European Food Saftye Agency) . (&MEMAEIE)
- FCM Regulation DEETHE L X7 ¥ 2 —
BN R AR (FCM) MIfl I BIESUER CTH 5, Lo Ladi b, #ifz 20 Offf5Ess
Commission IC X o T I, HHIKIEDER ZT A L Twd, —Did, 20244 ICFiG X
N, DG SantelC ZFL I N TH 22, CHIFFCMD I 774 F = — vV ICELERELEL T
VAMET B LICESEYTTnE, b 00K, tho —ooBRoMFICES Y Tk
e DT—2 7N—T%FOZ LI THAL I, TNODIEF. EBREZRMEMENCE TS X5,
Z LT, BATT 2WE %3l 3 2 BRicWE % #5532 (prioritisation of substances) Z & Tdh 5,
202344 H 17 H i Bifi# & 2172 Chemical Watch Food Contact Regulations Europe conference C., DG

Sante @ Jonathan Briggs (ZLL T D X 9 12k _7=, BIFEEEIL TV D UET DOERHM (impact

assessment) [$20244EKR, Hi\» i2025$7€ﬂuﬁ IRARINDHTHAH, HIZ, Z O impact
assessment D L B = — % 20244E5H OEEEH% OFH LV commissioners DNE(LEZE I Z &5,

- <BPA>Commission adopts ban of Bisphenol A in food contact materials (2024/12/19)
— https://food.ec.europa.eu/food-safety-news-0/commission-adopts-ban-bisphenol-food-contact-
materials-2024-12-19_en

[RINT B X BRI ~o e X7 2 7 — A (BPA) OERZEIEZFIRL 72 § Ot E» 8 H
xh,

- Re - assessment of the risks to public health related to the genotoxicity of styrene present in plastic
food contact materials (2025/06/10)
— https://www.efsa.europa.eu/en/efsajournal/pub/9473

— https://www.efsa.europa.eu/en/plain-language-summary/re-assessment-risks-public-health-

related-genotoxicity-styrene-present
- EEX
— https://efsa.onlinelibrary.wiley.com/doi/10.2903/j.efsa.2025.9473
[EFSA X, 7' 7 2 F v 7 BRI ICHFTES 2 XF L~ (CASRN : 100-42-5) OBEIGEMH
ICBRE S B AREE Y R 7 OFFHERHRICOVWTARL . |

- iR EE (FCM) o ic BB KOBITT 234 2 ub X UF/ 77 2F v 27 (MNP)

DRI T 2 AL R T 2 HIN Tk L v 2 — 2 AR L %, (2025/10/21)
@O FCM offifitic~4 7075 25 v 7 BRHE I N2 3003 H 5,
@ WHDFEIZ, BERECEER E OB A L 25 5 W IdHE RS2 H 3 2Rc X 2 3
DTH b,
@ FHERMEIXD 225, FBEOMHERIZS K DIETHE I N TV ALY bI1Z 22 ichin,
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https://food.ec.europa.eu/food-safety-news-0/commission-adopts-ban-bisphenol-food-contact-materials-2024-12-19_en
https://food.ec.europa.eu/food-safety-news-0/commission-adopts-ban-bisphenol-food-contact-materials-2024-12-19_en
https://www.efsa.europa.eu/en/efsajournal/pub/9473
https://www.efsa.europa.eu/en/plain-language-summary/re-assessment-risks-public-health-related-genotoxicity-styrene-present
https://www.efsa.europa.eu/en/plain-language-summary/re-assessment-risks-public-health-related-genotoxicity-styrene-present
https://efsa.onlinelibrary.wiley.com/doi/10.2903/j.efsa.2025.9473
https://www.efsa.europa.eu/en/supporting/pub/en-9733
https://www.efsa.europa.eu/en/supporting/pub/en-9733
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3-2-7. JKHHH] Priority substances - Water - Environment - European Commission (europa.eu)
3-2-8. WFD (BESEME4)

+ SCIP (Substances of Concern In articles as such or in complex objects (Products)
3-2-9. {LRE S H

- Commission Regulation (EU) 2025/877 of 12 May 2025 amending Regulation (EC) No

1223/2009 of the European Parliament and of the Council as regards the use in cosmetic products of

certain substances classified as carcinogenic, mutagenic or toxic for reproduction (2025/05/13)
— https://eur-lex.europa.eu/legal-
content/EN/TXT/?uri=CELEX%3A32025R0877&qid=1742354794775
MEbERIc BT 2/ ED CMR (B3 AN, ZRIFHIIEMENE) WE OFERICBIF 3 BRMLEE
R OBIERERAR S Nz, SUENAEFIESE I LU ok, fR, FFraEo ) X Mg
IEXR UGB, $%H ik 2025/06/02,

3-2-10. E-PRTR
- E-PRTR 1% 2007 4Eic 2 &2 — F L. Z @, Industrial Emissions Directive (IED) & & & i1C HE X
ns,
REACH T @ SVHC % water framework directive N CTOPE d xR L L CGEIMX N5, E-PRTR
7 — ZEMOEARBAL, REPERBICHHE I 2R CcH 2 T TH 5, RPADHISIR
Y Tix, E-PRTR 7 — &3, % ORESER~OP 2RI € 2O A vy —L LTHe LR
Tw20THY, BlifE, b P ~ORBREEZFEHT 203N THE DT TRV, (RPA)
* Microplastics in Danube Region Drinking Water (2025/03/10)
— https://environment.ec.europa.eu/news/microdrink-removing-microplastics-drinking-water-
2025-03-10_en
[ <Water Pollution> <Plastics> F F Y JI[HBOKEIKD~4 70 77 RF v 7| L#ETIHED
B I N7, KE, FFICFF YO ~A4 7 v 72 25y 7 ROEH L ERROUGE R Hig
L C\» % MicroDrink Project IBH3 2% 3 @, |
3-2-11. SCHEER (Scientific Committee on Health, Environmental and Emerging Risks)

3-2-12. w% - BEFEREYHA (PPWR)

- Call for Evidence for Substances in packaging and packaging waste (2025/09/17)
— https://echa.europa.eu/cfe-substances-in-packaging-and-packaging-waste

[ECHA 13, 0% - WBERERYHA (PPWR) icESKEEME (SoC) ORFE L X D7 D

EERERINBESPOERINTE D, ZHICHIGT 2 720l - o SoClcown»THK R

T FANKE =W LT T Y RORMEZ KT 2 X7 ) v 7 avHrTr—va v EEHL L

5, Xy MEHEARIZ, 10 A 28 H, NRF LAY 7T T4 ¥ —, SEM A - —, WAL,

gl GHE T =9 — BEEVEM/ ) A 7 7 —F1Aa, B, NGO, mn¥EN %
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https://ec.europa.eu/environment/water/water-dangersub/pri_substances.htm
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32025R0877&qid=1742354794775
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32025R0877&qid=1742354794775
https://environment.ec.europa.eu/news/microdrink-removing-microplastics-drinking-water-2025-03-10_en
https://environment.ec.europa.eu/news/microdrink-removing-microplastics-drinking-water-2025-03-10_en
https://echa.europa.eu/cfe-substances-in-packaging-and-packaging-waste
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bEENDS, E/2. Ticld EU/EEA NN R 723, BAEEHR %G 3 2 IF EU D F:465 5 D1EH
fRftb s L LT3,

- PPWR FziEREica i 7281 %, PPWRICIZ 23 O FENKE I LD,
A cEENIB0b 2PEOWME] G 5 5(2) (2025/10/01)
https://echa.europa.eu/calls-for-comments-and-evidence/-/substance-rev/80414/term
[V 34 7 VEEHE D A 2 RS (A (V34 2 vidR) B (IRE#EA) ,C (NER) ) ©
el | (CF 6 5:(4) THoICDMEHLL 725 L 7 4 VIS RIE AL Rl o RHEAR I T B,
(2025/09/**) https://guidelines.ceflex.eu/resources/

3-2-13. Z Dfth
- <Plastic Pollution>5 things you should know about single-use plastics (2025/07/01)
— https://environment.ec.europa.eu/news/5-things-you-should-know-about-single-use-plastics-
2025-07-01_en
MTHREFER T R2F v 2O THIo T RE 52002 L] LET IHEI I NI,

. 32 million tonnes of plastic waste per year in Europe

. 80% of marine litter is plastic
. Plastic caps in Top 10 single—use plastics on beaches

. A plastic bottle will live more than 6 times longer than you

a » 0N =

. 40 % less single—use plastics on EU coastlines (2021—2025)

- Consulting the REACH Committee members on a Draft Commission Implementing Regulation
amending Regulation (EC) No 340/2008 on the fees and charges payable to the European Chemicals
Agency pursuant to Regulation (EC) No 1907/2006 of the European Parliament and of the Council
on the Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH)

— https://ec.europa.eu/transparency/comitology-
register/screen/meetings/CMTD%282025%291408/consult?lang=en

[WINZE B 20%. REACH F+i % 1B L C ECHA 2383 K€ 19.5% Dl Lif %17 5 FH# I %1
DWW OMEED S IER R ER 2K 2 ek % bAth L 72, | (2025/07/25)

- <Plastics > Can the plastics sector become more sustainable? (2025/08/11)

— https://joint-research-centre.ec.europa.eu/jrc-news-and-updates/can-plastics-sector-become-

more-sustainable-2025-08-11 en
[T 2F v VEXE%Z X VFEATRERDDICTE 30 ? ] LETIMMEESTFRNE v £ —
(JRC (Joint Research Centre: EU Science Hub)) DEZEHEMEH & 17z,

Only a limited percentage of plastic waste is recycled.

How to reduce the environmental impact of plastics.
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https://echa.europa.eu/calls-for-comments-and-evidence/-/substance-rev/80414/term
https://guidelines.ceflex.eu/resources/
https://environment.ec.europa.eu/news/5-things-you-should-know-about-single-use-plastics-2025-07-01_en
https://environment.ec.europa.eu/news/5-things-you-should-know-about-single-use-plastics-2025-07-01_en
https://ec.europa.eu/transparency/comitology-register/screen/meetings/CMTD%282025%291408/consult?lang=en
https://ec.europa.eu/transparency/comitology-register/screen/meetings/CMTD%282025%291408/consult?lang=en
https://joint-research-centre.ec.europa.eu/jrc-news-and-updates/can-plastics-sector-become-more-sustainable-2025-08-11_en
https://joint-research-centre.ec.europa.eu/jrc-news-and-updates/can-plastics-sector-become-more-sustainable-2025-08-11_en
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- <PIC>COMMISSION STAFF WORKING DOCUMENT Synthesis Report on the Operation of
Regulation (EU) No 649/2012 concerning the export and import of hazardous chemicals for the
period 2020 - 2022 Accompanying the document Report from the Commission to the European
Parliament, the Council, the European Economic and Social Committee and the Committee of the
Regions Summary of the Synthesis Report on the operation of Regulation (EU) No 649/2012
concerning the export and import of hazardous chemicals for the period 2020-2022  (2025/09/30)

— https://eur-lex.europa.eu/legal-
content/EN/TXT/?uri=CELEX%3A52025SC0278&qid=1742354794775
[BINEB AR & v 7EFCE - AECEDE R A IS 28 (PICHA) 0EMICET 2

BEWEE. RV, BXE BUNEE220WIIES, BlREA WINRF TR B2 RO HRE
Bo~oiEE, 2020 £ 5 2022 FF coWEIC 1T 2 PIC B OER ICBET 2 AMEEOE
) Mg nrz, | 2o, DEHP 28) 2 M B> T 3,

3-2-14. ECHA-W
- ECHA Weekly - 2 April 2025 (2025/04/02)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-2-april-2025
[REACH] LT 3WERED 7N — v v 20T X 28I = — XS 5 2 AN 3K
- VEkullEEE 7L VY
©224- P AFARYEV-13-VF—LiROTRT L
ceF=Y Yy (AFLvYT =Y VSO D)

- ECHA Weekly - 9 April 2025 (2025/04/09)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-9-april-2025
[Zfth] UF 79ERED 70— v 7 X % Bl = — XEHEifG R % FR
B LR TTES
cPIU T2 NKRRKZY LR T P77 2 =R AR LG
P N
© 7 = ZVRIRIERIE T v a — v & Z o EliE T A T v
- VY LKROZDILEY)
B R OBRRAEIE e Fax e T Iy (AyT7ax) =T IvEADb D)
- T IVEmRNXIE (T IvERUYe Faxy) Kinflikz—7 1
- ECHA Weekly - 16 April 2025 (2025/04/16)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-16-april-2025
[Z D] AT 4 WE#ED 7 v — v v 70 X % B = — XFHIASE R % 3
AREREME DX A v B R0 v T ALY
« b—=nF A
- 7 v FURENIR ALK SR
*224-P Y RAFARYRV-13-VF—NVHRKRD T ATV
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https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A52025SC0278&qid=1742354794775
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A52025SC0278&qid=1742354794775
https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-2-april-2025
https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-9-april-2025
https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-16-april-2025
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- ECHA Weekly - 30 April 2025 (2025/04/30)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-30-april-2025
[Z D] LIT 1 WERED 7 v — v v 7 X % Bl = — XFHlifS R %2 &
SR T I Ny VB X OHEER
- ECHA Weekly - 7 May 2025 (2025/05/07)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-7-may-2025
[Z D] LIT 1 WERED 7 v — v v 70 X % B = — XEHifS R %2 &
CAFLVIT=YV
- ECHA Weekly - 25 June 2025 (2025/05/25)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-25-june-2025
[Z D] LUF 6 WERED 7 — v v 20T X 3 Bl = — X5Hlifs 5 %2 5%
v =y T — L RTERME
- N Yy L EZ o LAY
- Vv, 2oy, HAY. s X MEEREONA A v EED Y VIEOE
cTraxy (AR RIET LR L) ROERE7ea T e Ty
crmmR7 A IXY =/ )T VR
-7 Ve Faxovr 7 FEBEER
- ECHA Weekly - 13 August 2025 (2025/08/13)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-13-august-2025
[REACH] I F D 7' — ¥ v 7SR 2R -« 133
s AN R VTR L I T v 3 = h b DJEIRT X T v
RV LMY TV AR ZOE Fud 7 2 2 A DS OFEEE
c RBHKD Y 7Ty v ik O GBEUEROA Y 2~ —

- ECHA Weekly - 17 September 2025 (2025/09/17)
— https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-17-september-2025
[Z D] LUF 2¥WERED 70— v v 20T X 5 Bl = — X3S 5 &2 0 3%
A= = b 7 A
CEEHTAFATATE P,

3-3. XKE

3-3-1. TSCA B
CENTWE T EAABIATADY) RAIFMEOR T Y 2 —ABNERI N, (2024/12/10)

https://www.epa.gov/chemicals-under-tsca/epa-announces-schedule-tsca-

risk-evaluations-phthalates

TER, LT oy,
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https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-30-april-2025
https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-7-may-2025
https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-25-june-2025
https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-13-august-2025
https://echa.europa.eu/view-article/-/journal_content/title/echa-weekly-17-september-2025
https://www.epa.gov/chemicals-under-tsca/epa-announces-schedule-tsca-risk-evaluations-phthalates
https://www.epa.gov/chemicals-under-tsca/epa-announces-schedule-tsca-risk-evaluations-phthalates
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DIDP (Final risk evaluation) : Mid-December 2024 . («— 202541 H3HV YV —X)

DINP (Final risk evaluation) : Early January 2025, (<« 20254E1H14HV Y —2X)

DCHP (draft risk evaluation) : Early January 2025, (<~ 202541 H7HVY J—X)

DIBP, DBP, DEHP, BBP (draft risk evaluation) : Spring 2025

- BEYERME (TSCA) icEo% 5 DL EWE D Y R 7 FHilli % Bisa (2024/12/18)

DREBRERET (USEPA) 1k, AEWENE (TSCA) ko %, B F 72 13vRetE o & 2 543
AV S REfEE LC, T PTATEF [CASN0.75-07-0], 72 Y =1 Y, [CASNo.107-
13-1). 7=V v [CAS No0.62-53-3). 4,4-AFL v 2 (2-7uuy7=1 ) [CASNo.101-14-
4(MBOCA)] . #i{be =1 [CAS No0.9002-86-2] %#EESCEYE (HPS) & L <. VX%
Bith 3 5 Z L 2R L 72, |

—  https://www.epa.gov/newsreleases/epa-begins-five-chemical-risk-evaluations-under-toxic-

substances-control-act-starts

- KEBRSERET (EPA) 13, AEWEHBGNE (TSCA) icikowT, 16 fF(LEYHE DRRE O K
S REVCET MR OMENRA IR I 2 m&HAZ /B LA L 72, 16 thofb a0 [RAKROfE#
B/ %4 cBA9 2 %2 (unpublished health and safety studies) | ®E L& XY & b @ EPA ~D g IR
%, 2025 4E 3 H 13 HA 5 2026 4£ 5 H 22 HICEHI L 72, 16 fFoft#Eiciz, ke =1 (VCM) 3 &
ENT2, (2025/06/09)

- TSCA T©o, DBP. DEHP o Draft Risk Evaluations (DRE) 23zF& X, 72 % (8 H 4
Rt h) 23564 b, (2025/06/04)
https://www.epa.gov/chemicals-under-tsca/epa-releases-draft-tsca-risk-evaluations-phthalates-dbp-and-
dehp-public#:~:text=Today%2C%20the%20U.S.%20Environmental%20Protection%
20Agency%20%28EPA%29%?20released,by%20the%20Science%20Advisory%20Committee%200n%20
Chemicals%20%28SACC%?29.

™

EPA Releases
Draft TSCA Risk E

S48 H 4 H~8 HichfiE X115 vBdic X 5 SACC (Science Advisory Committee on Chemicals)
EDRERET, BCREENKRDOENL 2 5,
( [5%#] DINP o84 : DRE (2024 45 8 H., SACC ([ 10 H) . S#&iRE®R (202541 H) )

draft risk evaluation risk evaluation
druft Cmulative risk evaluation Cmulative risk evaluation ]
DIBP 1202547 A31H
DBP 1202546 H4H
DEHP : 202546 H4H
BBP 120258 H1H
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https://www.epa.gov/newsreleases/epa-begins-five-chemical-risk-evaluations-under-toxic-substances-control-act-starts
https://www.epa.gov/newsreleases/epa-begins-five-chemical-risk-evaluations-under-toxic-substances-control-act-starts
https://www.federalregister.gov/documents/2025/06/09/2025-10410/certain-existing-chemicals-request-to-submit-unpublished-health-and-safety-data-under-the-toxic
https://www.federalregister.gov/documents/2025/06/09/2025-10410/certain-existing-chemicals-request-to-submit-unpublished-health-and-safety-data-under-the-toxic
https://www.epa.gov/chemicals-under-tsca/epa-releases-draft-tsca-risk-evaluations-phthalates-dbp-and-dehp-public#:~:text=Today%2C%20the%20U.S.%20Environmental%20Protection%　20Agency%20%28EPA%29%20released,by%20the%20Science%20Advisory%20Committee%20on%20Chemicals%20%28SACC%29
https://www.epa.gov/chemicals-under-tsca/epa-releases-draft-tsca-risk-evaluations-phthalates-dbp-and-dehp-public#:~:text=Today%2C%20the%20U.S.%20Environmental%20Protection%　20Agency%20%28EPA%29%20released,by%20the%20Science%20Advisory%20Committee%20on%20Chemicals%20%28SACC%29
https://www.epa.gov/chemicals-under-tsca/epa-releases-draft-tsca-risk-evaluations-phthalates-dbp-and-dehp-public#:~:text=Today%2C%20the%20U.S.%20Environmental%20Protection%　20Agency%20%28EPA%29%20released,by%20the%20Science%20Advisory%20Committee%20on%20Chemicals%20%28SACC%29
https://www.epa.gov/chemicals-under-tsca/epa-releases-draft-tsca-risk-evaluations-phthalates-dbp-and-dehp-public#:~:text=Today%2C%20the%20U.S.%20Environmental%20Protection%　20Agency%20%28EPA%29%20released,by%20the%20Science%20Advisory%20Committee%20on%20Chemicals%20%28SACC%29
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Cmulative : 2025 6 H 4 H
DEHP @ draft risk evaluation A3 : https://www.epa.gov/system/files/documents/2025-06/01-.-

dehp-.-draft-risk-evaluation-.-public-release-.-hero-.-may-2025.pdf

- EPA Announces Science Advisory Committee on Chemicals Meeting for Phthalates Undergoing
TSCA Risk Evaluation (2025/07/21)

— https://www.epa.gov/chemicals-under-tsca/epa-announces-science-advisory-committee-

chemicals-meeting-phthalates-0
[TSCA V R 27 FHlixf R D 7 2 M= 2 7 MEICBI S 2 LA E R R R H 2 (SACC) % Faf
T2 EORHEI MGE I N, BfiEl 2025/07/21,
- TSCA F<o, DIBP, BBP @ Draft Risk Evaluations (DRE) 234K (7 H31H, 8 A1
H) . »¥7ax (1FK#% 60 HRHMOUIY) 2% Hnrz, (2025/07/31, 8/1)

- <TSCA>EPA Releases Meeting Minutes and Final Report from Science Advisory Committee on
Phthalates (2025/10/06)

— https://www.epa.gov/chemicals-under-tsca/epa-releases-meeting-minutes-and-final-report-

science-advisory-committee-4
8 H 4~8 HFffE D 7 2 vig = 2 7 VI BT 2 (L EME R EERMEZE S (SACC) D@HFHR L R
REEEPAFEI N, WRE 2ok 7 XL A7 ik, DBP, DEHP, BBP, DIBP, DCHP. |
X#H — https://www.regulations.gov/document/EPA-HQ-OPPT-2024-0551-0167
“alvvavii, FLEOEBECT XD OWTHSEZRHL -, o 2ERE T, X<
T, Y —F. 2L TEENZY A Z7FHIIC LY Rzt L <<, ¥fic BBP, DIBP, ”
ZRELD O O  ZH)OZNED EUEHOEENTE L IR 0 X ). BHKzZSRe X
G5 v X 7). RAEAROHEIENGZ OFR : #). KEHOMEHOREOHFHORIMIC ST
X VKW NOAEL © (W% : 00Xk 2), A #E (Cumulative exposure) #Hfliz |, <4 707
TAF v 7 APLDIELFED Y A7 FHIiOXRIC |

- TSCA FTo V) 27 3#fi (DINP, DIDP) Ic#5i%i%, 20254 1 HicAE Iz, D, EPA

2. TSCA TTHflZhTwa ZhbbAYoHZE TR, HEE. id—Mo ALkl e b

BEZER D X5 &, SWIZEREICICN LT unreasonable risk 23 726 ¥ s\ Z & #HRE L 72,
(ACC 2025/12/15)

https://www.americanchemistry.com/industry-groups/high-phthalates/resources/us-epa-risk-assessments-confirm-safety-

of-most-uses-of-dinp-and-didp-regulated-under-tsca

- WASHINGTON - U.S. Environmental Protection Agency (EPA) announced today that it will
move to regulate dozens of applications of five widely used phthalate chemicals to address
environmental and workplace risks.

This decision is based on final risk evaluations, released today, for each of these chemicals: BBP,

DBP, DCHP, DEHP, and DIBP), commonly used to make plastics more flexible in everything from
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https://www.epa.gov/system/files/documents/2025-06/01-.-　　dehp-.-draft-risk-evaluation-.-public-release-.-hero-.-may-2025.pdf
https://www.epa.gov/system/files/documents/2025-06/01-.-　　dehp-.-draft-risk-evaluation-.-public-release-.-hero-.-may-2025.pdf
https://www.epa.gov/chemicals-under-tsca/epa-announces-science-advisory-committee-chemicals-meeting-phthalates-0
https://www.epa.gov/chemicals-under-tsca/epa-announces-science-advisory-committee-chemicals-meeting-phthalates-0
https://www.epa.gov/chemicals-under-tsca/epa-releases-meeting-minutes-and-final-report-science-advisory-committee-4
https://www.epa.gov/chemicals-under-tsca/epa-releases-meeting-minutes-and-final-report-science-advisory-committee-4
https://www.regulations.gov/document/EPA-HQ-OPPT-2024-0551-0167
https://www.americanchemistry.com/industry-groups/high-phthalates/resources/us-epa-risk-assessments-confirm-safety-of-most-uses-of-dinp-and-didp-regulated-under-tsca
https://www.americanchemistry.com/industry-groups/high-phthalates/resources/us-epa-risk-assessments-confirm-safety-of-most-uses-of-dinp-and-didp-regulated-under-tsca
https://links-1.govdelivery.com/CL0/https:%2F%2Fwww.epa.gov%2Fassessing-and-managing-chemicals-under-tsca%2Fphthalates/1/0100019b7663165b-4857c7f9-be70-4eb7-8159-d253e80096b8-000000/oQW5mtFB7-cwBORkAraH2s7VNPgoHP3E2PZAIBueR7s=438
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building materials to industrial applications. (2025/12/31)
O7 ZNBRT AT iE, v MERRICHE, &A% v RZIE, Ws AL S S 15 alTgen:
DBHHH, COEDY) ZAZFHEITIR, BTORBEL <AV FTIND ORFBEEIEL ko7,
OTSCA © V) 2 7 FHifi O &P IC & 2 i E# A& Tld. —M D A % IC unreasonable risk % KXIX3
L0 RHBEEHRBIED b N o7,

OEPA 1398 23R8~ D unreasonable risks Z{EJH < & 3 A ZFK T 3,

7 ZVIRT 2 T A Unreasonable risk to workers environmental risks
BBP: 2 conditions of use 7 conditions of use
DBP: 5 conditions of use 1 condition of use
DCHP: 2 conditions of use —
DEHP: 10 conditions of use 20 conditions of use
DIBP: 4 conditions of use) 7 conditions of use

+ EPA Announces Intent to Regulate Dozens of Uses of Five Phthalat Chemicals to Protect Workers

and Environment (2025/12/31)

— https://www.epa.gov/newsreleases/epa-announces-intent-regulate-dozens-uses-five-phthalate-

chemicals-protect-workers-and

[KE EPA i3, 507 ZABIATVICOWT, HBES X URELRET 30, EROAR
ZHMET2EMER LA L 2R Lz, BERNEYEIIUTOLE S, |

-V 7F A7 %L —F(DBP) (CASRN : 84-74-2)

- ER(Q2-=Fr~F )7 2L — +(DEHP) (CASRN : 117-81-7)

c TFARvY L7 2L — F(BBP) (CAS RN : 85-68-7)

- VA TFr7zL— L (DIBP) (CASRN : 84-69-5)

vy rzu~F L7 2L —+(DCHP) (CASRN : 84-61-7)

3-3-2. CPSIA2008 2k5E (CPSC) 2015 4E 3/16 (3/15]JPIA 22 2 v MRHFET)
3-3-3. CPSAF, 7AABIXTFMITNT 28 b kI BHERE
(CPSA (GH##HL5E) = Consumer Product Safety Act)
(CPSC (jHZrE#GERE %) =The U.S. Consumer Product Safety Commission)
- KE CPSC i3 DINP 0 &b b« RUFRAGEEEREELD 7 7 4 F AL — A 2R
ZERIE, CPSCO 7 XNVBI AT VD7 7 4 FAr—nicBL, #HFTBM R L 72 2 Do Ffi
2 LONMEERERDRRL -2 L2 TR L, B EHREAARORREE Y mth—2(4 % 0) T

L7, (2022/11/16)

3-3-4. Phthalate Work Plan, IRIS (Integrated Risk Information System) 1985~
{CEYE R, FEEYRE

- IRIS (Integrated Risk Information System) Z Db DD Y X7 L& L TCOHE (2025/03/25)
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3-3-5. FDA B# (Food and Drug Administration)
- KE FDA 13, &&EMAHE PL Bl T, UTOHM 2T L7, (2022/05/20)
O BUEHRHENRIC X 2 BB 7 2L — F 28 MO MBRFEBICOWT, RFARICLETRN &
BATEFE N TR W & RZBHLUCHIT L 7=,
@ BMEMA 7 21—+ 25 BICOWTERAEEN W & 2RISR L 72,
@ fhdEmH 7 21—+ 8f (DEHP,DINP,DIDP & ¥ DCHP 72 &) <D\ T {li fl FEREG HTR it
DML T % DA L 72, 12 A 27 H £ T

- FDA Advances Robust, Transparent Post-Market Chemical Review Program to Keep Food Supply
Safe and Healthy (2025/05/15)

— https://www.fda.gov/news-events/press-announcements/fda-advances-robust-transparent-post-

market-chemical-review-program-keep-food-supply-safe-and
CREfRSEERSE (FDA) 1, BUCHBicHE > Tw 2 BRLEME GFRCEBEEOBRIIE L
LEWE) o0 T, X VRACTHRRNABEE ne X 2B L A LR L7,

3-3-6. EPA B8:# (US Environmental Protecrion Agency )
- EPA Launches Biggest Deregulatory Action in U.S. History (2025/03/12)

— https://www.epa.gov/newsreleases/epa-launches-biggest-deregulatory-action-us-history

[EPA, XE ERROBFIRNK 2 5G] L ET sLE» B8RS i, ]

+ EPA Chemical Update ; i§fLEBY Z AV 7-BEBRZRO L. 203 FETICZ DTS5 27T 4 R
PETIRS, (2026/1/27)

2026 /£ 1 A 22 H. EPA ® Administrator T % Lee Zeldin IZ. LT D X 5 icib~x7-,

2035 EE CICEMTE T TELF o TCW/2—RX Trump BHETD I — V% 3E KT 5, £ DT — )L 13
FHHWIC L 2B ERERET 2L 05D THZ, TN Biden BHETHF v V2 TN T2 D
THYH, Zhic X >T, SO ITENEZ 2L, K 0EBEHYR Kb, t

Administrator T» % Lee Zeldin {3, EaWNTHEKL T2 LUK, BIWERZHO THHED ) — X —
#%5% T &7z, EPA @ Office of Chemical Safety and Pollution Prevention (OCSPP) 1%, & @&\ U
oA CEIT 2B T 2, CThick>T, BHEEYTHIMIAE (V¥ vV R, 7y b, K)
L7232 S T2 &8 T&E 3, “5ld Trump EPA 13, BIFANRESZEO 2 Ll &
CEINE BRI REICRE LT — A2 HIET, ” &. EPA @ dministrator T® % Lee Zeldin I1ZE - 7=,

While a minimal amount of animal testing is still required to support statutorily mandated regulatory
responsibilities to test certain chemicals, EPA will work in targeted ways to further reduce it however
possible and collaborate with other government agencies, researchers, and advocates to develop and

validate the use of alternative methods for toxicity testing.
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The Trump EPA has already made great strides undoing the animal testing damage of the Biden years

and meeting the ambitious 2035 goal.

EPA implemented the agency’s first-ever lab animal adoption program in April 2025 at one of its
premiere research laboratories in Research Triangle Park, North Carolina. Several animals, including two
rabbits, no longer needed for research purposes have been adopted by staff. EPA's Office of Applied
Science and Environmental Solutions (OASES), which operates animal care facilities, will continue

working to get more animals into loving homes.

Likewise, the number of rodents in OASES’ care has fallen from 466 rodents in April of 2025 to just 41

as of mid-November.

For the first time ever, EPA’s Office of Pollution Prevention and Toxics (OPPT) used high-
quality alternative scientific methods to animal testing in its cancer evaluations for dibutyl phthalate and

di(2-ethylhexyl) phthalate, sparing an estimated 1,600 mice and rats from undergoing lab experiments.

EPA also developed an alternative non-animal testing framework for identifying skin irritation and

corrosion hazards in chemicals that describes the agency’s preference for studies for using alternatives to

testing in live rabbits. This new framework supports EPA’s mandate under the Toxic Substances Control
Act to identify and develop alternatives to animal testing. The new framework is available in the agency’s

new chemicals reference library.

Leading on NAMs

In 2019, during the first Trump Administration, EPA issued a memo laying out the bold goal of
completely eliminating all mammalian study requests and funding by 2035, including those performed by
third parties. This goal is supported by recent scientific trends and technological advances and the wishes
of Congress. The 2016 amendments to TSCA added an explicit requirement for EPA to promote the
development and incorporation of methods that reduce or replace the use of vertebrate animals in agency

scientific testing, otherwise known as New Approach Methods (NAMs).

2016 £ TSCA OWET TR Mz SNz Dt YR ORMERERER DI 2 B2 WL 5.
B B B2 B BiBHFE e 0 i (2= 7 7'u —F i (NAMs : New Approach
Methods) & LTHIGNT W3, ) g+ 3 2L TH 3,

NAMs refers to technologies, methodologies, or approaches that can be used instead of vertebrate animal
testing to inform chemical hazard and risk assessments. These include in vitro tests, in chemico assays,

and in silico models. NAMs are functionally equivalent to “alternatives" to mammal testing.

The Trump EPA is well positioned to use NAMs to reduce animal testing requirements when appropriate
under existing law and scientifically defensible. While animal testing has played a role in scientific

advancement, NAMs offer many potential benefits over traditional animal testing methods:
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e NAMs can provide more relevant, rapid, and cost-effective information for evaluating human

adverse outcomes than findings in laboratory animals.

e Studies based on animal testing are not always reproducible, while NAM-based scientific tests are

repeatable and reproducible.

e NAMs position EPA to do even more gold standard science, allowing the agency to gather and
make decisions based on test endpoints, life stages, disease states, and health outcomes that

cannot be done in laboratory animals.

OCSPP is committed to using a three-pronged strategy to ensure the agency stays on track with phasing

out animal testing and meeting President Trump's 2035 goal:

1. Identify NAMs that can currently be used as an alternative to traditional animal testing.

2. Conduct a comprehensive review of agency guidance and the Code of Federal Regulations to

provide flexibility in fulfilling data requirements for toxicity assessments and issuing waivers to

further reduce animal testing requirements.

3. Encourage external researchers and data providers to use NAMs and apply for animal testing

waivers whenever possible.

The scientific community is moving away from animal testing, and huge advances in developing NAMs
have been made in recent years and are expected to accelerate. The Trump EPA will work to be at the
forefront of developing and incorporating advances in NAMs into its scientific framework to ensure

agency assessments and scientific work uses high quality, gold standard science.

3-3-6-1. Toxics Release Inventory (TRI) Program <« HZA® PRTR iZ#i4
(RAEHR Kk UCHugitt & DM 3 #EFl% (EPCRA : Emergency Planning and Community Right-
to-Know Act) ROVEYRH1F#EE (PPA : Pollution Prevention Act) 123D SREBEHDONR
& B LFERDY R b
(DEHP (2019) . DBP (2019) . BBP (-) DIBP (-) . DEHA (-) (DINP (-) )

+ EPA Chemical Update WASHINGTON — 4 H. EPA i%. 2023 ££® Toxics Release Inventory

(TRD &7 — 2 DEFKMT 2 AR Lz, (FH) CEWEOREHEIMET LA, —7. KE
DO GDP i3l 7z, 2oz kid. EPRIEEE (environmental performance) #5F Y A L X ¥
TWw3Zet%, ZLC, ARICEROBELERIETEZLEYE->Tw3, (2025/08/21)

3-3-6-2.  #kbkiE (SDWA)
3-3-7-1. 7Y 7 #A=TH. CA, Prop 65
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- SB-236 Cosmetics: chemical hair relaxers.(2025-2026) (2025/06/12)
— https://leginfo.legislature.ca.gov/faces/bill TextClient.xhtml?bill_id=202520260SB236
PCREA Y 7 4 v=T I EBEix, UFTYEEET~T Y 779 —0lGe%x 2 0 3 045 LM TE
b3 2E#Z AR L 72, |
WRYVE AT 0@ Y,
- Formaldehyde (CAS RN : 50-00-0)
- Isobutylparaben (CAS RN : 4247-02-3)
- Isopropylparaben (CAS RN : 4191-73-5)
- Cyclohexylamine (CAS RN : 108-91-8)
- Cyclotetrasiloxane (CAS RN : 556-67-2)
« Diethanolamine perfluorooctane sulfonate (CAS RN : 70225-14-8)
- Dibutyl phthalate (CAS RN : 84-74-2)
» Diethylhexyl phthalate (CAS RN : 117-81-7)
- Lily aldehyde (CAS RN : 80-54-6)
KEAY 7+ V=T MAEZ, UTVEZEL~T Y 7 273 —0MR5E% 2030 F2> 5 MACTEIET
BIEHICEA L, (2025/10/13)

CHT Y T AN =T DERIR, BUOORLEEE ILEMHEHK Y (7 2RI 2T v, EEAL
VOCs) D#BIRZERT %, %1% AB 1901 (California Diaper Ingredient Disclosure Bill) T,
Environmental Working Group, Consumer Reports and Children Now (NGO) 3 &L T\ 3,

(2026/03/11)

https://www.ewg.org/news-insights/news-release/2026/03/new-california-bill-would-require-diaper-

manufacturers-fully

3-3-7-2. 7v v kv

MOBEFEEVERORE CHT 25EE BEFS  SB5284) AIERcikfte LTl L 2, ARG
X, 2025 4E7 A 27 Hicqsha h s, Wb e X OGBS 2 IERAEFEER EIT (EPR) a2 J A
BET L EREFERCESMN T 2HNE L, KECTUEMOAEFEEET %2 E® 2 EE %2 HlE

TE57HHDOME 7577, (2025/05/17)
3-3-7-3. 24 Ml
3-3-7-4. = a—T— I

- Senate Bill S1548 (2025/12/19)

— https://www.nysenate.gov/legislation/bills/2025/S1548
PRE= 2 —3 =27 NHFE, =2 —a— 270 clikge TN 2 £BRAMIC PFAS, #i. 21272 L0
L2 E 2 EHNCRINT 2 2 & 2 25E T 5 ERICEA Lz, NEYWEIZLL T oMY, |
-t (CAS RN : 7439-92-1)
- 7k$R (CAS RN : 7439-97-6) & X VB HEALEY)
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kL7 Tse P (CASRN : 50-00-0)

- FUZuH% v (CASRN : 3380-34-5)

-tz (CASRN : 108-88-3)

- 2127 (CASRN : 14807-96-6 )

Y7572 —1 (CASRN : 84-74-2)

VT FANFILTEAMT 25 (CASRN : 117-81-7)

s TFAT A AF ATt F— 1 (CASRN : 80-54-6)

A Y TFn8F7 v (CASRN : 4247-02-3)

-4y 7aer,i7 v (CASRN :4191-73-5)

« 7F N85~ (CASRN : 94-26-8)

- 7oy (CASRN : 94-13-3)

- PFAS (E&IZ DAL d 120527 vy RILINLREBRETE2ET 7 v BUEBLY
Ve o )

3-3-7-5. 7—=A vV —M
+ SB632 - TO AMEND THE FOOD, DRUG, AND COSMETIC ACT; AND TO REQUIRE
WARNING LABELS FOR HAIR RELAXERS THAT CONTAIN CERTAIN CHEMICALS.
— https://arkleg.state.ar.us/Bills/Detail?2id=SB632&ddBienniumSession=2025%2F2025R
PRET =2 vy —iiE. AME~OFEGZEICEES 2L EZEL~T I 77— IcEEL S
_VE G b B BLEEE ICERBN T 5IEEEHIE L 72, (2025/04/21)

3-3-7-6. J—R2AuaF 4 FM
- Senate Bill 600 Improve Health and Human Services (2025/07/03)
— https://legiscan.com/NC/bill/S600/2025
PRE =270 74 FINiE, JEANy FPRBT 2 — 707 ZANVEY (22FA~FT0)
(DEHP, CASRN : 117-81-7) O %It 3 ERARIL I ¥/, b, Yikfcid. DEHP %
UF 11O AV 7 ZAVBEI AT VICEERZ 22 &b 2EIELTWw 3,
RyYyIANTFA7 2L —+ (BBP, CASRN : 85-68-7)
V7 FN7 ZAlE (DBP, CASRN : 84-74-2)
vy ru~Forz 2 (DCHP, CASRN : 84-61-7)
Y FaA7 g (DEP, CAS RN : 84-66-2)
YAV T7FA7 2L —1 (DIBP., CASRN : 84-69-5)
CAVTINAT ZABT X7 (DIDP, CASRN : 26761-40-0)
YAV =7z (DINP, CASRN : 28553-12-0)
Von-~F L7 XA 27 v (DnHP, CAS RN : 84-75-3)
Vn-d s F7 zafEr 27 v (DNOP, CASRN : 117-84-0)
Y-n-_vFirzxzL—F (DnPP, CASRN : 131-18-0)
A V~NTFAT zE (DIHP, CASRN : 71888-89-6)
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3-3-7-7. 3= =7H
+ HB998 Menstrual products ingredient labeling; restriction of substances,delayed effective date.
— https://lis.virginia.gov/bill-details/20261/HB998
PREAN—Y =T MHERZ, FEARORIRR 7 N~DEB L BHMN T 2ER2 AR 72, ]
(2026/03/04 )

3-3-8. F7RF v 7 BEEYENIC

3-3-9. NTP Report (US Department of Health and Human Services, National Institute of
Environmental Health Sciences(NIH))

3-3-10. Cosmetic

3-3-11. ATSDR

3-4. 717 & ; Chemicals Management Plan (CMP)2006~

3°5. ¥4 A

3-5. 7Y T HuE,
http://www.jcdb.co.jp/service/chemlinked/ (2018/04 X )

3-5-1. 24 ;
[ 24 RAEFREA - AFEHR (PCD) IRl m SEMBHEROERE AR L 2, B
REEEMMIE, 2025211 H»5 25 HE T, |
ZDERIE. P Re UM E R 2 R L. BERYEH OB, BREEEEREES LU
A 794 7VEHOFHICEOE | ERRFOHE0Db L CHEEND, LS, HEHE. BEHE

O BB ICE 2 2 CoBRE 0BT BT I N T w3, (2025/01/31)
HHI A28 & (Chemical Managenent) 2025 October Vol. 10 No. 03 (2025/11/11)

[ b2 2 AL YEREI~ZDa vy x 7+ LEHEE, BHER~] 5

20 X2 2L ERE s BAEWEE (1922) . Tk (1922) | fumik (1971) | BARRmEE
@& (1999) . BRERHELGT L (2000) | JEF S o FRIFAICBE S 2 64 (2016) | fbhEsiEk (2015) |
Rk (1979) . FEFEE (1967) | L (1975) | & 4 TEM#hAHE (1979) | TERGHUSE

(1968) . EREREREHEMEE (1992) | £ A4 EUkEMiTE (1913) o ARfEEE (1992) | R L
Kk (1979) | HEEEEL (1979) . FEREEEREE (2011 | BEBLE (2017) | $ids. BH3E
IBFEY). TER K OB ICER IC B 3 2 ik (1947) . sEREHE (1987) | #YkdlofEfTicBas
5 (1921)

BEWEE (1922) ; 85L&, Tl , Tl , Tora) CTER], Tkl TAkse] , THEZE] )
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BEVEOESR ; BRY). v, Y. &Ry, sWwE. @EEEWE. BUpE. &
P ZERZS -0 TYE. BEEWE. FEEwE. N 89, b, WE. B3R
RICHEL S -0 THREED D 2{LFWED L 32 ofhoE
HEWWE 6 ) A b5 1. BE¥F, 2. R, 3. HEREE., 4. BRIERLE. 5. TEHEER.
6. T ANX—HEF
5. L¥F¥ 5.1 BEER (W600%) . 5.2 L FBEsEY. 5.3 hiiERE TR,
5.4 Zofh, 5.5 {L5eaR, 5.6 FrkicEF CRBME A — 7 (2015 £icEHN)
S8 B-EEEYYE GREINERAL 7))
BoEAEYE (RECEIHE TR, HEIhEZERL i) .
HEEAEEYE @ik Eo) .
U EYE (k)
Tk (1922) ; SDS
FE R/ EREE (2011) s FXREH. EESH O RENE

3-5-2. HH;
1994 4 fbef bl alig A K& O SE b Sl A O BREEEFEALE  (IHESRE IR ER R FAT)
2003 4F  FrEUL A EREE A (HERKBRERERRSSE 175)
2009 fF  FEUL A EBREE S (RERER (MEP) 2% 7510 X Y &GED
2011 4 falgfbsp i AN (EBHEAES 591 51 X 0 G
2012 4 falgfbsp MR AN (BRERE A 22 5. 2016 I BEilh)
2015 4 KIGRBIATTEIGHE (2017 ERICEEIEHIH - 2 (LM ) R P AL TIE)
HEORSE - (LY ERGEOBN  (2024/04/19) XY
- BIREABOR
202143 H 12 H [EFRFELFARE 14 K5 2 E5HER U 2035 £ Y a v (PREEAGHHE)
(BB 11E 7Y — vBAFOHEEN & RO LA D] (EABKO Y 3 v)
(25 37 B AEBROH L REWEDR L |
(55 38 F B S oD ke Y i |
(5539 & BARET LD 7Y — VALIE
2021 £ 10 H 11 H FERMEEEITEEIE O AR
2022 4E 7 H 22 H 155 14 XEREEORMERZE 5 2 4R5 0] 2 500E L 72,
202245 A 31 H [HERMERTEIAR] ORR
HiZ: EBRAEEE (HB) BotEWE iconT, 2025 EFCIKBEBY R 222 ) —=v
Al 2 58T FERE Y A P ZIERAB L., 1k - IR - SEHGIR 2 & OBE Y R 7 EENEE

ESY0)
@fFELe=2Y) vk ERmL, FHEREYWEOREY X 7R EZFHE - (LEMEOBREY X 7 FHfi
VAT L EHESL

@A EIH L, MRH OREE T
@ 7 o ZlHIZ5R{L L. B R E O BEH % HIE
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@7 7V A /AR TOEMEED, FHLEYEOREY X 7 %K

BEfl{tEMa (BREEAAS ) A M) 1k, PG e E R TEh R I 5O & B I BRR
VR 7EMREMLTREYHEERET S 2HNE LTH O, EFE - i - HEH & B
fill - BEFT 27002 -7y MELMEDSITONS,

2023 47 10 A 23 H ARERER 2 [PEREHIREHEMLAMY X b (2023 F£iR) 2 A%
[ EERLG AR ) 2 b (2023 4EAR) |
2026 £ 3 A PEARIMEABREEHR SRS 12,

-BgaE

e AR A o S B

-ALES oS, RnEE

[GB30000.1 (FEZaEHIHME. GHS % 8 Muic X 2 /R D) |

- RoHS EHEHAI O UE

- PEERGSEEERAE . EREE [E7ERMMCE T 2HERATIRYEORERER] o
51 5EmE N, FEMIX. 20264E1 A 1 HX v EfT& N3, FEFi<cix. DBP. DIBP,
BBP. DEHP, 4D 7 2 A 2 7 A MERRIRYE IGEM S 1Lz, 20 b 4 EHOYE O &
HEIZ0.1% (HEHXR) 2lBarwIeHEINTHS, (2024/06/29)

- BT R BRI BT 2 ERERE (ATEA], 7 2B R 7 ) (2025/06/25)
GB 31604.30-2016 (EATHR)

Food contact materials and articles — Determination of the content and migration of the

phthalate esters
GB 31604.30-2016 (Btik 202549 H 16 H X b HE1T)

Food contact materials and articles — Determination of phthalate esters and migration

B4 ) 27§ it v 2 — P ERREMEARMAIERERE (GB9685) ~k (2025/07/03)
[ EERARL S LGS 3515 2 Al o ICBE 3 2 R R 2 EREEHE (GB 9685) 1CBI3 2R
EHZEE] (THI1I5HE©) https://cfsa.net.cn/spagbz/bzgzdt/2025/15299.shtml

DRUE . RRICLYBIRESN, PL O SHIBRSN SEEY E E (BER T ki)

e CAS No. =R ERHEK
(A -ITFIILAFLIL)THRL—b (DEHP) 117-81-7 @)
T TEL—(DAP) 131-17-9 @)
o4 /=)L 74— (DINP) 28553-12-0 @)
T-n-TFJLIAL—K(DBP) 84-74-2 O @)
L C8-C10 RUE 7 ILFILITRTIL(CIJYF) | 68515-48-0 O
74L—k(DINP)

- HEJE A% (GBT-30512)
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https://www.cesi.cn/cesi/rohs/202407/10245.html
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HEYFH(CATARC)2S, HENHE (GBT-30512) <4 A[¥A|lo%EE% i, x5z DIBP,

DEHP, BBP, DBP, HifElx. HEFEHIER 70+ 2 OB OB GEHEER OV OBRE) 1
»Hb, —HEHETLES JAMA) 25 DIEHK (2025/09/10)

JAMA i3, fhZEth%ERE L 2>, HEYE & AKF MRS 2 EET 5% 2, JPIA bSMOFH
THEER, ()

M4

3-5-3. AVEIT;
3-5-4, _RbF L
s N b F LR E BT A BARD ST a AEERNH I N, FoUIY I 9/14,
(2025/9/%*)
TENBIC BT 2 KM e E—%  (SEKET. DNOP, DOTP 3& 5, )
ST & Az - WEE kB ) A b (5 [EekET. DEP, DEHP, DIBP A& Eh 5, )

el EHALAE Y A b (% BIkET)
I LFHE Y A b (S RIEETSN, TR & E T 2 HARH)

- <LoC>G/TBT/N/VNM/366 Draft Decree promulgating the lists of chemicals subject to
management under the Law on Chemicals No. 69/2025/QH15 (2025/10/02)
https://eping.wto.org/en/Search?domainlds=1&viewData=%20G%2FTBT%2FN%2FVNM%2F366

MEEPEESS 69/2025/QHI5 SIc O X EHNR L L 2{L¥MEY X P 2 AT 2L
T WTO/TBT i oM ig#it & 17z, BREHE 2025/11/16 £ T |

+ X b L OH T RALFRBE OBE (HALH; X Y ofFH) FTER (2026/03/24)

3-5-5. EH ;

- WREBREE R IX. 2025 AFELE - TEEMAY Y A I AV EBROER 2 HE - T L 7, (2025/01/01)
TG & OWHEN 5 s X XA YL oflih 24 FICHT 2 2025 4D ) H 4 2 ABBERPED bz,
ek clt, gEME L Codi— - HaEME ke =1 (PVC) DU ¥4 7 VEHFEH 0.434, ZD
fth PVC 85323 0.102 & ED S iz,

3-5-6. 74 VvV
3-5-7. HIE ;
- R R L A B 2 72 0 o BRE R OEE (828 HAIHE (2018)
B O (W) H—RSUESA] (2022)
B f O (WD) 55— RS (2022)
RidEf T 71281 2 7 v F % v R U DEHP OREBATIRFMED BN
B O (WD) HE—RSGERA] (2025.04)
U 94 2 k4D PET Bk AT (2025/06/24)
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https://eping.wto.org/en/Search?domainIds=1&viewData=%20G%2FTBT%2FN%2FVNM%2F366
https://www.law.go.kr/admRulInfoP.do?admRulSeq=2100000252160

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

3-5-8. XTI Fva
3-5-9. AV Fxv7
3-5-10. Y Y HER— ;5
3-5-11. A ¥—n

3-5-12. b=
- G/TBT/N/TUR/226 < Plastics>Regulation on the Use of Recycled Plastics in Materials and
Articles Intended to Come into Contact with Food (2025/08/01)

—

https://epingalert.org/en/Search?domainlds=1&viewData=%20G%2FTBT%2FN%2FTUR%2F226
(BMEEMIETIRFy IMBRUCBE TSI RF vy 7 280EIHICET ARl W T,
WTO/TBT @25 gk & -, BERESEIX 2025/09/30 £ T, J

3-5-13. 7 7 7#E. 7 7 TEHREER

3-5-14. A~—v

3-5-15. UAE

3-5-16. =2 —Y—F v F

3-5-17. ag 7

3-5-18. B
- BEBRERIZ. F 2 HEEENNES X UFTHEEFELEME Y X F 28 L 7.
F1IHY 2 FTid, 106 MEOYWEREEN T W25, SO 2 HCld, 28 FEHOWEA ) 2 b
ftEn<c\wbd, PVCRETIZ, REK 1450 17 T cohEHE 74 v, BLXUOZ7EZLE
YR 2-TaEANTFN) BETN T DL, BREICK 2 LERERPHRORRBSThIL, [FH
R - AL IcHE o, —oWE RHEEYE £ 72 3RS EmE A 5, (2025/11/13)
UK REACH <Tii, B8BR[NRIC DCHP, 72 AfgEy 4 v ~F v (DIHP) 2G8MEIE SN Tw5,

(202511/04)

3-5-19. 77U A

3-5-20. R Y 5 vAH

3-5-21. =L —v7

3-5-22. = h %

3-5-23. Y ARF R AR Y

DEHP,BBP,DBP,DIBP % &t 10 {t &% 3R I RoHS 2% 2026.2.27 7S &MEH X 5,

3-6. % D HE
3-6-1.F5 v &
3-6-2. A4 &
3-6-3. F Y
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https://epingalert.org/en/Search?domainIds=1&viewData=%20G%2FTBT%2FN%2FTUR%2F226
https://tcscachemreg.moenv.gov.tw/Epareg/content/login/NewsDetail.aspx?k=n&enc=DD03C67FEE74E58B19DEB88EF7FDEE73F59CC8D06034E2C0

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

cFIVBREER, VAT VYRRBERTOECETTIRF v 7HEABRMSIEE o7 2 L 20K,
(2026/02/18)

3-6-4. /YT —
3-6-5. UK
- REEREE - gk - EANHUEA (DEFRA) 13, ARAQEOKEEEERMRE (EPR) #IELED
[2024 FAEEEBRTET (RoEs LURRUKEEY) | ErEa gL, 20234 7H
WKARINIZHMNEZ TR T 2NELZD, VA 740 - RA[ZRRT 7 _XAVKRROEF IZHIFRE 1L
Too RIKRORILICIX, ETBEOERI BT, KL 21 HRICHES L, EE2: ([ v 77V F,
Jrx—NVA, RAay b7V, ATALT V) TEHEINDG, (2024/10/24)
(2024/12/11 &z, 2025 4E 1 H X b &%)

- ARER & AR DM 2 1553 2 ShEREE IR 2 E (2025/07/29)
— https://www.eic.or.jp/news/?act=view&serial=52098&oversea=1

[4 X)) 2BR5E - B - BRHigA (DEFRA) I\ T, BREE & (@ ICH E R snBlsk 2 25 4

% 7=, ALEYE OB - FEl - 58T - HIRICB 3 2 8] (UK REACH) DUUEZRDSRIE X L7z, ]

- UK D7 Z AT AT L (77— % AT 2025/10/09)
Index No Chemical | EC No CAS No Classification Labelling
name
Hazard Class Hazard Pictogram, Hazard
and Category statement | Signal Word | statement
Code(s) Code(s) Code(s) Code(s)
607-317-00-9 | DEHP 204-211-0 | 117-81-7 | Repr. 1B H360FD GHS08 H360FD
Dgr
607-318-00-4 | DBP 201-557-4 | 84-74-2 Repr. 1B H360Df GHS08 H360Df
Aquatic Acute 1 | H400 GHS09 H400
Dgr

- RER2MEAE)T (HSE) 13, UK REACH SAIOFERINRIC 3 VEZEMT 285X /KL,
Nt % R L 7, (2025/11/04)
2026 2 H4 HE T, FIEBGREL L a X v F 25HET 2, XRYWEICIZ, DOTE X U DOTE
& MOTE O RISAEFM % & AT W3, TN E THSE ZEE 14 ~oWE oBiN% 2 BEhdE L7,
PVC BS# <3, 2021 fEDf 1 K& <, 72 LYy 7 a~F v (DCHP) | 2 k&7 £
MY 4V ~% v (DIHP) OBMEEET 2 b, B CIRATEARRIC X 2 RAGREN T T
W7 Uy,

- REBREE - Bk - BAHEE (DEFRA) 13, EECTY IRF v /&Ry b T4 v v a (R
XTIV Yy 7478w HEERGH) Ot - IGe 22514 2 HBISOL Lz 8 KL 72,
2025 EBRIGMRE (FI9RF v IsEEVzv vy T4 vy a) (Av7 7 v ) BHAloKTHIE 2027
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https://mma.gob.cl/nuevas-exigencias-para-restaurantes-y-supermercados-entraron-en-vigencia-por-ley-de-plasticos-de-un-solo-uso/
https://mma.gob.cl/nuevas-exigencias-para-restaurantes-y-supermercados-entraron-en-vigencia-por-ley-de-plasticos-de-un-solo-uso/
https://www.legislation.gov.uk/ukdsi/2024/9780348264654/contents
https://www.legislation.gov.uk/ukdsi/2024/9780348264654/contents
https://www.eic.or.jp/news/?act=view&serial=52098&oversea=1
https://www.hse.gov.uk/reach/assets/docs/recommendations.xlsx
https://www.hse.gov.uk/reach/assets/docs/recommendations.xlsx
https://www.gov.uk/government/news/new-law-bans-plastic-wet-wipes-to-protect-rivers-and-seas
https://www.gov.uk/government/news/new-law-bans-plastic-wet-wipes-to-protect-rivers-and-seas

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

4E
ia

3-6-6.
3-6-7.
3-6-8.
3-6-9.

3-6-10.
3-6-11.
3-6-12.
3-6-13.

5H1I9HEI N TS, @RS E L TR, BERSN /N 3RIC X 2845, EREBRToOMt
. FERSOHLT HRIR Zﬁ?%@%ﬁ@ 3NNF—2ThD, (2025/11/18)
FAY
77 YR
FTY=R—7
N—==T
v 74F
F—AFZ7VUT
ARFTIV
77T
+ <RoHS>G/TBT/N/BRA/1603 Draft Brazilian RoHS Resolution (2025/08/27)
— https://eping.wto.org/en/Search?domainlds=1&distributionDateFrom=2025-08-
26&distributionDateTo=2025-08-28&viewData=G%2FTBT%2FN%2FBRA%2F1603
77 YD RoHS RFEFEICOWT WTO/TBT 2 g & iz, BRI 2025/09/24 £ T,

.

(
<.
%

«

Pb, Cd, CrVI, Hg, PBB (Polybrominated Biphenyl) , PBDE (Polybrominated diphenyl ether)

7 21 x 25 A% EU RoHS [k, 4% (DIBP, DEHP, BBP, DBP) W& & iro 7=,
7o, HIZEEIC BT, 2032 FFHEFk2 > DEHP Offi 23251k X 1 5, (2025/09/10)
HE/H T¥4 JAMA) 25 Ok

ERFEADTFRFy MDA, ER, YHA I ANCBT B m e ML 7, (2025/10/21)

@
@

3-6-14.
3-6-15.

3-6-16.
3-6-17.
3-6-18.

2040 £ F CIMHAEAD T 7 A F v 7 @EEMD 50%%EINL ., 40%% HAHT 5 2 &2 HIET,
TIARFy s AEM, T ATy R oRGE WA, OB, BOET 2 FEEFICIE. TTR
F v 7UEMOIHR, B, V3 A 7, Bl 2T U N— AR Y RT 4 v 7l OREEH
=HEMMToNn s,

HAAN—V

EAEU (Eurasian Economic Union)

Ry T, RIV—=va, AFTREZY TAA=ZT, FLFZR)
1=y

74VIVF

Y7 b

- <Toy Safety>G/TBT/N/EGY/546 Draft of Egyptian standard ES 3123-6 for "Safety of toys
Part 6: Certain phthalate esters (2025/07/01)

—

https://eping.wto.org/en/Search?domainlds=1&viewData=%20G%2FTBT%2FN%2FEGY%2F546

:

TV 7 MREE ES 3123-6 [IIROR2ME -1 6 FED 7 XA BRI AT | ITD0nT

WTO/TBT ;@A g#k & 1172, EREEIX 2025/08/30 F T, J
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https://eping.wto.org/en/Search?domainIds=1&distributionDateFrom=2025-08-26&distributionDateTo=2025-08-28&viewData=G%2FTBT%2FN%2FBRA%2F1603
https://eping.wto.org/en/Search?domainIds=1&distributionDateFrom=2025-08-26&distributionDateTo=2025-08-28&viewData=G%2FTBT%2FN%2FBRA%2F1603
https://www.planalto.gov.br/ccivil_03/_ato2023-2026/2025/decreto/d12688.htm
https://eping.wto.org/en/Search?domainIds=1&viewData=%20G%2FTBT%2FN%2FEGY%2F546

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

|

6 7 ZNVEET X T )+ D ortho-phthalates (X} L CHHEZ 1T 5,

3-6-19. A+ X
+ <Phosphate> <CMP > <SNAc >Phosphoric Acid Derivatives Group: An order amending the
Domestic Substances List to vary the requirements under the Significant New Activity provisions to
trixylyl phosphate was published. (2025/09/29)

— https://www.canada.ca/en/health-canada/services/chemical-substances/chemicals-management-

plan-3-substances/phosphoric-acid-derivatives-group.html

() VIEHER N —TTHE I FIAY YEBBICBL €, #F XEREIR#EE (1999 ) OEE
RHTHIGEE) (SNAc) MEZEHAT 2720 0ENYE Y X b SEMSPBFAm S - 8§ OLH G
N7z,

4. ENEHR
4-1. fTEeBatR
4-1-0. IEMGREL, 773 3EF)

4-1-1. FREE

- R54EE PRTR 7 — 2 O EF IO WT —(LEWEOHEHE - BEIBOEEHER (2025/02/28)
EEA—  https://www.meti.go.jp/policy/chemical_management/law/prtr/r5kohyo/shukeikekka.html

# (RS (2023 ) ) » b o—HHk

BSELTLy e () PRI (PR BB PERL (PR PR (kg/EF vz | BEIE (kg/4F vy | B
= A
mg-TEQ/#) 13 mg-TEQ/4) gj;”
vo| wEER | B | B | & | k| o k|®] A& | B | T A | A% | o k| E A5 pEgE | T &
" ol o® | k| & | k| s sz g | # | k| Gt || me | Kk
& mo| H ) it
= K ~
ot D
#
)
354 DBP 46 76 121 2 |4 1|0 | 47 76 | 4| 80 5119 6 | 330 | 0| 5455 82910 68 82,978 88433

355 DEHP 106 241 327 106 2 2 0 110 241 3 244 22452 35 12 0 22,498 226033 30 2,260,36 2282858

0

0
356 BBP 10 15 25 10 oo o 10 15 0 15 818 0 0 0 818 7964 0 7,964 8782
460 yyBrY 12 71 97 11 21010 13 71 3 74 2378 10 0 0 2,388 40461 75 40,537 42925
FUA
461 YyYEBLY 12 50 73 10 3 1 0 14 50 3 53 210 11 0 0 328 27248 37 27,285 27614
Txz=n 8
567 DOA 21 57 80 21 1 1 0 23 57 0 57 415 0 1 0 416 524706 0 524,706 525122

*R6 £ PRTR 7 — X OBRFICOWT —(L¥EWHOTHE - BEHBROEFHERF (2025/02/27)
#EHE 4 —https://www.meti.go.jp/press/2025/02/20260227002/20260227002.html
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https://www.canada.ca/en/health-canada/services/chemical-substances/chemicals-management-plan-3-substances/phosphoric-acid-derivatives-group.html
https://www.canada.ca/en/health-canada/services/chemical-substances/chemicals-management-plan-3-substances/phosphoric-acid-derivatives-group.html
https://www.meti.go.jp/policy/chemical_management/law/prtr/r5kohyo/shukeikekka.html
https://www.meti.go.jp/press/2025/02/20260227002/20260227002.html

202643 H 24 H

(k) ik 0—2

2025 4E 4 H Wi

https://www.meti.go.jp/policy/chemical_management/law/prtr/r6kohyo/shukeikekka.html

R AR PR (F) poat) [ gl (kg/EF AviE | BERkg/E:X I | P
) Bt
mg-TEQ/4F) mg-TEQ/%) o
m | wEER | W] B| & | A | o] B ®] & || F| & || & | 2% | £ | ] aaF | EEm | © e
" | B & & K| HE| S| EF | k| G = FH7K 1) A % K
# Y| 21 E
=) ~
)
#%
&
354 DBP 4 |7 | 121 38 |3 |1 |0 ]| 4 [7 4] 76 |[29 5 150 [ 0 [ 9346 92909 235 93144 95489
2 | 2 2 1 ’ ’
355 DEHP 1 2] 04 [ 106 [ 22 o] 10 [z2]3] 2aa || 158 37 12 [ 0| 150938 | 217993 30 2179.963 | 2151
0| 2 2 89 ! T
6|0 0
356 BBP 71| 25 20 [ 7[00 7 1o [ 12 | s22 0 0 0 822 2067 0 2967 3789
2 2 !
460 | vomry |1 |7 | 102 4 [ 2]ofo| 16 [7]1] 7 158 20 0 o[ 1610 39995 11 40 006 41615
-y 6 | 1 1 9 ’ ’
461 | vumry | 1| 4| 63 9 3|1 |o| 13 [a]s]| a3 157 99 0 0 285 40186 47 40.233 40518
Jz=n Lyt 0 ’
567 DOA 2 6| 80 20 |11 ]o] 22 [6 o] 5 434 0 1 0 435 140560 0 10.560 140995
0|1 1 ’
-TPRTR JA % < A (Power BIJR)| #2BIL % L7, (2025/11/18)

— https://www.meti.go.jp/policy/chemical_management/law/prtr/6a.html

—BALEWEFOBE - MAKE (2023 FEER) 2 K,

— https://www.meti.go.jp/policy/chemical_management/kasinhou/information/2023;jisseki-

(2025/03/25)

BEFAMILFEYME (2023 FERE) K

matome.html

BEHELFME EHEE &5 BRATR FEF
BLES BLE - MAKE (D
66 3-1307 DEHP 83,228
219 3-2522 3-2613 3-3363 YABERY R 1,811
253 3-1301 TRIEBECIFIL 346

- [ESEFHELEE OHEE - BUH L & 2 0BEREFOEI Ic>\v»T ] B,

(2025/04/01)

https://www.meti.go.jp/policy/chemical_management/kasinhou/information/pacs_announcement_2504

4-1-1-1. {bZFEEE

01.html

https://www.meti.go.jp/policy/chemical_management/kasinhou/information/ra_index.html

- {tZ&3: DEHP, TCP. —XV R 7Tl [ 225 T~ (Nf22EE) | ~
B D Y 2 2 3l (—X) FFl 1 OFEE L OSHEic 2wt (METI/#RFFEER)

(2021/03/30)

< TV 2 7 57l (—R) 5]l I LA D 2k R 7 2 — (2022 SEELIRE) | 20K,

(2023/04/28)

pacs_riskassessment_status.pdf (meti.go.jp)
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https://www.meti.go.jp/policy/chemical_management/law/prtr/r6kohyo/shukeikekka.html
https://www.meti.go.jp/policy/chemical_management/law/prtr/6a.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/information/2023jisseki-matome.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/information/2023jisseki-matome.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/information/pacs_announcement_250401.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/information/pacs_announcement_250401.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/information/ra_index.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/information/ra_210330.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/files/information/ra/pacs_riskassessment_status.pdf

202643 H 24 H (k) lk 0—2 2025 4F 4 ]
WLERS  ERIHE L EE 0L v MEERE RERE KEEHD IR PE
66. DEHP SEAM T PRRS 2T T ERRS — 2025FY LI

219. UUEEFY R YA o 2l T 21 B2 ()

- o5 EE BERHMELEME O Y R 7 FHl (—X)

#Hl T ORERROSHRONIG (2024/03/29)

— https://www.meti.go.jp/policy/chemical_management/kasinhou/information/ra_240329.html

- TY R 27§l (—R)FFM I ARED RER T ¥ 2 — | ZREK,

LA o B R O ELER o BB 2 k8 (k)

(2024/05/01)
(METI/ZEPEES)

pacs_riskassessment_status.pdf (meti.go.jp)

WLES B IHI LY E D 4R b hMEREE R BEEHT UKo TE
66. DEHP STAM LGRS FFAM 1 BERE — 2026FY LAK
219. UVEEFY R YL S = i [

- BB EME D ) R ViR T — % 2 (202544 A 1 H)

(2025/05/15 TEHATF)

HWLHFS  EEFHE A E 04 b MMEEEE RREE BEEHSD TUBoFE
66. DEHP SEAMG T EERE  FEAM T BB — 2027FY LUK
219. YYD YL APA T BB BTG 1D ERRE — 2027FY LARE
4-1-1-2. {L B EEEE
4-1-2. JEHH
THESEEEYEGSM 747 A 14 BESH) ] 2EHL LA, (2025/07/18)

— https://anzeninfo.mhlw.go.jp/user/anzen/kag/ankgc13.html

VR 2o DK
CAS RN EIZ&BGHSHENE FEELFMEESOLI? | RER | EER | 5t | #UE | EH
o HER | s | IS | (EEAN B
EME* | EMEX 7 —t>
3.4 5,6 X8
k)
84-61-7 DCHP - - - - - -
84-66-2 TRV TFIL TRIILBTTFIL [} 1 R6.4.1
84-69-5 DIBP - - - - - -
84-74-2 TELBY —n—-FFIL | ZELBY - /L<il—-TFIL ® 1 R6.4.1
84-75-3 DNHP - - - - - -
85-68-1 BBP - - - - - -
103-23-1 DOA - - - - - -
117-81-7 TRILBER (2 -TFI)L TRILBER (2 —ZFILAF
e ( ez Y 03 | R64.1
~NFEIL) L) (BIZDEHP)
117-84-0 DNOP - - - - - -
131-11-3 DMP - - - - - -
131-17-9 | 7 4@ 7UL (3
. o _ (31 TRV T YL o 1 R6.4.1
STUYLTERT— )
1330-78-5 UvBERY R UL UvBERY R UL ® 1 R6.4.1
26761-40-0 DIDP - - - - - -
27178-16-1 DIDA - - _ — _ _
28663-12-0 DINP - - - - - -
68515-48-0
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https://www.meti.go.jp/policy/chemical_management/kasinhou/information/ra_240329.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/index.html
https://www.meti.go.jp/policy/chemical_management/kasinhou/files/information/ra/pacs_riskassessment_status.pdf
https://www.meti.go.jp/policy/chemical_management/kasinhou/files/information/ra/pacs_riskassessment_status.pdf
https://anzeninfo.mhlw.go.jp/user/anzen/kag/ankgc13.html

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

| 33703-08-1 | DINA | - - T - T - T - T -1
FFIEIFM7E7H 14 BEH (1236 Y H)
- ALEYVE O IREERIE SN R U5l L O fa$t o —EfeIE (2024/05/08)
) P E—— E7LSDS B TAREMRSES | AEEEBZEOEM
WA o e E
JaLBOTFANG | o | some/m TEH. BHORBH. LEROFE | SHIE10818
5 ~ | e BH, B, BEAL BRLY—EIEE=L
TOMBI AT | S | osmy/m | BIETEA, SHORA, SWRMAN. T | AR7£108 18

LEYMIF, BEDMHEE
ABE|ELTEIEEZ VAL O—k LY —,
1 mg/m BIRWEM. BXRACDILI(LLE)EICH | SF17HE1081 8

JENEBEER(2—TFIL | 117-
AF)L) (BB DEHP) | 81-7

mEnTND
WABRMIMIL(WABRS |
VAR RIDIIR | 0.03 mg/m RTEBH., HIRFI TH6FE4R1H
%)

001252610.xIsx (live.com)
fEtd (3R¥: (2025 FE3 B 18 HAAR)) — 10 A8 HIME. SMM8E 10/ 1 HEH

YDiELE I\FFRREEEE EREMEEREE
TR AFIL 5mg/m3 —
THRIIEE/ WIIL—TFIL=R2D)L 20mg/m3 -

file:///C:/Users/yanase_n/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/HYZQI8T
4/%E8%B3%87%E6%96%99%EF%BC%93%E3%80%80%E6%A6%82%E8%A6%81%E5%88%A5%E
896A1%A8.pdf

4-1-2-1. BREEREAEN PLLEE —4-1-12. ABRNBE T~ (2024445 1H)

4-1-2-2, vy 7y ZEH
vy sy R (ENZEREY) BEICBET 2 METs | BE 5784 (mhlw.go.jp)
s HAS =~y P TEME (KR CHRFCRBROME 25 SNz, JPIA b ZhIiCSIL 7,
(2025/03/10)

- HA 7 —~<y P LA (KRR CREBROGMKBESVFHE TN JPIA b 2hicsnL 7.
(2026/03/06)
A TR ), WA SR, NFETE, PELSED 3 23S L 72,
(HENE L, @BEOMERDORIEDOMLEN T T, B L WIEHizZad o7, )
AATER

4-1-2-3. % Dfth
- AILE (kB Y R 7 §HI D 7= 0 OB ERBHRNEE KX (FE2 A B X) (2 —xF i~
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https://view.officeapps.live.com/op/view.aspx?src=https%3A%2F%2Fwww.mhlw.go.jp%2Fcontent%2F11300000%2F001252610.xlsx&wdOrigin=BROWSELINK
file:///C:/Users/yanase_n/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/HYZQI8T4/è³�æ��ï¼�ã��æ¦�è¦�å�¥è¡¨.pdf
file:///C:/Users/yanase_n/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/HYZQI8T4/è³�æ��ï¼�ã��æ¦�è¦�å�¥è¡¨.pdf
file:///C:/Users/yanase_n/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/HYZQI8T4/è³�æ��ï¼�ã��æ¦�è¦�å�¥è¡¨.pdf
https://www.mhlw.go.jp/stf/shingi/other-iyaku_128714.html
https://www.mhlw.go.jp/stf/shinsei_boshu/choutatsujouhou/chotatu/e-gp-nyusatu/newpage_02331.html
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¥ ) | EAEYEE (mhlw.go.jp) (2021/09/08)
REFEE, [V ZZFHE (—R) FHlL | CB0 27 EWHIE OB L 702 NMEFEECRS 6
FHEEHROIEREM 2T L 2 HW L T 5,

4-1-3. BEAE
" BEANCBT 3 LFMHDOIES BRICOWT (2020/04/18)
2012 EH 5 2017 FF F COEE} —http://www.env.go.jp/chemi/kenkou/monitoring.html
- A5 A RKEUK B AIERS R R U T AKEHIER R IconT (2025/04/25)

— https://www.env.go.jp/press/press_04658.html
ONDEBROFREICEHATHIREREE (BRIER) LEEE (88, A FI, PCB. PFAS% 27158)
ONDERDOREICRSIEEHAER LIESE (V00T 4I)LL, 2L, DEHP %27 15H))
x£19—1 AOBEROREICRIEZLRBEBDIEHERBIKRE (RMSEE) ki

K A B w AE A
HE% RitiE | SAE | BB BB | HAE | BB | B8 | #E | B8 | B8 | E HR
(mg/LXA | #im | #m | =% | R | R | ETO | #m | R | 'O #
) # 2l # 2 # i
/08744 0.06 823 0 0 41 0 0 120 0 0 39
FoLy 0.4 678 0 0 24 0 0 94 0 0 41
TENBOTTFIL 0.06 600 0 0 20 0 0 65 0 0 40
~FUL

https://www.env.go.jp/content/000310475.pdf

- 2B BT % 7' — AP A (GEC @ (Global Framework on Chemicals)-{b Y& %0 Fe 5
YD E S ED ORI E i R ~-E N EEHE ] OFEIC DWW T (2025/04/28)
RIEAHER K — https://www.env.go.jp/press/press_04857 . html

- 0 8 AL R IR O R EHRHESSTRERS (2026 FEIEMN) (2026/01/20)

https://www.env.go.jp/kanbo/chotatsu/chotatsu_02719.html
KREBEIZ, o OEBTHIEEICE S —#HDO Y 277 i 5 b, LREREICR 5 A E T
FicownT, BB 2TWEEFREOFAERNZEM L. Zh b OFERIHRRIC OV THEM
RKOBREEE 200, AEEEROFMER L LTHY 220, ) X 7FHEEOEROXESE %
TocezBRET 5,

- ALFPE OB Y X 7 IR (55 24 KEXY & & 0) DRERIC O THIEFR R (2025/12/25)
— https://www.env.go.jp/press/press_02089.html

4-1-3-1. =aF BE
T B3 2 S BT 3

KL B S RWE AR R _
DHITC-HH 3 BHER GEIRd) 7 2B 27 AREY 20,000 7 — 2 EE
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https://www.mhlw.go.jp/stf/shinsei_boshu/choutatsujouhou/chotatu/e-gp-nyusatu/newpage_02331.html
http://www.env.go.jp/chemi/kenkou/monitoring.html
https://www.env.go.jp/press/press_04658.html
https://www.env.go.jp/content/000310475.pdf
https://www.env.go.jp/press/press_04857.html
https://www.env.go.jp/kanbo/chotatsu/chotatsu_02719.html
https://www.env.go.jp/press/press_02089.html
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(2019-21) (Jicfri ¥ fi )
AF14(2022)-  BHAR GEHRS) Y v REHRF 10,000 HIE p~ RS

s T aFAFEOWMIERRE RECEYE L BoEICBET 2R 21T (2025/03/21)
— https://www.nies.go.jp/whatsnew/2025/20250321/20250321.html

cEBIRz 2 FARELRE 7 4+ — 7 LD KN (2025/11/1, 2)
— https://www.env.go.jp/content/000322546.pdf
#hl (11/11) — https://www.env.go.jp/chemi/ceh/evaluation/commission/R7-1.html

- 7 S 2 bl a FAFECRFHERE R O (2026/03/04)
— https://www.env.go.jp/press/press_03044.html

e
(1) F&of BRI 228 HE (zaFrifiE) oFEkiticowvnT
(2) M7 FEFERFME () conT
(3) A8 FEFERGHM () IconT
(4) A9 FREEA BRI IO R E R () 122w T
(5) TaF ViEEAFHHSGEICHTZ24 L7 4 vicDonT
(6) Zoft

4-1-3-2. NwH» &
- o0 6 RS 1 BULEME O N>  ELMER ICBE 3 2 et DRl (2024/10/08)
— https://www.env.go.jp/press/press_03685.html
EXTEND2022 ic &1} 3 HEDEBRILIC O\ T
4-1-3-3. CREATE-SIMPLE
(DRI TRAAY FPXEY—1D CREATE-SIMPLE(Z V=4 } - v 7)) ZHEFLE L
B#r (2025/-7/30) — https://anzeninfo.mhlw.go.jp/user/anzen/kag/ankgc07_3.htm
EELBH O MBI Nz, EREHIIUTOMY (2025/05/08)
- Efir A — b, FERECBITLIRTAESEZBIELE L,
- FHLAlORTRAEEZEIEL £ L7,

4-1-4, NENERZEZEBS HEET s leEaH
- A - ARUEFEMRHES (G 58 B) OFEEIc O »T (2025/02/03)
— https://www.fsc.go.jp/senmon/kiguyouki/annai/kigu_youki_annai_58.html
2 A3 HERR A I NG, Ea@EEIRUATO@EY,
Ovzx7x/—1A (CASRN : 80-05-7) OHURICOWT
PEREIION T - web fFF. HAZE (RfYT < 1A 31 H (H) 12:00)
- BRABRERUOAERRCEORY T4 7Y X MHIEICET 3 Q&A ITO VT (2025/05/23)
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https://www.nies.go.jp/whatsnew/2025/20250321/20250321.html
https://www.env.go.jp/content/000322546.pdf
https://www.env.go.jp/chemi/ceh/evaluation/commission/R7-1.html
https://www.env.go.jp/press/press_03044.html
https://www.env.go.jp/press/press_03685.html
https://anzeninfo.mhlw.go.jp/user/anzen/kag/ankgc07_3.htm
https://www.fsc.go.jp/senmon/kiguyouki/annai/kigu_youki_annai_58.html
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—

https://www.caa.go.jp/policies/policy/standards_evaluation/appliance/positive_list_new/assets/standard
s_cms101_250526_001.pdf

- [SR7FEE 1 RRRHEEEERARE - ARUETSORBICOVWT] (2025/06/26)
https://www.caa.go.jp/notice/entry/042683/

https://www.caa.go.jp/policies/council/fssc/meeting_materials/assets/fssc_cms101_250626_05.pdf
o (15 : 00~ WEB Fifi)
(DAY T 4 7D A Mg & T 2 BIFEWE O -l 7 #Hc o » T
2)7 ANVBZ AT L DOEHFKWIZONT
(3)F / v —SHlAI DYUEIC D\ T
(4) % ofth

(2) DEERESEORE (HHOER1—2. Hd)

@ ZIAIBIRATILOHE—BEREQEIEVT L. JALBIRATILHIMERAATRELZEDOTXTO
ARAEERICERAINIGEERELLZRTHELOTH LN, MBISTKEL TS AR R TIL.
TALVBIATILOFERIE—EHOBERICEEFES=8 . ERRICIE TDI LR THH TR EHEESND,
@ L1=A>T, FHRILEES T FIL(DBP) LIS DI RIVEET AT ILEMEICDWTIE, ROTATIVAMIEIT
HERAFIRNETFINANIE, (ESEEN TDIZBREILIFHBNEEZLNDIEN D, BRI QAL RIEE

DFREFTHhENIEEL=L,
@ . T 21 E2RITbN 7R BEIRATILOBFEWICET2BEE~DEMIIRY FIF52Es
L7=Ly,

F-BHMBENELCIBE(E, BFHET 5, (REEE)

4-1-5. B FHM BT E A (NITE)
ALEYIER A BRI X7 4 (NITE-CHRIP) O 75 — X % HijT (2026/03/12)
FE#T — https://www.chem-info.nite.go.jp/chem/chrip/chrip_search/html/NextUpdateSchedule.html

- J-CHECK @ 7 — & % 53, (2026/02/17)
B#H— https://www.chem-info.nite.go.jp/chem/chrip/chrip_search/systemTop

< YRR 30 4EEE (2018) @ AIST-ADMER EHREAH 7 — 2 icHEHIRE T — & 23800, (2021/08/27)
— https://www.nite.go.jp/chem/prtr/map_data/RTRmapdata_2018.html
* NITE-Gmices : X—2 a v 7 v 7 (Version 3.0.22) L 7=,

(2026/03/18)
—— https://www.chem-info.nite.go.jp/chem/ghs/ghs_index.html
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https://www.caa.go.jp/policies/policy/standards_evaluation/appliance/positive_list_new/assets/standards_cms101_250526_001.pdf
https://www.caa.go.jp/policies/policy/standards_evaluation/appliance/positive_list_new/assets/standards_cms101_250526_001.pdf
https://www.caa.go.jp/notice/entry/042683/
https://www.caa.go.jp/policies/council/fssc/meeting_materials/assets/fssc_cms101_250626_05.pdf
https://www.chem-info.nite.go.jp/chem/chrip/chrip_search/html/NextUpdateSchedule.html
https://www.chem-info.nite.go.jp/chem/chrip/chrip_search/systemTop
https://www.nite.go.jp/chem/prtr/map_data/RTRmapdata_2018.html
https://www.chem-info.nite.go.jp/chem/ghs/ghs_index.html

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

- [4n 7 AR EEREBEZATBRAG | ) TBURIC X 2 GHS 2348 <o R 0 0 BS o fWMz AT 5
B ERGEEE GHS 2 FIEHRINE 7 vy = 7 Pt oW TH 7 FEOERZMA G2 LE L, &
M7 EEENRYE ICOVwTiE6 HRETICE T I ERIRBEOBEEBLRTZ B W2 LET, 5F
HHELAT DY v 7 ek THER L 723w, (2025/05/29)

— https://www.chem-info.nite.go.jp/chem/ghs/ghs_govpro.html

-7 EE QSAR/) — F 7 7 n RABFEOZHEHE, (Bifd 2026/01/09)
— https://www.nite.go.jp/chem/qsar/ReadAcrossEdu_R7_00001.html

[5H1 7 4% QSAR/ Y — ¥ 7 7 u 28 E] # 47V vy F (RiE++v 74 ) ChfEwzL
T4, REEHS TR, Kl E o s EE 2 UMW E ORlBi T — % 2> OHERHE 72 13T 5
[V —=F 7 27nux] FEOEEE, EHlE X ORFBMICONTHIEEZ MBI L 3, ER~0pEs
K ANICH 3 2 (2 E O KB CREE AR % B b OFHMSKIC X 2 THEH D TIE,

OZEEMIM £ 2025 £ 11 H 25 H (k) ~2026 41 H5H (H)

OB H IR

2026 41 H9H (&) 9:55~17:30 Xf[Hi+Teams IC Xk 34 54 V)

OHuAK i © EEE URL 26 BHIAA L 230,

MEBIGEL 2854, ezt afiotlz censdnid,

4-1-6. ENIEERBMEEFFA (NIHS)
- BRAREER (LFEWE) Nob (2026)%EH L £ L7, (2026/03/05)
— — https://www. nihs. go. jp/dsi/food—info/foodinfonews/2026/foodinfo202605¢c. pdf

4-1-7. BEBEBEWIEPT  (NIES: National Institute for Environmental Studies)

- G-CIEMS G-CIEMS | BEEZAHliBSE#H s I 2L —> a v E T L &Y — /L (nies.go.jp)
(BT 2023/11/13) — https://www.ghs.nite.go.jp/link/ja/gmiccs_Update.html
- B BRIETEAT & R 4 RERRIEEMNHAT (Empa) €7 Y v 7@ (2024/11/28)
[R&E 77 ATy 7FERARICE T RENRHAORR - HR%2 77— 2474 —-2 1L T/
(2022~2025) (BARZMRI S EEREEFE e =27 b)

T ATy 7 7a—+iRINE 7 v - [EEE 7 v — - ATERIE & £ ORINEFE OFHRINE
(1) w#FE LRI YE
(2) WEFR)~—
(3)  HAL&R el BALER O
(4) #mE
(5) fETZICHME 15 ATEA]
(6) FIZEAIH &
Wl B+
REGTSAFYIRBHAICA G- HEWHRAH DS BAET—RREZT1ELT | HEMBN | EMIREHRER
TSRF vy EROME L ANT 2L WEERITH (H-HISFMFIOFEREEORE | IREN | EBENE
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https://www.chem-info.nite.go.jp/chem/ghs/ghs_govpro.html
https://www.nite.go.jp/chem/qsar/ReadAcrossEdu_R7_00001.html
https://www.nihs.go.jp/dsi/food-info/foodinfonews/2026/foodinfo202605c.pdf
https://www.nies.go.jp/rcer_expoass/gciems/gciems.html
https://www.ghs.nite.go.jp/link/ja/gmiccs_Update.html
https://www.nies.go.jp/subjects/2025/27445_fy2025.html
https://www.nies.go.jp/subjects/2025/27469_fy2025.html
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- BT BIERTEAT & R 4 REBPEEMNTEAT (Empa) €7V ¥ 27'® (2025/12/10 = #H)
wATER
JPIS N COFRATIR

1-a- A EFILN DD BHITHRMEINTLSHIEH 5, FIAE PET BIETE. EEMEDOBRIELT,

1= b-PUR O BAIEREMAITHE, PURICIE, [FEAETEFIEFMLAEN(BERN (VLA TA—LIESR)).,

2= CEBELLDKYIEER. BEBRROEXATHZEHONA TS,

AT BE| (DRI RATIVE) (L. RRMAZTHEERTATNS,

3- b E#:/3147(21.0(0.2-100.0)) LH B M. A TER—RIEELEDZD T F—RERTMATIEERWVET,
EZ—RIZEDI A EH DO SR EEEEBBEBTHM, L,
=120, (R—RT. BRIMEA 0.2-100.0) ELVSZERFHYREL, (DLETE-2TE) (AREZFR—IITER)

4- DINA(Diisononyl adipate) ; DEHA (Bis(2-ethylhexyl) adipate) (x7JLa—/L D it E#AS 8. DINA (£ 9 D,

- MLEWE 7 — £ *— R [Webkis-Plus] &(3? | GeFE AL F L7, (2024/12/24)
— https://www.nies.go.jp/kokkanken_view/lite-

20241224 . html?utm_source=news&utm_medium=mail#gsc.tab=0

RO DCFWEOEEREZTAR S ~3 a v v EEHERERE OB L B EEl~
(2025/03/11)
— https://www.nies.go.jp/risk_health/article/column001.html PtY—

- HAREHIICE T 224 YHE~A 70T 5 RF v 7 X 5ERARI O A (2025/08/22)
— https://www.nies.go.jp/whatsnew/2025/20250822,/20250822.html
i — https://www.sciencedirect.com/science/article/abs/pii/S0043135425011844
AV H%E MPs (&, 36 i 32 i R DHEBYEMMNOEE SN RETFY (PRIE) CHBREEESHT-Y
182 pg/g TLI=(B1A), F=, 36 #immh 30 R T, 24 VHR MPs IREN. EM~DEUENEEESND
BRAOERE(FARZERE)ZHBL. £RADBEEOCEMZHRIENELON LRI B TELN
ENTREENELT=,
AV HE MPs SEVCHEYMEDEREYE EOEBEEREREICRLU-DIEIARHAELSIDHTTHY. K
REDRIZEITH24/4VHX MPs Q% - ERFBNOERET RO-RA TERLEMNVERILHYET,
AKARF—LTIE, ZAVICEFENLIRMAIDEZELEDT-. F4VHRK MPs DEFEMHFTHZEHTLET,

Ry VRV Y L TREPCEME AT OBRATRR RABWER, B ) X7 2L THRAMEL ]
ZHAEL 9 (2026/01/16)
— https://www.nies.go.jp/whatsnew/2025/20251125.html

4-1-8. EEBMREWFIZERT (AIST)
[ 79 2F v 7 BEERO - O YEEHICET 2L v RI YL O (2025/07/24)
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https://www.nies.go.jp/kokkanken_view/lite-20241224.html?utm_source=news&utm_medium=mail#gsc.tab=0
https://www.nies.go.jp/kokkanken_view/lite-20241224.html?utm_source=news&utm_medium=mail#gsc.tab=0
https://www.nies.go.jp/risk_health/article/column001.html
https://www.nies.go.jp/whatsnew/2025/20250822/20250822.html
https://www.sciencedirect.com/science/article/abs/pii/S0043135425011844
https://www.nies.go.jp/whatsnew/2025/20251125.html
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— https://riss.aist.go.jp/replasymp2025/

FhT—<RLUTOMEY,
1T RTFy 7 BRMER L AEE I D2 5 TBORLY A4 |
[ TTRTF Y ZICEENDZIINFNEO%E
[T I RF Y 2 EFIEERICE T 2L EE D 720 DIEH |
AT I ATy 7 LAY E o FEEEEEE
THAET I ATy 7 O L ACEYE RS - U R 2 G
SINJTE N, EHA (Y < 7/21)

CHBETIRFy 78EPICE TN RN DS L AMESRED R ORE (2025/12/09)
— https://riss.aist.go.jp/research/20251209-3399/

4-1-9. BIKE
4-1-10. EEEFIRSTZERT
4-1-11. REFAEREEE

4-2. ZEEIF—, BRiHR. PEXE»S
- A6 ERER 1 L B ER S EEMEERSRY - HBEAENRS R 202 B2 E L
YUHBKRNEE S  BRSE-FfEEA (2025/03/10)
— https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/62130
HEL EFEEE — https://www.meti.go.jp/shingikai/sankoshin/hoan_shohi/chemicals/002.html
1. {LEEBESROBMEICOWT
2. AL EYVEER S OFHRIRDEF 1B 2
TS0 7 EEE 1 MEFFERLCEVEREN KR XMEYEFAES] (2025/04/18)
[MtEVEFEBEE 246 BIFET S
[%5 253 BIP ABREEBLRERBF M EVESTENRES] 2SFCHREL T,
F—ik [26]
(1) HEEMERGEYEICET ALy 7BV LSRN ONRYETH
PFHxS BH#M)HE DL EH MR E L MHE L L TOIEEICD»T
(FRTEWE : ~rv7rFu~F¥ v 2k Vil (PFHxS) BLEYIE)
(2) Z oAt

— https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/62847
Be &R (4/11)— https://www.mhlw.go.jp/stf/newpage_57115.html
B H Pk — https://www.meti.go.jp/shingikai/kagakubusshitsu/shinsa/246.html
- ST EES 1 NREREEREREERSOMMEICOWT (2025/04/25)
— https://www.caa.go.jp/notice/entry/041924/

TR EE I,
ﬁﬂﬂfl%ﬁﬁ E % (Ij' 66@:1 %IE‘@#_LKE&IE L.Ob\“C
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https://riss.aist.go.jp/replasymp2025/
https://riss.aist.go.jp/research/20251209-3399/
https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/62130
https://www.meti.go.jp/shingikai/sankoshin/hoan_shohi/chemicals/002.html
https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/62847
https://www.mhlw.go.jp/stf/newpage_57115.html
https://www.meti.go.jp/shingikai/kagakubusshitsu/shinsa/246.html
https://www.caa.go.jp/notice/entry/041924/
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© 1A TNT 4 — X —HF D PFOS & X UF PFOA OHIEILHEDELE IC DT
- B O TR SRR IR B IR R ERE I D W» T
7 &, fEREIT youtube, FEHIIA,
ST ARRESS 1 ML AR LI LR B TR RS R 2 B L £ 5 (2025/05/19)
— https://www.mhlw.go.jp/stf/newpage_57731.html
#hl (5/16) — https://www.mhlw.go.jp/stf/newpage_57914.html
B FBk— https://www.mhlw.go.jp/stf/newpage_58898.html

F i L,
AT EERNARA T Y 2 — it o nwT (BERMEES)
- A 6 FEBF GHS 2B RICEOC VR TRV FNRYEEFDO R ELICDWWT
- B 2 MEANZEERSERLERBEGHERSLEYEEESRNNEE S, B4 HEERER
B2RL - HEEEARMEZEIRRMMEYEBRNEZEHEREY —F v 77— 7, hidR
BESBLSRERBESMEVENFINERELE 4B 0AFRISADREICOWT (2025/06/13)
— https://www.mhlw.go.jp/stf/newpage_58449.html

BHIEE — https://www.meti.go.jp/shingikai/sankoshin/hoan_shohi/chemicals/system_building/004.html

B S Pk— https://www.meti.go.jp/shingikai/sankoshin/hoan_shohi/chemicals/system_building/004.html

3

{LZEYVE AL D K 29 FFE D Faf TIRIL 0§l e O 45 DAL E T R DLE D 75
- o 7 RS 3 BERBEFRXMEMELENERKMEMEREXMEYEEES F 248 HF
Hif& 5B 255 AP RBREEZLIRERERXLEVEEETINREBS (2025/06/20)
— https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/63788
Zkl— https://www.mhlw.go.jp/stf/newpage_58949.html

B EE —https://www.meti.go.jp/shingikai/kagakubusshitsu/shinsa/248.html
(1] %—8&F [26A])
- FREMEEREREYEICET 2 2 v 7R 5K (POPs 5&80) HTHXTRYIE D22
HBEAEBRGNES MR E L EYE ~DREICDOWT
(FETEWE : 7mr e ) h R, hgfEHRI YT 7 4 v (MCCP) i MR~V 7 v 4
oAk Vi (LC-PFCA) & % OHik U8 LC-PFCA BS#YE)
- % DAt
[2] % =¥ [BELHH]
- FRULEPE OFRICO W T
- % DAt
- S 7EES 2 B{bEEERICR 3 EFIRES A HEL £ 3. (2025/07/16)
— https://www.mhlw.go.jp/stf/newpage_59441.html
#EHPk (9/8) — https://www.mhlw.go.jp/stf/newpage_63199.html

(1) BEREEEORSTICOWT
(2) VRIZTRRARAY FXRVIOEFZFIZONWT
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https://www.mhlw.go.jp/stf/newpage_57731.html
https://www.mhlw.go.jp/stf/newpage_57914.html
https://www.mhlw.go.jp/stf/newpage_58898.html
https://www.mhlw.go.jp/stf/newpage_58449.html
https://www.meti.go.jp/shingikai/sankoshin/hoan_shohi/chemicals/system_building/004.html
https://www.meti.go.jp/shingikai/sankoshin/hoan_shohi/chemicals/system_building/004.html
https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/63788
https://www.mhlw.go.jp/stf/newpage_58949.html
https://www.meti.go.jp/shingikai/kagakubusshitsu/shinsa/248.html
https://www.mhlw.go.jp/stf/newpage_59441.html
https://www.mhlw.go.jp/stf/newpage_63199.html

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

(3) Zofth
C AT EESE 4 FEEFRSUEDERENKRKEWERAES/4MN 7 FEAAEDETES
1 FIREN KIS/ 256 BIHRBEEEFBRIRERETXMEVEEFE/NEB L-FfEA
(2025/07/22)
— https://www.mhlw.go.jp/stf/newpage_59412.html

BEH I E — https://www.meti.go.jp/shingikai/kagakubusshitsu/anzen_taisaku/2025_01.html

B Pk— https://www.meti.go.jp/shingikai/kagakubusshitsu/anzen_taisaku/2025_01.html

F A AT o/,

R ERPECFYEICIRE T 2 2 LY L I N TG ~F Y v AR Vg

(PFHxS) BH#¥E (CASRN : 355-46-4 (PFHxS), 423-50-7 (PFHxSF). 68259-08-5

(PFHxSNH4)) Cf% 2 T D& IC DT

-\ Z7nrdursu~v—Tra— (CASRN : 678-39-7) #fiH3 2 2 &R TE 3 H&E

(Zytvyrla—R) ODESHBOXIHICDOWT

- Weight of Evidence % i\ 72 B Je 3L 2 E D otk D &l ic D v T

- A7 EE 1 HRFERS LEDERENERS (2025/08/07)
Z kL — https://www.mhlw.go.jp/stf/shingi-yakuji_39215.html
[F i, ARG EYEICET 2 A v 7 hV LERONRYE <5 % PFHXS BEY)
BHoLFEFE R EFYE L L CORMEKRVFEOIEICOW TR L,

- M7 EES 3 LY EERICR I EMRESTHEL 5, (2025/08/20)
— https://www.mhlw.go.jp/stf/newpage_60905.html

Zkl— https://www.mhlw.go.jp/stf/newpage_61898.html

B HPk— https://www.mhlw.go.jp/stf/newpage_63380.html
(1) REEEHEDOBETICOWT
(2) IREEMEERENRYE 2 L ORIEITIEICDWWT
<A T AR 5 MR R A LAY E L e R AL ERE S (2025/09/19)
LB TR 2 L ila /4 250 M A
55 257 IR RBRRE R R ARERET L Y E RS NRES
B B F —https://www.meti.go.jp/shingikai/kagakubusshitsu/anzen_taisaku/pdf/2025_02_gijiyoshi.pdf
#HHFk— https://www.mhlw.go.jp/content/11121000/001601695.pdf

R ICIEE T A C L AEL L AN ua e Y kR, R c5 7 4 v (MCCP) WM ic R~
IAAusnEvE (LC-PFCA) &% 0% 1 LC-PFCA BMEMERFER T LT 3BT CHAZEIET 2 b DD E
T DWW

- SRR LA E 0 ) 2 2§ (—R) FEILICB T 23l IC o »T

FamE1) 1, 4—vF 9 #80) [AfHEE]
BHEMEQ) 2-_vVYFrvdrrr—n (#199) [AhegE] >
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-7 FEES 4 EHLEMEERICRKR 3 FRIFRET S (2025/09/29)
BifiE 2N — https://www.mhlw.go.jp/stf/newpage_63818.html

L EN
(1) REREAEEDORRGTIC D WT
(2) WRERMEEBOENRWE & L ORIEFIEICO T
(3) Zofh
- S 7 EES 1 BLEWE o NSwe SR BT 2 RETS (2025/10/14)
EXTEND2022 150 FEDEWIRILIC 2w T
OSTHERICH S < BT (SR

O MEAER D F fiifs H
Otk DBl 7
O 7153
- S F0 7 ERESS 5 EML M E E IR 5 BFIRRETS % B (2025/10/20)

— https://www.mhlw.go.jp/stf/newpage_64552.html

EEREE O METIC DV T
- REEERLE N RYE Z & O PIEHIEIC DWW T
- ST EEE 6 MEBEEZSNEVERENERSMNEYERESR/MLEFYEEBLE 251 BIE

BIfR/5% 258 BHRBEREBRSREREE M EVEEE/NERES (2025/10/21)
— https://www.meti.go.jp/shingikai/kagakubusshitsu/shinsa/pdf/251_gijiyoshi.pdf
[ 7 EEEE 1 BKEEERRSIERE &) ORffEicon»T (2025/10/24)

— https://www.env.go.jp/press/press_01242.html

- KEFHEFE D FE LICDWwWT
- RS DS D RIE LI T
- Z DAfth
- AT (R CEREICH B 7 7 v v a VICBT ARETS] B 1) (2025/10/29)
https://www.env.go.jp/press/press_01449.html
- A7 EEE 6 B EYE B IR 2 BEFFRBETI& 2 HlE T 5, (2025/11/13)
— https://www.mhlw.go.jp/stf/newpage_65655.html
R (11/12) — https://www.mhlw.go.jp/stf/newpage_65655.html
#EEek (1/21) — https://www.mhlw.go.jp/stf/newpage_69033.html
(1) REEBEHEOREICDOWT
(2) REHEBEZRENRYE Z & OMIESTEICOWT
(3) WH RPN R 2 B AL FEO@ANCE T 5158 (52 icon»T
BT AR T MEEREERS U EME R AN A LA E RS R T R EAE I E RS
5 3 ML iila - 5 252 A4S 5 259 Ml BRI R RS IRE RS S L EEE NS
A& (2025/11/14)

— https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/66308

Z Rl — https://www.meti.go.jp/shingikai/kagakubusshitsu/anzen_taisaku/2025_03.html
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iEHPk— https://www.mhlw.go.jp/content/11121000/001601200.pdf
- A7 RS 8 HEEFRSAVEREN KX EMERES MU WEERRSE 253 HF
RS /E 260 HHAREEFRSBERERSCAYEEFEINEES (2025/12/12)
— https://wwws.meti.go.jp/interface/honsho/committee/index.cgi/committee/66947
1. FRUbE OFERICO W T
- REHROMEME OIS BT —F v 77 —7 (B8 E) O (2025/12/17)

— https://www.fsc.go.jp/senmon/sonota/annai/wg_bakuro_annai_8.html

Z Rl — https://www.mhlw.go.jp/stf/newpage_67351.html
(1) EFEkoEYE D IF < HEiHfiicowT
- 55 23 [ (MLEWE L RIRICBI T 2 BORNEE] DhffE (2025/12/18)
— https://www.env.go.jp/press/press_01838.html
(1) VAZ2ala=r—vavicBd s
(2) BREA oBHI O ZHEN
- PRERERLSRERETSCEMETMEIZES B 310) (2025/12/24)
— https://www.env.go.jp/press/press_01967.html
(1) ALEPrEEsREEEENE (O 6 FEMER RS conT
(2) AL¥VEOBELY 2 7 IEHE (5 24 KXY £ & o) 1conT
- o 7T EES I IRBEEZERXEVERLNRBCEYERES LEY BEBERIF 254
BEH= % 201 APRBEBEEBLFEERERMEWEE &0 ZES [ 2]
(2026/01/13)
— https://www.mhlw.go.jp/stf/newpage_67539.html

- & 7 EES 8 EMLEYHEEE IR 3 IR RETA 2 Bl (2026/01/30)

https://www.mhlw.go.jp/stf/newpage_69221.html
Zkl (1/29) — https://www.mhlw.go.jp/stf/newpage_69682.html
(1) REEEHEDORETICDOWT
(2) IREEEEZRENRYE Z L OWETTEICONT

- AT 7 B 9 EMHLEYEERICR 3 IR RES (2026/02/16)
— https://www.mhlw.go.jp/stf/newpage_70280.html
#kl (2/13) — https://www.mhlw.go.jp/stf/newpage_70420.html
- FHE BN 7 — % v 7 7 —7 (8 37 E) O (2026/02/16)
— https://www.fsc.go.jp/senmon/sonota/annai/wg_gijutsukikaku_annai_37.html
(1) RMERGZEGICHT2) —F7 27 rX0ERIco T
(2) % oft

4-3. HE¥EF
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4-3-1. HAERGEFR

- HRBEZOBE (2023 FE)
— https://www.sanei.or.jp/files/topics/oels/oel_2023.pdf

4-3-2. HEFEHZES
- 5 52 M HAHFEUZSENES 20255 F 7H 2 HOKN~4 H®) (Mo vxvyvavevri—)
v AAF (2025/06/20)
file:///C:/Users/yanase_n/Desktop/program.pdf
- % 53 HHAFEMFZLAMESR 2026 F7A1HOEHO~3 H®) (77 vF 2 —7KIR)
PN GUERVBRN Eg 3

4-3-3. HAEZMNEH
BBy RV Y L [BREBY R LIERE] (2025/03/13)
— https://www.scj.go.jp/ja/event/2025/379-s-0321.html
[3H21 HckFR vy v RV v A I N2, FRNER. AV T 4 A Ay v a vy [TI4X
Y=~V R, BEY X 7EHOMHLA»L ], L, ]

AT — 7 1 TEREHCEWE OREE: T DB L Y ¥ b 2 AEEEOMRIC gL B

BALEYE ORRE & 1] (2025/12/18)
— https://www.scj.go.jp/ja/event/2025/386-s-1218. html

BRI - web fFH], ZEHIA,

s BBV YRV Y L TRECEVEORREE. 2 0B L ERY b 2 AERR oM T T:

2IEBAE- M2 LD X 5 ICHIET 52 ] DR (2026/03/21)
— https://www.scj.go.jp/ja/event/2026/394-s-0321.html

G IO, AR,
4-3-4, HHERE
4-3-5. HAMSEOH) %
4-3-6. B EA&KELE
4-3-7. ERD 77 2 F v 7 ABEH#

5. BAEH  (ACC Media Monitor 2° 5)

5-0. Z'u—,

5-0-1. UN
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- UN chief calls for major reforms to cut costs and improve efficiency (2025/05/12)
https://news.un.org/en/story/2025/05/1163151
[CKEL. WHO 225 Dl 2 nEK 3 2 & & bic, EEICHN TR EHEREIENL T35, Zoftio
EIC b H 0. ChE THBEL T EEOMBEE I RECEM/L T 5,
EHEFEBRRIL. (CEr OB LML OO DEFTE Cnind o LHMBCEZED 2 5HE (UN 80
A=y T7T47) #ES LT,
FEUAMEE E N7 AHIRSCE R 3R TR b D TH 5, EEAT DD 2 NY © 4 o5 b 3 #izse
HL, EHoHLE NY »o67=T70F4neicBTIerd s, 7z 40~50 ORBEZHMES. Bl
35, BE 39,000 A0 5% 7,000 AZHIRS 5, |

5-0-2. OECD
- <Microplastics > Stemming plastic pollution to protect the ocean (2025/05/21)
— https://www.oecd.org/en/data/insights/data-explainers/2025/05/stemming-plastic-pollution-to-

protect-the-ocean.html
(MaF57-0ICTI7AFy 7GR EZRVIED X5 | LETIHEIEHIN:Z, TT7RFv 7D
NN & FEEOMIEELERERD LD D,

- <AOP>OECD Series on Adverse Outcome Pathways (2025/06/26)
— https://www.oecd.org/en/publications/serials/oecd-series-on-adverse-outcome-
pathways_g1727132.html

[OECD o EMFESREE (AOP) IKB¥ 2+ ) A5 i, ]
- Webinar on OECD Test Guideline No. 497: derivation of point of departure for skin sensitisation
risk assessment using SARA-ICE Defined Approach (2025/09/25)

— https://www.oecd.org/en/events/2025/10/webinar-on-oecd-test-guideline-no-497-derivation-of-

point-of-departure-for-skin-sensitisation-risk-assessment-using-sara-ice-defined-approach.html
[OECD 1z, 10 A 9 HIZiE& /4 F 7 4 v 497 (BRJERBIEHEFRERD Defined Approach icB§3 2 4
AFTZAY) BT 2V 2 F—%BfET 5, SARA-ICE DA % {fifH L 7z B EAEME U = 2 5FHilli o
t¥esi (PoD) OEMICOWTHHEI N2, ]

- Series on Testing and Assessment: publications by number (2025/10/30)

— https://www.oecd.org/en/topics/sub-issues/testing-of-chemicals/publications-on-testing-and-

assessment-of-chemicals.html

L8 oilliE & FHMICBE 3 2 LAT O SCEHEHT S L7,
ONo. 418 Guidance on Grouping of Chemicals, Third Edition
- Guidance Document on Good In Vitro Method Practices (GIVIMP), Second Edition R in vitro
ABREAE (GIVIMP) 74 £v X (5 2 iR) (2025/12/15)

— https://www.oecd.org/en/publications/guidance-document-on-good-in-vitro-method-practices-

givimp-second-edition_5ba6777b-en.html
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- Emission Scenario Document on Chemicals Used in Fabric Finishing or Fabric Coating

— https://www.oecd.org/en/publications/emission-scenario-document-on-chemicals-used-in-fabric-

finishing-or-fabric-coating_53392feb-en.html
[OECD . fitteft B Ao —7 4 v 7 icERA S 2 LEME RIS 2 PR 7 U A3GE
(ESD) ZAFE L 7. (2025/12/04)

- Guidance on Grouping of Chemicals, Third Edition (2025/12/18)
MeEE o 7 A—v v ZicBlT s 54 X v A, F 3R]
— https://www.oecd.org/en/publications/guidance-on-grouping-of-chemicals-third-

edition_b254a158-en.html

5-0-3. EEEMREFZES (UNECE)
5-0-4. EEHABIFHBE (TARC)
- IARC Monograph Volume 135 (2025/02/14)
— https://publications.iarc.who.int/636
[TARC (2. IARC £/ 2°7 7 (Vol.135) %4 v 74 v CARL 7z, F23 A FHI RE 12
PFOA, PFOS T& V. fiimid A T 0@ Y . |
PFOA : Group 1
PFOS : Group 2B

* Volume 138: Automotive gasoline and some oxygenated gasoline additives (2025/03/14)

— https://monographs.iarc.who.int/news-events/volume-138-automotive-gasoline-and-some-

oxygenated-gasoline-additives/

[TARCIE, 2 H25 H~3 H4 Hicp I Chif I A CilsmI Nz TRl 6 WHICO W T, €/
77 70K A T4V TRERLE,

Automotive gasoline : 7 v — 7 1

Methyl tert-butyl ether (MTBE) (CAS RN : 1634-04-4) : 7' — 7 2B

Ethyl tert-butyl ether (ETBE) (CAS RN : 637-92-3) : 7' — 7 2B

tert-Butyl alcohol (TBA) (CAS RN : 75-65-0) : 72— 73

Diisopropyl ether (DIPE) (CAS RN : 108-20-3) : 7' v —7"3

tert-Amyl methyl ether (TAME) (CAS RN : 994-05-8) : 7 v —7"3
- IJARC Monographs — Volume 142 (2025/06/09)
BUTYL BENZYL PHTHALATE, DIBUTYL PHTHALATE, AND DIISONONYL PHTHALATE

Lyon, France

9-16 June 2026  (Y&fh)

- IARC Monographs Volume 136: Talc monograph now available (2025/06/30)

— https://publications.iarc.who.int/646
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[TARC i3, TARC £/ 757 (Vol.136) %A v 74 v TAKL =, FBANED N RYE 137
ZYua=}F Y (CASRN :107-13-1). &1 2 (CASRN : 14807-96-6) TH V. #E#IILLT,
77 Ju=%Yn: Groupl
£z 7 ¢ Group2A

5-0-5. 2 —7 v 7 A%k
B U8 H = —7 v 7 REEHERS (HEEN) (2025/08/25)
— https://www.mhlw.go.jp/stf/newpage_60330.html

St DIHENICT DT

- 55 56 1] B R34 (CCPR)

- 5 23 o] 7 ¥ 7 HuEGEREE 4 (CCASIA)

- 55 8 [0 254 2 - B — 74 (CCSCH)
Ria—F v 7 AREBS TR EIN-FHEITONWT

< FE 44 8 o - v T ) v k2 (CCMAS)

- 5 34 [B] %R A2 (CCGP)

- 55 18 [a] RALE R E 2 (CCCF)

5-0-6. UNEP
- Second Part of the Fifth Session (INC-5.2) (2025/03/06)
— https://www.unep.org/inc-plastic-pollution/registration
[UNEP i3, 8 HSH2 L 14 HET, R4 R - Va2t =7 TTIAF v 7 G T 3 EERI 7«
ERHIR T D B 5 SCEOFEIC T 7255 5 FBUFHAE BB A 08 28 (INC-5.2) ZhlfE+s L
BREL Tz,

+ Va2t —7TOINC-52Th, EEARICRELT, S, HHLALZHEL. X2tk 2
T & tinotz, REPEA— https://www.meti.go.jp/press/2025/08/20250815001/20250815001.html
(2025/08/15)

BRERARENSE5IA—
BAMNSIE. SEDREITHIT,
M TSRFIIDZATHA VIR TOEREDRE
(D TSRAFYIHERICET 5L BEEEDRARKEIL
Q) IRFBICEEEL- MR
Q) BELGREVERICRLIEEDEH
(5) ERTENETEID/ER - B# . HERUSLE2—
B)2THEEXRENONDEEHERVHENLGEEDER
ZOEEMHICOVTERELD D, BEBMICEFHSICEAE LT,

- [E# INC %5 Luis Vayas Valdivieso (= 7 7 F V)BT, 2id b DFiE, (2025/10/07)
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INC /& (Bureau) [20254 10 H 16 HEE=8E ]| 20254 10 H 13 H
https://wedocs.unep.org/bitstream/handle/20.500.11822/48744/16102025_Provisional_Agenda.pdf
NC & (Bureau) [20254E 10 A 27 HEE#HE] 2025 4 10 A 21 H
https://wedocs.unep.org/bitstream/handle/20.500.11822/48779/Draft-Provisional-Agenda-Bureau-
27102025 pdf

PROVISIONAL AGENDA

1. Note by the Secretariat Opening of the meeting and adoption of the agenda.

2. Next steps towards INC-5.3

3. Other matters.

4. Closing of the meeting.
INC-5.3 i 2026 4L ORMED ? (HB) X AHHR) (2025/10/27)
2026 F2ATHRARA ADY 24 —7TINC HREETD72® INC-5.3 [T 2,

- 4 reasons why preventing pollution is good for you and your economy (2025/10/29)

— https://www.unep.org/technical-highlight/4-reasons-why-preventing-pollution-good-you-and-

your-economy
[BYGIE R D7z LIRFICL o THE R 4 o0HFB | LET2HHEMEHKI N, (LFEWE - 5
7Y - IHRA~DONRICEHT 5 b D,

AL RV ad—=TICBWTC, TTRAFy VIHERICBET BRI 0 B B EESCE (&) o
P 725 5 IERFRRBEESEMAA (INC5.3) sffEas kL 5. AGDOWEIZUT
DEBY, (2026/02/07)

https://www.meti.go.jp/press/2025/02/20260209003/20260209003.html
SlRlOFHSG TlE. 2025 4 8 AIChlfE & Wz BUNRIZHZRAS (INC5.2) #oiERk (=277 F
L) FHEEZ T, FBREORBA Thb, FIVD7 VA - a1k (Mr. Julio Cordano) K25 RE
WKL L 72,
T, BHIR (TYTREE. T2V A, BEK, KR - 2oftl. KR, DEBERE) »0BESH
55 10 5D RERHEE FRR) O A v —DHERI N7,

T IRFy ERICET 2 ENRR O » 2 EEXE GK) oNEICH T 72 BAREEFEARD
HEE (2026/03/03)
— https://www.meti.go.jp/press/2025/03/20260303001/20260303001.html
ENEELTIE, FBLGTFRFVIREHEE - HHEZET Z<OENSMT 5ENHUN DESHLE
HORHEREICEIT. 5IEHmEIZMIBEBIICEASELTLEZTHD,

5-0-7. WHO
- WTO 377 RF v 7 ERKOBENICRRAEER 7 XF v 78513 355 (DPP) 0%
ExBAE L. 2026 4 3 HIcBE PEDE 14 [0 WTO BEES S (MC14) cmld 7- BEESEHE % 12
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https://wedocs.unep.org/bitstream/handle/20.500.11822/48744/16102025_Provisional_Agenda.pdf
https://wedocs.unep.org/bitstream/handle/20.500.11822/48779/Draft-Provisional-Agenda-Bureau-27102025.pdf
https://wedocs.unep.org/bitstream/handle/20.500.11822/48779/Draft-Provisional-Agenda-Bureau-27102025.pdf
https://www.unep.org/technical-highlight/4-reasons-why-preventing-pollution-good-you-and-your-economy
https://www.unep.org/technical-highlight/4-reasons-why-preventing-pollution-good-you-and-your-economy
https://www.meti.go.jp/press/2025/02/20260209003/20260209003.html
https://www.meti.go.jp/press/2025/03/20260303001/20260303001.html
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~L 7,

DPP (3., 772 F v 7{ERKR BT -EHEE MR OREZHN E L TE 0. SE0EFS
BAERIR 1T, IR R ERE S0 — A D&, $Ric 77 2 F v 78l ol ARSIt e s
EEERT S, (2025/11/25)

5-0-8. GHS
- 55 45 [0 [E# GHS HFIF/MEES (2023 412 A) MEBMREHML £ L2, (2024/02/21)
8 11 BREES 2 [Bl&3E— https://www.nite.go.jp/chem/ghs/pdf/unreport_jp_45_202312.pdf
(3 7k (2017))

- Globally Harmonized System of Classification and Labelling of Chemicals(GHS Rev. 11, 2025)

— https://unece.org/transport/dangerous-goods/ghs-revl 1-2025
[UNECE (3. E# GHS oSG 11 iREA Y 74 v ohRL 72, (2025/09/12)

5-0-9. 2 t v 7 A LER
- BREATEERTE R BT 3 A by 2 R LK DM EE A OSUEICEET 24 (OE5/\UN)
Arxyrzun, Forusv 772 (FTueR#RAD, FF3 7o viE o (2025/02/27)
— https://kanpou.npb.go.jp/20250226,/20250226h01412/20250226h014120004f . html

* APy IENLGER), N—EAEK KRB Y TR LSRRI E SR OB RIC DWW T
— https://www.meti.go.jp/press/2025/05/20250513001/20250513001.html
(A28 H255 HIHT TR v ZHRALER ., N—¥ AL, 1y T L LG ORHIESE
D GAME S e, BENKWEIZLUTO@EY (2024/05/13)
OR b v 7 FN LR
- B aFtu sk g (LC-PFCA) & % 0Kk LC-PFCA BH#EYE
- thEiE#{bv7 7 4~ (CASRN : 85535-85-9) fiEE A(BEMR) ICEMEZRE
(2025/05/**)
CWEYMERZERFE 28 RBEMBMNTOI, LBERE—BERELMEVE~DEELE
YL iEwm (2025/06/20)
ENEFE T 7 4 v Ofig A = —THERDFET 74 V7 7 ) B3FEE T L FEDORHOR
(2025/07/29)
5a4H(SCCPs, k%% 10~13). HEH(MCCPs, k%% 14~17). KHH(LCCPs, k% 18~)IcHEEINFET,

- 7)) kA (CASRN : 2921-88-2)

Ouv v FA & LR G
- HAEZLT 7~ (CASRN : 55285-14-8)
- 7 xvFF v (AU 640g/L UL LRy EEH%E (ULV) %K) (CASRN : 55-38-9)
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https://www.nite.go.jp/chem/ghs/pdf/unreport_jp_45_202312.pdf
https://unece.org/transport/dangerous-goods/ghs-rev11-2025
https://kanpou.npb.go.jp/20250226/20250226h01412/20250226h014120004f.html
https://www.meti.go.jp/press/2025/05/20250513001/20250513001.html
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E) BoBEREEYE - WEOFmA O (FAEEL), fEHOHIR, BeadiE
B DR A PR 0 25— MR R R S 1ot 3 2 BLMEE & 255 X U RO 5

5-0-10. SAICM = Strategic Approach to International Chemicals Management
- International Conference on Chemicals Management (ICCM5) in Bonn, Germany, on 30
September 2023, goals for 2030 and 2035
SAICM i3 ICCM ic 5| EfEA N T, EEZMHL T3,

5-0-11. AR5
- HFARIERE, 2023 EDO KR IRES RS R BE DRBERELER L L (2024/11/14)
(EIEHERE ' 2024.10.28 F3)

— https://www.eic.or.jp/news/?act=view&serial=51383&oversea=1

5-1. BRJIN, US BAEEH (Fic ACC Media Monitor 2% )

5-1-1. ARHIBEE R ER
+ Trump should eliminate this troubled risk assessment program
[Trump KMBEIZC D XS A LI R 737w 77 22832 & CThH 5, |
(2025-03-24 - cei.org)
+ FDA to Overhaul Post-Market Chemical Review Program for Food Chemicals
[FDA 12 & 5L EWE Ica L CHiBic il o TW AL EWE DL a2 — 70 /5 Lkt —nN—7 %
— L35, | (2025-07-20 - natlawreview.com)
- EPA Plastic Chemicals Review Lacks Typical Exposures, Panel Says
[EPAICK 277 AF v ZICHW2LEWEHO L o — IR ECBEE R T nd b, S
359, J (2025-08-08 - Environment and Energy Daily)
- Health was supposed to be central to the UN plastics treaty. Now it’s up for debate.
MEFIZT UN O 77 X F v 7 EHTH RIS I N, SPiEmDRiTd b, |
(2025-08-13 - grist.org)

« July 2025 Bounty Hunter Plaintiff Claims
(2025 £ 7 BEOEELEY CTTRATFV ZTEIADZL— L4 (2025-08-26 - natlawreview.com)

+ Environmentalists' Report Expects 31 States To Pursue PFAS Policies In 2026
[BRESRERT SR DM IC & 5 &, 31 DA 2028 491 PFAS %3BH T 2 LI L T 3, |
(2026-02-18 - Inside EPA)

A national alliance of environmental health organizations says 31 states are expected to consider

PFAS legislation in 2026, with a focus on phasing out PFAS in products..."States are moving away

from regulating one chemical at a time and instead restricting entire classes of toxic chemicals,
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https://www.eic.or.jp/news/?act=view&serial=51383&oversea=1
https://cei.org/blog/trump-should-eliminate-this-troubled-risk-assessment-program/
https://natlawreview.com/article/fda-overhaul-post-market-chemical-review-program-food-chemicals
https://news.bloomberglaw.com/environment-and-energy/epa-plastic-chemicals-review-lacks-typical-exposures-panel-says?context=search&index=1
https://grist.org/health/un-plastics-treaty-health-up-for-debate/
https://natlawreview.com/article/july-2025-bounty-hunter-plaintiff-claims
https://americanchemistry.unicepta-mind.de/export/redirect/reportresult_pdf?args=eyJyZXBvcnRfcmVzdWx0X2lkIjozMjQyOTMwMTksInJlcXVlc3RfbW9kdWxlX2lkIjozMjAzLCJib29rZWRfcHJvZHVjdF9pc3N1ZV9pZCI6MTIzNzkxMywiZmlsdGVyX3NldF9pZCI6bnVsbH0=&documentType=reportresult_pdf&token=f1f48901fe9439f712761087088faf2fbc69a657

202643 H 24 H (k) lk 0—2 2025 4F 4 ]

including PFAS, bisphenols, toxic flame retardants, and phthalates," the report says, noting that
states are "increasingly applying the lessons learned from PFAS to other toxic chemical classes,
including bisphenols and phthalates, moving toward broader, system-level prevention."

<01-200022026 > ACC Media Monitor 02-27

5-1-2. v ¥4 RBE
- Endocrinologists asked to step up efforts to reduce carbon footprint of health care
[N FIEIBES T —COh—FRv 7y F 70 v b OKEEBREMICGERT 2 X5k, |
(2025-06-04 - medicalxpress.com)
+ US chem stocks rally as EPA withdraws proposed Biden-era rules restricting chemical uses
[US AL E NS, EPA 28U WVE O i 2 IR % Biden-RHR OB ZERY FiF 72D T,
LR EEEST 5, | (2025-07-08 - icis.com)
- Walmart Sets a Timeline for Removing Synthetic Dyes and Other Additives From Its Food Brands
[Walmart (2, B 7 7 v F 2 b GHEECORMAI 2R 24 274 vEvy F 55, |
- Warning as softgel capsule supplements linked to several health concerns
[RODDBBERL ) Y I LT Y 7 YA AT ey T Y Ay e LToEE

- Sustainability in NBR compounds through replacement of phthalates by vegetable oil derived

plasticizer
[ ZANBT ATV ETEAANEFEEE L-AHAICEERZ /- NBR a2y Xy Y FOH AT 5
vy T4 —] (2026-03-19 - rubberworld.com)

the amount of plasticizer used in a formulation can be adjusted to achieve the desired in-rubber
properties. Among various plasticizers on the market, phthalates have been widely favored in nitrile
butadiene rubber (NBR) compounding due to their compatibility...

<01-20032026 > ACC Media Monitor 03-28

5-1-3. 7A7 v 7B&E
- Plastics and cardiovascular deaths: is it time for global plastics regulations?
[ 7' 2F w7 AL DIRIBIL © 2 5% 2UHENR T 7 AT v 7 ZHHIDREH ?
(2025-05-05 - cosmosmagazine.com)
- A Scary Plastic Study Should Probably Be Recycled (2025-05-05 - acsh.org)
[V FT BT TRF v 7DFIE. BZOLHAHINERETH S, |
- How Many Statistically Significant Estimates Does It Take To Make A Guess?
(% 35 DI RS K OMEHIEEMOFHE S B E D2 ? | (2025-05-28 - acsh.org)
- Increased Toxicity Risk Identified For Children With ADHD, Autism
[ADHD < HEfED Fit7-H 1wt 27 o ERE o bhr-, | (2025-06-06 - news.yahoo.com)
+ U.S. preschoolers are exposed to a broad range of potentially harmful chemicals, finds study

[WFRICH 5 & St o Tk ik, AEEO RO & 2L EWE IC)LHlIcREL T2 L E
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https://medicalxpress.com/news/2025-06-endocrinologists-efforts-carbon-footprint-health.html
https://www.icis.com/explore/resources/news/2025/07/08/11117486/us-chem-stocks-rally-as-epa-withdraws-proposed-biden-era-rules-restricting-chemical-uses
https://www.usnews.com/news/business/articles/2025-10-01/walmart-sets-a-timeline-for-removing-synthetic-dyes-and-other-additives-from-its-food-brands
https://americanchemistry.unicepta-mind.de/export/redirect/reportresult_pdf?args=eyJyZXBvcnRfcmVzdWx0X2lkIjozMDQ3MjkxMjAsInJlcXVlc3RfbW9kdWxlX2lkIjozMjAzLCJib29rZWRfcHJvZHVjdF9pc3N1ZV9pZCI6MTE3NzUyMSwiZmlsdGVyX3NldF9pZCI6MH0=&documentType=reportresult_pdf&token=f1f48901fe9439f712761087088faf2fbc69a657
https://rubberworld.com/sustainability-in-nbr-compounds-through-replacement-of-phthalates-by-vegetable-oil-derived-plasticizer/
https://rubberworld.com/sustainability-in-nbr-compounds-through-replacement-of-phthalates-by-vegetable-oil-derived-plasticizer/
https://cosmosmagazine.com/health/body-and-mind/phthalate-cardiovascular-disease/
https://www.acsh.org/news/2025/05/04/scary-plastic-study-should-probably-be-recycled-49453
https://www.acsh.org/news/2025/05/28/how-many-statistically-significant-estimates-does-it-take-make-guess-49507
https://www.yahoo.com/news/increased-toxicity-risk-identified-children-234946826.html
https://phys.org/news/2025-07-preschoolers-exposed-broad-range-potentially.html
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2o | (2025-07-01 - phys.org)
- Ultraprocessed diet decreases male sex hormones, new study suggests
[EIMTAA4 Ty FRHZEEOEFRALE Y ZFBLE 2 &, Fi-mENRET 5, |

(2025-09-09 - sandiegouniontribune.com)

- How lifestyle and environment reshape the sperm epigenome and why it matters for fertility,
embryos and child health (2025-10-17 - medicalxpress.com)
« Are your baby’s clothes toxic? New study finds harmful chemicals in infant textiles
[B 727 DB 2 ADTIICIZHNE ? B 7= 2R IR L oMY EE L EMEZ o0 %, |
(2025-10-20 - usrtk.org)
- Plasticizers linked to changes in kidney function (2025-11-05 - www.ehn.org)

[Efgtaeic 2t 2 5 2 2 "W[¥EAI] DEHTP

- Measuring the consequences of plastic contamination
[ TTRF v 7EROBEREA Y —T 5, | (2026-01-23 - phys.org)

5-14, —a2—RAEHF

« Trump EPA seeks to gut state chemical bans, raising toxic exposure risks (2025-04-08 - ehn.org)

[Trump @ EPA I3, REWN MO AESEEZHELE L, HFHECBEII R 725D 5, |

- Common chemicals in plastic linked to over 350,000 deaths from heart disease

[ 7' RF v 7 AcH@OL AP E T OIBERIC X 2 35 HFAZ#BZ 20 L BET 5, |
(2025-04-29 - washingtonpost.com)

JFE S ¢ https://www.sciencedirect.com/science/article/pii/S2352396425001744?via%3Dihub

+ How toxic are softgel capsules?

(o Wh TR it ENERBERN» ? | (2025-06-11 - theconversation.com)

» The ugly truth behind ultra-fast fashion and how Europe is paying the price [Promoted content]

[T T777 A7 7 vy a VvEROBICGEURBIGEE EINA L D X 9% OFffifg %> T

200 ? | (2025-07-01 - euractiv.com)
+ 70,000 Pieces of Plastic Shed Daily from Objects in Our Homes and Cars and Penetrate 'Deep
Inside Our Lungs' (2025-08-01 - news.yahoo.com)

[HA47 s 077 D B3EAL DRESCHEDP OFE L, BADIPICER RERE 3, |

- Coca-Cola’s Sustainability Push Could Quietly Boost Your Health — Here’s Why Experts Approve

[Coca-Cola’s Sustainability Push ¥, ®»7%&7z0REZHEIICHL LT3 Th3 5 —Z 2 IfAIEM
RBINEZRDTHBEI3DO0LEDH 5, | (2025-12-09 - timesnownews.com)

+ Water from plastic bottles — including expensive brands — contains more chemicals than water

store in glass
[ R FPNMICAS T B KII—Effie 7 IV FdEL—H IR Ao TwEKICHERZLEVE
K DLEYERE I TV 5, (2026-02-12 - www.ehn.org)
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https://www.sandiegouniontribune.com/2025/09/09/ultraprocessed-diet-decreases-male-sex-hormones-new-study-suggests/
https://medicalxpress.com/news/2025-10-lifestyle-environment-reshape-sperm-epigenome.html
https://medicalxpress.com/news/2025-10-lifestyle-environment-reshape-sperm-epigenome.html
https://americanchemistry.unicepta-mind.de/export/redirect/reportresult_pdf?args=eyJyZXBvcnRfcmVzdWx0X2lkIjozMDU1MjYwODQsInJlcXVlc3RfbW9kdWxlX2lkIjozMjAzLCJib29rZWRfcHJvZHVjdF9pc3N1ZV9pZCI6MTE3OTc0MSwiZmlsdGVyX3NldF9pZCI6MH0=&documentType=reportresult_pdf&token=f1f48901fe9439f712761087088faf2fbc69a657
https://www.ehn.org/plasticizers-linked-to-changes-in-kidney-function
http://www.ehn.org/
https://phys.org/news/2026-01-consequences-plastic-contamination.html
https://www.ehn.org/trump-epa-seeks-to-gut-state-chemical-bans-raising-toxic-exposure-risks
https://www.washingtonpost.com/climate-environment/2025/04/29/plastic-chemicals-phthalates-deaths-heart-disease/
https://www.sciencedirect.com/science/article/pii/S2352396425001744?via%3Dihub
https://theconversation.com/how-toxic-are-softgel-capsules-256859
https://www.euractiv.com/section/eet/opinion/the-ugly-truth-behind-ultra-fast-fashion-and-how-europe-is-paying-the-price/
https://www.yahoo.com/news/articles/70-000-pieces-plastic-shed-142017709.html
https://www.yahoo.com/news/articles/70-000-pieces-plastic-shed-142017709.html
https://www.timesnownews.com/health/coca-colas-sustainability-push-could-quietly-boost-your-health-heres-why-experts-approve-article-153268064/amp
https://www.ehn.org/plastic-bottled-water-edcs
https://www.ehn.org/plastic-bottled-water-edcs
http://www.ehn.org/
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+ Majority of Americans say government is not protecting them from toxic chemicals

(% DT XY AN, BIFIFEELEDE» OBRAZTFo T NTHRWVEE ), |
(2026-02-26 - cnn.com)

Concern over the risks of flame retardants... endocrine disruptor that has been linked to fetal
abnormalities, low birth weight, and brain and behavior disorders in infants and children. In adults,
the chemical has been linked to the development of diabetes, heart disease, erectile dysfunction,
cancer and a 49% higher risk of early death within 10 years. Phthalates, which are found in consumer
products such as food storage containers...Perfluoroalkyl and polyfluoroalkyl substances, or PFAS,

are present in the blood of an estimated 98% of Americans...

<03-260022026 > ACC Media Monitor 02-40

5-1-5. NGO
« Safest Razors Without PFAS “Forever Chemical” Coatings (2025-08-05 - mamavation.com)
[PFAS” Forever Chemical”Ca— F SN TWAWRDIRELAREN IV |
- Men — When it Comes to Your Health, Chat but Verify (2025-11-03 - acsh.org)
[(BE—bkhlz0ofFELR5L, F¥Yy v P ClIHIPELTHH 5, |

- American Chemistry Council Responds to “The Plastic Detox” Documentary
[ACC ix, “The Plastic Detox” D X&iC)0&ET %, | (2026-03-17 - americanchemistry.com)
For instance, the high molecular weight phthalates DINP and DIDP were recently evaluated by the

Biden administration’s EPA, which determined that they ‘do not pose unreasonable risk of injury to

human health for consumers, the general population or to the environment.’

<01-17032026 > ACC Media Monitor 03-21

From: Conneely, Eileen <Eileen_Conneely@americanchemistry.com>

Sent: Wednesday, March 18, 2026 11:42 PM

To: HI#f JE3E <yanase@Kkasozai.gr.jp>

Cc: '#&%F #1E' <morino@kasozai.gr.jp>

Subject: RE: About “The Plastic Detox” Documentary (3/18 JPIA YANASE)

Shanna Swan, someone who has argued against using phthalates for the last 15-20 years put together a
“documentary” showing couples that are trying to get pregnant. She claims that if they reduce their exposure to
certain plastics, and their additives, such as phthalates, they will be more likely to get pregnant. It’s airing on

Netflix. I haven’t watched it but my colleagues have, and say it is her usual criticisms with little or no evidence.

American’ Eileen Conneely, MPH, JD
Chemistry Senior Director, Chemical Products and Technology
Council 0:(202) 249-6711

eileen_conneely@americanchemistry.com
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https://www.cnn.com/2026/02/26/health/toxic-chemicals-pew-survey-wellness
https://mamavation.com/beauty/safest-razors-pfas-forever-chemical-coatings.html
https://www.acsh.org/news/2025/11/03/men-when-it-comes-your-health-chat-verify-49791
https://www.americanchemistry.com/chemistry-in-america/news-trends/press-release/2026/american-chemistry-council-responds-to-the-plastic-detox-documentary
mailto:eileen_conneely@americanchemistry.com
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https://www.europeanplasticisers.eu/

https://www.plasticisers.org/

- M. LRI (The Long-range Research Initiative) D HF 5 53]

American Chemistry Council
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https://www.americanchemistry.com/
https://www.europeanplasticisers.eu/
https://www.plasticisers.org/
https://www.bing.com/ck/a?!&&p=e7c8fe0959388ca4JmltdHM9MTcxNTU1ODQwMCZpZ3VpZD0zMWI2MzhjYy0yNWIxLTZhMmItMmZiMS0yYWE3MjQ1YjZiY2YmaW5zaWQ9NTE5NQ&ptn=3&ver=2&hsh=3&fclid=31b638cc-25b1-6a2b-2fb1-2aa7245b6bcf&psq=lri+%e6%97%a5%e5%8c%96%e5%8d%94&u=a1aHR0cHM6Ly9qLWxyaS5vcmcv&ntb=1
https://www.americanchemistry.com/
https://www.linkedin.com/company/american-chemistry-council
https://www.facebook.com/AmericanChemistry
https://x.com/AMChemistry
https://www.youtube.com/user/AmericanChemistry
https://www.americanchemistry.com/driving-safety-sustainability/responsible-care-driving-safety-sustainability
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/I Al (10%:% S Bl Hk4H) 3, 400, 000
W #H B % 00% 340, 000
= ak (BiA) 3, 740, 000
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=& BREF—I—KE&EEH) 1-1-3
(202643 8)[2212~2305 [2306~2311 [2312~2405 [2406~2411 [2412~2505 |2506~2511_ [2512~2605
BREX—T7—F B | Bk i BEE |KE SEE |HEt |SBE |SEt |$AEE |5 [SAEE K& [SAE | 2512| 2601 2602| 2603| 2604| 2605|5&KET (SRR

Acute [AC] AC 2% 83| 236 13| 35| 17| 48| 14| 31 3] 09 10| 24 1 3 0 2 6 23
Algae [AL] AL EBE 0| 0.0 6 16 5[ 14 3 07 41 1.2 5( 12 0 3 0 1 4 15
Analytical Methodology [AM]AM |5 #f1Fi% 41 11 41 11 41 11 5( 1.1 0| 0.0 1 0.2 0 0 1 0 1 0.4
Bioaccumulation [BA] BA |E¥iRHE 9| 26| 18| 49| 28| 79| 40| 89| 18| 53 19| 46 7 4 4 5 20| 7.6
Biodegradation [BD] BD A£5fF. £EN%IE 41 11 9| 25 6 1.7 1M 2.4 5[ 15 10| 24 2 3 2 2 9| 34
Biota [BI] Bl 448 71 20| 16| 44| 19| 53| 25| 56| 11 32 21 5.1 8 2 4 5 19| 7.2
Carcinogenicity [CA] CA | EHAM. BARME 251 74 17| 46| 21 59| 21 47| 15| 44 28| 638 3 71 10 11 31| 1.7
Chronic [CH] CH &t 9| 26 31 08 1 0.3 2| 04 0| 0.0 1 0.2 1 0 0 0 1 0.4
Dust [DU] DU [ECY o 0.0 71 1.9 3| 08 5| 11| 12| 35 4( 1.0 0 0 0 0 0| 0.0
Endocrine Disruption [ED] |ED |7 iEELIER 60| 171 | 75| 204 | 94| 264 122| 271 | 90| 263 85| 20.7| 19 7 9 16 51| 19.3
Envir. aspects [EA] EA B fE 22| 63| 67| 183| 68| 19.1| 85| 189| 69| 202 72| 176| 10| 11 9| 13 43| 16.3
Envir. fate [EF] EF BRI Ed 21 06| 31 84| 34| 96| 44| 98| 41| 120 36| 88 9 4 5 8 26| 9.8
Envir. levels [EN] EN IR K#E 28| 80| 48| 131| 50| 140| 60| 133| 42| 123 38| 93 9 9 6 7 31| 1.7
Epidemiology [EP] EP ¥ 0| 00| 13| 35 0| 0.0 1 0.2 0| 0.0 o 0.0 0 0 0 0 o 0.0
Exposure [EX] EX MREE 390 111 39| 106| 37| 104 51| 11.3| 47| 13.7 41| 10.0 7 4 7 6 24| 94
Fish [FH] FH &% 30| 85| 37| 101| 33| 93| 48| 107| 28| 82 34| 83 5 3 1 5 14| 53
Full Review [RT] RT #&% 5[ 14 41 11 1 0.3 0.4 0| 0.0 0 0.0 1 0 1 1 31 11
Genotoxicity [GE] GE #EfzHi. B=TEH 21 6.0 71 19 41 11 13 2| 06 6 15 2 1 0 5 8| 3.0
Ground Water [WG] WG |#TFK 0| 0.0 2| 05 1 0.3 0 0.0 1 0.3 1 0.2 0 0 0 0 o 0.0
Human [MN] MN Ek 197 | 56.1| 213 | 58.0| 196 | 55.1| 243 | 54.0| 173 | 506 176| 429 31| 19| 27 32 109 | 41.3
Indoor Air [IA] A ERER 1 0.3 71 19 1 0.3 4| 09 71 20 71 17 0 0 0 0 o 0.0
Inhalation [HA] HA IRA. &5] 41 11 15| 441 6 17| 18| 40| 12| 35 8| 20 1 1 1 2 5|1 1.9
Injection [JE] JE  EALES 12| 34 5[ 14 1.1 41 09 3] 09 6 15 2 0 2 3 7 27
Invertebrate [IN] IN [ EEHEY 16| 46| 26| 71| 24| 67| 32| 71| 20| 58 27| 6.6 2 3 0 3 8| 3.0
In vitro [VI] VI E&S AoERD RBRERN| 11| 316 54| 147 | 77| 216| 95| 211 | 71| 208 59| 144 11| 12| 13| 16 52| 19.7
Legislation [LE] LE &S 2| 06 3| 08 2| 06 1 0.2 2| 06 3 07 0 0 3 0 31 141
Local [LO] LO BFTHY 8| 23| M 30| M 31| 24| 53| 14| 44 10| 24 1 1 1 0 31 11
Mammal [MA] MA [TEELEE 107 | 305| 75| 204 | 87| 244| 105| 233 | 73| 213 92| 224| 11| 10| 13| 13 47 | 17.8
Metabolism [ME] ME | {XBI1ER. #TBRICH. EHR] 135| 38.5| 135| 36.8| 137 | 385| 194 | 43.1| 130| 38.0 144 | 351 | 29| 14| 20| 26 89| 337
Microbe [MI] Ml EY 5 14| 12| 33| 13| 37| 19| 42| 13| 38 13| 32 1 1 1 5 8| 3.0
Occupational [OC] OC HZEL 1 0.3 41 11 3| 08 5( 1.1 6| 1.8 2| 05 2 0 1 0 31 11
Oral [OR] OR #A 80| 228 | 74| 202| 66| 185| 76| 169| 58| 17.0 56| 13.7 4 5 7 5 21 8.0
Other [OT] OT | Zhfth 9| 26 41 11 6 17 71 16| 1 3.2 5( 12 1 1 1 2 5|1 1.9
Outdoor air [OA] OA EBHER 0| 0.0 5[ 14 0| 0.0 3 07 1 0.3 2| 05 0 0 0 1 1 0.4
Physical-chemical properties PC  \#¥ L2245 1% 0| 0.0 7 1.9 4 1.1 41 0.9 0| 0.0 2| 05 2 0 0 0 2| 08
Plants [PL] PL &%) 3] 09 71 19 8| 22| 17| 38 41 12 13| 32 1 4 3 3 M| 42
Protection [PE] PE {REEER 1 0.3 0 0.0 41 11 6 13 1 0.3 8| 20 0 0 0 4 4 15
Repeated dose [RD] RD #YURLIEE 114 325| 92| 251 | 107 | 30.1| 131 291 | 72| 211 71| 173 5 8| 10| 15 38| 144
Reprotoxicity [RE] RE |&£RESE 122 | 348 163 | 444 | 175| 49.2| 215| 478 | 147 | 430 177| 432| 29| 19| 26§ 28 102 | 38.6
Review [RV] RV #E% 32| 91| 60| 163| 57| 16.0| 53| 11.8| 45| 13.2 44| 107 7 6 5 5 23| 87
Review-ecotox [RX] RX |LEa—, £8EEH 2| 06 2| 05 2| 06 2| 04 1 0.3 1 0.2 0 0 0 1 1 0.4
Sediment - HIEY. KR, LA 0| 0.0 9 25| 24| 67| 18| 40| 18| 53 8| 20 1 0 2 1 4 15
Sensitization [SE] SE |RE 41 11 10| 27 8| 22 8 1.8 5[ 15 5( 12 5 4 4 3 13| 49
Sludge [SL] SL |iBile. A9 0| 0.0 3| 08 1 0.3 3 07 1 0.3 0 0.0 0 0 0 1 1 0.4
Soil [SO] SO i 1 03| 16| 44| 12| 34| 16| 36| 10| 29 22| 54 2 3 3 2 10| 38
Surface water [WS] WS |REK 3] 09| 25| 68| 24| 67| 36| 80| 26| 76 34| 83 9 5 5 8 27| 10.2
Technical [TE] TE | HfiT89 71 20 8| 22| 18| 541 8 18| 12| 35 20| 49| 15| 16| 18| 22 71| 26.9
Toxicity [TO] TO &K 299 | 85.2| 297 | 80.9| 300 | 84.3| 373 | 829 | 296 | 86.5| 364 | 888 | 59| 52| 55|| 69 235 89.0
Waste water [WW] WW | BEK, 55K, FK 0| 0.0 71 19 2| 06 41 09 41 1.2 2| 05 0 1 0 2 31 11
PERTHRE 351 | 100| 367 | 100| 356 | 100| 450 | 100 342| 100 410| 100| 69| 57| 59| 79 264 | 100

-1®LNo. 76 -




® RBRREMEGESED

(202643 A) | 2206~2211 (2212~2305 |2306~2311 [2312~2405 |2406~2411 |2412~2505 [2506~2511 |2512~2605
®s e CASES &5t |48 (KA [HEE |FE |BEE K5 |SBE  |RE [HEE |SE |SEE £ |SE | 2512| 2601| 2602| 2603| 2604| 2605|565t |SBE
DMP |S7L%ELZEL—k: AFL  |131-113 89| 16.4| 28| 80| 34| 93| 34| 96| 54| 120 22| 64| 20| 49 5 1 2 4 12| 45
DEP |TFL 84-66-2 127 233| 39| 11.1| 49| 13.4| 39| 11.0| 64| 142 36| 105 22| 54 5 3 1 14 23| 87
DPrP 7OEL 131-16-8 13| 24| 4| 14| 2| os5| 4| 11| 6| 13| 3| 09| 2| o5 0 0 0 0 ol 0.0
DIPrP 4YFAEL 605-45-8 6| 11| o| oo| 1| 03| 2| o6 1| 02| of oo| 1| 02 0 0 0 0 ol 0.0
DIBP |[41VIFL 84-69-5 76| 140| 26| 74| 40| 109] 21| 59| 41| 91| 23| 67| 17| 41 1 1 3 2 7| 2.7
DBP |FFL 84-74-2 191| 59.0| 75| 21.4| 93| 253 | 74| 20.8|107| 23.8| 57| 16.7| 84| 205 10 9 9 6 341129
DAP FUL 131-17-9 71 13| 1| 03| 4| 11| 3| o8| 7| 16| of o0o| of oo 0 0 0 0 ol 0.0
DPnP |[RyFL 131-18-0 21| 39| 7| 20| 8| 22| 6| 17| 8| 18| 2| 06| 8| 20 0 1 1 0 2| 08
DIAP 3-AFLIFL 605-50-5 8| 15| 2| o6| 3| o8| 2| o6| 3| 07| 2| 06| 3| 07 0 0 1 1 2| 08
84-75-3
DHP nA%ull casiosoa | 28| 51| 5| 14| 13| 35| 5| 14f 15 33| 5| 15| 4| 10 0 0 3 0 3] 11
DIHP |[fUaxoL 146-50-9 11 02| o| o0o| 1| 03| 1| 03] 1| 02| o] ool o] o0 0 0 2 0 0.8
71888-89-6
DCHP (vya~%ul 84-61-7 30 55| 11| 34| 8| 22| 12| 34| 13| 29| 4| 12| 6| 15 1 0 1 1 3] 1.1
DPhP Zz=j 84-62-8 16| 29| of| oo| 3| o8| 3| o8| 2| 04| 2| 06| o 00 0 0 1 0 1] 04
3648-21-3
DHpP ~TFL 41451289 8| 15| 3| 09| 1| 03| 2| o6 1| 02| of oo| 1| 02 0 0 0 0 ol 0.0
DEHP 2-IFLAFIIL 117-81-7 264 | 485 (146 | 41.6 150 | 40.9 |148 | 41.6|164| 364|127 37.1|150| 366| 29| 17| 27 22 95 |36.0
DnOP nAsFiL 117-84-0 68| 125| 19| 54| 34| 93| 22| 62| 33| 73| 13| 38| 15| 37 4 0 1 5 10| 3.8
DOP A4FNL (THE) ol oo of oo 1| 03| of ool o| oo| 1] 03| o| o0 0 0 0 0 o] 0.0
DIOP 64FLATFL 27554-26-3 3| 06| 2| 06| 2| o5 4| 11| 3| 07| 2| 06| of oo 0 0 1 1 0.8
85-69-8
mix-P  |BE7LFL 75673164 ol 0o| of| o0of| 1| 03| 1| 03| 1| 02| of o0o| of oo 0 0 1 0 1] 04
DO711P |C7~1 17 L% 68515-42-4 11 02| of 00| of 00| of| 00| o] o0of o] o0o| 1] 02 0 0 0 0 ol 0.0
DINP Av/zp 28553120 | 53| 97| 23| 66| 24| 65| 25| 70| 36| 80| 20| 58| 12| 29 1 2 3 2 8| 3.0
DINP Av/zp 68515480 | 50| 92| 20| 57| 32| 87| 23| 65| 33| 73| 20| 58| 12| 29 1 2 3 2 8| 3.0
84-76-4
DNP /=L 1403618 | 10| 18| 2| 06| 6| 16| 4| 11| 4| 09| o] 00f of 00 0 0 0 0 ol 0.0
DIDP |[4YTUL 68515-49-1 | 19| 35| 7| 20| 12| 33| 9| 25| 11| 24| 10| 29| 5| 12 1 0 0 1 2| 08
DIDP |[4VYFIL 26761-40-0 ol 00| o| o0o| o| oo o| oo| of oo| of oo| of oo 0 0 0 2 2| 08
DDP |Ful 84-77-5 ol 00| of| o0o| 2| o5 1| 03| 1| 02| of oo| of oo 0 0 0 0 ol 0.0
DnDP n-KFuL 2432-90-8 2| 04| o| 00| o| 00| o| o0o0| of oo| of oo| of oo 0 0 0 0 ol 0.0
DPHP [22FOEA~TFIL 53306-54-0 8| 15 6| 17| 2| os| 3| o8| 3| 07| 2| oe6| 4| 1.0 0 0 0 0 ol 0.0
DUP %uFul 3648-20-2 4 07| of 00| o| 00| o| 0o o] oo of o0o| of oo 0 0 0 0 ol 0.0
DUP wuFul 85507-79-5 11 02| of 00| of 00| of| o0o| o] o0of o] o0o| o] 00 0 0 0 0 ol 0.0
117-82-8
EOP |EOfMZAELIZL—F 117-83-9 14| 26| 1| 03| 8| 22| 6| 17| 13| 29| 8| 23| 2| o5 0 0 0 0 ol 0.0
605-54-9
DBzP SRUULIZL—F 523-31-9 41 07| of o0o| o o0o| 1| 03| 2| 04| of 00| of oo 0 0 1 0 1] 04
BBP nIFARUILIAL—k 85-68-7 115 211 35| 100| 52| 142| 37| 104 51| 11.3| 25| 73| 22| 54 1 1 2 1 51 1.9
DINCH ¥ aA%4uShLREsL—k 166412-78-8 | 22| 40| 25| 71| 18| 49| 16| 45| 30| 67| 11| 32| 14| 34 2 2 2 1 7| 2.7
DINCH ¥ aAd4oShLREsL—k 474919500 | 0| 00| o| 00| o| 00| of oo| of oo] o 00| o] 00 0 0 0 0 ol 0.0
DEHTP 22IFAAFLLFLIZL—F 6422-86-2 17| 34| 10| 28| 17| 46| 12| 34| 20| 44| 12| 35| 13| 32 1 1 1 5 8| 3.0
TOTM |kUAYF—h 3319-31-1 51 09| 2| o6| 8| 22| 3| o8| 7| 16| 3| 09| 3| 07 2 1 1 2 6| 2.3
DEHA |7UR—t 103-23-1 8| 15| 6| 17| 9| 25| 6| 17| 14| 31| 6| 18| 3| 07 1 1 1 2 51 1.9
E/IR7MEE | monoesters (F1®E)  [172] 316|117 333| 95| 259 (110 309|142 31.6| 92| 26.9|103| 251| 18| 12| 12| 17 59223
MBP |/ JFLTHL—h 131-70-4 156 | 28.7| 72| 205| 73| 19.9| 74| 20.8| 98] 21.8| 35| 102 34| 83 5 6 5 5 21| 80
MEHP E/2IFLAFVLTI4L—k 4376209 |[167 | 30.7| 93| 26.55| 81| 22.1|101| 284|102 22.7| 48] 14.0| 43| 105 8 5 7 1 31117
PA 75 LB 88-99-3 8| 15| 4| 14| 4| 11| 3| o8| 2| 04| 2| 06| 1| 02 0 0 0 0 ol 0.0
DETP |TFAFLIAL—F 636-09-9 ol 00| o| o0o| o| oo o| oo| of oo| of oo| of oo 0 0 0 0 ol 0.0
TPP  |WENI 115-86-6 49| 90| 23| 66| 18| 49| 25| 70| 40| 89| 25| 73| 26| 63 1 0 2 5 3.0
DPP |JEy 712b 838-85-7 22| 40| 6| 17| 8| 22| 6| 17| 10| 22| 4| 12| 1| 02 1 1 1 1 1.5
PIRXEY 544 100|351 | 100|367 | 100|356 | 100[450| 100[342| 100|410| 100| 69| 57| 59| 79 264 | 100
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FREEOEE (£i)

(2026438) [2206~2211]2212~2305|2306~2311|2312~2405|2406~2411|2412~2505]2506~2511|2512~ 2605

E - Hhis 5 [H (%) |5RET |BEE |5 |HRE |KEH[BE |5 |EE R |HEE |&5[BE | 2512 2601 2602| 2603| 2604| 2605|%Et [SEE
US.A. 62| 126 62| 177] ss| 150 51| 143] 73] 162 40 1.7 so| 122 7 2] 0] 12 31] 117
i 214| 433 143| 40.7| 128| 349 152| 42.7| 183| 40.7| 154 450 208| 50.7| 38| 33| 30| 43 144| 545
#E 12| 24| 9o 26| 14| 38| 18] 51| 26| 58| 10| 29| 15 37 1 6 4 1 12| 45
& 15| 30| 12| 34| 14| 38| 8| 22| 14| 31| 11| 32| 9 22 2 0 1 1 4 15
EES s| 10| e 17| 8 22| 7| 20| s| 11| 4] 12| s 15 0 1 0 2 IR

EU 0 0 0 0 1 0 1 0 0 1 0 1

F—zry7| 6 2 1 0 0 0 0 0 0 0 0 0

~uE—| 2 3 5 5 0 3 3 1 0 0 2 3

Fza| 2 1 4 3 4 2 0 0 0 0 0 0

Fue—4| 2 4 2 1 4 2 3 1 0 0 0 1

J4v5vk| 3 0 1 0 1 4 0 0 0 0 0 0

I5vz| 10 8 15 11 8 4 9 0 0 1 0 1

ey 7 8 5 4 5 5 5 0 1 1 0 2

£yl 4 1 3 1 2 0 1 0 0 0 0 0

nuHy— o 0 0 1 1 0 1 0 0 0 0 0
74052k o190 o|188| o|193| o|l149| o|160| o|158| o] 117 0 0 0 0 0| 102

152y7| 18 11 9 5 15 9 7 1 1 0 2 4

LoV ILG| O 1 0 0 1 0 0 0 0 0 0 0

524 8 2 2 3 3 6 2 0 0 1 1 2

N - 3 3 0 2 4 3 2 1 0 0 3

FILRHL| 0 1 7 1 4 4 1 1 0 0 0 1

z2O0R=7| 1 0 1 0 0 0 0 0 0 1 1 2

Z2O0R%7| 3 0 1 0 2 1 1 0 0 0 0 0

ARS Y| 12 12 7 8 12 6 9 3 1 1 0 5

ZYz—Fy| 7 4 5 6 5 3 1 0 1 0 0 1

sxyz| 4 5 0 4 2 1 1 1 0 0 0 1
ol 00| o oo| o o0o| of o0o| ol o0o| of oo| o 00 0 0 0 0 o| 00
S EEI 4 o8| o oo| 1| 03| 1| 03| 3| 07| o o0o| 1| 02 0 0 0 0 o| 00
154 ol 00| o ool of o0o| o ool 1| 02| o oo 0.0 0 0 0 0 o| 00
15 of 18| 1| 03| 6 16 08| 4 09| 5| 15 1.0 1 0 0 2 3l 1
£k 10| 20| 14| 40| 10| 27| 13| 37| o 20| 14| 41| 13| 32 3 3 2 1 9| 34
1Y RHRYT ol 00| o oo| o o0o| 1| 03| o o0o| 1| 03| 1| 02 0 0 0 0 o| 00
ISTh 4 o8| 1| 03| 4] 11| 1| 03| of oo| o o0o| 3| 07 0 0 1 0 1| o4
A—RLSUT 6l 12| 2| oe| 5| 14| 2| os| 1| 02| 4] 12| 7| 17 2 1 0 0 3| 14
nFE 1| 22| s| 14| o 25| 4] 11| o 20| 5| 15| 7| 17 0 1 1 3 5| 1.9
HHT—h ol 00| o oo| o o0o| of oo| ol 0ol o o0o| o oo 0 0 0 0 o| 00
HHSFSET 1 02| 3| 09| 2| os| 1| 03| 3| 07| 2| oe| 2| os 1 0 0 0 1| 04
Sy7 ol 00| of ool of o0o| o ool of o0o| o o0o| o oo 0 0 0 0 o| 00
ZA R 1 02| of o0o| 1| 03| of oo| 4 09| o ool of oo 1 1 0 0 2| o8
ZYSUh ol 00| o oo| o o0o| of ool 1 02| of o0o| o oo 0 0 0 0 o| 00
wLET s 10| 2| os| 2| os| 3| o8| 4 09| 2| 06| o oo 0 1 0 0 1| 04
54 s 10| o ool of oo| 1| 03] 1| 02| 1| 03| o oo 0 1 0 0 11 o4
FazUF 2| 04| of ool of o0o| o ool of o0o| o o0o| 2| os 0 0 0 0 o| 00
F ol 00| of ool of o0o| o ool of o0o| o 0ol o oo 0 0 0 0 o| 00
FLa 8| 16| 4| 11| 5| 14| o 25| 2| 04| 10 29| 4| 10 0 0 2 3 5| 1.9
FASIUT 7| 14| 2| oe| of o0o| 1| 03| 4| 09| o o0o| 3| 07 1 0 0 1 2| o8
—a—s—5>r | 1| 02| of o0o| 2| os| of oo| 2| 04| o ool of o0 0 0 0 0 o| 00
Iy — 2| 04| 2| o6| 2| os| 5| 14| 4 09| 1| 03] 1| 02 0 0 0 0 o| 00
REZE Y 2| 04| of ool 2| 05| 2| os6| of o0o| o o0o| 1] 02 0 0 0 0 ol 00
J4UEY ol 00| o oo| o 00| of ool o o0o| of o0 0.0 0 0 0 0 o| 00
S EIAUE ol 00| o ool of o0o| o ool of o0o| o oo 0.0 0 0 0 0 ol 00
IS5 2| oal| 5| 14| 13| 35| 4| 1| 1| 24| 6 18] 1] 27 2 0 0 3 5| 19
IHA ol 00| o ool of o0o| o ool of o0o| o oo 0.0 0 0 0 0 ol 00
NETA ol o0o| 1| 03| of o0o| o ool 2| 04| 1| 03| o o0 0 0 0 0 o| 00
TL—7F ol 00| of ool of o0o| o ool of oo| 1| 03| 1] 02 0 1 2 0 EIER
BT IUA ol o0o| 2| o6l of o0o| o ool 2| 04| 1| 03| o o0 0 0 0 0 o| 00
FEDE 4 o8| ol ool 3| o8| 3| o8| 4] 09| s| 15| 2| os 0 0 0 0 ol 00
£0va ol 00| of ool of o0o| o ool of o0o| o o0o| o oo 0 0 0 0 o| 00
ENL ol o0o| 1| 03| of o0o| o ool of o0o| o o0o| o oo 0 0 0 0 ol 00
oy 4 o8| 1] 03| 1| 03| of oo| o o0o| of o0o| o 0o 0 0 0 0 o| 00
FLSIYT o| 00 00| of oo| 1| 03| of.pol o oo| 1| o2 0 0 0 1 1| 04
Z0H 4| o8 20| 9 25| 12| 34| 6 I 10”29 10| 24 0 1 0 0 1| 04
HiH A 494]100.0 | 351[100.0 | 367[100.0 | 356[100.0 [ 450[100.0 | 342[100.0]| 410[100.0| 69| 57| s9f 79 0 o 2641000




EPSCHRDBIREE SCERE AT (2026/2/11~2026/03/10) 113
No. T RE . HE (AR XBR& RiTE
*—9—F LA B(CAS No) 2 (ERESE)
Unveing Holoclas Hecharisms and Salnt Targts i Pl ndiced Neurodevelopmertal Disordrs Thiough @EmGR Y RO~ BERENT Ky F U IRBERL T, JFAMIAT LRREREREMED | 020)
2603-001 | 11900|DG Niharika Network Toxicology and Molecular Docking Strategy DFAN=XLLBELENERALET. e
[Technical [TE], Toxicity [TO] General ok
Exposure to endocrine-disrupting chemicals in folicular flid: implications for assisted reproductive technology outcomes, FRATOAA LD LELENE~OBS  ERNDEROBRRAOR Reproductive BioMedicine Online 2026]
2603-002 11901|Y Jiang
[Endocrine Disruption [ED], Human [MN], Metabolism [ME], Reprotoxicity [RE], Toxicity [TO] (General, Other hE
Phihalates measured at birth and risk of testicular cancer in adolescents and young adults. HERCHES NI IS BT AT N ERES L UERRAORENAD IR, [INCI Cancer Spectrum 2026]
2603-003 11902|C Metayer
C: [CA], Human [MN], Metabolism [ME], Toxicity [TO] [4376-20-9, Monoesters USA
Integrative network toxicology and evidence reveal mechanisms underlying diethyl p iniiatonand  |B& % FO— 5 BIEFERMBIBIE Y. STF 175 L— M ESFBARAAOREERGO [ " 020
2603-004 | 11903[X Chen progression of endometrial cancer. ANZXLAREABYELE, >
(Carcinogenicity [CA], Endocrine Disruption [ED], Reprotoxicity [RE], Technical [TE], Toxicity [TO] 84-66-2 hE
o [Invito and in vivo evaluation of leukoreduced red cell concentrates stored in non-DEHP storage bags. 3 DEFP RAF &I-RA &1l in vitro # & U In vivo 18, Vox Sanguinis 2026]
2603-005 11904|SF van Wonderen —
2 YAN ONCETEA | posure [EX], Human [MN], In vitro [VI], Injection [JE], Protection [PE], Toxicity [TO] 166412-78-8, Other 455
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2603-073 11973y R Molecular and toxicological study of the plasticizers exposure-induced metabolic disorders. TEHEZI L TEIZRSAIRMMEIHT 59 F5 L UBHENHR. Environmental Pollution 2026
£ fen [Endocrine Disruption [ED], Technical [TE], Toxicity [TO] General E
Netuwork toxicology integrated with machine learning and SHAP analysis identifies overiapping immune signalures between Di(2-  |WHI%W & SHAP T E4A L1k y FO— O BREICEY. SQIFAAFIL) TELBIATL [guop o0 2026)
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[ Technical [TE), Toxicity [TO] 117-81-7 hE
Mechanism study of phthalate exposure promoting endometriosis: Based on the ferroptosis perspective. FENREEEET 5 S NEIATNBROA A= XLBR 707 F— S AOMAIZEI<. _|Joumal of Hazardous Materials 2026]
2603-075 11975|H Wang
[Reprotoxicity [RE], Technical [TE], Toxicity [TO] General hE
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2603-078 | 11978|M Furlong intravenous exposure. (DEHP) DB BE, o
Exposure [EX], Human [MN], Injection [JE], Metabolism [ME], Reprotoxicity [RE] 117-81-7, Monoesters U.S.A.
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Phthalates are well-known emerging contaminants in the environment and food |JZIEETIZTIVE., BEPEROECSFIFIDERMELL ULHISNTHD, MRBEH2EI 2RI
packaging, posing serious risks to human health as endocrine disruptors with BEMEEL TABRNDZELBEERIRVZ 6L TVET . B F B LURERIVGEHLS. S0 TY)VEET
significant neurotoxic potential. Epidemiological and experimental evidence have (ZFIADIREN . EBERMGELENEEE (ADHD) PEEMEARINSLABE (ASD) BREDHRFIZERE
linked early-life phthalate exposure to neurodevelopmental disorders, including  |EBIEL TWBIEARBLTVET . UNU. CNSOREEMEEIBSIERAD TANZX A MRREL T+ (AR
attention deficit hyperactivity disorder (ADHD) and autism spectrum disorder BIEIN TV ER A, AAFE(E, HEERY NI —IBUESLUDF RyF> I 7T0-F2AVT. FIEETIZTIL
(ASD). However, the precise molecular mechanisms responsible for these FREUEADHDB LUASDDIRIE(CH DHETE S
associations remain poorly understood. This study aimed to comprehensively JVESTZF ). ADHD. S&UASDICBEY R (E, £k 2 BT —IN-ZNSHlHEN, AR ROTIIEET
investigate the putative toxic targets and molecular pathways underlying ATINCHIET S, ADHDH KLU ASDICBEETS 32 1 OFBTERIRIINMESNELIZ. K NI —IFRAFICKD.
phthalate-induced ADHD and ASD through integrated network toxicology and BDNFEESRIN ERI2DDFBAFMEL TREERDCIRDFE U #ERET Dy F X MEMT(CLD, INSOEEZ
molecular docking approaches. Targets related to phthalates, ADHD, and ASD HINEEDIRIR(CRE S U TR ENKIESNE Uz, E5(0, RIWT— S RVWEEMIHEG FHRERRY N
were extracted from various databases, yielding 21 potential targets associated |7—7##4r (WGCNA) (C&D, GEOT—AN-2%/ITIUL, RIREODHDEEF (DEG) LBEEFES1-)
with ADHD and ASD, which are common to the studied phthalates. Network EEEUEUR, S50, DFRyFSIFACED. JINEETZTIVEDTH =5y hORICEWEEFANEN RS

2603-001 |2nalysis highlighted BDNF and ESR1 as the top two core targets. Functional N IINEES (2-TFINAFIV)EBDNFE, THINEESAY ) ZVFESRIEBWVESTANEERL ., MIRFIE
enrichment analyses demonstrated that the core targets are involved in multiple |EZS(CHII2I9)EETRTIVIREDBIENREEEZRIBLTVES, CNSOEESHRORZEMIND FENFES
pathways. Furthermore, the GEO database was queried to identify differentially — |21L—33CE&oTEIEEN, S31L -3 2@%2BL TREEBEERN —E RN TVZEN RSN E
expressed genes (DEGs) and gene modules through Weighted Gene Co- Ulzo CNEORRFTAERIE. IV ZT IV AFIEMR S IEOEM IR D T AN X LORHERDZ £ TEk
expression Network Analysis (WGCNA) using the R package. Moreover, molecular |U. f#EFENDBE EL BRI 22D ROEEEIERFADOLHOEELEBZIRMHUET,
docking demonstrated high binding affinity between phthalates and core targets,
with di(2-ethylhexyl) phthalate with BDNF and diisononyl phthalate with ESR1,
emphasizing the potential role of phthalate exposure in neurodevelopmental
disorders. The stability of these complexes was demonstrated through molecular
dynamics simulations, which confirmed their binding interactions remained
constant throughout the simulation. Our findings contribute to a deeper
understanding of the intricate molecular mechanisms of phthalate-induced
neurotoxicity, offering a valuable foundation for the development of future
Department of Chemistry,School of Sciences,National Institute of Technology Andhra Pradesh Tadepalligudem,Andrha Pradesh,India
Research question: Are endocrine-disrupting chemicals (EDC) in follicular fluid TRFERRE © SRR OADMNKEULFYIE (EDC) (3. AFEMBIER (ART) S&FZZII TS
associated with assisted reproductive technology (ART) outcomes among women |IC8I172ARTOFEREFIEL TLDN ? FATRETE : CORTEZEIR—MATE. PETARTAEEZZ(I2176
undergoing ART treatment? ADL M EIREVEUZ, 5OONTIU—-(CHNNIZ76FEFBNOEDCOINRERFEE 2 ERLLF UL, —ML
Design: This prospective cohort study involved 176 women who underwent ART |[#R2ET )L (GEMRAZBIRAE BB T 2I(CHIRTEIRAT S/ VB E RV ELAVRMES) RIS
treatment in China. The concentrations of 76 EDC, across five categories, in ToN-2IXT>ENE (BKMR) EFIVAEMALELR, #ER : 155EADEDCH ., M KEE1DDMEROAS
follicular fluid were quantified. Generalized linear models (with and without 245 (IVF) /SPHERBERFE T EA (ICSD) OfERLBEREOREEZRUELL, #¥(C. £/(2-IF)L-5-
restricted cubic splines to account for non-linear relationships) and Bayesian ARFSARSFIL)TFIL—h (MECPP) (3. HRERGIEHHERBEL. BRFADDEHIRIES. AiiES 7218, g
kernel machine regression (BKMR) models were utilized. . BB, {EROKINVZIE/TEMIRRE (IVF/ICSI) ([CBIFZIRTORERDFAE—EL TRE
Results: Fifteen EDC exhibited significant negative associations with at least one |UTU\z. B#RIC, 3,5-T-tert-TJF)L-4-L ROFSZBEE (BHT-COOH) (&, AERBEEBRCIRTOHRE
conventional IVF/intracytoplasmic sperm injection (ICSI) outcome. Notably, mono [SRDRINS245/T81MI%HE (IVF/ICSD) D#ERLAanRS@EaRUR, B2 DEDCLAE R HERF SOITIRIG
(2-ethyl-5-carboxypentyl) phthalate (MECPP) was consistently associated with REORE. BERADBLE>ZRHSNBN o, BAMRETIVERMTT(E, EDCOMEAEHEN, HREUNEHE
reductions in all conventional IVF/ICSI outcomes, including the numbers of BREs. RRIREBHAREEY. BLUECENFIRER DR EERICEHEL TWBSIENBASINCRz. EDCO

2603-002 |retrieved oocytes, mature oocytes, two pronuclear zygotes, blastocysts and high- (fB#&NHEOHT. JHNBEIZTIL (PAE) LEZT1/-)LS (BPS) A\ ENENMEROAINZIE/TEHIE
quality embryos. Similarly, 3,5-di-tert-butyl-4-hydroxybenzoic acid (BHT-COOH) IVF/ICS]) OBEEIHIGLECFNHIREOERFSEFLL TRFESNELL, ERIFTELURZE
was negatively associated with all conventional IVF/ICSI outcomes except the VEFRRRAN T, TEROAINZAE/BEMIZHE (IVF/ICSI) OBEEIBLOBLER, 33U TOLZHETLDM
number of blastocysts. No significant negative associations were observed RBHSNEUI, fEm : IIERPOEDCEED (&, BB LUCHAD™ESICSVT, ARTOBEIFL
between individual EDC and pregnancy outcomes, including the live birth rate. BEL TW&UIz. MECPP, BHT-COOH. PAE. BPSH'F+EREDCLL TREENE UL, E5(1C. IN5OBIE
BKMR model analyses revealed that combinations of EDC were significantly FEEICIOTRERD BVZHETIDRVEEERNRHSNELR.
associated with reductions in the numbers of retrieved oocytes and mature
oocytes, and the probability of biochemical pregnancy. Among EDC combinations,
phthalates (PAE) and bisphenol S (BPS) were identified as dominant contributors
to adverse conventional IVF/ICSI outcomes and the biochemical pregnancy rate,
respectively. Stratified and interaction analyses further indicated that stronger
associations with conventional IVF/ICSI outcomes were observed among women
laged <33 vears.
State Key Laboratory of Female Fertility Promotion, Centre for Reproductive Medicine, Department of Obstetrics and Gynaecology, Peking University Third Hospital, Beijing, C
Background: The incidence rates of testicular germ cells tumors (TGCT) are S KETE, BERHIREES (TGCT) OREXNEFERSLUEERA. FHSTVRTANALCS
increasing in adolescents and young adults in the United States, especially in WTENILTWS, BUTANZT7INOZARBAOEFZIRIC, TGCTYRIEAFMEEL FYIEEL TSN
Latinos. We investigated the association between TGCT risk and birth levels of BIHNVEBBIZATIOHEREE OB AT UL, 7555 : TGCTAERI 1966151 EREF 190BIDF4ET
phthalates, known endocrine disrupting chemicals, in a diverse population in /Y TINSEARIOY M ST —%ERAL. 10F8B0I9)IEBT AT ERIEUZ. TOI55EFAERE BRI
California. BT, B/-2-3FI-2-£ ROFSTOENTHL - NE/-3-L ROFSTFILISL— b (MHIBP/MHBP) | €
Methods: Reverse phase chromatography was applied to newborn blood samples |/(2-IFL-5-AILRFSROFIV) I~k (MECPP) « /(2-IFI-5-LROFIAFII)ITFL—b
of 196 TGCT cases and 190 controls to measure ten phthalates, five of which (MEHHP) | ®/-AFY-1YJZL)THL—K (MOINP) . B/(2-IFIAFIL)THL—K (MEHP) , it
passed quality control: Mono-2-methyl-2-hydroxypropyl phthalate/mono-3- EBSLUHA AOFEHFE, RESPIINAY MUY MBZFEHEEL, NIEMIF (WQS) ElFERVWTE L
hydroxy butylphthalate (MHiBP/MHBP), Mono(2-ethyl-5-carboxypentyl) phthalate |#IESLBREMODHERMURZ. No—=4 LyheF AN LyNIF—4%100E2EIL T, #&0ELA—IL
(MECPP), Mono(2-ethyl-5-hydroxyhexyl) phthalate (MEHHP), mono-oxo-isononyl) | R7U h3 iz EEUR, f&R: EH—0IJABEIZATIOVINE, FEFIZT—IALERICEHEL TLWRMk.
phthalate (MOiINP), and Mono(2-ethylhexyl) phthalate (MEHP). We conducted DRI WQS S TIE, TGCT URV(CBAEY ZBMIRE SRR NREN, S LU RIETEMEN, K
single chemical and mixture analyses using weighted quantile sum (WQS) TR TREEAEN MECPP 8&U MEHP (L& TERNTLVZ.

2603-003 |regression, adjusting for birth and sociodemographic characteristics, and R(F MEHP ([C£oTftaN. WQS R—4REREIERICHD (FFIUYE bl = 0.37, 95%CI = [-0.25.

hematocrit. We ran repeated holdout analyses splitting data between training and
testing sets 100 times.

Results: None of the single phthalates was significantly related to case status.
The overall WQS analyses showed a curvilinear mixture effect related to TGCT
risk, approximated with linear and quadratic terms, and dominated by MECPP and
MEHP mostly in the lower concentration ranges. For Latinos, the curvilinear
mixture effect was dominated by MEHP, and the WQS betas were borderline
significant (median b1 = 0.37, 95%CI = [-0.25, 1.28]; median b1sq=-0.04,
95%CI = [-0.15, 0.03]), with high level of reproducibility for beta estimations in
the repeated analyses (87% to 89%). For non-Latino whites, the mixture effect
was dominated by MECPP and MHiBP/MHBP, although the signal for curvilinearity
and repeated analyses were less robust.

STUVROARIDONTE, BHEEER

1.28]. H5YE b1sq=-0.04, 95%CI = [-0.15. 0.03]) . #EORUDICHIBN-IHEDBIRMEG
BLAILTHOL (87% ~ 89%) . IESTVREAANDBE. SREIREMECPPEMHIBP/MHBPICELO TR
BRHITHOLN, BERESLUREATOIITIUSTNEERBITE BN N, &R « HERIDOIINBETIRT
JEEMNORFER B/ BREIIN-TCLTEIOESDEEHZEDD, ZOEDOTGCTIRIZEHBE]
BEEN BB,

school of Public Health, University of Calfornia,Berkeley,United States
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Diethyl phthalate (DEP) is a ubiquitous environmental endocrine-disrupting
chemical (EDC). Epidemiological studies have suggested a potential association
between DEP exposure and an increased risk of endometrial cancer (EC);
however, its underlying molecular mechanisms remain largely unclear. Four GEO

JHNVEESTIFIL (DEP) (3. BIBPISEIES MO WNEULFME (EDC) TY. FFFAFLTIE. DEPA
OIRFEEFEAENA (EC) OUAVIENEDRSENRIEENTOFI N ZORECHZD3 FXNZX LB

AREUTREPD DRI TY . 4DDOGEOT Aty Mt AL ZRIFEIRBETE EHMHNBEFHFER R b
D=7 (WGCNA) ZHHHEDESET, DEPIREEC ECEETENIICBIE(I I B IRMHERF ZEELEL

datasets were integrated, and differential expression analysis combined with
weighted gene co-expression network analysis (WGCNA) was performed to
identify candidate genes potentially linking DEP exposure to EC. Gene Ontology
(GO) and Kyoto Encyclopedia of Genes and Genomes (KEGG) enrichment analyses
were conducted to explore relevant signaling pathways. Machine learning models,
coupled with Shapley Additive Explanations (SHAP), were employed to prioritize
key genes. Molecular docking and molecular dynamics (MD) simulations were
used to assess the binding affinity between DEP and the identified targets. A
series of in vitro experiments in EC cell lines were subsequently conducted to

e BIEFAYNOS— (GO) BLUREBEGTY /LERBH (KEGG) I UyFA> MRHFEEML. B
EI 33T IURERBRIFERVEUR. HAlF BET )L Shapley Additive Explains (SHAP) ZfE#HE
DE3ET, BB GTFOBRIBMATIZITVEUL, DFRYFIISLUDFEHF (MD) >3a1b—-33
> FAVT, DEPLRFESNIRN L OFEEFRAN M2 THEL E LIz, HiL\ T, ECHIREtRZ AL e —&Din vitro
KERRENEL . DEPOEYIF IR SR IRIILE UL, DEP-ECE(GZF(E19MEEHEL CREEIN. EIC
MAPK, cCAMP, cGMP-PKG3) FIURERIEICZ FFTEL TV ELIZ, INSDBIEF D35, FOS. NR4AL,
ADRA2C, JUN. SLC6A2(d. #tiF BESHAPRRATIC &> TV B FEL TBENICREINE L. HF
223 —33U(2&D, DEPECNSDIRNED R EUIAEENERSNEL, in vitroitBR T (3. DEPERFENES
{ERARLRZEEFL . ERK1/28LUAKTOUS B L2 B LAREL . H14)>D1/CDKADFIR%Z FREE,

validate the biological effects of DEP. Nineteen overlapping DEP-EC genes were

G1/SEBATZAREL . ECHAREDIRIEZ (BT BN ReEN&E LIz, TNBOAIR(E. DEPHEEEA ML Z2ZTT

identified, predominantly enriched in the MAPK, cAMP, and cGMP-PKG signaling
pathways. Among them, FOS, NR4A1, ADRA2C, JUN, and SLC6A2 were prioritized
as core genes through machine learning and SHAP analysis. Molecular simulations
confirmed stable binding between DEP and these targets. In vitro assays
demonstrated that DEP exposure induces oxidative stress, significantly enhances
ERK1/2 and AKT phosphorylation, upregulates Cyclin D1/CDK4 expression,
promotes G1/S phase transition, and facilitates EC cell proliferation. These
findings suggest that DEP may promote endometrial carcinogenesis by triggering
oxidative stress-mediated signaling crosstalk and accelerating cell cycle
progression. This study establishes a multi-layered methodological framework-
from computational screening and machine learning to experimental validation-

U3 FIUGBEDYORN-D%BI S, MIEEHAOEIT2 RS BE T, FERBERNALBETSE]
BEMRIZU TVEY . CORRFRIE. TRV -2 ) Lt BN S RERREES T, SEIRTSERIIE

HEFETIL. DEP BEDRBANWN<ELMEDORNAEORTHEMHC RIS 2T R AN X LTS ERHLE
ER

These authors contributed equally: Xi Chen and Zijing Wang.The First Clinical Medi
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Background and objectives: Europe will ban di(2-ethylhexyl) phthalate (DEHP),
used in blood bags, after 1 July 2030. This two-phase study assessed the in vitro

cal College of Lanzhou University, Lanzhou, 730000, Gansu, China

HRCEN: BUNTE. 2030 £ 7 B 1 B, ) WIIERINSS(2-ITFIAFIL) THIVEETZ
)L (DEHP) OfEFNEEIEENES . CD 2 EEPEDIATE T, 1,2-S9ONFB SR BESAY I VIR

quality and in vivo 24-h post-transfusion recovery (PTR) of whole blood-derived

T)L (DINCH) BJ#8#ty hTUREES LUAIBEN, DINCH & N-TFUJL-b)-n-AF3 )L I T8 (BTHC)

leukoreduced red cell concentrates (RCCs) collected and processed in 1,2-
cyclohexane dicarboxylic acid diisononyl ester (DINCH)-plasticized sets and stored
for 42 days in non-DEHP Erythromate-plasticized, a proprietary blend of DINCH
and N-butyryl-tri-n-hexyl citrate (BTHC), disposable sets.

Materials and methods: In Phase 1, in vitro parameters of RCCs (n = 32) stored
in non-DEHP sets containing phosphate-adenine-glucose-guanosine-saline-
mannitol (PAGGSM) were compared with those of RCCs stored in DEHP sets
containing saline-adenine-glucose-mannitol (SAGM) (n = 24). These parameters
were assessed against the European Directorate for the Quality of Medicines &
Health Care (EDQM) criteria. In Phase 2, PTR of 42-day autologous non-DEHP
RCCs was evaluated using biotin-labelled methods in 24 healthy participants and
compared against the EDQM and the US Food and Drug Administration (FDA)
criteria.

DIRBDEEY THDIE DEHP TUROX— A EBRIDEWMETEYRT 42 HEHRFSNZL MBSO A MM
BRERETRMEREMER (RCC) O in vitro GEE in vivo 24 BERSEMMEGEHER (PTR) ZsHMALELE.
MRS LUE « BUBRERTIE, USBE- 75 =>-IIN1—-R-97 )3 - BRIRK-IV =)L
(PAGGSM) %ZEDIEDEHPY NIRFENEHIZE (n = 32) Oin vitro/(5X—5%, £IBRIEK-
FTZ-IA-2-X>=h=)l (SAGM) ZEDDEHPLYNIRFESNEMIZE (n = 24) Oin vitro/V
IX=HELERUIZ, INBONTX—H (3, BUNERSR - EERER (EDQM) ORECEDIVWTEHEZN:,
SE2EHER TS RRIRERE 2422 RIC, EAFARHIE 2V T42BH B S IFDEHPBHIZEOPTR
ZEHEL. EDQMBLUTKERRERRFE (FDA) OEHELLERUR., 2R : SBIERROBRTE. AEY
OEVRERREL TV L RENTZ, IEDEHP/PAGGSMELE Ty NCHIF3iAMIE. 428 B(CEDQM
DORE (<0.8%) ZTFEN, 95% SR (CL) (£0.25%THD. DEHP/SAGM (0.31% +
0.14%) ELEBUTERICEN R (0.22% * 0.11%) . SE24BRERTIE. IR TOMBTPTRIEDQM
LFDACE D TERESNIZ75%DRME%BX (TFFRCL : 88.3%) . F1993.3% + 6.7% Tholz, fi&ii :
JEDEHP/PAGGSMELME Ty hCIRfFENIEES MRS (RCC) (&, SAEE(ICBISin vitro EDQME#EL,

Results: Phase 1 results showed that haemoglobin concentrations remained
stable. Haemolysis in non-DEHP/PAGGSM disposable sets was below the EDQM
limit (<0.8%) with a 95% confidence limit (CL) of 0.25% on Day 42 and was
significantly lower (0.22% + 0.11%) compared to DEHP/SAGM (0.31% %
0.14%). In Phase 2, PTR exceeded the 75% threshold set by the EDQM and FDA
in all infusions (lower CL: 88.3%), with a mean of 93.3% + 6.7%.

Conclusion: RCCs stored in non-DEHP/PAGGSM disposable sets met the in vitro
EDQM criteria for quality and in vivo EDQM and FDA criteria for transfusable
RCCs, thereby providing a suitable alternative to current DEHP-plasticized

AR (RCC) (CBI93in vivo EDQMELUFDAREZBIL T, IRIEODEHPEIZB{EE(
ETy b OERRERER S,
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Background and objectives: DEHT is considered a safer alternative to DEHP, a
commonly used plasticizer with potential toxicological risks. We aimed to compare

HRCEM | DEHTE, —HRIICEAIN TV SRR THSDEHPOLN TR RRBREEZSNTVET,
DEHT/WAI2FBHEOFRNIFEER _(SAGMEPAGGSM) #AN., FRlfiEk (RBC) DARTFXIEELLE IS

the storage efficacy of red blood cells (RBCs) in DEHT bags containing two

LeBENELELR, 20B0BERIE. I5>Z (Etablissement Frangais du Sang [EFS]) TO1HE O

different additive solutions: SAGM and PAGGSM. A second objective was to
evaluate the effect of transport/later processing in France (Etablissement Francais
du Sang [EFS]) on Day 1 versus early processing/transport in Belgium (Service
Francophone du Sang [SFS]) on Day 0 before storage on the quality of blood
components.

Materials and methods: RBC quality, including haemolysis and supernatant
metabolic parameters, as well as plasma quality parameters, was measured over
a period of 49 days and 2 years for RBC and plasma, respectively.

Results: RBCs stored in DEHT/PAGGSM bags showed superior quality preservation
compared to those stored in DEHT/SAGM bags, with lower haemolysis rates (p <
0.01 for EFS and p < 0.05 for SFS) at the end of storage and better preserved
adenosine triphosphate (ATP) levels over time at the EFS site (p < 0.01). No
significant differences were observed in the measured plasma quality parameters.
Conclusion: DEHT blood bags combined with PAGGSM additive solution are a
promising and safer alternative to DEHP/SAGM bags for RBC storage. The
DEHT/PAGGSM combination results in improved preservation of RBC quality and
stores plasma units adequately, compared to the DEHT/SAGM combination. Our
take-home message is that processing and transport times which mimic routine
practices for blood centres that are distant from collection sites do not affect the
quality of blood components stored in DEHT.

/1038, ~J)LE— (Service Francophone du Sang [SFS]) TOOHBDRIZHEIALIE/EXN, M
RS OREICREFS R LTI DL TUL. MRIETTE @ AP EEORH/ SA-92ECRBCOMR
B, BLUMIEORE/(SX—5%, RBCICOWTIF49ER, MOV TIE2ERICHI TAIELEUR,
B: DEHT/PAGGSM N\w4 ({RfFENfFRIMER(E. DEHT/SAGM N\wH (LIRIFEENzE6DELEEL TEN
RERFERL, RIFETROBIZENMEC (EFS T p < 0.01, SFS T p < 0.05). EFS ZPAITOIER
OBBICHSTT IS >=>E (ATP) LANDEDRIFICRFENEUR (p < 0.01),. BIESINZMERE
NSA-HITBREGROOINERATUR, ik PAGGSM FIFLSRLMEHFEDE DEHT MM/ vy
(&, FRINBRKRTFFAD DEHP/SAGM /W (CRDZBLETEEBRBETYI. DEHT/PAGGSM DHEAFED
H(CLD, DEHT/SAGM OEHFENEELLEL T, FRMEkOREN T LU, M1 —y MYEY)ICRFENE
¥ BEEDYE-SE, FHEUSPINSBEN IR T Y — 0 B IR U AR R R CEMIX R (S
DEHT ((RFENZIURM D DRE(CREE REFERVEVWSITETT,

Blood Service,Belgian Red Cross,Namur,Belgium
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The major concerns about emerging pollutants fipronil sulfone, disperse red 60
(DR60), and diisopentyl phthalate (DiPP) include their environmental persistence,
difficulty in its removal from water sources, and bioaccumulation in aquatic
organisms. They could eventually enter the food chain and raise potential risks to
human health. This research investigated whether the above-mentioned
emerging contaminants directly affect cellular processes supporting metabolic
homeostasis and female reproductive success in teleost fish, using zebrafish
hepatocytes (ZFL liver cell line) in vitro. RT-gPCR analysis demonstrated that
exposure to all three chemicals led to significant alterations in several key
reproductive and metabolic genes. For example, DiPP and DR60 caused an
increase in cytochrome P450 family 1 alpha (cyp1la), kisspeptin 1 (kiss1), and
vitellogenin 1 (vtgl), and a decrease in cytochrome P450 family 3 subfamily A
polypeptide 65 (cyp3a65) and peroxisome proliferator activated receptor alpha
(ppara). A significant increase in cellular vitellogenin and triglyceride levels was
also caused by all three compounds. Additionally, triglyceride levels in ZFL cells
were increased by all three compounds, consistent with a gene expression profile,
suggestive of a metabolic shift favoring lipid storage over catabolism. These
findings show direct cellular adverse effects for fipronil sulfone, DiPP, and DR60,
even at low yet environmentally relevant concentrations. The outcomes suggest
their potential to disrupt metabolic and reproductive processes in teleosts in vivo.

B LYE TSI IO AR TAR)=ALYRE0 (DR60)  SAYRSFILIFL—k (DiPP) (C

KBNS OBREDHLE, ZLTUKEEMAOEGBIRETT.
;nbﬂ)%é@f‘f’zﬂﬁluﬁﬁ%_iék)wl_%* AMENDBTENMBERUZ V2 6125 9 B BEEN D S . ANEH
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K>, DiPP. 8LUDR60H . ARRE TlEH2EODERIEICBIET 2R E T Th. MR BEIEN AR
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ZPAEI PR ERIELTVET .

School of Pharmaceutical Sciences of Ribeirdo Preto, University of Sdo Paulo, Ribei

rdo Preto, Sdo Paulo, Brazil

With growing toxicological research on microplastics (MPs), scientific attention
has shifted from their single toxicity to their combined toxicity with other
pollutants. Di(2-ethylhexyl) phthalate (DEHP), a common synthetic plasticizer,
may co-occur with MPs through intrinsic association during production or through
exogenous environmental pathways, posing the significant risk of co-exposure to
organism. Oral exposure represents the primary route for MPs and DEHP, which
traverse the gastrointestinal tract and target the enterohepatic system through
direct intestinal interaction and systemic circulation. However, their combined
toxicity, especially enterohepatic, remains poorly studied in the mammals. In this
study, adult C57/BL6] mice were employed and exposed to polystyrene MPs (PS-
MPs), DEHP or both for eight weeks. It was revealed that co-exposure to PS-MPs
and DEHP induced more significant enterohepatic toxicity than the single
exposures, involving enhanced enterohepatic inflammatory response and
oxidative stress, as well as intestinal microbial disturbance. Furthermore, after
fecal microbiota transplantation, the recipient mice developed similar trends of
enterohepatic toxicity to those observed in the corresponding donor mice,
revealing the key function played by intestinal microbiota. This study highlighted
the crucial link of the gut-liver axis in the combined effects of PS-MPs and DEHP-
induced enterohepatic toxicity in mammals and provided a mechanism insight of
co-exposure to MPs and other environmental pollutants.

2603-008

X190T32FyY (MP) (CBIS2EMRENNEDICON, BIFHBEILEMPEIROFHEN S, thDi5HRY)

BLOBEEBUNLIEOTVEY, —REVBERBIPBRITHEIINEES (2-TFIAFIL)  (DEHP) (&,
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State Key Laboratory of Food Science and Resources, Nanchang University, Nanchang, 330047, China

As an endocrine-disrupting chemical, dibutyl phthalate (DBP) is extensively
utilized in industry, and it poses substantial hazards to both ecological and human
health. Arsenic (As) is prevalent in everyday life and frequently encountered as
environmental contaminants. The widespread contamination of As in the
environment has elevated the associated health risks to a global public health
challenge. This common As pollution not only severely undermines environmental [-f
quality but also endangers ecological security and the stability of ecosystems. The
potential detrimental impacts of As or DBP on kidney injury have been extensively
explored. Nevertheless, the mechanism of their combined toxicity as co-existing
pollutants in the environment is not well understood. This research established an
animal model of Hy-Line Brown laying hens exposed to As (55 mg/L), DBP (500
mg/kg), and combined As + DBP for 12 weeks, and then analyzed the toxicity
mechanism of As and DBP in chicken kidneys by computational toxicology,
transcriptomic analysis, immunofluorescence, and molecular docking. Our results
showed that co-exposure to As and DBP induced overt renal dysfunction,
accompanied by aberrant upregulation of cytochrome P450 enzyme superfamily
members, which triggered antioxidant system impairment and marked
downregulation of antioxidant-related gene expression. Ultimately, DBP
exacerbated As-induced renal autophagy inhibition and fibrosis. Mechanistic
analysis showed that activation of the signaling pathway involving AKT
serine/threonine kinase 1 (AKT1) and mammalian target of rapamycin (mTOR) is
the core link of As-induced kidney injury, and DBP may participate in the toxic
interaction by regulating oxidative stress. Together, DBP exacerbates the As-
induced renal autophagy inhibition and fibrosis via activating the AKT1/mTOR
signaling pathway. This study offers a novel insiaht into elucidatina the health
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College of Veterinary Medicine, Northeast Agricultural University, Harbin, China

This study aimed to explore the underlying mechanisms and key targets of widely
used plasticizers, including dimethyl phthalate (DMP), diethyl phthalate (DEP),
and dioctyl phthalate (DOP), to the pathogenesis of Alzheimer’s disease (AD).
Network toxicology, molecular docking, and dynamics simulation screened
candidate targets for plasticizer in increasing AD risk. Three machine learning
algorithms and two microarray datasets identified key targets, whose immune
relevance was assessed by CIBERSORT. An AB42-induced BV2 microglia model
validated their role. We identified 83 plasticizer targets relevant to AD, which
were enriched in KEGG pathways like apoptosis and neuroactive ligand-receptor
interaction. CDK5, SLC2A1, and STAT3 were confirmed as key targets, showing
consistent differential expression in two AD datasets. Their expression correlated
with M1 macrophage infiltration. Molecular docking and dynamics simulations
demonstrated that plasticizers stably bind these targets with high affinity. In A
42-induced BV2 microglia, phthalate treatment elevated inflammatory factors
(TNF-q, IL-1B, IL-6) and STAT3 expression. This study demonstrated the possible
mechanistic associations between plasticizers exposure and AD, and STAT3 might
be key target of plasticizers.
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Depression is a major public health concern, and evidence continues to show that
environmental toxicants may contribute to its development. This study evaluated
the association between depressive symptoms and per- and polyfluoroalkyl
substances (PFAS), heavy metals, phthalates, and organophosphate metabolites
using data from NHANES 2017-2018. Depressive symptoms were measured with
the Patient Health Questionnaire-9 (PHQ-9). Environmental exposure variables
were analyzed using multivariable linear regression and Bayesian Kernel Machine
Regression (BKMR). All models adjusted for demographic, socioeconomic,
behavioral, and clinical covariates. In multivariable linear regression models
adjusted for demographic, socioeconomic, behavioral, and clinical covariates,
higher urinary dimethylphosphate concentrations were significantly associated
with increased depressive symptom scores (B = 0.15; 95% CI: 0.04, 0.27; p =
0.0098). Mono-(2-ethylhexyl) phthalate (MEHP) was also positively associated

SDFEEBRNAREE FOMESBIETH). BIESHYENCOREICE 5320 EHENBIERTRIT
EFVZNMRNTVET . AFAFE T, NHANES 2017~20180F —4%BUVT, SDWAEIRL/—JILATTIL
FIULEMSLURIINATTILFIAEEY (PFAS)  BRIE. JINVEETATIV. SLUEMKIS RS IE
OBSEMZEHILEU, SOWAERE, BEMRRBRES (PHQ-9) ZAWTAIELELR. IRIZIREZE
(&, ZEEFELIRSLURIZIH-RIIS>ENF (BKMR) ZAVWTHRUELL, IRTOETILCEWVT,
AOMETEN HRTHEN, TBFN, SLUERRNHAZE2AELELR, AOHRETFH, HRRFN,
TEHFN. BLUVRARNRZE SRS ERRAEIRTTICEVT, RPSXFIERED LR
(& SDAERZI7 O L REBRICEHELTLE (B = 0.15; 95% CI: 0.04, 0.27; p = 0.0098) . E
J Q-IFINFIV) JHVBETIZF)L (MEHP) £PHQ-9RI7EIFDAARA%ZRLE (B = 0.001; 95%
CI: 0.0003, 0.0019; p = 0.0043) . RIFHOEEMEIIERAZ/ (Y- %R IR H B8, BKMR
PATEREMUZ. BKMREBATOFER ., B> REMWINS DAERNOSHNRE SHREAS (BB
SR = 0.7875) . SIFIVSEENBENTREFENOHIERIRFELL TE LU (ELHIEPIP =
0.7211) . BRFERIGEIE. VODORBWIICOVTIERREN OBMBERIFERB UL, NSO R, ¥

2e0s-omt with PHQ-9 scores (B = 0.001; 95% CI: 0.0003, 0.0019; p = 0.0043). Because |ENEHABHME LU ITFIINBAEINS DIEIROBEN AT SEF THHIEEASHMILTHD. EIRiR
environmental mixtures tend to follow non-linear patterns, BKMR analysis was TETRBICEMEDREM 2T I 2L OEE M ZRMTTTVD, KERIMEFRZIESNIL. B RE
run. BKMR analyses indicated that organophosphate metabolites exhibited the EBSLUADRNEACEMBAOBRERCRI T ARBEEEN B E IR I BIHCE, SERDHERT
greatest overall contribution to depressive symptoms (group posterior inclusion  |[HFAFNHETHD.
probability = 0.7875), with diethylphosphate emerging as the most influential
individual exposure within the group (conditional PIP = 0.7211). Exposure-
response functions suggested non-linear and threshold relationships for several
metabolites. These findings identify specific organophosphate and phthalate
metabolites as potential contributors to depressive symptoms and support the
importance of evaluating chemical mixtures rather than single exposures.
Additional longitudinal studies are needed to clarify temporal relationships and to
inform public health efforts aimed at reducing exposure to organophosphate
Department of Built Environment, North Carolina A&T State University, Greensboro, NC 27411, USA
Infertility affects approximately 17.5% of the adult population globally, according |tHFREH#ET (WHO) D2023FIRES(CLDE. NMEAEGHEHFRORAAODIL7.5%(CHEESXTH
to the World Health Organization’s 2023 report, with environmental pollutants 0, RIBERYEINETRBURIBERLL CHFIFIRHMEINTVET . ASZAFTYTYILEI-BLUATT
increasingly identified as modifiable risk factors. This systematic review and FUSATIE AFIRYE (PM2.s)  —F#EZEESR (NO2) EZT1/—)LA (BPA)  BLUTINEEIZT
meta-analysis investigates the effects of particulate matter (PM2.s), nitrogen WU AETBHEENEERE (ART) (CHIRIEROE. 51 SREHARBUNE BRARITIRER NEAES
dioxide (NOz), bisphenol A (BPA), and phthalates on semen quality, ovarian UHIRFTORAR (TTP) (CREFIHEZABLEI . AWK, PRISMA 202051 R51>
reserve, oocyte yield, clinical pregnancy rates (CPR), and time to pregnancy (TTP)| (PROSPERO: CRD420251066799) (C#E#ILTLEY, 2008F1ANS520244F 128 FTOHARICDOWL
in the context of assisted reproductive technology (ART). This study adhered to  |T. PubMed. Scopus. Web of Science. S&UEmMbaseZt&FRUEU, AREZAUSTFIF) 1A~
PRISMA 2020 guidelines (PROSPERO: CRD420251066799). We searched PubMed, | h—%iBU TERYIEADIRTEZ FHEIL. £ MOEIETY M LAZIRELU TV SRR EZTRELELR, 220E:
Scopus, Web of Science, and Embase from January 2008 to December 2024, BENRNZNIMIILT2,478F DAY )—=>F U, T—9%4MHU, Z1—HvZIL-A9TRE (NOS >
Studies assessing pollutant exposure through ambient monitoring or biomarkers |7) S&UROBINS-I V2, 2024% AV TE% iU, R (metafor/\wo—>) #RWTS VY LHRXTT
and reporting human reproductive outcomes were included. Two reviewers FUSREEML. BEM (12) YT -THR, LR ATR OrorI IOy, Ivi—1R%E) %5HEL
independently screened 2,478 records, extracted data, and evaluated quality 2o 2,4784FDEEERNS. 38HDEME R (n=55,620) MEEZNE. PM2.sADBRE (10pg/m3
2603-012 |USing the Newcastle-Ottawa Scale (NOS >7) and ROBINS-I V2, 2024 tool. BHIED) [CEBFRENS50T/mUBAL (95% CI: -6.05~-5.11, P<0.001, 12=72%) . NO2
Random-effects meta-analyses were performed using R (metafor package), with | (10ppb#fzh) (C&DFEBNMEN4S.3/—t2> MRAYMET U (95% CI: -4.52~-4.11, P<0.001. 12
heterogeneity (I2), subgroup analyses, and publication bias (funnel plots, Egger’s |=65%) . BPAR#1I15—&MRILE> (AMH) %ZiZ#(LFigZE (SMD) 0.42{K &t (95% CI: -
test) assessed. From 2,478 records, 38 high-quality studies (n=55,620) were 0.46~-0.37, P<0.001, 12=69%) . ZANEETZATIVIZRIRIRREER (AFC) #0.38 SMDiEA &t
included. PMz.s exposure (per 10 pg/m3) reduced sperm concentration by 5.5 (95% CI: -0.42~-0.33. P<0.001. I2=67%) . PM2.sT(Z5PEHAABUREN KL (SMD: -0.33.
million/mL (95% CI: -6.05 to -5.11 , P<0.001, 2=72%) , and NOz (per 10 ppb) |95% CI: -0.38~-0.28. P<0.001. 12=62%) . BPATIZCPRIME LT (AvZLE[OR]: 0.83. 95%
decreased motility by 4.3 percentage points (95% CI: -4.52 to -4.11 , P<0.001, I |CI: 0.81~0.85, P=0.001. I2=58%) . TTPAOEREREEERHSNELATURL (REFE
2=65%). BPA lowered anti-Miillerian hormone (AMH) by 0.42 standardized mean |0.10. 95%{S38X] : -0.09~0.29. P=0.30. 12=85%) . YVl —TBAHLPBERRMCLNEL
difference (SMD) (95% CI: -0.46 to -0.37 , P<0.001, I2=69%), and phthalates  |BEMAM&RETEN. MRS LUERFEHARI(CL DESDENBASNCRDELN . AN BIFERMICEZL
reduced antral follicle count (AFC) by 0.38 SMD (95% CI: -0.42 to -0.33, HOFEFATU, PM2.5. NO2. BPA, JAVBET ATV, AEROE . SR FHae. INEHAZINE. CPRA
P<0.001, 12=67%). Oocyte yield decreased with PM2.s (SMD: -0.33 , 95% CI: - |£. BUO4TERENN\SA-FCEEN DREKFHNRBE B RFIENRENTVET, CNSOFER(E.
0.38 to -0.28 , P<0.001, I2=62%), and CPR declined with BPA (odds ratio [OR]: |BRIEERORINCCLIZETEREADBRZERT SHOMREIEBLERIMRORSONEMLZFER
0.83, 95% CI: 0.81- 0.85, P=0.001, 12=58%). No significant TTP effect was DICLTVET.
Preventative Gynecology Research Center, Shahid Beheshti University of Medical Sciences, Tehran, Iran
Despite decades of interventions targeting modifiable risk factors to reduce the  |{DMERBOEIBZEKI B, (EERTRERURIR FRAZNELN AN E OO TUTHNTELR(C
burden of cardiovascular disease, ischemic heart disease (IHD) remains the EHNMDST I IESR (IHD) (JAREL TR TIRTROSE Ui, [BERABREFFOE2MOR
leading cause of mortality and the second leading cause of disabilityadjusted REBOTVET JANBETIZATIVAEE, SHEERIGR, (b6 . EREER (A UEREN TV BRI THD, B
lifeyears worldwide. Growing evidence suggests that phthalates - plasticizers BIEADWEBECAFFTET DENS, IHDOFAE(CETSL TV SO e 2 RIS T DEEMUMEX TVET, &
widely used in consumer products, cosmetics, and medical devices, and therefore | ZiAZETld, RO LIMBIYRIRFOERCHHNDST, TFNEETZTIADIRFELIHDOFIRF HIFFHT
ubiquitous across environmental media - may contribute to IHD development. H2770—LAEBIRECAEDIBEIDOY—H—EOBIENRESNTVET , EERETIWENS DI R 2 EAT
Epidemiological studies have reported associations between phthalate exposure | THD. FIWBETIZAFTIFEFEEA N X ShIY RUTHEBEAR S, TRh—3 2 BEEEIE. IEI1RT1vIR
and multiple markers of atherosclerosis, the pathological hallmark of IHD, with or |Z{b%BIERIL. INSEINTARIBEE 7TO— AEENRE LA BT R ERRLTVET ALEI-T
without mediation by traditional cardiovascular risk factors. Experimental models |((d. JZIWBEIZFIAOBELEMMEOEE (IHD) LOBEZRIRIOFEFHIMBLHESL. BETD
2603-013 support these findings, showing that phthalates can induce oxidative stress, EBRHARD - D FANZXLEFRR T DELEC, FAROF vy SERFIOELE B E T, Fle. ATHIRERS
mitochondrial dysfunction, apoptosis, lipid accumulation, and epigenetic IFRAFIL— LTI, BIET 4. BBRT 5. 3 FT—IOHEZIBEL. URIFRAEFBHEBROE
alterations, all of which promote endothelial damage and atherogenesis. In this  |BICEDLIICEITEZMNIDOVTEERULEY,
review, we synthesize current epidemiological findings linking phthalate exposure
to IHD, describe the main cellular and molecular mechanisms involved, and
outline research gaps and regulatory perspectives. We also discuss how novel
analytical frameworks- including Artificial Intelligence - may enhance the
integration of environmental, clinical, and molecular data to advance risk
prediction and prevention strategies.
Institute of Clinical Physiology, National Research Council, 56124 Pisa, Italy
Objective: This study aims to explore the potential molecular mechanisms by B &ARE. S Q-ITFIAFIIV) IHNVEETATIV (DEHP) IRFENFEEIMRIESMERE (PAH) %
which di(2-ethylhexyl) phthalate (DEHP) exposure induces pulmonary arterial BRIDBIENBD FANILEMEATZLZBNET D, i BHOT ) LT -ty M AWTERE
hypertension (PAH). Methods: We conducted differential expression analysis on | RIRfEET%ZEMU. PAHESEB(E FEAFELI, KT M F BTN TV LERY NI -V B F e E
multiple genomics datasets to pinpoint PAH-associated genes. Subsequently, an  |DEIHREHNT7TO—-F 2T, DEHPLAFESNIARN I N VBEEOFEEEEEAZAN, R | AR
integrative approach combining machine learning algorithms and network LD, PAHICHFZDEHPOBTEHI IR EL TO0EDBIE FINFESN . HRF B 2R 251245
toxicology was employed to examine the binding interactions between DEHP and |#{b(C&D. 12E0I7FENEEF (ALKBH2, AOC2, BCL2L10, CTBP2, DNM2, ERLIN2, HPS6.,
the identified target proteins. Results: Our analysis identified 60 genes as RABGGTA. PON2, SLC4A7. SORT1. 8&LUPDE4D) MBS EMICRIEENZ, INBD55, HPS6.
potential targets of DEHP in PAH. Further refinement using machine learning CTBP2. RABGGTA. SORT1. ALKBH2. BCL2L10. AOC2. PON2[FBE(CAV>LF 1L —2avhaRe5
prioritized twelve core regulatory genes: ALKBH2, Nfe—75. SLC4A7. PDE4D. ERLIN2. DNM2(FEEE(C7yILF 1L —Savpaeesniz (P < 0.05) .
2603-014 [AOC2,BCL2L10,CTBP2,DNM2,ERLIN2,HPS6,RABGGTA,PON2,SLC4A7,SORT1, and |#& : NSO R (&, DEHPAYSE DR F 5 LU BRI # AT I DL TPAHDRAER R AR T DT

PDE4D. Among these, HPS6, CTBP2,RABGGTA,SORT1,ALKBH2,BCL2L10,
AOC2,and PON2 were significantly downregulated, whereas SLC4A7,PDE4D,
ERLIN2,and DNM2 were markedly upregulated (P < 0.05). Conclusion: These
findings demonstrate that DEHP promotes PAH pathogenesis by modulating
specific genes and associated pathways. The twelve core genes identified through
machine learning are proposed as key regulators in this process, providing crucial
insights for future mechanistic investigation into DEHP-induced PAH.

LRLTVS, M BIC Lo TRIESNZ 1 2B 7EIEF(E, COTOTRICEIZERRRAERFLL TR
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lin, China
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Background: Exposure to environmental pollutants, especially endocrine-
disrupting chemicals, disproportionately affects vulnerable populations like
pregnant women, lactating mothers, and preterm infants. This study aimed to
assess the detection patterns of DiNP-, DEP-, and DEHP-related metabolites in
maternal urine and breast milk, examine agreement between matrices, and
explore maternal factors associated with phthalate exposure. Methods: Fifty-five
mothers who delivered at <32 gestational weeks and whose infants were
hospitalized in the Neonatal Intensive Care Unit (NICU) were enrolled. Breast milk
and urine samples were analyzed using a validated isotope-dilution LC-MS/MS
method. Urinary phthalate metabolite concentrations were adjusted for specific
gravity. Linear mixed-effects models with a random intercept for mother were
used to examine associations between urinary and breast milk phthalate
metabolite concentrations, assess temporal changes, and evaluate the influence
of breast milk lipid content. Results: DEHP and DiNP metabolites were detected in
nearly all maternal urine samples. Breast milk contained predominantly primary
metabolites (MEHP and MiNP), while secondary oxidative metabolites were rarely
detected. Urine concentrations consistently exceeded breast milk concentrations.
Urinary and breast milk phthalate concentrations were not correlated across
sampling periods, indicating limited matrix concordance. Conclusions: Mothers of
very preterm infants experience sustained phthalate exposure in the postpartum
period; however, limited metabolite transfer to breast milk indicates that
maternal urine remains the preferred biomonitoring matrix for assessing systemic
phthalate exposure. Breast milk phthalate profiles exhibit compound-specific
temporal changes and appear largely independent of concurrent urinary exposure
biomarkers.
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Department of Pediatrics, Bilkent City Hospital, Ankara 06800, Tirkiye

Setting : Participants were recruited at three NYU-affiliated hospitals.

Patients or Other Participants : Eligible participants were >18 years old, <18
weeks pregnant, and had a medically stable pregnancy.

Exposures : Twelve phthalate metabolites and two bisphenols were measured in
early and mid-pregnancy (<18 and 18-25 weeks) urine samples. Bisphenols were
summed, and phthalate metabolites were grouped based by molecular weights
and relevant parent compounds.

Main Outcome Measures : Logistic and linear regression models assessed
chemicals groups’ associations with Gestational Diabetes Mellitus (GDM), glucose
disturbance (including impaired glucose tolerance (IGT)), and blood glucose
response to Glucose Challenge Test (GCT), adjusting for sociodemographic and
pregnancy-related factors.

Results : 79 (6.8%) had GDM, 303 (26.1%) had IGT, and blood glucose response
to GCT ranged from 22-386 mg/dL. Bisphenol A (BPA) was negatively associated
with blood glucose response to GCT (-1.47 [-2.84, -0.10]), while diethylhexyl
phthalate (DEHP; 2.67 [0.98, 4.36]) and high molecular weight phthalates (1.94,
[0.17, 3.71]) were positively associated with blood glucose response to GCT.
DEHP was also linked to glucose disturbance (1.16 [1.02, 1.31]).

Conclusions : Our findings suggest that phthalate exposure is associated with
GDM. Further mechanistic studies are warranted, particularly given the inverse
associations with BPA exposure.
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Purpose of Review : Accelerated ovarian aging is associated with early infertility
as well as other adverse health outcomes. Little is known about the factors that
accelerate ovarian aging, but several studies indicate that exposure to phthalates
accelerates ovarian aging. This is a significant human health concern because
humans are ubiquitously and unavoidably exposed to phthalates. Thus, it is
imperative to study the mechanisms of phthalate-induced accelerated ovarian
aging so that strategies can be developed to prevent phthalate-induced ovarian
aging. This review focuses on the mechanisms by which phthalates cause ovarian
aging in non-human experimental models and highlights gaps in the literature.
Recent Findings : Phthalate exposure may accelerate ovarian aging and in turn,
accelerate female reproductive aging through several mechanisms. Specifically,
phthalates can alter steroidogenesis and folliculogenesis, ultimately dysregulating
estrous cyclicity and decreasing fertility. Phthalate-induced disruptions in the
brain and gut contribute to these changes. Additionally, phthalate exposures
increase ovarian inflammation and oxidative stress, which contribute to
accelerated ovarian aging. Phthalate exposure also increases ovarian autophagy,
mitochondrial dysfunction, and apoptosis, which ultimately increase follicular
atresia and accelerate depletion of the follicle reserve.

Summary : Phthalates accelerate ovarian aging through numerous interlinked
mechanisms that may be used as targets for prevention, inhibition, or reversal of
phthalate-induced ovarian aging in patients experiencing infertility. Further
studies should investigate the effects of environmentally relevant phthalate
exposures on these mechanisms and explore therapies that target these
mechanisms.
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Introduction: The persistent evolution of SARS-CoV-2 has diminished the efficacy
of existing vaccines and antibodies, increasing the risks of reinfection and Long
COVID. There is a significant need for the development of convenient, broad-
spectrum antiviral agents that target the early stage of viral infection. Traditional
Chinese Medicine (TCM) volatile oils, with their diverse components and suitability
for nasal delivery, demonstrate potential against respiratory viruses. This study
aimed to screen bioactive compounds from TCM volatile oils for their ability to
inhibit the interaction between the SARS-CoV-2 spike (S) protein and its host
receptor, ACE2.

Methods: A virtual screening of 47 structurally diverse TCM volatile compounds
was performed to identify potential inhibitors of the Spike-ACE2 interaction. The
top candidate, dibutyl phthalate (DBP), was further evaluated using in vitro
assays including Spike-mediated membrane fusion and pseudovirus infection. Its
mechanism was investigated through ELISA, surface plasmon resonance (SPR),
ACE2 enzymatic activity assays, molecular docking. To evaluate its broad-
spectrum potential, membrane fusion assays were further performed using spike
proteins from the wild-type (WT), Delta, and Omicron XBB.1.5 variants. Critical
binding residues were identified through molecular docking and subsequently
confirmed by site-directed mutagenesis of the Spike receptor-binding domain
(RBD).

Results: Virtual screening identified ten potential inhibitors, with dibutyl phthalate
(DBP) showing the strongest activity. DBP effectively inhibited S protein-mediated
membrane fusion (IC 50 = 64.53 pM) and pseudovirus infection (IC 50 = 73.06 p
M) with specificity. SPR analysis confirmed that DBP competitively inhibited the
binding between the S trimer and ACE2 (increasing the K D from 8.28 nM to 86.7
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Background: Although epidemiological evidence links phthalate exposure to
hyperuricemia development, the mediating role of obesity in this association
remains unclear.

Methods: We performed a cross-sectional study of 9194 eligible participants from
the National Health and Nutrition Examination Survey (NHANES) 2005-2018
cycles. Multivariate linear, logistic regression and restricted cubic splines were
employed to assess dose-response relationships between ten phthalate
metabolites (including monocarboxyoctyl phthalate (MCOP), monocarboxynonyl
phthalate (MCNP), monobutyl phthalate(MBP), monoethyl phthalate(MEP), mono-
isobutyl phthalate(MiBP), monobenzyl phthalate(MBzP), mono(3-carboxypropyl)
phthalate (MCPP),mono(2-ethyl-5-hydroxyhexyl) phthalate(MEHHP),mono(2-
ethyl-5-oxohexyl) phthalate(MEOHP), mono(2-ethyl-5-carboxypentyl)
phthalate(MECPP)) and both serum uric acid/ hyperuricemia risk. Weighted
quantile sum (WQS) regression and Bayesian kernel machine regression (BKMR)
models evaluated mixture effects, while causal mediation analysis quantified body
mass index (BMI) 's mediating role. Interaction effects were examined through
cross-product terms in linear regression models.

Results: All phthalate metabolites except MEP demonstrated positive dose-
response associations with uric acid elevation and hyperuricemia. WQS and BKMR
models identified significant mixture effects, MBzP being the primary contributor.
BMI mediated 37.45%-62.67% of the total effect in the associations of individual
phthalate metabolites and uric acid levels/hyperuricemia risk. Significant
interaction was observed between BMI and MBzP.

Conclusion: Our findings substantiate that both single and mixed phthalate
metabolites exhibit significant uric acid dysrequlation effects, mediated
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Nephrology Department, The First Affiliated Hospital of Jinan University, Jinan University, Guangzhou, 510630, Guangdong, China

Background: Phthalates are widespread environmental contaminants known for
their endocrine-disrupting properties. Due to the decline in estrogen's antioxidant
effects, postmenopausal women may be particularly vulnerable to oxidative
stress; however, the effect of phthalate mixture exposure on systemic redox
balance in this population remains uncertain.

Objective: This study aimed to investigate the associations between urinary
phthalate metabolites and oxidative balance score (OBS) among postmenopausal
women and to identify major contributors within phthalate mixtures.

Methods: We conducted a cross-sectional analysis using data from the National
Health and Nutrition Examination Survey (NHANES) 2005-2018. Urinary
concentrations of five phthalate metabolites measured via HPLC-ESI-MS/MS as
part of the NHANES laboratory protocols, and the OBS derived by integrating both
pro-oxidant and antioxidant factors, were used in the present analysis. Single-
pollutant models, restricted cubic spline models, weighted quantile sum (WQS)
regression, quantile g-computation (qgcomp), and Bayesian kernel machine
regression (BKMR) were employed to assess individual and joint mixture effects
while adjusting for sociodemographic, lifestyle, and clinical covariates.

Results: Higher urinary levels of certain phthalate metabolites, particularly mono-
n-butyl phthalate (MBP) and mono-(2-ethylhexyl) phthalate (MEHP), were
significantly associated with lower OBS, suggesting increased oxidative stress.
Mixture models (WQS, qgcomp, and BKMR) consistently showed robust inverse
associations between phthalate mixture exposure and oxidative balance. MBP and
MEHP were identified as predominant contributors to the adverse oxidative
effects. These associations remained robust across multiple sensitivity analyses.
Conclusions: Our findings suggest that exposure to phthalate mixtures, notably
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Background and objectives: The European Union's ban on the use of di(2-
ethylhexyl) phthalate (DEHP) in medical devices will take effect in 2030. DEHP is
a plasticizer in polyvinyl chloride blood bags that helps stabilize the red blood cell
membrane during hypothermic red blood cell concentrate (RBCC) storage. Recent
studies have shown that RBCCs have acceptable in vitro quality after storage in
DEHP-free containers (e.g., plasticized with di(2-ethylhexyl) terephthalate [DEHT]
and stored in phosphate-adenine-glucose-guanosine-saline-mannitol [PAGGSM]
additive solution). To complement quality data, in this study, we compared
bacterial growth in RBCCs stored in either DEHT/PAGGSM or DEHP/saline-
adenine-glucose-mannitol (SAGM).

Materials and methods: Paired ABO-matched whole blood units were collected
into DEHT/PAGGSM sets, pooled and split into one DEHT/PAGGSM and one
DEHP/SAGM bag set. RBCCs were produced using a top/bottom buffy coat
process, tested for baseline in vitro quality and sterility, and spiked with Yersinia
enterocolitica, Serratia liquefaciens and Listeria monocytogenes (~102 CFU/mL)
and Cutibacterium acnes (~103 CFU/mL) (N = 3). RBCCs were stored at 1-6°C
for 43 days and sampled weekly for bacterial enumeration. Bacterial counts were
compared between DEHP/SAGM and DEHT/PAGGSM RBCCs over 43 days of
storage.

Results: For Y. enterocolitica, S. liquefaciens and C. acnes, no differences in
survival/growth between DEHP/SAGM and DEHT/PAGGSM RBCCs were observed.
Y. enterocolitica and S. liquefaciens grew to 108-109 CFU/mL by day 14, while C.
acnes remained at 103 CFU/mL until day 43. L. monocytogenes counts declined
in DEHT/PAGGSM compared to DEHP/SAGM RBCC on days 0-7, but bacterial
loads were similar (~107 CFU/mL) in both bags by day 43.
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As a typical organophosphate flame retardant, 2-ethylhexyl diphenyl phosphate
(EHDPP) is widely present in the environment through inhalation exposure, but its
mechanism in promoting lung cancer progression remains unclear. This study
integrates network toxicology, molecular docking, tumor bioinformatics analysis,
and in vitro cell models to systematically investigate the molecular carcinogenic
network of EHDPP. First, the potential toxicity of EHDPP was predicted using
PROTox and ADMETIab toxicity prediction platforms. Multi-database integration
and screening identified 355 potential targets associated with EHDPP-induced
lung cancer. KEGG pathway and GO functional enrichment analyses revealed that
these key genes were significantly enriched in positive regulation of cell
migration, metabolic pathways, and the PI3K-AKT signaling pathway. Further
analysis using STRING and Cytoscape software identified 20 core targets,
including MAPK14, AKT1, RXRA, PTK2, PTPN11, and EGFR. By integrating core
gene expression and prognostic data, four genes-EGFR, RAC1, RXRA, and HRAS-
were identified as key molecular hubs potentially regulating EHDPP-driven
malignant phenotypes in lung cancer. Analysis of publicly available scRNA-seq
data revealed high expression of these four hub genes in immune-related cells as
well as AT2 cells, suggesting their potential roles in lung cancer. Molecular
docking confirmed moderate predicted binding affinity, suggesting potential
interactions between EHDPP and core targets. Additionally, cell model
experiments demonstrated that EHDPP significantly promotes the proliferation
and migration of lung cancer cells via the PI3K-AKT signaling pathway.
Mechanistically, EHDPP binds to EGFR and inhibits its ubiquitination-mediated
degradation, thereby stabilizing EGFR protein and partly activating the
downstream PI3K-AKT signaling pathway, which ultimately promotes lung cancer
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JARFE T, EHDPP BHEDRIEURVFHEDHDBIENI R FI—D—OFPHOEXN X LOER %R
#uEy,

School of Public Health, Xuzhou Medical University, Xuzhou, Jiangsu 221004, China

Di(2-ethylhexyl) phthalate (DEHP) is a widely used plasticizer known to cause
testicular toxicity, though its mechanism remains incompletely understood. This
study investigated whether DEHP-induced testicular injury involved suppression off
androgen receptor (AR) expression. In vivo, rats were exposed to DEHP (500
mg/kg) for 60 days, causing damage to the testicles. Further, the expression of
AR was decreased, mitochondrial quality control (MQC) was impaired,
mitochondrial damage occured, and ultimately led to ferroptosis. Specifically,
DEHP reduced levels of mitochondrial biogenesis markers (PGC-1a, TFAM,
NRF1/2) and fusion markers (MFN1/2, OPA1), while increasing fission markers
(DRP1, FIS1) and mitophagy markers (PINK1, PARKIN). In vitro, to further
explore the relationship between AR, MQC, and ferroptosis, the TM4 cell model
overexpressing AR was established and exposed to MEHP (200 uM). The findings
demonstrated that AR overexpression effectively alleviated DEHP-induced
disruption of MQC, mitochondrial impairment, and ferroptosis. Together, these
findings demonstrated that DEHP impaired the MQC system by inhibiting AR
expression, thereby promoting ferroptosis.

S (2-IFINAFII) JFVBEIZTIL (DEHP) ([FEKERENTVSEIERITHY, fERBHE5ISIIT
ZENFBNTVEI N, ZOXNZXAFKRETTRICSARAIN TVE B A . ABAZE Tld. DEHPHEFR B
ENTOROFVRER (AR) RBHICESUTVBHEIHEREELEL, in vivoT(d. SvhE60HR
DEHP (500 mg/kg) (CBREEL. AER(IBEE S E U, S5(C. AREIROEA . ShIY N7 RE B
(MQC) DOREE. RV RUTIEBIEIHRID, BIRIICTIIOT M-S RICEDEUIZ, EAKICE. DEHPIEIN

SRUPEBRY—H— (PGC-1a. TFAM. NRF1/2) EREENY—H— (MFN1/2. OPA1) OLALEETE
B, I -N— (DRP1, FIS1) ¢IRJ7PY—3—H— (PINK1, PARKIN) OLALEEMEEFHEUL,
AR, MQC. 8&UT10b—>2DBIFEZS(CIRETI B8, in vitrosHBRICEV\TARZIBRIFIRI 3 TM4HH

BEEFIVEAETIL. MEHP (200uM) (CBRFELR. ZOFER. ARDBEIFIREDEHPEEMOMQCIHE, I
RV RUZHEREISE ., S&UT10—SR%ZNRIICERI BLNREN. INSOFEREHEI DL DEHP

[FARFEIRZPAET 2L TMQCRZIEEL. J10M S RAZABE S DN RIEENT.
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Paracetamol and di(2-ethylhexyl) phthalate (DEHP) are endocrine-disrupting

JSEIE-IES (2-TFINAFIL) THVEETZTIL (DEHP) (3. ASYBHKELLFEYE (EDC) THh

chemicals (EDCs) known to impair prenatal gonadal development and inhibit
testosterone synthesis in experimental models. We hypothesized that these
substances may interact with the endocannabinoid system (ECS), potentially

D, BRIEEROMIRFEZPEEL ., RERETIVUCBVWTTRAM T OV OEMZAEIZIENFSNTVES, NS5
OMERIRHVFEIRSZT L (ECS) LIBEVEAL. ABEBLUIIRORERE (TSI BRI D
BEWRERZIITELIZ, IEIRWistarSy bz, 1ER1SHENS18HEF T, NSEHE-IL (50FL(E

contributing to testicular and ovarian developmental abnormalities. Pregnant
Wistar rats were exposed to paracetamol (50 or 250mg-kg-1-day-1) or DEHP

ZSqu/kQ/Ei) ik[IDEHP (750mq/kQ/Ei) (CEREELE UL, BRIVEDIBEEICBII BT AT OVES,
E YRR T, SISEFIE, ECSSUHVRE. Bk DRSS I3EIR
?@%iﬁ,ﬁ Hi[ﬁbib??_o WiTULEIN vitro? FO-FT(d, KIRFEEWIRFEDSY M IBIEREZ, )(STHE-IL

(750mg-kg-1-day-1) from gestational days 15 to 18. We assessed fetal testicular
testosterone production, early postnatal ovarian follicle counts, and the

FLBFZORHMAMA04 (CBUEFREVES /O OBEICHIMISY) ELEICIEFHA > FIN—bUI, IO

expression of genes involved in steroidogenesis, testis descent, ovarian

I —=T(d. DEHPOFERH THBMEHPICIRFEZN . in vivoT(E. DEHP(IEDAT P RRRIBEHE 15

development, and ECS signaling, synthesis, and degradation. In a parallel in vitro
approach, fetal rat testes from unexposed animals were incubated for three hours

HFAPZTOVZ RS mHEBRICEIIZCnr20FEIRZIENEE . fRIEIEEICEIBNapepldz 75 HIHIL
Jzo MEHP(Jin vitroTFZA MRFT O Sy EIBIIE B Iz, SRR T, SRR/ STHIE-IUESCLD. BFRE

with paracetamol or its metabolite AM404, with or without the CB1 antagonist
rimonabant. A separate group was exposed to MEHP, DEHP's main metabolite. In
vivo, DEHP reduced anogenital distance and testicular testosterone in males,
increased Cnr2 expression in both gonads, and upregulated Napepld in fetal
testes. MEHP increased testosterone secretion in vitro. In ovaries, high-dose
paracetamol reduced the number of healthy primordial and transitional follicles
and increased atresia in primary and secondary follicles. DEHP exposure also
elevated atresia in early-stage follicles. These findings suggest greater ovarian
sensitivity to paracetamol compared to the testis.Unlike paracetamol, DEHP
altered the expression of key ECS genes, suggesting a possible interplay between
phthalates and the ECS. This raises the possibility that ECS components may be
involved in the mechanisms of phthalate toxicity and could represent potential
biomarkers, warranting further investigation.

FRIGSRRRE LU TINRRD IR U, —RIPRBES LU RN OEAEMENNU Iz, DEHPIRER(G Tz, )
HASPRAEASHEIENNE BTz, CNSOXN R, FBEEERU TIRED/STHE-IUITIRZ M BVCLZ
TELTVES NFEIE-ILLFRRD, DEHPIIEERECSERFORREZEILERIID, IINEETIRT
JVEECSOIEE/ERO RN RIEENET , COTENS. ECSRD D IINBETI AT OBHEXN_Z LIS
UTOVBETREMEN S0 BTERIR A AT —H— LR BETREMEN' DD, 2585 HENLETY.

Laboratory of Animal Endocrine and Reproductive Physiology, Department of Physi

ology, Federal University of Parana, Curitiba, Brazil
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Diethyl phthalate (DEP), a common plasticiser and endocrine disruptor, has been
linked to cancer, but its role in osteosarcoma (OS) remains unclear. This study
integrated network toxicology, transcriptomics, protein-protein interaction (PPI)

— AR E] BRI S LUR B |ELNE THBTINEESTF)L (DEP) (INALOBIENERENTLSH
BPE (0S) (CHIZEORENIRALL TR THD AR T, RyhI—IFMHE, h522IVTDIY
A BVN\OERMEEVER (PPI) fi##fT. #MF 8. 9F RyvE>). 3 F8HF¥ (MD) . BE—HfERNA

analysis, machine learning, molecular docking, molecular dynamics (MD), single-

>=9>2 (scRNA-seq) . BLUSMEBRETZREL. OSICHIIZDEPEIEX X I HE UL, MfEF <k

cell RNA sequencing (scRNA-seq), and external validation to investigate DEP-
related mechanisms in OS. We identified 45 DEP-responsive genes enriched in
extracellular matrix-related pathways. PPI network analysis revealed 11 hub
genes, of which LASSO, SVM-RFE, and Boruta algorithms consistently prioritised
P4HA2, COL18A1, and COL10A1. Docking and MD simulations supported stable
binding of DEP to P4HA2 and COL18A1 via hydrogen bonds and hydrophobic
interactions. scRNA-seq demonstrated celltype-specific expression of these genes.
Validation cohorts confirmed their upregulation in OS, with AUC values up to
0.950. These findings suggest that DEP may promote OS progression by targeting
extracellular matrix remodelling, offering new diagnostic biomarkers and
hypothesis-generating evidence for environmental osteocarcinogenesis.

Uy 2 BERR IR CE 4 5EDDEPIS B MBEIZ F 2 REUIZ. PPIRY NI — VNS 1 LEON\TE(EFH'EE
BINCRD, ZOS5LASSO. SVM-RFE, 8&UBoruta?)L IR AR—BLTP4HA2, COL18AL, LU
COL10A1ZEBS.UR, RyF I ELUMDIZIL—3avlE, KREEH LUK IEARE/FR%ZTU TDEPH
P4HA2BLUCOL1BALICREL THA I DI LeE Iz, SCRNA-seqld. TN5DBIEFOMIR RS R
FIREFFEU ARFEIR— MT(E OSICHIF 3 LA SN EERREN . AUCTEIZERA0.950(C LUz, i
SOARE. DEPHHRRISNY MvIZDUETUS ) %IRHIE T B TOSOIEITR{RIE S B AT AEMEZRIBL TH
D, RIFEBRIECEI I DR A AV —h— ARG OIET R &L ET .

Department of Clinical Laboratory, Beijing Jishuitan Hospital, Capital Medical Unive
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Phthalate esters (PAEs) are of significant concern due to their ubiquitous
persistence in homogeneous environments and severe health effects on
respiratory, reproductive, and endocrine systems. However, their fates in
heterogenous environments remains elusive. Here, using integrated microdroplet
experiments, and ab initio molecular dynamics, we demonstrate that PAEs
undergo spontaneous degradation with short half-lives (<10 min) on microdroplet
surfaces, representing a 4 to 11 orders of magnitude enhancement compared
with bulk aqueous or gaseous phases. This fast process is driven by a unique
interfacial mechanism initiated by spontaneously generated hydroxyl radicals,
leading to stepwise dealkylation and hydroxylation. Critically, this pathway
produces hydroxylated and, predominantly, carboxylated transformation products
(TPs). Computational toxicology models further predict that these TPs, especially
the carboxylated ones, exhibit amplified human hepatotoxicity (up to 37.5-fold
increase), enhanced skin sensitization (~1.5-fold increase), and comparable
developmental toxicity with respect to the parent PAEs. The study fundamentally
challenges our understanding of PAE environmental fate and highlights a
previously unrecognized global risk vector due to rapid PAE transformation in
ubiquitous microdroplet systems, necessitating urgent revision on environmental
persistence models and risk assessment frameworks to incorporate interfacial
chemistry.

JANVBEIZTIL (PAE) (F. I9ERIBICSVWTEIRMICREEL. IFIRERR. £B2RR. NMRICELIR 42
RE/EERETINS . EARESBIELROTOET, UNU. FMIBRECHIFBPAEDERFHEALLT
REATY ., AART(E, HEEI120ROvT Ly NERERE SE— RN FEDF R AT, PAENRY1/0ROvS
Ly hRETEVEREM (1095FK) TEHRENICHRIZEEFILELL. TN JULIOKBERES
ABELEERL T4~ 1 I HIO D FRREE]_EARL TVEY . COMRBDARTOTR(E. BERNICREETIEROFS
WIS HINCEOTRAIESNZIME OFREANZ X AL L TEREIS N, ERFERI AL 7L FIALEKBM R IEIEEC
DET, EELOIE. CORBICL O TKESEEN., FCHLRFIIEESNEZIRERY (TP) hERSINZT
LT, SHESMHETIVESSC. INBOTP. FHCHIVRFIMESNIETP(E. FIPAELLEEL T, £ MTESHD
1838 (BA37.568)  EBAFHOER (191.58) BLURAEORESHZRILETRILTVE
I AFAFE(E. PAEDIRIEES(CBIT 3T 5 DIBARARAMNREERIZIZITING , BAET B /0ROy T Ly
R 2T AICHBIIZPAEDERRZLICL S, TNETRISINTVRN O RERUR VBRI EZERLDICLTL
9, O, RELFRBHABEIFGETTINCIRIFHEIL - LTI OB 2R RBEULNRETT,

Key Laboratory of Industrial Ecology and Environmental Engineering (MOE), Dalian

Key Laboratory on Chemicals Risk Control and Pollution Prevention Technology, School of
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The Tibetan Plateau (TP) represents an important region for studying long-range
atmospheric transport behavior of pollutants, owing to its roles in high-altitude
condensation and global distillation. Situated downwind in South Asia and
connected to the TP through Gyirong and Zhangmu valleys, Nepal constitutes a
vital area for monitoring such transport. Focusing on this specialized geo-
atmospheric corridor along the southern Himalayan slope, this study investigates
the dominant sources and transport mechanisms of phthalates (PAEs). A total of
57 surface soil samples were collected and analyzed to characterize distribution
and transport behaviors of PAEs. PAE concentrations ranged from 37.7 to 1337
ng/g dw, dominated by bis(2-ethylhexyl) phthalate (DEHP). Mean levels were
highest in agricultural soils (375 ng/g dry weight), followed by forest (292 ng/g
dry weight) and meadow soils (262 ng/g dry weight), a pattern mainly linked to
the use of plastic mulch films, fertilizers, and irrigation. PAE concentrations
decline at higher altitudes. While low-KOA congeners are prone to deposition,
high-KOA congeners show enhanced long-range transport potential to the TP.
Spatial analysis points to Kathmandu as a significant PAE source in Nepal, with
PAEs displaying a distinct regional dispersion pattern. Ongoing plastic product
usage poses potential ecological risks from PAEs and other plasticizers to the TP.
This study provides the first comprehensive evidence of PAE contamination in
Nepal and underscores the combined influence of localized anthropogenic
activities and regional atmospheric processes on pollution patterns.

FRYMSIR (TP) (&, EEERSCRIEORBCHIDEBINS, FRAMEORIERHATIMXES %
AETZ L TEBRMETHD, E7ITORMTFAIBL, FOVREEF v LRBENUTTPLIEN SR/ (-
IS SOUIIXZEER 9% L TR CTEE R THS . AR TIE, EXS7RERIE(Ca e OYFER
MMAKEEICESEL T, JIVBEIZTIL (PAE) OFRFEEBRLEEAN_ZILERETS, PAEODTIE
ENRBBRISHIIBI0. BETS7ORLTY S T EREL- DU, PAERE37.7~1337 ng/g dwd
EFET. EX (2-IFINAFIIL) TIVBETIZFTI (DEHP) HERS Toholc. THILAINREZI LD
Bt i (872028 % 375 ng/q) T. HVTHM (BRER 292 ng/q) LEMTIE ()28
262 ng/qg) DIET. ZO/FI—=IEEICTSAFYIRIVFI4IVL BRSO EAICRIEL TL3. PAE i
EHEENSVEIET I35, KOA DERVEIRAGEELPTVDICHL. KOA DEVEIRRKE TP ADR
PRSI DA REMEN R E O TV D ZZRIDHTIE. RIN—ILDOH MO XNEB R PAE AR THD. PAE (&
BRI IEER) (9 — > & RL TWBZER DIz TSR FYHRRBOHGERIRMER(L, TP (CX493 PAE
PEZOMO B LFI DBTENRERRFINIRIZEIST  AATE. /=L TO PAE SEROBIENREEHLE
PHTRETZEOTHY. BRI AN ABKEBEHIEOX T IO ANELR)/ (I 5228 2 R8T
W3,

State Key Laboratory of Environmental Chemistry and Ecotoxicology, Research Center for Eco-Environmental Sciences, Chinese Academy of Sciences, Beijing, 100085, China
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Introduction/Background Phthalates are ubiquitous endocrine-disrupting
chemicals (EDCs) implicated in oestrogen-dependent diseases, yet their role in
endometrial cancer (EC) biology remains poorly defined. This study investigated
whether urinary creatinine-adjusted phthalate levels are associated with
circulating cell-free DNA (cfDNA) and RNA (cfRNA, including microRNAs previously
linked to EDC exposure) in women with EC.

Methodology A prospective single-centre cohort of women with histologically
confirmed EC was recruited prior to treatment. Each participant provided a urine
and peripheral venous blood sample. Phthalate metabolites—dibutyl phthalate
(DBP) and diethyl phthalate (DEP)—were quantified using gas chromatography-
mass spectrometry (GC-MS) and normalised to urinary creatinine. Plasma cfDNA
was quantified fluorometrically and cfRNA analysed for miR-29c, miR-183, miR-
194, miR-195 and miR-215. Associations between creatinine-adjusted phthalate
concentrations and molecular biomarkers were evaluated using Pearson
correlation coefficients (r); statistical significance was set at p < 0.05.

Results Thirty-five women were included (median age 61.7 years; BMI 31
kg/m2). Median urinary creatinine-adjusted levels were 5.2 pg/L for DBP and 0.9
ug/L for DEP. For DBP/Crea, no significant correlations were observed with cfDNA
or miRNA expression (all p > 0.05; e.g., miR-29c r = —0.040, 95 % CI —0.400 to
0.332). In contrast, DEP/Crea demonstrated inverse correlations with several
cfRNAs: miR-29¢c r = —0.221 (95 % CI —0.543 to 0.159), miR-194 r = —0.340
(95 % CI —0.629 to —0.030, p = 0.03), and a trend for miR-195 r = —0.270 (95
% CI —0.579 to 0.107). No association was found between DEP/Crea and cfDNA
(r =0.226, 95 % CI —0.153 to 0.548).

Conclusion Creatinine-adijusted urinary diethyl phthalate, but not dibutyl
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THNBETZFIUSE IR ARTF IR BICRMR T 2RI BRI IKE L& (EDC)

'C%Z)h‘ FEARENA (EC) OEMZFHRE I+ CARFEN TR, AAFTE. ECORELCHNT,

}=J'<EP'JI/T’5"-

SRR IFNEBT 2T IVEE MEBRBREDNA (chNA) HEURNA (cfRNA. LIHICEDCER
* = 753% HRREEECECH RS NIZ L
HEORIEEE— MR IR~ MYBERICEEEINT. %r‘%nu%l;ﬁ&ﬁﬁﬁﬂmmwﬂbz}z{ tUT, JHIVEE
KRB THZSTFIIIL—b (DBP) SLUSIFIIIL—K (DEP) (& ARIOYNIST(—-BEEDH
(GC-MS) %fERALTEEEN., RPILFF IR SN, MIECDNARGENERETERL.
cfRNA(ZMIiR-29¢. miR-183. miR-194, miR-195, miR-215([CDV\VTAHLIz. JLT7FZ>EEIFI
BIZTIVBELD T\ AAY-N—LOBLE, ETVARBRER () ZAVTHELL, fstBRMEEp
< 0.05(CF%ESNT, FER 35 AN TRERO (FishiuE61.74%. BMI 31 kg/m2) . FRPIL
PFZUIREE(EPIYE}. DBPT5.2 ug/L. DEPT0.9 ug/LT#Holz. DBP/CreallDW\TIE. cfDNAFES(E
MIRNARIREDBRERAEREERHS NN (TATp > 0.05. FIX(EMIR-29¢ r =— 0.040. 95%1=
FAXR—- 0.400h150.332) . XtERHIIC. DEP/CrealdL\ X ONDCFRNALHAERIZRU : miR-29¢ r =—
0.221 (95%EfEXMI— 0.543/50.159) . miR-194 r =— 0.340 (95%fSHEXME— 0.629N5—
0.030. p = 0.03) . miR-195 rOt#fRE 0.270 (95%Ef@EX M- 0.57950.107) . DEP/Crea
é:chNAtDFeﬁ[:(;Faﬁiiliﬁmmb\ot (r = 0.226. 95%{=%8X M- (0.153h50.548N) #&& : L7
ZVABRP S IFIIFIERE . ECORHECSWVT, FBER M mIR-1940iH B RICBEL THN.
mlR 29ctFEOEBERERETRUIL . STFILIFINEBEGES TIERN . NSO R, JFIVEETIZTILA

OIRFENECOMBAE(CBDEY BFRNAS X Fv—%BET S BRI BEIEZRIEL TS XDZXACRITBLDEM
RARBAL. 25RBPAREEBL TR ETHS. HIFE | AFAFK(. ARIS Grant 13-4523034B%F Iz,

University Medical Centre Maribor, Maribor, Slovenia

Triphenyl phosphate (TPHP) is a high-production-volume flame retardant and
plasticizer that is widely detected in the environment and in biomonitoring
studies. TPHP exposure has been linked to endocrine disruption, metabolic
disruption, genotoxicity, and neurodevelopmental effects in vitro and in vivo. The
diverse toxicological outcomes across studies suggest disruption of fundamental
regulatory processes, such as epigenetic control of gene expression. Here, we
used an immortalized embryonic cell line derived from steelhead trout (STE-137)
to investigate coordinated transcriptional and epigenetic responses to TPHP
exposure. Cells were exposed to 0 or 80 pM TPHP for 24 h, followed by RNA
sequencing (RNA-seq) or whole-genome bisulfite sequencing (WGBS). Differential
expression analysis identified 1622 significant genes, with significant enrichment
of DNA replication and repair, cell cycle regulation, and endocrine signaling
pathways and prominent lipid metabolism genes. Weighted gene co-expression
network analysis revealed modules highly correlated with exposure, including
those enriched for protein and amino acid metabolism, ion transport, and
genomic stability. WGBS methylome analysis detected 382 differentially
methylated regions (DMRs), the majority hypermethylated and within gene
bodies. Notable alterations included a DMR in the htr2cll gene, encoding a
serotonin receptor, and the brca2 gene, a key DNA damage enzyme. Integration
of RNA-seq and WGBS datasets identified nine genes with both expression and
methylation changes, alongside altered gene expression of several key epigenetic
regulators. Our results provide molecular evidence for early initiating events
relevant to adverse outcome pathways and highlight the importance of epigenetic
endpoints in developmental toxicity assessment.

NJIIZVARZIT—K (TPHP) (& BERSLE/ A AT ITHAR TILARESN TV, KEEEEINT
VWREHRFI B LURTEBRITY . TPHPADIREE(R. in vitroB&LUin vivoT. R h<EL. REN<EL. Ein
B BLUHRFEAOHE(CREMISNTVET IIRSARTOSAFRBEFNERE. BELTFRR
DOIESIRTAYIHIHREDEANRHIHTOCRDREZRBL TVET, CITIE ZT(—=IAYRRSI MR
SEUJT SEALBRHRREMK (STE-137) ZAAWT. TPHPﬂ%gkﬂ@'éﬁ%ﬁﬂ’mﬁf\Efb&UIt/I?~TW9[GA

JLAEFERIES > (WGBS) #1TRWVELLE. Emﬂ’]%fﬁﬁﬁﬁluw DNA?E*“HE?E HHRREIERSY

i, A FIUGERE. BLUEBERIEBERBSIECTFIECRIEINZ1622ENEENEEFIE
EENFEUZ, EEGFHRIRRY MO —IBRTICED, 9> \VBBLUVTZ/BENRE, AAVE#IX, 5 LABTE
BEICEGES1-IRE, BRFECSMBRBRICHZES 1-ILIBAS NIz, WGBSXFO— AR T,
3820ZFRIINFIALHEEE (DMR) HH&REEN. ZOXRED BBELFAERTEAFIEENTUW. i E
IREZRAEEL TR, EORZVREAET - RIBhtr2cl LEEFE. TEBDNARBBER THhdbrea2iBficF
DODMRAZEIFENT. RNA-seqt WGBST 4ty Mt a3 2L T RIREAFIUEOMESICEENRENS
IDDBIEFE VOONDEBRIESIRT (v HIHEFOBEEFRIROZ(LMEES N FHAFTOFER
(3. EEESIRIRICEAEI DRI b FHIFEIVEIREL, FESHIHAICHEIBIE D171y
JIYRRA > MO BB EFZERFDCULR,

Department of Biomedical and Molecular Sciences,Queen's University,Kingston,Ontario,K7L3N6.Canada

This study investigated the foliar uptake, metabolism, and phytotoxicity of two
common citric acid esters (CAEs), acetyl tributyl citrate (ATBC) and acetyl triethyl
citrate (ATEC), in lettuce (Lactuca sativa L.) seedlings. After 14 days of exposure,
the accumulation of ATBC in leaves (350.30 ug kg-1) exceeded that of ATEC
(320.48 pg kg-1). In contrast, ATEC exhibited a translocation efficiency higher
than that of ATBC, attributable to its greater hydrophilicity and smaller molecular
size. Metabolite profiling revealed shared metabolic pathways, including
deacetylation, carboxylic-ester hydrolysis, and O-debutylation. Both CAEs
significantly inhibited seedling growth and reduced the photosynthetic rate, with
ATBC exerting a stronger inhibitory effect. The two compounds also directly
bound to the antioxidant enzyme superoxide dismutase, with ATEC exhibiting a
higher binding affinity compared to ATBC. These results elucidate the metabolic
transformation and phytotoxic mechanisms of CAEs in an edible vegetable,
providing valuable insights for the environmental risk assessment of such
contaminants.
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AR TE. LYR (Lactuca sativa L.) OWEYICHIS. 2FEREO—MEMBITIBETIZTIL (CAE) T
HITEFINIIENITFIL (ATBC) EFEFIIICEENIFIL (ATEC) OZEEMRIN, (A5, HLUTEY)

SHERBEUR. 140 BIRER. EICHITBATBCOBIER (350.30 pg kg-1) (FATECOETESR
(320.48 pg kg-1) % EEofz, —7. ATECIHATBCELDEFK NS FHAXH N esh, ATBCL
DEBVERTRMERERUIE, RETOT7AUSI (LD BT EFIAE. DIVRSBETIZFIVINK SR, O-fit ) F
JAERE, FBORBHREENBASIMNIROI, MCAEFMBYIOREZEUPEEL. KEMRREZK FEEE
B ATBCId&D3RUVBAERETRURE, 20DILEYSIBEE LEE R —/)\—AF S RT (AL —C(CEEERE
&L, ATECIFATBCENES L EEHRIIMEERUZ, TNSDRERIE. RREFRPOCAEOAHZ B S

HANZXLEMEIBSZEDTHD, COLIBBRMBORIFIRHBCEELRMR 2657,
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Phthalates are ubiquitous endocrine-disrupting chemicals whose exposure is
associated with accelerated reproductive aging in humans. We focused on the
pituitary gland, the source of the gonadotropins: Follicle-stimulating hormone
(FSH) and luteinizing hormone (LH). We hypothesized that the common
phthalates di-(2-ethylhexyl) phthalate (DEHP) and diisononyl phthalate (DiNP)
modulate inflammation in the pituitary and impact gonadotropin expression
acutely and during aging. To test this, female CD-1 mice were orally dosed with
corn oil or varying concentrations of DEHP and DiNP for 10 days. Pituitary tissues
were collected immediately after dosing or 15 months post-dosing, processed,
and analyzed by quantitative real-time PCR (gPCR) and immunohistochemistry.
We found that acute phthalate exposure did not alter Fshb and Lhb mRNA
expression compared to controls, but both DEHP and DiNP reduced FSH
immunopositive cell number. Phthalate exposure also decreased Il1b, and
increased 1118 and Tnf mRNA levels compared to controls, suggesting an
inflammatory imbalance. At 15 months post-dosing, DiNP exposure increased Lhb
and Il1b mRNA levels, but repressed Fshb and NIrp3 mRNA levels compared to
controls. Next, using dissociated cultures, we investigated the impact of
phthalates and the proinflammatory stimulus lipopolysaccharide (LPS) on
inflammation and gonadotropin gene expression directly at the pituitary. Both the
DEHP metabolite MEHP and LPS decreased Fshb, but not Lhb mRNA relative to
control. MEHP also repressed the induction of Il1b by LPS. Together, these
findings suggest that acute exposure to phthalate alters mRNA expression of
inflammatory markers and gonadotropins in the pituitary, which could alter the
process of reproductive aging.

THNBETIRTIVSILFES DD BEM LM E THD, TORTERL MOETEELOIIREEHEL TS,
Foad TFRMOE> THRIMRRRIBUNLESY (FSH) EBREAZRNILEY (LH) OEERTHZ FEACE
BUl. —MEMIRIFNBETIZTINTHES (2-ITFINAFIL) TFHNEETZTIL (DEHP) ¢34YJZITHL
T i FEAROMEZRAEL. T+ RO ORIRICR MRS SUNIEEACR B 52560
TR ODEHPEDINPZ10H R

AREREIL Tz COARGREARTET B128h. HECD-1XYDR(CI—ihE IR 4 2

RORS U, IR ERFIR 5155 ARICT BAGRMZ IR, B, EEHIUTILI1LPCR
(gPCR) BLU R R IO TERMUIZ. RUETINBETRTIVBRFE T(SXIBZRFE LEEL T Fshb &4

U Lhb mRNA OFIREFGZELRN A DEHP & DINP ($£6(C FSH izt iliasizim etz nt
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Microplastics (MPs) and diethyl phthalate (DEP) co-contamination poses a
growing threat to agricultural water systems, with potential risks for aquatic
environments via groundwater infiltration and drainage. This study systematically
investigates the individual and combined toxicological effects of polystyrene MPs
and DEP on hydroponically cultivated rye (Secale cereale L.) by integrating
physiological profiling, transcriptomics, endophytic microbiome analysis, and
computational modeling. Co-exposure to MPs and DEP induced severe synergistic
toxicity, significantly exceeding individual treatments. This was manifested as
drastic growth inhibition, photosynthetic collapse due to "stomatal-non-stomatal"
limitation, and exacerbated oxidative damage linked to the direct inhibition of
ascorbate peroxidase (APX) by DEP. Crucially, a bidirectional interaction
mechanism was uncovered: MPs adsorbed DEP, reducing its phytoaccumulation,
while DEP enhanced MPs root uptake and upward translocation by altering their
surface charge, leading to synergistic subcellular damage, including chloroplast
disintegration. Molecular dynamics simulations revealed that non-specific lipid
transfer proteins (nsLTPs) facilitate DEP apoplastic transport. Furthermore,
pollutants reshaped the endophytic microbiome, reducing diversity and enriching
specific taxa (e.g., Rhizobiaceae), changes strongly correlated with oxidative
stress and photosynthetic decline. The new insights reside in demonstrating that
the synergistic toxicity stems from a bidirectional MP-DEP interaction (adsorption
versus enhanced penetration), facilitated DEP transport via nsLTPs, and the
consequential linkage between endophytic community disruption and the decline
of plant physiological function. These findings imply that composite pollution risks
are not additive but can be synergistically amplified through physicochemical and
bioloaical interactions. The study provides a mechanistic framework for assessina
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As the use of certain brominated flame retardants (BFRs) has been globally
banned due to their high toxicity to biota, organophosphate flame retardants
(OPFRs) have been proposed as alternatives. Currently, OPFRs are ubiquitously
found in the ocean at levels comparable to those of BFRs; however, information
on the comparative toxicities of BFRs and OPFRs to marine biota remains limited.
In this study, we investigated the toxic effects of aryl and halogenatedOPFRs,
triphenyl phosphate (TPhP) and tris(1,3-dichloro-2-propyl) phosphate (TDCPP),
on the brackish water flea Diaphanosoma celebensis at the in vivo and molecular
levels and compared them with those of a typical BFR, hexabromocyclododecane
(HBCDD). Moreover, we investigated the effects of TPhP on transcriptomic
modulation to understand the underlying mechanisms of toxicity. The results
showed that all three FRs negatively affected reproduction, the antioxidant
system, and cellular energy content; however, the effects were most pronounced
in the TPhP-exposed group. Transcriptomic analysis revealed that genes involved
in genetic processes, immune system, and nervous system were significantly
modulated by TPhP exposure. These findings suggest that some OPFRs may be as
toxic as BFRs and should be used with caution.
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Exposure to environmental pollutants has been found to be associated with
epigenetic modifications of platelet mitochondria, which may influence the risk of
type 2 diabetes mellitus (T2DM). However, research on the relationship between
exposure to environmental endocrine disrupting chemicals (EDCs) and T2DM
remains very limited at the molecular level of mitochondrial epigenetic
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alterations. This study aims to investigate the impact of mixed exposure to
bisphenols (BPs), phthalates (PAEs), and parabens (PBs) on T2DM and platelet
mitochondrial DNA (mtDNA) methylation, using a nested case-control study
design. Levels of BPs, PAEs, and PBs metabolites were quantified using high-
performance liquid chromatography-mass spectrometry (HPLC-MS). We used
weighted quantile sum (WQS) and bayesian kernel machine regression (BKMR)
models to assess the association between individual and mixed exposure to
multiple EDCs and T2DM. Methylation levels of mitochondrial coding genes were
measured by bisulfite pyrosequencing. In logistic regression models, MT-COX1
methylation levels were significantly negatively associated with T2DM risk,
whereas MT-COX3 methylation levels were significantly positively associated.
Both WQS and BKMR models indicated that mixed exposure to BPs, PAEs, and
PBs was positively linked to T2DM, with DnPrP and DEHP identified as the primary
contributors. Mediation analysis demonstrated that MT-COX3 methylation
significantly mediated the associations of DEP, DMP, DEHP, DnPrP, DAIP, and MP
with T2DM. Our findings indicate that both individual and mixed exposure to PAEs
and PBs are positively associated with T2DM risk. Platelet mtDNA methylation
mediates the association between EDCs exposure and T2DM risk, suggesting its
potential utility as a biomarker.
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Di(2-ethylhexyl) phthalate (DEHP) is ubiquitous in agricultural ecosystems due to
the widespread use of plastic mulch films and plasticized agrochemicals, posing a
significant threat to poultry health. This study investigates DEHP's reproductive
toxicity and molecular mechanisms in laying hens. Hy-Line brown hens were
divided into control and 150 mg/kg DEHP-exposed groups for 15 weeks.
Production performance, egg quality and ovary oviduct histomorphology were
assessed combined with transcriptomics, metabolomics, network toxicology and
molecular docking. The results showed that DEHP reduced feed intake, altered
yolk color, thinned eggshells and induced ovarian follicular atresia and oviduct
uterine epithelial atrophy. Integrated omics showed disrupted ovarian pathways
like neuroactive ligand-receptor interactions, glutathione and glycerophospholipid
metabolism plus key metabolite-gene pairs such as CMPK2 and aspartic acid.
Uterine transcriptomics revealed abnormal extracellular matrix, ion transport and
eggshell mineralization genes. Network toxicology identified 10 core targets
including Bcl2, Casp3 and PIK3CA with DEHP metabolite mono(2-ethylhexyl)
phthalate (MEHP) stably binding them via docking. Integrated analysis of multi-
omics and network toxicology, along with western blot results, further confirmed
that the apoptosis and lysosomal pathways were activated in the ovaries and
oviduct uterus of laying hens. Protein-protein interaction analysis positioned Bcl2
as a potential regulator linking these pathways. In conclusion, DEHP exposure is
associated with reproductive toxicity in laying hens. Future studies should employ
multi-dose designs and validate multi-omics-derived mechanisms with targeted
functional experiments to strengthen causal inference.
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Phthalates are widely used plasticizers that leach into the environment and have
impacts on health and fertility of humans and animals. Among these ubiquitous
environmental contaminants is diisobutyl phthalate (DiBP), a plasticizer known to
affect fetal murine reproductive organs during prenatal exposure. However,
studies investigating whether DiBP influences mammalian postpubertal ovarian
function are lacking. In the present study, we tested the hypothesis that DiBP
influences the function of bovine granulosa cells. Furthermore, we investigated
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the impacts of DiBP on expression of genes associated with ovarian
steroidogenesis, DNA methylation, RNA methylation, histone acetylation, and
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inflammation. Bovine granulosa cells were treated with various doses of DiBP (0,
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1, 10, and 100 ng/mL) combined with FSH or FSH plus IGF1 from 24 to 48 h. In
combination with FSH, various doses of DiBP influenced the expression of genes
associated with histone acetylation. In combination with FSH plus IGF1, DiBP at
10 ng/mL decreased synthesis of estradiol and expression of genes associated
with RNA m6A methylation, RNA m5C methylation, and inflammation in
comparison to the negative control (0 ng/mL DiBP) group. Taken together, these
findings show that DiBP alters the function of granulosa cells of cattle, a mono-
ovulatory species, at environmentally important doses and may impair
mammalian fertility via inflammatory and epigenetic mechanisms.
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Bisphenol A (BPA), its structural analogs, and phthalates are synthetic chemicals
widely used, with documented endocrine-disrupting activity. This study aimed to
develop and validate a selective multiresidue analytical method for the
simultaneous determination of BPA, 10 bisphenol analogs, and six phthalates in
PET-bottled mineral water. To our knowledge, this is the first report assessing the
co-occurrence of these contaminants in bottled mineral water in Brazil. Six
commercial bottled water brands were sampled under two storage conditions:
ambient temperature and solar exposure. Solid-phase extraction (SPE) was
applied before GC-MS analysis. Among the 17 target analytes, BPA, BPF, BPS,
and DIOP were detected in quantifiable concentrations. BPF and DIOP were found
in all samples, with maximum concentrations of 7.92 and 3.85 ug L-1,
respectively. BPA and BPS were detected in specific brands only after sunlight
exposure, reaching up to 7.10 and 9.08 ug L-1, respectively. Despite
concentrations being below current international regulatory limits, health risk
assessment revealed that the estimated daily intake (EDI) of BPF and BPS
resulted in safety factors (SF) below 1 for both adults and children, indicating a
potential health concern. Estrogen equivalency (EEQ) values associated with BPA,
BPF, BPS, and DIOP ranged from 0.5 to 13 ng Ez/L, exceeding effect-based
trigger values proposed for estrogenic activity in bottled mineral water. The
results suggest that even BPA-free labeled packaging may pose a risk due to the
presence of its analogs and highlight the need for expanded regulatory oversight
and routine monitoring of endocrine-disrupting compounds in bottled water.
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We investigated the carcinogenic effects of four endocrine-disrupting chemicals-
bisphenol A (BPA), diethyl phthalate (DEP), dimethyl phthalate (DMP), and dioctyl
phthalate (DOP)-in nasopharyngeal carcinoma (NPC) and thyroid carcinoma
(THCA) using an integrated toxicogenomic-machine learning-docking-
experimental pipeline. Intersection analysis identified 31 NPC-related overlapping
genes and 39 THCA-related overlapping genes, with 19 shared core targets
across both malignancies. These shared targets were enriched in oncogenic
signaling pathways including Mitogen-activated protein kinase (MAPK) ,
Phosphoinositide 3-Kinase-Protein Kinase B (PI3K-AKT), and Janus kinase/signal
transducers and activators of transcription (JAK/STAT). A multi-algorithm
machine learning framework constructed 113 predictive models and prioritized six
diagnostic genes (CCNA2, CDK2, MET, F2, TYMS, PPARG). High expression of
CCNA2 (HR=1.43, p = 0.016), CDK2 (HR=1.66, p = 0.002), MET (HR=1.58, p =
0.002), and PPARG (HR=1.45, p = 0.0072) was associated with worse overall
survival, whereas TYMS and F2 were not significant. Molecular docking showed
stable ligand-protein binding with energies from -5.2 to -8.1 kcal-mol-1 , with the
strongest affinities observed for BPA-CDK2 (-8.1) and BPA-PPARG (-8.1); DEP
also showed strong binding to CDK2 (-7.0). In vitro, BPA and DEP (but not
DMP/DOP) increased colony formation (p < 0.01), accelerated wound closure,
upregulated oncogenic genes (e.g., CDK2/MET/CCNA2; p < 0.05), and elevated
p-MEK without changing total MEK in 5-8 F and TPC-1 cells. Collectively, BPA and
DEP promote head and neck tumor progression through MEK pathway activation
and cell-cycle dysregulation.
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Glioblastoma (GBM) is a highly aggressive central nervous system malignancy
with a dismal 5-year survival rate of less than 5%, and poorly understood
environmental factors complicate its treatment. One such factor is bis(2-
ethylhexyl) phthalate (DEHP, also known as di-2-ethylhexyl phthalate), a
common plasticizer with documented neurotoxicity, yet its potential role in GBM
pathogenesis remains elusive. In this study, we employed an integrative
computational framework that combined network toxicology, single-cell
transcriptomics, proteome-wide and metabolome-wide Mendelian randomization
(MR), and molecular dynamics (MD) simulations to systematically investigate the
interplay between DEHP and GBM risk. Cross-dataset targets were identified by
mining toxicogenomic and disease databases, followed by the construction of a
protein-protein interaction (PPI) network. This approach identified 76 overlapping
targets between DEHP and GBM, which were refined to 24 hub genes through
topological analysis. Notably, MR analyses revealed putative causal associations
between higher genetically predicted plasma levels of three hub proteins-CD63,
CTSS, and S100A4-and an increased risk of GBM, with S100A4 showing the
strongest effect (odds ratio [OR] = 2.03, 95% confidence interval [CI] 1.15-3.58,
p = 0.0149). This association was consistently validated across 11 independent
cohorts, including TCGA, GTEx, and GEO datasets. Molecular docking and
dynamics simulations identified S100A4 as the predominant binding target of
DEHP, revealing a high-affinity interaction that may stabilize a metastasis-
associated conformation. A two-step MR mediation analysis further indicated that
S100A4 partially influences GBM risk by altering plasma lipid metabolites, with
erucic acid mediating ~17% of the total effect. In conclusion, our analysis
provides converaing computational and genetic epidemiological evidence for a
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Phthalate esters (PAEs) are emerging pollutants which are widely distributed in
agricultural environments, and their impacts on crops have attracted considerable
attention. PAEs on crops can disrupt their normal physiological metabolism,
deteriorate the quality of agricultural products, and pose potential risks to human
health through the food chain. Here, based on existing studies, we consolidate
recent findings on the occurrence, sources, phytotoxicity, and control measures of
PAEs in cash crops. Specifically, the pollution status of PAEs in cash crops was
investigated. PAEs enter plants through water, soil, the atmosphere, and
packaging materials via wastewater contamination, the degradation of plastic
waste, and emissions from industrial processes. PAEs can induce oxidative stress
in cash crops, disrupt photosynthetic pathways, and alter soil- and plant-
associated microbial communities, leading to physiological and metabolic
disorders that significantly reduce the yield and quality of cash crops.
Consequently, recent studies have explored and developed more advanced
mitigation strategies, such as enzymatic degradation, the use of microbial
communities, and the development of new treatment materials and technologies.
Overall, this review provides a comprehensive assessment of current research on
PAEs in cash crops and offers insights into existing challenges and future
prospects for ensuring the quality and safety of agricultural products.

2603-040
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College of Life Sciences, China Jiliang University, Hangzhou 310018, China

Despite decades of interventions targeting modifiable risk factors to reduce the
burden of cardiovascular disease, ischemic heart disease (IHD) remains the
leading cause of mortality and the second leading cause of disability-adjusted life-
years worldwide. Growing evidence suggests that phthalates-plasticizers widely
used in consumer products, cosmetics, and medical devices, and therefore
ubiquitous across environmental media, may contribute to IHD development.
Epidemiological studies have reported associations between phthalate exposure
and multiple markers of atherosclerosis, the pathological hallmark of IHD, with or
without mediation by traditional cardiovascular risk factors. Experimental models
support these findings, showing that phthalates can induce oxidative stress,
mitochondrial dysfunction, apoptosis, lipid accumulation, and epigenetic
alterations, all of which promote endothelial damage and atherogenesis. In this
review, we synthesize current epidemiological findings linking phthalate exposure
to IHD, describe the main cellular and molecular mechanisms involved, and
outline research gaps and regulatory perspectives. We also discuss how novel
analytical frameworks-including artificial intelligence-may enhance the integration
of environmental, clinical, and molecular data to advance risk prediction and
prevention strategies.
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IHD) tORSE#RIRIOBEFNIMBEHEL. BESDEB LMD - D FAN—XLERRIDEE

Bl HROFryTERBIORLEMFHUET . Fo. ANTAEEZSOHIEBANIL L0010, BiET -
B BRRT =5, DFTHDREEIBEL. YR FRILTBEBEOERICEDLSICEMTESNOVTES
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Language development is a critical part of human development that unfolds
across time. We aimed to examine how prenatal phthalate exposure affects early
childhood language development, utilizing a robust longitudinal analysis
methodology. Participants were drawn from the Early Autism Risk Longitudinal
Investigation (EARLI) (n = 251) and the Markers of Autism Risk in Babies -
Learning Early Signs (MARBLES) (n = 393) cohorts that recruited pregnant
mothers who previously had a child with autism (ASD). Expressive and receptive
language development was measured using the Mullen Scales of Early Learning
(MSEL) at ages 6,12, 24, and 36 months. Fourteen phthalate metabolites were
assessed in first morning urine in each trimester of pregnancy. We used latent

2603-042

SHEFEQ. HHOZBBLLOCERTDABOFECSV TS TEEREINTY . AFAK T, & 4=M‘42E
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class growth analysis (LCGA) to determine language trajectories and measure
their associations with prenatal phthalgaates. We found three trajectories for both
expressive and receptive languages. Most of the phthalates measured were not
significantly associated with language development, though metabolites of di(2-
ethylhexyl) phthalate decreased the risk of belonging to an abnormal receptive
language trajectory. These observations, along with general trends observed
within molecular weight classes, were largely consistent with prior literature.

DFEISANTREEN—REVBIERECEIC, FITHFREMR—RULTVELE,

a A.). Drexel Autism Institute, Drexel University, Philadelphia, PA, USA

Phthalates are ubiquitous environmental contaminants known for their endocrine-
disrupting properties. Pregnancy is a particularly vulnerable period during which
exposure to these compounds may adversely affect maternal health and fetal
development. This study aimed to evaluate the exposure of pregnant women to

THNBEIZTIVE, Rineh<ELI3ME TSNS, BIES DREERME T . ITEIREAFCHETS /R
THH. NSO EEMNADIREGBAORREIE TORB (B B2 RFITIREENGDDET AT, IE
BOTINEBEIZTIV HFHCIINEESTF)L (DEP) . JANEES (2-IFIAFIL) (DEHP) . JAINEES-
n-JF)L (DnBP) AQIRFE%EHEL. ZNSOREW) (MEP (E/IFIIFL—K) MEHP (E/-2-IF)

phthalates, specifically diethyl phthalate (DEP), di-(2-ethylhexyl) phthalate

AEINIAL =)  MnBP (E/-n-JFITHL—b) ) ORRIREARRATEAILESREEQRTENE]

(DEHP), and di-n-butyl phthalate (DnBP), and to investigate potential associations
between urinary concentrations of their metabolites (MEP (monoethyl phthalate),
MEHP (mono-(2-ethylhexyl) phthalate), and MnBP (mono-n-butyl phthalate)) and
circulating reproductive hormone levels. A cross-sectional study was conducted
on 384 pregnant women. Reproductive hormones (LH, FSH, testosterone,
progesterone, estradiol, and prolactin) were quantified by
electrochemiluminescence. Urinary concentrations of phthalate metabolites were
measured using LC-MS/MS and normalized to creatinine levels. Phthalate
metabolites were detected in the majority of samples (MEP: 97.4%; MEHP:
95.6%; MnBP: 92.9%). Mean concentrations were 83.50 + 89.13 ug/g creatinine
for MEP, 37.92 + 41.08 pg/g for MEHP, and 44.64 + 48.17 pg/g for MnBP.

B BET S ERNELEUR, 3842OIHRERIEIAZ 2 =MUEL. ETBRILEY (LH.
FSH. FANZFOY. TOHZFOV. IANTSA-Ib, TO5HFY) (4. BEALERIACLOTERENEL
o FRETIVEET T IS DR ($LC-MS/MSEFIVTRITEL. JL7FABICERMELT. ILEET
AFIARBEAEBHOY> T, (MEP: 97.4%, MEHP: 95.6%. MnBP: 92.9%) TN, T
= (FMEPT83.50 + 89.13 pg/g/L 7F=>. MEHPT37.92 + 41.08 ug/g. MNnBPT44.64 +
48.17 ug/gTHol. TINEETAT IO SHRE (2B AR CA R RN, FREAMEHPRE L7
NSTUPERENAED TR (53.039 pg/gILTFFIY) . 20224F, 20234, 2024EORITIRE,
SEECEEERRHINEN T, UNL. FREMEHPEEOSSEE20224C58aNnE (47.922 ug/g
ILTFIY) o REMEPSLUMEHPEELMER TS ATOVSEUT AT O HRE ORICIA A AR
F;an‘wz%m (BMEP-JO4Z0Y : - 0.216, BMEHP-JO4Z70 : - 0.523, BMEP-FANZF0

: - 0.001, BMEHP-FARAFOY : - 0.001) o IXNTIA—JLREEEMEP (B = - 23.301) BLU

Phthalate detection frequencies did not differ significantly across residential

MnBP (B = - 33.241) ¢EOEEN GOk, BAOIINBETZTIADBRTEE. IHIRPOLETERILES iR

regions, except for urinary MEHP concentrations, which were higher among
women residing in the Eastern region of Algiers (53.039 pg/g creatinine). No
significant differences in detection frequencies between 2022, 2023, and 2024
were observed; however, the highest urinary MEHP concentrations were recorded
in 2022 (47.922 pg/g creatinine). Significant inverse associations were observed
between urinary MEP and MEHP concentrations and plasma progesterone and
testosterone levels (BMEP-progesterone: - 0.216; BMEHP-progesterone: - 0.523;
BMEP-testosterone: - 0.001; BMEHP-testosterone: - 0.001). Estradiol levels were

EOZALEEHEL TV, INSOFRE. COLSBRILES OIEELNEHAL IR IR DRROM S (TR (FSHBIEN
REEIIOVT, SEIGARIT IV EN DI EEBBL TS,
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Phthalate esters (PAEs), ubiquitous plastic additives, have emerged as persistent
contaminants in aquatic ecosystems, yet their propagation from molecular
initiating events to ecosystem-level collapse remains poorly integrated. This
review synthesizes current knowledge on the source-to-sink dynamics of PAEs,
revealing a critical paradox in their bioaccumulation patterns: unlike classical
persistent organic pollutants, high molecular weight PAEs exhibit distinct trophic
dilution rather than biomagnification along food webs, driven by metabolic
biotransformation in higher trophic organisms. Despite this dilution, PAEs trigger
a bottom-up toxicity cascade. Driven by molecular initiating events, PAEs induce a
range of adverse effects at the individual level, including immunotoxicity,
neurotoxicity, endocrine disruption, metabolic dysfunction, and trans-trophic
oxidative stress. Crucially, prolonged exposure drives epigenetic reprogramming,
which reduces reproductive output, thereby threatening long-term population
recruitment. These individual and population deficits could escalate into higher
ecological consequences, specifically by diminishing benthic biological control over
phytoplankton, dampening energy transfer efficiency, and simplifying community
structure, thereby posing a potential threat to primary productivity and aquatic
ecosystem sustainability. Despite recent advances, critical knowledge gaps
remain, particularly regarding their cascading impacts on ecosystem services, as
well as synergistic interactions between PAEs and other contaminants. In order to
validate laboratory results with actual ecological risk assessments, future research
should incorporate multi-scale models and quantitative adverse outcome
Pathways as well as their synergistic interactions between PAEs and other
contaminants, and advanced in vitro systems such as organoids. Resolving these
issues is essential to reducing the risks that PAEs pose to aquatic environments.

JHNVBEIZF)L (PAE) (& TSRFYIFINFIEL TLCHIAZNTED. KEERRICH T DX BIETRME
EUTRRTEIEL TLB I D FLALDERRNSERRRARICE5E TOPAEDMGIEIBIZ I+ (CARIAIN TV
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H=UBIBEARNG RYIRZBASNCT B, TRD5, MERDIXEBIEEHERMEBELEIRRD, ENTFE

PAESEYIIAICHII DEAPURIE T, BIRREERFEENICHI DB EARRZIRCLOTEIEHRIE

NZBBERRBEMEAIRERT COBRCEMDET, PAERRITYTROEFENRT — M5 EHECT

DFLANIOERICEOTEISHIENBPAER, %EE1E. MESIE. RBEEL. RBREEREE. FoX
KREBRBOBEZN ZBE, BEARLAL TR BEEFAEZ3ISECY. EBR0E. REIBENIIES TR
FIRVTOISIV)RABEL. NN EIREEEZ RIS, RPNBEFRBEOMAZBNITLTT. 5
U BFS SMEAERDRIB (L. fFICELE L BT 520 MATT S BEY RV B T

FEEHEVET ., BHEBIEORMLRERBU T, SORLBEREFA T EALLAL, —REEMREK
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BERIN vitroY 2T LAEAHADKRENHDET . CNSORIBEZFRRT B E(F. PAENKARECREFIUR
BRI BIHICAR RTY,

Chongqing Institute of Green and Intelligent Technology, Chinese Academy of Scie

nces, Chongging 400714, China
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Phthalates are a class of compounds commonly used as plasticizers in various
industrial and consumer products. In line with the increasing environmental and
biological exposure concerns regarding these compounds, this study investigated

THNBETRTIVARE., kA2 BT AR OHEERRICHO TR EHEL T—ROERIN TV AR
TY. INSOAEEMICRITBRES SUEMFHIRBAOERNEZEDP. FAK T, BERUESYMETIL
ZAWT, JHNEESTFIL (DEP) ORHEICH S 2ARKEFIZ E7AEUEUL, IS SIUBET B

the dose-dependent effects of diethyl phthalate (DEP) on the liver in a subacute
rat model. Diethyl phthalate (DEP) was given orally by gavage to female Wistar
albino rats at doses of 100, 300, and 600 mg/kg body weight per day for 21 days
in order to assess liver tissue and associated function test levels. Liver function
was evaluated by analyzing serum biochemical data. Liver tissues were evaluated
using histopathological staining (H&E and Masson's trichrome staining),
immunohistochemical analysis of IL-1B3 and TGF-B, tissue ELISA for IL-6 and TNF-
a, and comet assay to determine DNA damage. DEP exposure was found to cause
significant, dose-dependent histopathological changes in liver tissue, including
hepatocyte necrosis, cytoplasmic vacuolization, sinusoidal dilation, and vascular

%S Bl M Wistar7)LE /Sy N, JZVEESTF)L (DEP) #1H100, 300, 600
mg/kghEORET21 BREROIRSUEU., FIHEE MBS T — Y2 NI B TIMELELT. BT
FERE. RIRERFRRE (HRERBBLUTYYSNIO-LERE) | IL-1BELUTGF-BOFRZE EMIL
25, IL-685LUTNF-aDABEELISA. $LUDNAIBEEHIET BpDIAy NPy A ZFBVTEHELEL
Jzo DEP BREE(CLD. FFEMCH VT, FFHERRIRSE. MHRREEZERE(L., 3ERIESR. MES->MRE, FASARTFH
[CBEREMRIEZNZ(ENEROBNI. AST MBEEBEF LR TERIC_ LR LN, 2oiomEE L
FHSA—HTERREALERHSNAN N, SHIBERE L T, DEP 1258 CIRAERTIED A M1
(IL-6 $&U TNF-a). IL-1B, TGF-B ORI LF L. IREEOEIMNCANZOLAILE L FUR, DEP 12
BICLD, FHEMICHVTERR DNA BE6£EUE, CNAOMR(E. TRl DEP BRET AST fEO_EFH
BOSNECENMNDS T, MEAALEH/NT A~ IDZALFIREN Tt CEARL TV, MEATEERET T

congestion. AST levels were significantly increased compared to the control
group, while no significant changes were observed in other serum biochemical
parameters. Compared to the control group, the expression of pro-inflammatory
cytokines (IL-6 and TNF-a), IL-1B, and TGF-B was found to be elevated in the
DEP-treated groups, and their levels increased with increasing exposure dose.
DEP exposure also caused significant DNA damage in liver tissue. These findings
indicate that despite an increase in AST levels observed in subacute DEP
exposure, there were limited changes in serum biochemical parameters; serum
liver enzymes alone may not fully reflect the extent of hepatic damage, and DEP
can cause significant inflammatory, histopathological, and genotoxic effects in
liver tissue.

[SAHEEQIEEZ TTR(CRRTERVETAEIEN S0, DEP (FAHBIICSVTERRAE] BRIE AT,
BB EERELSS.
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Fetoplacental ratio (FPR), the ratio of birthweight (BW) to placental weight (PW),
indicates placental efficiency. Changes in FPR are linked to poor pregnancy
outcomes and child health risks. Bisphenols and phthalates are endocrine

falRRaAELE (FPR) (ZHAEAE (BW) LAARER (PW) OLETHD. FEOMEERUEY. FPROZ
b3 BROBERAROFEEORRIZIICBHEL TVEYS . ERTL/—LETIBEIRTIVE, TSRF I
NV TRBICEENZRDBHEME T, fREE%ER S ZEIEEIEN DD, IHREHEDFEODOMRER

disruptors found in plastics and personal care products that can cross the
placenta and have been linked to pregnancy complications and adverse child

NDOBREICBIEL TV\ET. FAfe5(E, INBOURIDEIEEEDHZ5HBBEL T, FPREDBIFRTINS DL
WENOLERBREZFANEUIL, FALEONCE, Z1-I-IKFFECORRERBATOSNE393

health outcomes. We examined prenatal exposure to these chemicals in relation
to FPR as a possible explanation for these risks. Our analysis included 393
participants in the New York University Children's Health and Environment Study
with data on prenatal chemical exposure, BW, and PW from singleton live births.
We calculated molar sums of bisphenols and of metabolites of low and high
molecular weight (LMW, HMW) phthalates, diethylhexyl phthalate (DEHP), and
antiandrogenic phthalates. Linear regression models were adjusted for maternal
age, prepregnancy BMI, parity, gestational age at delivery, and fetal sex.
Analyses were stratified by fetal sex. HMW were positively associated with FPR in
the combined fetal sex sample (beta=0.26, [0.01, 0.50]) with a similar trend for

ANEEN, BT EORAERMEFEYEIRTE. BW. BLUPWOT—IHHDEUE, EXT1/-)LE AR F
BHIUEDFE (LMW, HMW) OTFNEEIZTIV. JFNEESTIFIAFYIL (DEHP) | SLUHAT> RO
TIOMINEBEIZFIOREIOEN AT ELEUR. SREEIRET VG, BHROER. ITRABMI, HE
[E14%. SIREFOTERREEL. SLURRITOMR THREEINE. IR IROMRICLIBRMLEN. BaROME
BEEHEYYIIVCEVT, BHFE (HMW) ([FFPREIEOHEBIBIMRCHD (R—4fE=0.26.[0.01,
0.50]) . DEHPBLUHT> KOS EIFIEETIZATIVCOWTEREBMEEN RSN (FnENAR—41E
=0.21 [-0.04, 0.45]. 0.21 [-0.04, 0.45]) . BRIARTOMER. TNSORBRIFLZIEICRR I SN
BNz, TWHEICBVTE B TFE (LMW) EFELFPREBRLTUE (R—4fE=0.23 [0.003,
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nhofz, SHEEHIC, HMW. LMW, DEHP. S-n-A9F)IIL— hSEUERTT) - IVIEPWEBDERIRE

DEHP and antiandrogenic phthalates (betas=0.21 [-0.04, 0.45] and 0.21 [-0.04,
0.45], respectively). Stratified analyses revealed that these results were driven by
females, among whom LMW were also associated with higher FPR (beta=0.23
[0.003, 0.45]). No associations were observed between chemicals and BW in
either combined or sex-stratified models. In contrast, HMW, LMW, DEHP, di-n-
octylphthalate and bisphenols had negative associations with PW, suggesting
placental growth as a target for phthalate-mediated endocrine disruption.

H&0, BEEEORRNTIL — NEMT R ELOERII T L EREL TS,
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Dioctyl phthalate (DOP), a widely used plasticizer in flexible plastics, was
evaluated for acute toxicity in zebrafish (Danio rerio) embryos and adults as a
vertebrate model. Embryos were exposed to 1.0-300 mg/L DOP following OECD
guideline 236, and adults were assessed under OECD guideline 203 at
concentrations range of 1-600 mg/L. Embryonic exposure at > 100 mg/L
produced significant developmental abnormalities, including pericardial edema,
spinal deformities, and delayed hatching, with 100 % mortality at 200 mg/L. In
adults, at concentrations above 400 mg/L of DOP complete mortality within 24 h
was observed, and histopathology demonstrated dose-dependent injury in the
liver, kidney, and testes; notably, 400 mg/L induced fatty liver changes, renal
tubular necrosis, and oligospermia. The median lethal concentration (LC50)
values obtained in this study were 238 mg/L for adult zebrafish and 126 mg/L for
larvae, indicating higher sensitivity in early life stages. Collectively, these results
demonstrate severe, dose-dependent acute toxicity of DOP across developmental
stages and underscore the need for regulatory measures to limit its use and to
prioritize safer alternatives in consumer and medical products.
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Non-phthalate plasticizers (NPPs) are increasingly used as alternative plasticizers
without any clear understanding of the associated ecological risk. Therfore, this
study aims to evaluate those for diethylhexyl phthalate (DEHP) and NPPs
(diisobutyl adipate (DIBA), acetyl tributyl citrate (ATBC), di-(2-ethylhexyl) adipate
(DEHA), di-(2-ethylhexyl) sebacate (DEHS) and trioctyl trimellitate (TOTM)) in
Osaka Bay, Japan and in the Opak and Code rivers (Indonesia). Risks were

the predicted no-effect concentration (PNEC). PNECs were derived from toxicity
values on fresh/marine water organisms. Residual concentrations were quantified
in seawater from Osaka Bay, and in freshwater and sediment from the
Indonesian rivers. This provides the first toxicity data for NPPs on marine
organisms, with macroalgae being the most sensitive. There were no-observed-
effect concentration (NOEC) of 0.5 mg/L for DIBA and 1.0 mg/L for DEHA, DEHS,
and TOTM. Within NPPs, only ATBC showed toxic for worm (NOEC: 60mg/kg). In
Indonesian river sediment, relatively high concentrations of DEHA and DEHS (241
and 229 ng/g, respectively) were observed, suggesting temporary contamination.
Recorded NPPs concentration in Indonesian river water were lower than those in
Osaka Bay. The high values of Osaka Bay are arguably due to small factories’
wastewaters. DEHA and TOTM presented low ecological risks (RQ<0.7 and
RQ<0.04) in Osaka Bay, but this may increase as NPPs demand is rising. To our
knowledge, this study is the first to assess the ecological risks of several NPPs,
and provides new PNECs and ecotoxicity data relevant for future risk
assessments.
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Graduate School of Maritime Sciences, Kobe University, Fukaeminami-Machi, Higashinada-ku, Kobe 658-0022, Japan

Background : Diethyl phthalate (DEP), a common plasticizer in cosmetics and
personal care products, is known to induce oxidative stress and endocrine
disruption. Its widespread use raises concerns about thyroid toxicity.

Objective : This study aimed to evaluate the genotoxic and endocrine effects of
subacute DEP exposure on thyroid tissue in female Wistar albino rats using
thyroid hormones, oxidative stress markers, DNA damage, and histopathology.
Methods : Twenty-eight female Wistar albino rats were divided into four groups
(n = 7): control, 100 mg/kg, 300 mg/kg, and 600 mg/kg DEP. DEP was
administered orally for 21 days. DNA damage was assessed by Comet Assay,
oxidative stress markers (TAS, TOS, OSI) were measured, and serum TSH, T3,
and T4 levels were determined by ELISA. Body weights were monitored, and
thyroid tissues were examined histologically.

Results : Compared to the control group, T3 and T4 levels decreased (P < 0.05),
TSH levels increased (p < 0.05), TAS levels decreased (p < 0.05), and TOS and
OSI levels increased (p < 0.05). Comet Assay showed dose-dependent DNA
damage (tail DNA%, p < 0.05). With higher DEP doses, thyroid tissue
histopathology changed significantly.

Conclusion : Subacute DEP exposure causes dose-dependent genotoxicity,
oxidative stress, and endocrine disruption in thyroid tissue. These findings
emphasize the need to limit environmental and human DEP exposure.
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Department of Biology, The Institute for Graduate Educational, Mardin Artuklu University, Mardin, Turkey

The plasticizer DEHP is ubiquitous in the environment, and its unavoidable daily
low-dose chronic exposure can impair male sperm. Paternal sperm damage is
associated with abnormal placental development in offspring. However, the
underlying mechanisms remain unknown. This study innovatively explored the
effects and potential mechanisms of paternal DEHP exposure on placenta
development in offspring. The results showed that 90-day exposure to
environmental doses of DEHP, male mice exhibited sperm damage, accompanied
by a significant reduction in the vascular sinus area within the labyrinthine layer
of GD17 placentas, indicating that DEHP-induced sperm damage impairs placental
angiogenesis in offspring. Transcriptomic revealed the mechanism of placental
angiogenesis obstruction, we found that in both fertilized zygotes and GD17
placentas, the mRNA and protein expression of the angiogenesis-associated type I
collagen genes Collal were significantly decreased. Furthermore, the expression
of binding partner integrin a2B1 was decreased, leading to inhibition of
downstream PI3K-AKT signaling pathway activity. To verify that reduced
expression of Collal and Colla2 inhibits placental angiogenesis, the study
knocked down Collal and Col1la2 in Human Umbilical Vein Endothelial Cells
(HUVEC), and confirmed the inhibitory effect on angiogenesis and related
signaling pathways. In summary, this study demonstrates that paternal DEHP
exposure may induce downregulation of Collal and Colla2, which are important
angiogenic genes in the fertilized zygotes and placenta, leading to a reduction in
placental sinus area. This study clarifies the association between paternal
subchronic exposure to environmental doses of DEHP and abnormal placental
vascular development in offspring, challenging the traditional “maternal
dominance” paradigm in placental development research. The study provides an

BIEEKI DEHP FRIFER(CETEL THD. BTSNV EHOERE0EMREESB OB FZIRE IR
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TRISHA L TVBZENDIDEUR. E5(C, #EE/(— M —THB1>FTIU>a2BLOFKRMHI L. TR0
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SRR OBER M EFEBETF THhDCollaleColla20F UL+~ 3 %5 SHECL, FAEER
RSO OB BRI EEMEN BB EEIRL TVD . AFAR(S, SIROEIEHDEHPADE B IHIRFEL FHRD
BRI EFEERELOREZBASNCU. BREFIEATUCS I DRRON BB 1) (S ACEER 2T
FTWB. COATEIE. BRIEBRYEOLTERRIZ )% BIENCHEL . [ERER TS LU 2 RE
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Organophosphate esters (OPEs) are emerging contaminants of growing concern,
and there is limited information about the bacterial transformation during sludge
composting. In this study, under the stress of 100 mg/kg >70PEs, three bacterial
strains with degradation capabilities—Bacillus subtilis, Bacillus licheniformis, and
Ralstonia pickettii—were screened and isolated, and a synthetic bacterial
community (SynCom) was constructed. During 55 days sludge composting, the
concentration of 370PEs decreased significantly. In CK, TnBP degraded the
fastest (> 90%). For the exogenous OPE-added groups strengthened with
SynCom (T1B and T2B), the removal rates of TCPP and TPhP were nearly
complete (> 93%). However, high concentrations of 370PEs inhibited the
degradation of compounds such as TCrP and EHDPP. Hydrolysis was identified as
the preferentially initiated pathway for >70PEs degradation during sludge
composting. Functional enzyme such as phosphatase, as well as bacterial strains
from the Rhodococcus and Paracoccus, synergistically participated in the
degradation process. Multiple linear regression analysis confirmed that SynCom
promoted 370PEs removal by boosting phosphomonoesterase activity and
enriching phosphatase-producing microorganisms. pH and total phosphorus (TP)
emerged as critical environmental factors influencing this degradation.
Composting significantly lowered OPE-associated ecological risks, ensuring the
safe resource recovery of sludge. This study focused on the biological removal of
OPEs during sludge composting. It first systematically evaluated the
biodegradation efficiency of 370PEs and clarified core metabolic pathways.
Furthermore, key microbial communities and functional genes associated with >
70PEs degradation were identified, revealing their regulatory roles. It provides
scientific support for controlling OPEs pollution and promoting sludge resource
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HEAEIL(SOPERSENAEREF IRV KIBICIEIRL. (5RORZEREREINEHERECU, AR, 5T
HEREAL P DOPEDEYIFHIBRACEE R ZE Tz, §9 S70PEQEDRRN R ARRMCFHEL ., D7HHHR
%EEE‘S?J‘[CLJL E5(2, Z70PEDRICEIET 2 E BRI EECHREE R F2IFEL. TNSOHIET
GEIEBASMNCUIZ, OPESSROGIEILEREROF FAEEZRIFHICIBLET.

College of Life Science, Northeast Agricultural University, Harbin 150030, China

Di(2-ethylhexyl) phthalate (DEHP) induces testicular toxicity in rats but not in
monkeys. To clarify the cause of this species difference and evaluate the risk of
DEHP-induced toxicity in humans, the metabolite profiles of rats, monkeys, and
humans were compared. Primary hepatocytes from rats, cynomolgus monkeys,
and humans were incubated with mono(2-ethylhexyl) phthalate (MEHP), a
primary metabolite of DEHP in the intestine. Eighteen radioactive peaks were
found to be shared among rats, monkeys, and humans. MEHP was rapidly
metabolized in humans compared to that in rats and monkeys. In humans, the
metabolic pathway of MEHP was primarily oxidation followed by conjugation with
glucuronic acid. In monkeys, the direct glucuronidation of MEHP was
predominant. In contrast, in rat hepatocytes, various oxidized forms of MEHP
were observed, but the glucuronide forms were minor, indicating that
glucuronidation activity was inferior in rats compared to other species. For
comparison, monoisononyl phthalate (MINP), a primary metabolite of diisononyl
phthalate (DINP), another type of phthalate esters, was applied to the same test
system. The metabolic profile of MINP is similar to that of MEHP. Glucuronide-
conjugated metabolites were predominantly observed in humans and monkeys,
whereas oxidative metabolites were mainly detected in rats. These results
suggest that the difference in hepatic glucuronidation activity is the cause of
species differences in DEHP-induced testicular toxicity between rats and monkeys.
Together with the results of the DINP study, our findings highlight that species
differences in metabolism must be carefully considered when extrapolating
phthalate ester toxicity data for human risk assessments.
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Drug Discovery Regulatory Center, Mediford Corporation, 14-1 Sunayama, Kamisu
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Urinary metabolites provide information regarding metabolic changes and
environmental exposure throughout pregnancy. A narrative literature review was
conducted by using PubMed and Web of Science. Included studies enrolled
pregnant women aged >18 years and analyzed urinary metabolites in relation to
prepregnancy body mass index (BMI) or trimester of pregnancy. Environmental
and dietary exposures were also considered. Thirteen studies met the criteria.
Women with a higher prepregnancy BMI have unique urinary metabolite profiles,
including lower levels of glucogenic amino acids and long-chain acylcarnitines,
reflecting disturbances in amino acid and lipid metabolism. The third trimester
was marked by elevated urinary cortisol, carboxylic acids, glycerolipids, and
steroid derivatives. Environmental exposures such as diet, phthalates, metals,
and parabens were linked to distinct urinary metabolite patterns. More
comprehensive analyses of urinary metabolites during pregnancy in diverse
populations are needed to identify early metabolic risks and develop targeted
prenatal interventions to improve maternal and fetal health outcomes.

-shi, Ibaraki 314-0255, Japan
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L. BHALRE R ORISR EWES 2105 — 5y MOl HAERN AZRIFE I 3(C(d ZRBERICHID
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In the neonatal intensive care unit, premature neonates often are in need of
respiratory support, which is provided via several plastic medical devices (PMDs).
These devices can be a potential source of plasticizers (phthalates and alternative
plasticizers [APs]), which increase the flexibility and durability of PMDs. The aim
of this study was to investigate the contribution of respiratory support as a source
of plasticizer exposure in neonates by analyzing the concentrations of nine
phthalates and 11 APs in nine PMDs commonly used for invasive and noninvasive
respiratory support administration using LC-MS/MS and GC-MS. Additionally, a
pilot ex vivo experiment mimicking mechanical ventilation was set up to assess
plasticizer content in breath condensate. First, we showed that tris-(2-ethylhexyl)
trimellitate (TOTM), di-(2-ethylhexyl) terephthalate, and di-(2-ethylhexyl)
phthalate (DEHP) are present in relevant amounts in PMDs used for respiratory
support. Breath condensate collected after circulation through a ventilation circuit
with three different endotracheal tubes containing either TOTM, DEHP, or no
significant plasticizers all showed substantial concentrations for DEHP and diethyl
phthalate. This work provides novel evidence that respiratory medical devices
used in neonatal intensive care units can be a significant source of plasticizer
exposure, and introduces an ex vivo leaching model that simulates in vivo
ventilation conditions to assess clinical migration behavior of both phthalate and
alternative plasticizers.

Lansing, Michigan 48824, United States
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Background : Diethyl phthalate (DEP), a widely used plasticizer with endocrine-
disrupting properties, has raised concerns regarding its potential carcinogenic
effects. However, its precise role in colorectal cancer (CRC) development remains
poorly understood.

Methods : The chemical structure of DEP was obtained from the PubChem
database. Potential targets of DEP were identified through ChEMBL and STITCH
databases and intersected with known CRC-related genes to screen for candidate
biomarkers. Gene Ontology (GO) and Kyoto Encyclopedia of Genes and Genomes
(KEGG) enrichment analyses were performed to explore the biological functions
and signaling pathways involved. Molecular docking was conducted to predict the
binding affinities between DEP and core targets. Finally, 200-ns molecular
dynamics (MD) simulations using GROMACS were employed to evaluate the
binding stability and dynamic behavior of the DEP-target complexes.

Results : A total of 62 overlapping genes were identified between DEP targets and
CRC-associated genes. GO and KEGG enrichment analyses indicated enrichment
in epigenetic regulation, chromatin remodeling, and cancer-related signaling
pathways, including Notch, TGF-B, and FoxO. Protein—-protein interaction analysis
identified EP300, EZH2, HDAC1, HDAC2, and KDM1A as key epigenetic regulators.
Molecular docking predicted moderate binding affinities between DEP and these
targets (—6.6 to —5.7 kcal-mol - 1). Subsequent 200-ns MD simulations suggested
that DEP formed stable complexes with HDAC1, KDM1A, and EZH2, moderate
stability with EP300, and partial dissociation with HDAC2, consistent with
hydrophobic and hydrogen-bonding interactions at the binding interfaces.
Conclusion : This study provides a theoretical framework for exploring the
molecular mechanisms through which DEP may contribute to CRC development
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(CB 5T 3TEEMEOH D FAN_ZXLEERT B DIRRIIEH IR BRI Ry NI -5
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Objectives : Phthalates are plasticizers that are ubiquitously present in consumer
products. Di-2-ethylhexyl phthalate (DEHP) was widely used but deemed toxic
due to the effects of its bioactive metabolite, mono-(2-ethylhexyl) phthalate
(MEHP), which has been linked to many negative health outcomes including
increased adipogenesis. DEHP has been increasingly replaced with alternative
plasticizers such as DEHTP and di-(2-ethylhexyl) adipate (DEHA). The health
effects of these substitutes in general and on adipocyte development remain less
understood. The objective of this study was to assess the effects of DEHTP,
DEHA, and their metabolites MEHTP and MEHA.

Design : The adipogenic effects of alternative plasticizers and their metabolites
were evaluated using the murine 3T3-L1 preadipocyte, which can be induced to
differentiate into mature adipocytes using appropriate inducers.

Methods : 3T3L1 cells were treated with 0.01 to 100 pm of test compounds
throughout differentiation, in the presence of insulin and 3-isobutyl-1-
methylxanthine. Lipid accumulation, mRNA expression, and protein expression of
various adipogenic markers were evaluated.

Results : Our results show that MEHA and MEHTP exposures significantly
increased mRNA expression of adipogenic markers in a dose-dependent manner.
Lipid accumulation and protein expression of adipogenic markers were increased
by MEHA with increasing concentration but not by MEHTP. Both MEHA and
MEHTP moderately activated the mouse peroxisome proliferator-activated
receptor y in a dose-dependent manner, suggesting the receptor's involvement.
Conclusions : Overall, these results illustrate that DEHP alternatives' metabolites
may pose health risks by promoting or disrupting adipocyte differentiation
through distinct mechanisms, underscoring the need to evaluate their unintended
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Phthalate plasticizers are contaminants of emerging concern that interfere with
the synthesis, secretion, and transport of hormones and receptors, altering the
immune response and energy balance. Phthalate metabolites have been detected
in marine mammals globally, and while studies on phthalate toxicity in marine
mammals are beginning to emerge, a comprehensive understanding of the
cellular response to these compounds remains elusive. Here, we investigated the
transcriptional and bioenergetic responses to mono-ethylhexyl phthalate (MEHP),
the active metabolite of di(2-ethylhexyl) phthalate (DEHP), in primary dermal
derived from northern elephant seals (Mirounga angustirostris), common dolphins
(Delphinus delphis), and humans. MEHP exposure did not induce cytotoxicity in
any species, but triggered distinct, species-specific changes in gene expression
and mitochondrial metabolism. Human cells showed the greatest transcriptional
response to MEHP, upregulating detoxification, antioxidant, and inflammatory
genes, and downregulating lipid metabolism pathways. Although mitochondrial
respiration declined only at the highest dose, sustained extracellular acidification
rates and increased glycolytic gene expression indicate a metabolic shift toward
glycolysis. In contrast, elephant seal cells upregulated antioxidant and immune
genes while maintaining mitochondrial respiration until the highest MEHP dose,
alongside increased expression of genes involved in oxidative phosphorylation,
the TCA cycle, and mitochondrial dynamics, suggesting a delayed shift to
glycolysis and a potential evolutionary adaptation to sustain mitochondrial
function during energy-demanding conditions such as breath-hold diving. Dolphin
cells exhibited fewer transcriptional changes, which were enriched for hormone
signaling and mitotic pathways, and showed dose-dependent declines in both
oxygen consumption and extracellular acidification rates, even at the lowest
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Diethyl phthalate (DEP) is a synthetic organic compound widely used as plasticiser
in various consumer products and it is known to act as an endocrine disruptor.
Indiscriminate disposal of DEP-made products has harmful effects on fish and
other aquatic organisms. Hence the present study was conducted to assess the
toxic impact of DEP on general physiology of Clarias gariepinus. The fish were
treated with different sub lethal concentrations (26.0, 34.5, 43.25, 53.8 and 62.5
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DEP-exposed C. gariepinus was estimated to be 1.803 and 2.181 pL/L
respectively of acute and chronic toxicities. Acute and chronic toxicity tests
revealed disrupted normal swimming patterns, induced erratic movements, and
impaired opercula function which may have implications for ecological functions of
C. gariepinus. WBC count of 22.93%0.73 cells/mm3 was obtained in the control
group and the treatment groups ranged from 22.97+3.00 to 33.40+1.16
cells/mms3. The P-value for WBC is 0.191, indicating no statistically significant
difference between the control and treatment groups. The red blood cell (RBC)
count in the control group was 1.50£0.29 million/mm3. The treatment groups
varied, with the highest value (1.89+0.23 million/mm3) at 62.5 pL/L diethyl
phthalate. The P-value is 0.548, indicating no significant differences in RBC
counts between groups. Haemoglobin (HGB) levels in the control group were 4.93
+1.13 g/dL. Treatment group values fluctuated, with the highest (6.93+1.36
g/dL) at 26 pL/L. The P-value of 0.639 indicates no significant difference in
haemoglobin levels across the groups. The control group showed a haematocrit
(HCT) level of 20.13+3.34%. Treatment groups varied, with no clear trend. The
P-value is 0.520, suggesting that diethyl phthalate did not significantly affect
haematocrit. Varied dearees of histoloagical degradations like gill lamellae
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This study aimed to explore the underlying mechanisms and key targets of widely
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used plasticizers, including dimethyl phthalate (DMP), diethyl phthalate (DEP),
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and dioctyl phthalate (DOP), in the pathogenesis of Alzheimer's disease (AD).
Network toxicology, molecular docking, and dynamics simulation screened
candidate targets for plasticizer in increasing AD risk. Three machine learning
algorithms and two microarray datasets identified key targets, whose immune
relevance was assessed by CIBERSORT. An AB42-induced BV2 microglia model
validated their role. We identified 83 plasticizer targets relevant to AD, which
were enriched in KEGG pathways like apoptosis and neuroactive ligand-receptor
interaction. CDK5, SLC2A1, and STAT3 were confirmed as key targets, showing
consistent differential expression in two AD datasets. Their expression correlated
with M1 macrophage infiltration. Molecular docking and dynamics simulations
demonstrated that plasticizers stably bind these targets with high affinity. In A
42-induced BV2 microglia, phthalate treatment elevated inflammatory factors
(TNF-a, IL-1B, IL-6) and STAT3 expression. This study demonstrated the possible
mechanistic associations between plasticizers exposure and AD, and STAT3 might
be the key target of plasticizers.
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The extensive utilization of plastics has resulted in the emergence of di(2-
ethylhexyl) phthalate (DEHP) as a major contaminant in the environment, posing
serious implications for human and animal health. Multiple investigations suggest
that exposure to DEHP impairs female reproductive capacity, causing depletion of
primordial follicles and disruption of hormone production. However, the specific
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mechanisms by which DEHP influences ovarian development and function in
females remain unclear. In our work, we conducted an in vivo study using a
mouse model exposed to 200 mg/kg DEHP for 28 days. We found that exposure
to DEHP inhibited ovarian development and follicle maturation, leading to
decreased numbers of primary and antral follicles. Furthermore, we observed that
exposure to DEHP destroyed mitochondrial dynamics in the ovary, leading to
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mitophagy and autophagy. Additionally, DEHP exposure induced oxidative stress
and abnormal mitochondrial energy metabolism by inhibiting Sirt3/Sod2-
regulated signaling pathway in the ovary. Furthermore, our findings showed that
DEHP exposure caused ovarian DNA damage and apoptosis by inhibiting
Akt/mTOR signaling cascade. In conclusion, our study shows that DEHP exposure
profoundly impairs ovarian function through inhibiting Sirt3/Sod2 and Akt/mTOR
signaling pathways. These results provide valuable insights into the detrimental
effects of DEHP on the female reproductive system.
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Triphenyl phosphate (TPhP) is a typical organophosphorus flame retardant

(OPFR). Due to its high production and widespread use, exposure to TPhP has
been shown to induce nephrotoxicity in animal models. Endoplasmic reticulum
(ER) stress is found to be correlated with kidney disease caused by exogenous
environmental pollutants. Nevertheless, the connection between ER stress and
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the nephrotoxic effects caused by TPhP is limited. In this study, human renal
tubular epithelial cells (HKC) were chosen to explore the effects of TPhP on cell
viability, cell apoptosis, and ER stress. Our study indicated that cell viability was
dramatically inhibited in a dose-dependent manner. The half lethal concentration
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(LC50) value of TPhP after 48 hr exposure is 126.4 uM. A concentration-related
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Caspase-3 activation and apoptosis occurrence were observed in HKC cells
following TPhP treatment. Additionally, the induction of ER stress was
demonstrated by the up-regulated expression of ER stress-related genes. To
elucidate the role of ER stress in cell damage, sodium 4-phenylbutyrate (4-PBA),
an ER stress inhibitor, was used in the co-treatment with TPhP. Results revealed
that 4-PBA treatment effectively alleviated TPhP-induced ER stress and
cytotoxicity in HKC cells. Taken together, these results indicated that ER stress
plays a primary role in TPhP-induced nephrocyte damage and 4-PBA could
attenuate these effects.
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Aryl organophosphate flame retardants (aryl-OPFRs), such as triphenyl phosphate
(TPHP) and tris(2-methylphenyl) phosphate (TOCP), have been identified as
ubiquitous environmental contaminants, but their immunotoxicity and underlying
mechanisms in aquatic organisms remain largely unclear. This study investigated
the immunomodulatory effects of two structurally analogous aryl-OPFRs using
zebrafish larvae during the window of exclusively innate immunity, prior to the
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maturation of the adaptive immune system. Strikingly, they induced opposite
immune responses: TOCP increased macrophage numbers and provoked
inflammation, whereas TPHP decreased neutrophil and macrophage counts and
suppressed inflammation. This divergence challenges the conventional structure-
activity relationship paradigm. Both compounds ultimately compromised
antibacterial capacity. To elucidate the mechanism, integrated transcriptomic and
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metabolomic analyses were performed, revealing that the opposing phenotypes
were linked to differential regulation of energy-related pathways, including
glycolysis and purine metabolism. Molecular docking predicted AMPK as a
potential common target, while subsequent molecular dynamics simulations
provided a critical dynamic perspective: TPHP rapidly dissociated from AMPK,
whereas TOCP maintained a more persistent interaction. This differential binding
stability offers a plausible mechanistic basis for their distinct immunometabolic
reprogramming. Overall, these findings demonstrate that the structural analogs
TOCP and TPHP induce divergent immunotoxicity in zebrafish, potentially
mediated through a differential disruption of host energy metabolism during the
early innate immune phase.
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The environmental endocrine-disrupting chemical di-(2-ethylhexyl) phthalate
(DEHP) has been epidemiologically linked to cardiac fibrosis, yet the underlying
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molecular mechanism remains poorly defined. To dissect the mechanism, we
employed an integrative strategy combining network toxicology, molecular-
dynamics (MD) simulations and in vitro experimental validation. Putative DEHP
targets (n = 6439) were mined from the Comparative Toxicogenomics Database
(CTD) and SwissTargetPrediction, while cardiac fibrosis-related genes (n = 2288)
were curated from GeneCards and OMIM. Overlap analysis identified 1054 shared
candidates. These were imported into STRING to construct a high-confidence
protein-protein interaction (PPI) network, which was subsequently analyzed in
Cytoscape, revealing a 12-hub core enriched in SRC, STAT3, EGFR and other key
regulators. Functional enrichment underscored a prominent footprint in
inflammatory responses and in the PI3K-Akt and MAPK signaling cascades.
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Molecular-docking analyses revealed high binding affinities between DEHP and the
identified core targets, while MD simulations verified the structural stability of
DEHP complexes with SRC, STAT3 and EGFR. In vitro, cardiomyocyte viability
declined progressively with increasing DEHP concentrations. Exposure to 50 p
g/mL DEHP elevated the BAX/BCL2 ratio, promoted cytochrome c release, and
raised the number of TUNEL-positive cells, confirming that DEHP induces
cardiomyocyte apoptosis. In cardiac fibroblasts, DEHP up-regulated transcription
of Tgf-B1, Collal, and Acta2, driving their differentiation toward a myofibroblast
phenotype. Western blot analyses revealed that DEHP activated SRC and STAT3
phosphorylation; pharmacologic inhibition of SRC or STAT3 phosphorylation
attenuated DEHP-induced phenotypic conversion of cardiac fibroblasts.
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Collectively, DEHP exacerbates cardiac fibrosis by triggering cardiomyocyte
Department of Cardiology, Shengjing Hospital of China Medical Universit
Objective: Crohn's disease (CD) is closely associated with disorders of uric acid
metabolism. Our previous research found an association between phthalate
exposure and oxidative stress in CD, suggesting a potential role for phthalates in
metabolic disorders. Therefore, this study aims to examine their influence on uric
acid metabolism in patients with CD.

Methods: We designed a cross-sectional study involving 117 patients with CD.
Ten urinary phthalates metabolites (MPAEs) were detected by gas
chromatography-tandem mass spectrometry, and the serum uric acid (SUA)

Shenyang, Liaoning 110000, China
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levels were tested. Correlation analysis and Bayesian kernel machine regression
(BKMR) models were applied separately to evaluate the associations.

Results: The prevalence of hyperuricemia was 12.8% (15/117) in CD patients.
None of them were obese or had abnormal renal function. In males, we identified
significant positive associations between SUA and eight mPAEs (MMP, MIBP, MBP,
MBzP, MOP, MEOHP, MEHHP, & MECPP). However, no positive associations
between mPAEs and SUA were found in females. After BKMR analysis and
multivariate adjustments, we found that the average SUA (pmol/L) increased by
1.36-fold, and the odds ratio for hyperuricemia increased by 1.25-fold, when
overall phthalates exposure increased from 25% to 75% in male CD patients.
This suggests a potential link between phthalates exposure and uric acid
metabolism in male patients with CD. Furthermore, oxidative stress mediated
approximately 5% of the association, indicating it is a partial, but not primary,
mechanism in this process.

Conclusions: Phthalates exposure positively correlated with SUA in male CD
patients. Effective PAE exposure control in patients with CD may reduce the risk
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of hyperuricemia.
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Microplastics (MPs) can be ingested by organisms and influence the bioavailability
of plastic-associated chemicals (PACs), which may subsequently be transferred
and biomagnified through food webs. Understanding their trophic transfer in
benthic ecosystems is essential for ecological risk evaluation. This study examined
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the accumulation of MPs and PACs in benthic organisms of the lower Yangtze
River, assessed their biomagnification and dietary intake, and evaluated PAC-

related ecological risks across trophic levels. MPs and PACs widely co-occurred in

u\iu; 58?§§®PAC®DBSO#§§ED‘$§&EH j’JJI/EQIZTJLD‘F;’”TbTLS ﬁlg Limnoperna

benthic fauna, with concentrations of 63.04-1.55 x 103 items/g and 304.91-1.84
x 105 ng/g dry weight, respectively. MPs were predominantly <500 pm,
dominated by fibers and fragments. 50 of 58 PACs were detected, with phthalate

lacustris C(EMPL 24FEFEOPACH HAMKIEMEL . BMFIEFZNEN13.5241.76~179.32TU Lk, 7F8XED
{25EPAC (DnBP. DnOP. DEHP, EHMC. HMS. EHS, OC) (FMPEHAMEHEL, IMBE(CEHTEKR
RUZRDEEREBLEURE (FHURZHITELE @ 3.15~3.77 x 103) . PACOMEECITRURI(E, ZDE

esters prevailing. Notably, cobiomagnification of MPs and 24 PACs occurred in
Limnoperna lacustris, with BMFs of 13.52 and 1.76-179.32. Seven priority PACs
(DnBP, DnOP, DEHP, EHMC, HMS, EHS, and OC) cobiomagnified with MPs, posing
significant risks to predators (average risk characterization ratio: 3.15-3.77 x
103). Risks of PACs to consumers were governed by their biomagnification and
dietary intake. High consumption of the low-risk Limnoperna lacustris mitigated
the elevated PAC risk in Eriocheir sinensis. This study provides critical insights
into trophic transfer, biomagnification, and ecological risks of MPs and PACs in
riverine benthic food webs.

R BYIEEE(CL > TAEASNEUL, RUZYDLimnoperna lacustrisO X E1EEE, Eriocheir
sinensiscBIFZPACURYI D FABRBUEL, CORRFTE. 57| IREBYIMEICHITS MP & PAC OFRE
EXBEORAT, EVDIEIE. EREFINIRI(CEI2EBRRRZIRALET,

School of Environmental Engineering, Nanjing Institute of Technology, Nanjing 21

167, PR China
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Di-(2-ethylhexyl) terephthalate (DOTP), as an alternative to phthalate
plasticizers, has been widely used in sensitive fields such as food packaging and
medical devices. However, there remains a gap in the assessment of its systemic
carcinogenic risk. This study systematically analyzed the potential carcinogenic
mechanisms of DOTP by integrating network toxicology methods such as gene

S Q-IFIAFII) FLIFIL—b (DOTP) (&, JFNEEIRTIRAIBHIORELLT. BRBEPESE
BB EDBURB D EF CIAUERAEINTVET, UHU. ZOEBFRNFAURIOFHREIC(EARAREL THryTh5%
TUEY . AR TEGEEF IO F A MR, MR B7ILTVZA, SFRyFI SN~
AL ZERNS S ROVT NEIRBEDRY NI I B F R FRAFETDLLLD. DOTPOBIEMRFENAXN
ZXLEERRICAATUELRZ. 11O NMROSHIL 7L TUZ LBV TDOTPO240I 7R ABIG TR AY)—=

enrichment analysis, machine learning algorithms, molecular docking, single-cell
sequencing, and spatial transcriptomics. We screened 24 core carcinogenic genes
of DOTP using 11 topological algorithms, conducted cross-cancer expression and
prognostic analyses, and quantified the prognostic risk weights of these genes in
tumors using machine learning algorithms. Subsequently, we used molecular
docking to identify six carcinogenic targets with high affinity for DOTP (PIK3CA,
PTPN11, ESR1, PPARG, PTGS2, and MAPK1). Finally, using colony formation
assays and Western blotting analysis, we confirmed that DOTP exposure can
promote the proliferation of tumor cells. Both this proliferative effect and the
induced upregulation of PTPN11 and ESR1 protein levels exhibited concentration-
dependent enhancement. The study suggests that DOTP may exhibit carcinogenic
potential by interfering with cell proliferation, gene transcription regulation, the
tumor microenvironment, and related carcinogenic signaling pathways (primarily
the PI3K-Akt-mTOR pathway). This study reveals the molecular mechanisms of
DOTP in the occurrence and development of common tumors, providing a new
theoretical framework for studying the carcinogenic mechanisms of
environmental pollutants and laying the foundation for targeted prevention.

I BPAERTE B RIRB LU T B2 RHEL . HRF B 7 IV LRV TIESICBII3INSOEIRF
OFRIZIEHMIIZERIELEUL, 20, DF RyF>U%AWT, DOTPERVRAIM D6 DORN
AAREY (PIK3CA. PTPN11, ESR1, PPARG, PTGS2, 5&UMAPK1) ZRELFUI, BR4&(IC, JO=-—F2
RRPYEAEDIRY ST OYT1 > fEMTE FAWT, DOTPIREN BB MIRDIBIE% (RIS L ahsRLELR. C

DIEiE ﬂ%&PTPN11b<tUESR19/}\'JéI//\}|/0)u§§|ﬁ£7‘y7’I/4::LI/ PEMEN L@"ﬂ&)&ﬁﬁifﬂqmﬁe
HWERLEU,
IMEERRE (F(CPI3K-Akt- mTOR‘f%ﬂ%) (JH*@'&_&'C%F e FIBY ZRIREEERIBL TLEYS . A
ARG, — AR BIEBORAEEFHE(CHIIBDOTPOI FANZX LZBASINCL, RIBBRMBEOREXN=
A DERRFT S DI DI RIBREVHAH IR BT HHORBREILEDTY.

Department of Ophthalmology, The First Affiliated Hospital of Nanchang University, Jiar

Jiangxi Medical College, Nanchang University, Nanchang, 330006, China
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Plastic pollution and childhood health are two significant public health issues

TI2FYIBRONEOMRERE. HRPT2OOEERNAREEMBLLR TS, N, COBSEZE S

worldwide. However, there is a lack of corresponding toxicological studies to
confirm this association, and the molecular pathological mechanism behind it
remains unknown. Here, we utilized DIDP as a proxy to examine the association.
A mouse model of autism-like behaviors was successfully constructed using the
early social deprivation (ESD) approach. Social deficits were evaluated through
the three-chamber social preference test, while cognitive impairments were
assessed using the Morris water maze test. Various metrics, including oxidative
stress (ROS, GSH, MDA, and 8-OHdG), inflammatory response (IL-6/TNF-a), and
pathological impairments in brain tissue, were examined. Additionally, we
explored the mediation of oxidative stress signaling pathways as molecular

2B UFIARBTEL TED, ZOBERCHDD FRIBLAEIAD-ZAMEAREL TRIBTHD . AHAKRT
(3. DIDPZIEIREL TCORSEMEZAREELIe, RIAHRNFE (ESD) 7T0-F2AWT. BEERKTEIZ
RIXIRAETINOBECARINUR . HREIEE R =R RENRIFTFANMCEOTEHAL., RAEERFEIRK
HEETANCLOTEHEL . BERRLZ (ROS. GSH. MDA, 8-OHdG)  R#AERE (IL-6/TNF-a) .
BB ORIRAIEERE, R4 BISREREI U, S50, D FRIBFH NI LELTOBLAN 2T
FTIVRERIRDIENZERRU, EFZVE (VItE) OHAKIEEICH S5 FIHMREEGBNREARTIUI, &
R(3, AIEFIDIDPICIREEENIY VAN, BUOBHBIARCEVTEER N X RIRFHEE . BLURIER
VERURCERRUTOVET , &5(C, TENRER T, th(D?UZb‘?iA'IEB”gbctU\n AIMBEIEE RS T
ENBEBNCRDELIZ. UNU. VItEZIRS I 3L, YOADHRMIEES SURAMEAEREE B L<EELEL
Jzo AT T, BIEEHIDIDPADIRFEN Y IR D E BIEZ B téﬂ%;tb‘méntbbx ZNIdBTSAMER
(CBFBEHER N ZBLURAEL VS FIRIBLIXNN_ZNENUTNBEEZSNET . &5(C, VItE(F, B1%E

pathological mechanisms and investigated the preventive and therapeutic effects
of vitamin E (VitE) on social disorders. The results indicate that mice exposed to
the plasticizer DIDP exhibited oxidative stress, pathological damage, and
inflammatory responses in the hippocampal region of the brain. Additionally,
behavioral tests revealed that these mice displayed social deficits and cognitive
impairments. However, upon administration of VitE, the mice exhibited significant
improvement in social deficits and cognition impairments. The study finds that
exposure to the plasticizer DIDP exacerbates autism in mice, possibly through the
molecular pathological mechanisms of oxidative stress and inflammation in brain
tissue. Furthermore, VitE is found to have a noteworthy protective effect against
the worsening of autism caused by exposure to the plasticizer DIDP.

HIDIDPADIRFE(C SO TE|EHEC 2N B HEEDBLICHU CEEHINSREMNREE I BN DINDELL.

Hubei Key Laboratry of Environmental Risks and Related Diseases Precision Control,School of Basic Medical Sciences,Xianning Medical College,Hubei University of Science and
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Organophosphate esters (OPEs) are pervasive environmental contaminants with
potential health risks. Circulating microRNAs (miRNAs) may mediate the
pathological effects of OPEs by regulating gene expression, but relevant human
studies are limited. We investigated the associations between thirteen plasma
OPEs and plasma miRNA profiles in a cross-sectional study conducted from June
to July 2021 among 156 healthy adults recruited from a Health Examination
Center in Shiyan, China (the Shiyan Multi-omics Study). The participants, aged 20
to 70 years, had no history of cardiovascular disease, cancer, acute infection, or
recent use of anti-inflammatory medications. Using linear regression, Cresyl
diphenyl phosphate (CDPP), Tris(2-chloroethyl) phosphate (TCEP), and Tri-iso-
butyl phosphate (TiBP) were associated with 55, 10, and 9 plasma miRNAs,
respectively. In the mixture model based on latent variable, the CDPP-TiBP-TCEP
latent variable was associated with the downregulation of miR-449c-5p and miR-
548e-5p, and the upregulation of miR-4433b-5p, let-7d-3p, let-7g-5p, let-7d-5p,
miR-3140-3p, miR-223-5p, let-7b-3p, and miR-361-5p. Furthermore, we
observed significant correlations between plasma and leukocyte levels of miR-
223-5p, let-7b-3p, let-7d-5p, and miR-4433b-5p, supporting leukocytes as a

BHUVEETIZTIL (OPE) (3. RERUZAVEMIREERMELL TULCEZEL TS, BERY/JORNA
(MiRNA) (BEGFFIRZHIHI 3L COPEDRIBF IR E%EN I DRI N DN, BIET DL MA
RFIPRENTNS, 2021F6ANS7B(CHNIT, PE - HEOERIIt>H-H5HEESN156 AOEEER
BARAZSRICEMENIAEMAZTE (HEIILFAZIIAT) (CHBVT. 130MMEFOPELMIEMIRNATD
TPV EDRSESE AT U, SINEE20N570m% T DIMERR. &, SHERIEOBFREERL, 1
RIEROREDEREL RO, SREZEIFEZRAVT, JL2IILTIIZIVRATII~~ (CDPP) « MR (2-70
OIFIN) KAXI1—b (TCEP) . BLUNAYVIFILARRTI— K (TiBP) (&, BNZNS55. 10, BLUODMEE
MIRNAEBTEL Tz, SBTEEEICE DCREETIUCHL T, CDPP-TIBP-TCEPBTEZSIE. miR-449c-
SpB&LUMIR-548e-5pDF I L+ 1L —33>, RBUCmMIR-4433b-5p. let-7d-3p. let-7g-5p. let-
7d-5p. miR-3140-3p. miR-223-5p. let-7b-3p. HBLUMIR-361-5pD7yS L+ 1L -3 EBIEL T
L\fze &5(2, miR-223-5p. let-7b-3p. let-7d-5p. HLUmMIiR-4433b-5pDMmiEHiEE  AMmBRiERE
OR(CERBMERNRDSN. BB TEEFmMIRNADEBTEN R ENFWIRRE CHILERMI TV,
BIMERMRNAS —5>3 207 - 9= REBER TS/ LERIEE (KEGG) | EzFA>MP— (GO) 77—
AR=2, B&UHallmarkiB Ty NARETBIET, HHET /T—3aV(CED. 7304 RBREBITOER, 8
i, BIUHHRBIECBET 2/ XU (BB I VY F X MBEIEEN, ENCHIFDOPEDFRIFE A
HZXLOEIEEENTRIEENE Uz, AATTE. EOPEIRTE(CRIE I 2 MEEMIRNATO D7 LRSS E LI
HTORFLTH, (KRR OPEMFEN MR ZIAE I 2L OBIENANREE F OEEMHEFERLCL

potential biological source of plasma miRNAs. By integrating leukocyte mRNA
sequencing data with the Kyoto Encyclopedia of Genes and Genomes (KEGG),
Gene Ontology (GO) databases, and Hallmark gene set, functional annotation
identified enrichment in pathways related to amyloid beta metabolic process,
axon guidance, and glioma, suggesting potential neurotoxic mechanisms of OPEs
in humans. This study is the first to identify plasma miRNA profiles associated
with trace-level OPEs exposure, highlighting the potential public health
significance of low-level OPE exposure in disrupting neural requlation.

TLET.

Department of Occupational and Environmental Health, Key Laboratory of Environment and Health, Ministry of Education and State Key Laboratory of Environmental Health (

Purpose: Mono-(2-ethylhexyl) phthalate (MEHP), the primary metabolite of di-(2-
ethylhexyl) phthalate (DEHP), is a well-documented environmental endocrine
disruptor with estrogen-like effects that promote the development of hormone
receptor-positive tumors. G protein-coupled receptor 30 (GPR30), also known as
G protein-coupled estrogen receptor 1, has emerged as a key factor in the

Bi: £/-(2-IFMNFIL) JILEEIZF) (MEHP) (F, S-(2-IFIAFIIL) JFLEETZT)L (DEHP)
OERBFTHO. MIESZEERBHEBBOREL{BE T DIA NS AR ERZ R DRIBR N <EL
BELTHAIHEENTVES, G 72/ WERIEEEE 30 (GPR30) (1. G 7>/ BHZTIANIS Y
B 1 ELTHAIBIL, R EARF BB ORESETICS B BERRTEL TR LLTOET. KFART
(2. MEHP ¥ GPR30 %L TN ADRERBE T DAN-XLERIALET, F55%: MCF-7 Hifazs s

pathogenesis and progression of hormone-dependent tumors. This study
elucidates the mechanism by which MEHP promotes breast cancer development
via GPR30.

Methods: MCF-7 cells were exposed to different concentrations of MEHP, and
GPR30 expression was inhibited using G15. Cell proliferation and cell cycle were

RIRED MEHP (CBREEL. G15 Z{EALT GPR30 OFEREZMEELEUL. MBEELMIZEMAE. 2T
N CCK-8 £J0—Y-1 M N)-ZERU TGHMALEUL. MfEECMIRREE. RISyFE7YEAERS YR
DDVEETYEATIHMALELR. GPRI0SIU MR (EMT) BHEMRNASLUIV/VEDFIR
BTS2, DIRGYTOYFA ) BLUERIUTIVIA LAFEESPCREEMUI, #558 : MEHPIRFE(E
MCF-7#RanIESE. #7E, ;Sik%{EiI25—75T. GPR30. HiEEHARES LUEMTEEMRNAB LYY
SV BOFREBETIBENRENT. GPR30ZAEIBE. MEHPICSLZMCF-7#FEDIETES L UsEE(R

assessed using the CCK-8 and flow cytometry, respectively. Cell migration and
cell invasion was evaluated via scratch-wound assays and transwell migration
assay. Western blotting and quantitative real-time reverse transcription PCR were
performed to analyze the expression of GPR30 and epithelial-mesenchyme
transition (EMT)-related mRNAs and proteins.

Results: Our findings demonstrate that MEHP exposure promotes the
proliferation, migration, and invasion of MCF-7 cells, while concomitantly
modulating the expression of GPR30, cell cycle-related and EMT-associated
mRNAs and proteins. After inhibiting GPR30, the promoting effect of MEHP on
MCEF-7 cell proliferation and migration decreased.

Conclusion: Notably, GPR30 inhibition attenuated MEHP-induced promotion of
MCEF-7 cell proliferation and migration through modulating of EMT process.

2603-069

MRS UL. # : 45(C. GPRIOFAEFEMTIOTZDFHAEI%TU T MEHPEEEHOMCF-74H20
BB S U E R RS B,

Department of Occupational and Environmental Health, School of Public Health, Jili

n University, Changchun, China

Phthalates are considered to be a neurotoxicant, widely used in construction
materials, packaging, and various medical products. Few studies have focused on
the association between exposure to phthalates and risks on neurodegenerative
diseases and thus this study delved into the potential mechanisms by which
phthalates could cause neurodegenerative diseases. Firstly, using network
toxicology, we discovered ten phthalates exert significant toxic effects on the
blood-brain barrier (BBB), in which di(2-ethylhexyl) phthalate (DEHP) and
diisobutyl phthalate (DiBP) also exhibit marked neurotoxicity, immunotoxicity,
and ecotoxicity. Disease ontology (DO) analysis revealed that the impacts of
these plasticizers on neurodegenerative diseases are primarily manifested in three
major conditions, including Parkinson's disease (PD), Lewy body disease (LBD),
and Alzheimer's disease (AD), and further demonstrated that phthalates may
induce the pathogenesis of three neurodegenerative diseases via modulating
cellular apoptosis and neuroinflammatory pathways, such as the PI3K-Akt and

2603-070

THNEBIZTIVEHE S IEMBEEEZONTHD, BEEH, QRM, 2 RERRYRBILERIN TV
Fo JINBEIRTIADRE LR R BRI EDBIRMICE R L TIARIAEEALRZS . AHAKT
(& THNEEI ZT ) DR MR B B SHEC I A B OB SBTEM B AN X L ZSHACABLELR, 9\
FyNI—-HBHERRANT, 10 EOIFIEEIZT)VHIRAKEEFS (BBB) (CIEERBHEREFTILER
RUEU (2. JILEES (2-TFINAFIIL) (DEHP) EJANEESAYVIFIL (DiBP) (4. BBELHIRES
T RIEBE, BLUERSHERIENDINDE, FEEAS OIS~ (DO) FEATICELD. INSOBI2EH]
IR MR RICREFTRIEE, F(C(=F2YK (PD)  LE—/IMAE (LBD) \ PILYI\AR—K
(AD) DO3DOFERRARIANDENHSMNIRDEUL, E5(C. THIIVEETRTIVIE, PI3K-AKtREET
JAK-STATHREEEVOIZHARZ 7R h— 3 2R RERIEOFEIZ ML T, 3DOMRE IR BORAEZHE
FRAREEN BB ENRIESNE UL, S5(C. PDEEDHEMY > TN T -2 AVVZEZEIETILCELD. BCL2,
BCL2L1, IL6. IL10. CCND1N/\TBIEF TR RZREILDFEULR., BHENIEIC, PANIYA NTRIR
I2BCL2NY, BE—HARBARATICH W\ TIINBE I ATV ARMEMR BBV TEBREEEREL TSR
REUEUR. Z0%. DTFRyFIIBLVBHFE Sl -3 ED. 107BEOTFIEET 2T, 45ICDEHP
PBCL2LZEM BB EEFAZZAK S LN EIREN, HIRIEER TS, DEHPEZOREEI TeHBMEHPA
MPP-+5EEHIIET)UCBVTBCLL AL EZE R F &R, P2 hOYA MR REEDA2HTIL THEH

JAK-STAT pathways. Furthermore, we pinpointed the BCL2, BCL2L1, IL6, IL10
and CCND1 as hub genes through diagnostic models by utilizing sample data of
PD patients' tissues. Interestingly, we found that BCL2 expressed in astrocytes
plays a crucial role in the phthalates-induced neurotoxicity in single-cell analysis.
Subsequently, molecular docking and dynamics simulations observed that ten
phthalates form a stable interaction with BCL2, especially DEHP, and cellular
experiments confirmed that both DEHP and its metabolite MEHP significantly
decreased BCL2 level in MPP+ -induced cell model and induced the
transformation of astrocytes from the neuroprotective A2 to the pro-inflammatory
Al subtype. Therefore, our study offers novel insights into the neurotoxic effects
of environmental pollutants, thereby establishing a theoretical foundation for the

FERFEEDAI ST IA T NSRS BB ENERENEUL. LD T AR SR EOME ST
ERICRI B RA RERMU. HEEIMHRBOFROABOH ORI R 2T I2E0TY,

The Affiliated Dongguan Songshan Lake Central Hospital, Guangdong Medical University, Dongguan, Guangdong 523326, China
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This research investigates the molecular mechanisms of benzyl butyl phthalate
(BBP) in atopic dermatitis (AD) using network toxicology and molecular dynamics

AT T RYNI—IBHEFEDFEIMNFS 1L -3 2 AVT. PRE- S (AD) ([CBIRRDY
WIFIIFL—h (BBP) O FXN=XL\%f#BAY 3. ADMETlabtProTox-12FAVT, BBPORIES %

simulation. The environmental toxicity of BBP was systematically predicted and
assessed using ADMETIlab and ProTox-II. Structural information on BBP was
obtained from PubChem, and potential targets were identified using STITCH and
CHEMBL. AD-related target genes were retrieved from OMIM and GeneCards. A
PPI network was constructed using STRING and Cytoscape to identify key targets.
GO and KEGG pathway analyses were conducted to characterize the biological
functions and signaling pathways associated with the targets. Molecular docking
of BBP with core targets was performed using CB-Dock2. Finally, 100 ns
molecular dynamics simulations of BBP-core target complexes were conducted
using Gromacs. A total of 119 potential AD-related targets were identified, with

AR - FHELTZ. BBPORBIEIBEIRIFPUbChemNDMSEISL. STITCHECHEMBLEZ FAVWTETEAIR
K% EEUZ. ADBIEAZH)E(R F(EOMIMEGeneCardshMSENS Uz, STRINGECytoscape FILTPPI
FYNI—IZABERL, TBIEMZRTELZ. GOBLUKEGG/ 2V fFMT KL . AZH(CBIE T 24EMFH
HEEES ) FIURERIEZ AT UTZ, CB-Dock2Z2 W\ T, BBPEOTIEMDS F RyF > EMLR, 1%
(. GromacszAUW T, BBP-I7iRHEEAD 100 nsH FEINFESI1L—33a>&EMUL, &5T1190#E
TEMXADBHES —45'y MMFESN. PPLRY NI —IfBAF(CEDE6DDI7H—4Fywh (AKT1, CASP3, KRAS.,
SRC. EGFR, TNF) ha&@san&Uiz. GOBLUKEGGHRMTICLD, IN5DF—4 MIBP, CC. MF, 8&U
SIFHIURERIECRISU TVBTENKIEEN, FCPI3K-AKtS I FIURERIEICESNBINTVET, 5
FRYFIIRATCELD, BBPEITH—4 hORICBEVESIANENBISINIRD, D FENFSI1L -3
&D. BBPEAKTL, CASP3. BLUKRASHRICREUABE/FANERENEL AARTE. RyhD—2
BMHZ DTFRFII BLUDFENFE I -3 % RETDLCED. BBPEERHADDIRKICHDE

2603-071 |Six core targets (AKT1, CASP3, KRAS, SRC, EGFR, TNF) highlighted through PPI
network analysis. GO and KEGG analyses demonstrated the involvement of these |BRY—4YMNDFANZILERRNHFELETS ., COMBIE. (CFEWMBEADIRE, DTFHEEIER. LU
targets in BP, CC, MF, and signaling pathways, with a notable focus on the PI3K- |fRIEFHRIRAEFEMIS D FEENBAEHZHEIL. DT ENZOBLNSBEERMBOSHEXNZL
Akt signaling pathway. Molecular docking analysis revealed strong binding I©NOBEEHUET .
affinities between BBP and the core targets, while molecular dynamics
simulations confirmed stable interactions between BBP and AKT1, CASP3, and
KRAS. This study systematically identifies key targets and molecular mechanisms
underlying BBP-induced AD by integrating network toxicology, molecular docking,
and molecular dynamics simulations. The findings establish a hierarchical
framework linking chemical exposure, molecular interactions, and pathological
phenotypes, providing insights into the toxic mechanisms of environmental
pollutants from a molecular dynamics perspective.
a Gansu University of Chinese Medicine, Lanzhou, P. R. China;b Gansu Provincial Hospital, Lanzhou, P. R. China
Purpose: Recent evidence suggests a significant association between microplastic |E#: SRQIETANS. I(HOTFAFYY (MP), KAILZYIE, AJBHEIE. HARSOSFLFRIREE
(MPs), forever chemicals, and plasticizers and various diseases including cancer. |DEICEERBHENHDIENREEINTVET T, BITZAR. A, X85, II%E (PLCO) FAZTDIELE
Here, we evaluated the circulating levels of plastic-associated chemicals for lung |83 2HiNADREEREFET RIS TS 5AF v BELEMBEOEERL AN ETHELEUZ . RERTHA>:
cancer incidence and mortality among smokers in the Prostate Lung Colorectal BEDTEZERL T, FAAZEIEICEREUE 245 OMmiEs. BAERENDHS PLCO AKOSHIIEOIEE
and Ovarian (PLCO) study. BIME 1,200 T. 29 OBEFID MP. kAT5ZFYY (JI-INADFILFIULEMBLORIINATTILFIL
Experimental design: Using mass spectrometry, we screened for 29 known MPs, |{t&%) [PFAS]). BI¥BFIMLZERRIU—-=>J LUz, MFETIE 5 BXAD PFAS & 3 FERADAIEFIH
forever plastics (per- and polyfluoroalkyl substances [PFAS]), and plasticizers MHEN, EEINFEUIZ, BXIESNDAHBECE DV TN ATE T REURIEZ FRAIS SN PFAP 5L
chemicals in 245 sera collected preceding a lung cancer diagnosis and 1,200 non- [(PFOS + PFHA + E/4Y/ZIJ9L—M5R3) ZRIFLELI. #58 : PFOS, PFHA, €/4Y./ZILJ4
case sera from participants in the PLCO study who had a history of smoking. Five [L—tOmHEENEVE. FNAILESIETUZRIO LR (p<0.05) HERHSNIN. FIERRL(BSEN R
PFAS and 3 plasticizers were detected and quantified in sera. A PFAP model, Dol PFAPZOTHERARIUNL (BAEME) DA FHAICEBIETURINELEC (p<0.0001) 2
consisting of PFOS + PFHA + mono-iso-nonyl-phthalate, was developed for NENRERBIHRE1.86 (95% ERBXR @ 1.18-2.93) | THMHRI1.82 (95% SHEXM : 1.15-
predicting lung cancer mortality and risk strata based on quantiles established. 2.88) THolz, BEBIMATTIE, PFAPET IV, £Elip, 1R, BRERE, AP mY I 947, sHis DT —
2603-072 |Results: Higher circulating levels of PFOS, PFHA, and mono-iso-nonyl-phthalate  [STERSNIERACENT, MNASFRIIETEOIRIIULFRIRF ThHdzenmRan
were associated (p<0.05) with increased risk of lung cancer death but not (p<0.05) . #&&@: PLCOOR—KTld, PFOS, PFHA, /1Y /I J5L— hORE FEH EED T
incidence. Compared to the lowest quantile (reference), individuals with PFAP W—TRACDI O THIERERE QRATATETSR D R ERHEL TV,
scores in the highest quantile were at markedly higher risk of death from lung
cancer (p<0.0001), with respective cause-specific and sub-distributional HRs of
1.86 (95% CI: 1.18-2.93) and 1.82 (95% CI: 1.15 - 2.88). Sub-stratified
analyses confirmed that the PFAP model remained an independent predictor of
lung cancer-specific mortality (p < 0.05) across strata defined by age, sex,
smoking history, histologic subtype, and stage at diagnosis.
Conclusions: In the PLCO cohort elevated levels of PFOS, PFHA, and mono-iso-
nonyl-phthalate were associated with increased lung cancer mortality among ever
smokers across disease subgroups.
The University of Texas MD Anderson Cancer Center Houston, TX United States
Plasticizers and food safety and the associated potential human health risk are HERILRROZEM. 2UTTNHASBIENRE MORRIZIE, EEN MR ZEIATY, 7j2
important and of a global concern. Despite extensive evidence linking of Bl FHCTAWBEIZATIV (PAE) ERBIEELOBEZRISHMIZFELFIN, TOSIZMNZIRES
plasticizers, particularly phthalate esters (PAEs) to metabolic disorders, their FHEBEGRARLU T (CARBASN TV E B Ao TCTAME T, RYNI—IBHEFEN F Ry IR EHE
multi-target effects and molecular pathways remain poorly understood. DU AREHEFE2AVT. BRERCHIZPAENEDLSCHRBIEEZSIZRIIONZAERIIC
Therefore, this study utilizes a novel integrated computational approach FABLEL, 4DOPAEICDWVT, 2BUERRIR. A, HLUNAFLDICEIE S 3L E)- 11 -EERY T~
combining network toxicology and molecular docking to systematically investigate |2V T#AIZITVEUL, BHIRBU>/UIE2 (BCL2) AR/—t3 (CASP3) tL\oleFERMZHINEFES
how PAEs in food packaging induce metabolic disorders. Four PAEs were analyzed |11, TOUyFX> MEFICED, BYIRIE, 90/ ) L. &K 1E G
through a compound-target-disease network linked to type II diabetes, obesity, |RAGE) SJFIUTE. 1> RUMRGIME. BEUTRN—S ERRENBASHMRDE ULz, FRFTHER(E. PAE K7
TBE and NAFLD. Key targets like B-cell lymphoma 2 (BCL2) and caspase-3 (CASP3)  |[Rh—3R. RIE. 7>/\0EFF—EOBAL, HIEAFROTEENL TREEASZIZLERELTHD. B

were identified, with enrichment analyses highlighting xenobiotic response,
protein phosphorylation, advanced glycation end product-receptor for advanced
glycation end product (AGE-RAGE) signaling, insulin resistance, and apoptosis
pathways. The findings suggest PAEs disrupt metabolism via apoptosis,
inflammation, protein kinase alterations, and neuroendocrine interference,
underscoring the global health risks posed by endocrine disruptors from food
packaging.

EEENSORTIIKE BN OIS T R BERIRVZBBALTNET,

College of Natural Resources and Environment, Northwest A&F University, Yangling, 712100, China
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Background : As a prevalent plasticizer in industrial manufacturing and daily-use
products, di(2-ethylhexyl) phthalate (DEHP) has raised growing concerns
regarding its safety and potential role in disease pathogenesis. Although direct
epidemiological evidence linking DEHP exposure to Sjégren’s syndrome (SS)
remains limited, DEHP has been reported to exert immunomodulatory and
endocrine-disrupting effects that are highly relevant to the core pathological
mechanisms of SS. Therefore, this study aimed to systematically explore the
potential links between DEHP and SS using an integrated strategy combining
toxicity prediction, network toxicology, machine learning, molecular docking,
single-cell atlas interrogation, and in vitro validation.

Methods : The toxicity profile of DEHP was predicted using two complementary
online platforms (ProTox 3.0 and ADMETIlab 2.0). SS-related transcriptomic
datasets were obtained from GEO, and potential DEHP targets were collected
from CTD, SwissTargetPrediction, and SEA. Network toxicology analyses
(intersection screening, PPI construction, and GO/KEGG enrichment) were
performed to identify key genes and pathways. Machine learning models were
trained to classify SS versus controls using the DEHP-SS intersect genes, and
SHAP was applied to interpret key predictors. Molecular docking (AutoDock Vina)
was conducted to estimate the binding propensity between DEHP and prioritized
proteins. A single-cell atlas of mouse submandibular gland tissue (PanglaoDB;
Mus musculus; SRA693675:SRS3206192) was queried to localize gene
expression. Finally, in vitro experiments were performed in human submandibular
gland epithelial cells (HSG) to validate STAT1 expression changes following DEHP
exposure.

Results : In silico toxicity predictions suggested that DEHP may exhibit

2603-074

PreT=}

B8 TEREHRRICAERSNTOSAZEEILL T, JILEES (2-IFIAFIIL) (DEHP) . 20E
PR ERIECS BB AEENCRIL CRS NS EoCL\ET ., DEHP ADBREL S 1L VIEIREE
(SS) BAEVHIBEIENBELIRTHMIIRSNTOETH, DEHP (3 SS OFIRER SRR AN =TI
IEBICRBED® 3 SRR DB RIE T BLRESN TVET., TOR5, AHFETIE, 5
HEFR, Ry NI DB, BT E, ST Rk, a7 NSRRE, B&U in vitro HREFEEH
ENERHEASELEERLT, DEHP & SS OEfEMASEEARNICHET L EBNLLELE, 5%

DEHP OFMTOI71 U, 2 DOHFHIRAYS(> T59RIA—L (ProTox 3.0 $&U ADMETIab
2.0) ZEALTTFRILELEERE G FURBEFEIIRHIC. Ry NI—IE T (REZV)-Z>
4. PPIIBEE, 5&LUGO/KEGGIYFAUN) %EMUE. DEHP-SSREE G FARALTSSEI> M-IV E
DI BLIIHMFZETINE N —Z2J U, TBRTFRIRFEAFIRS BIHICSHAPZBERA Uz, DEHPE
B> EREOEEEREHETE T, 9 FRyF>4 (AutoDock Vina) #RMEURZ. YUASE FAR
MR OE—#Ifa7 M52 (PanglaoDB; Mus musculus; SRA693675:SRS3206192) #BBAUT. &
CFRROBEERFEL. (L. DEHPIREEROSTAT1FIRZ(LAIREE I BIesh(c, L MSE T AR R AR
B2 _(HSG) ZF\\zin vitroREREEMUL. #ER IDE1—9—(CLBFEFRITE. DEHPHEROFAIE
NEBHIY RRAY MR TRIES RS AIREENSDTENRIEENT, Ry NI —TBIERBATCLD, 270
DEHP-SSZRZZAZMINRESN. PPIRY NI - TIFSTAT1, CCL2, CXCL10. MYD88. IRF7h'=E(CiE
BN\ DB FEL TERRRENT. 1130MFEETILICBVT, Ridge/Elastic NetR—20EF )L
FEEULDEEMEERRL. SHAPERIT TS5 D0OI7FRIEF (STAT1. PHGDH. ISG15, CXCL10.
CCL2) MBS eEniz. BFRvF I TR, IFFLWEESIRIF—IREENE (S -DEHPECNS5D05>
NVBEEOROBEER(G. 5.0 kcal/mol Tolkz, B—HEREY NS RFARECLD, STAT LEMERALRIAIRT
FIRUTVBTENTRENTZ, in VitroEERT(dE5(C. DEHPADIRFE(C LD, HSGHARRICHSIFDSTATL mRNA
BLUI NI EFIAN FASIFIENT BN EIEE N, MEMICEZDE. INS5OFERE. DEHPE

SSEhERIES IR F v —EFEMHI D XNZXLBICFEEESUWH ERBERFRVEFVEIRHL TS, #
SRAMAZE T, FRIZNZDEHPRIEAZHI L SSBIE NS> AV h— LFHIE OR(CEIE T 2 RBIE ST+
Fr—MFFESN, COIRFE SN TSTATINMES S — RELTHRIAZN TR, in VitroFEERT(d. DEHPIRFE(C

The First Affiliated Hospital of Anhui University of Chinese Medicine, Hefei, Anhui, 230012, China

Phthalates (PAEs), typical endocrine-disrupting chemicals (EDCs) that accumulate
in the human body to induce reproductive toxicity, have epidemiological links to
endometriosis (EM), but the underlying micro-mechanisms remain unclear.
Ferroptosis is a key pathological driver of EM, yet research connecting PAE
exposure, ferroptosis, and EM remains insufficient. This study integrated bulk
RNA-seq, scRNA-seq, and spatial transcriptomics data, combined with network
toxicology, multi-omics analysis, molecular docking, and clinical validation, to
systematically investigate the mechanism by which PAEs exposure promotes EM
from the perspective of ferroptosis. First, multiple machine learning approaches
identified ARF6 as a key ferroptosis-related gene (FRG) under PAEs exposure.
ARF6 plays a potential role in disrupting the immune microenvironment of EM,
thereby creating preconditions for promoting epithelial-mesenchymal transition
(EMT). Specifically, this study found that ARF6 expression was significantly
positively correlated with the stemness of Epithelial (Lumenal + Ciliated) and the
abundance of Mesenchymal (Fibroblasts). Accordingly, this study constructed an
EMT model of "high expression of ARF6, promoting Lumenal + Ciliated — Fibros"
in EM. Subsequently, the scTenifoldKnk algorithm was employed to perform
virtual knockout of ARF6 in Fibros cells to investigate the disturbance effects on
its downstream ferroptosis genes. Results revealed that disturbed genes were
significantly enriched in responses to oxidative stress, revealing ARF6's role in
mediating ferroptosis mechanisms during EMT, and finally proposed the "PAEs -
Ferroptosis - EMT - Endometriosis" axis. In summary, these findings not only
identify novel therapeutic target for EM based on the "PAEs-EM" axis but also
provide an environmental exposure prevention perspective for EM.

THVEETIZRTIVAR (PAE) (&, MACETEL TEESHEFR T 2ARNBARELFE (EDC)
THH. FEAIEE (EM) LOBFHBHEMENMEREINTOIN, TOERCHIMMXNZXLEKIEAFBAE
NTLARW, JI0S M-S RAIEMOEBRRIEFWE F THAN, PAEIRE. J10S MR EMEBIE
BIAFIRALL TR+ ThD. AAFLTIE, JULIRNA-seq. SCRNA-seq., ZZRI b5 2OVTRIHRT—
HEFEL, RN —IBMF  IVFATI R S F RyE> Y BRI A EDEZE T, PAEIRSE
DEME(BH#ESDXN=X LETI0T b= 2OBRNSERIICIRET U, 9| B OBINF BFE2MA0

T. PAERRE T COEERIIOS M-S ABEEEF (FRG) LUTARF6ZREEL. ARF6(E. EMODGE
WU NRIERIRELL, ERERIRERR (EMT) Z{BET2o0ORIREA2/EH SRTENAKREIZRRLL TV
9, ERN(C(E. AFAFRTIE. ARFODFIRN ERTHARD (RIREHIRE + MEARRD) ORMIFIESLURIE
HRE (FRAESFHIRD) OFERECBRICIEOIBRBIMRICHDIEZBASNLEUR, ZETAMI TR EMICH
\F3IARFEDEFIR. PIRRHRRD + MR- IR TN DSRIMBIE |EVSEMTET I EBEUELL. T
WT. scTenifoldKnk7)LIUX L& W THRHEEFHERRICH I SARFEDIRIE /v 7D ML, FiROI10
S EEFADHEREFBELELUR. TORR, HEE2ZUBEETEBEAN AUSE BV TER
[TBIILTVBZENREN, EMTICE3BT10b—> AHBDIESTCH1FDARFEDIEEINBAS NN RD, [PAES

- J10b=3Z - EMT - FEARIRAE |EOSENURIBENE L, BT DL, INSOMFTRERE. [PAES-

EMJEHICE DV TEMOFTRERIRIZ T E I B2 TR EMORIBIREFHOBRRERELEY.

Medical School, Nanjing University, Nanjing 210093, China

Dicyclohexyl phthalate (DCHP) is a widely used plasticizer, yet its potential toxicity
remains insufficiently characterized. In this study, Caenorhabditis elegans was
employed to investigate the reproductive and neurotoxic effects of DCHP, along
with its transgenerational impacts. Parental exposure to DCHP significantly
impaired head thrashing and body bending, accompanied by morphological
abnormalities in dopaminergic neurons. Additionally, DCHP exposure led to a
reduction in both the number of eggs laid and the number of fertilized eggs,
which was associated with the upregulation of apoptosis-related genes (cep-1,
ced-3, ced-4 and ced-9). Elevated levels of reactive oxygen species and oxidative
stress were also observed in C. elegans. Notably, these toxic effects were
transmitted to the F1 generation but were alleviated in the F2 generation,
potentially due to increased expression of skn-1 and gst-4. This study addresses
critical gaps in the toxicological profile of DCHP and provides a scientific
foundation for evaluating its ecological and human health risks.

SIIONFIIIITHVEETIZTIL (DCHP) RIAUERSNTVSRIZERITI N, ZOBTENRBEF+I(CHF
BAINTLE A . ABAZE T, #2EE (Caenorhabditis elegans) #FWTC. DCHPOAFES LUFRIEESE
1EF. BSUICZOHARMEEICOVWTRABLFUL. NPDCHPCEEEINS L. BESBOIRDEIL OEQERA

EEEEN. RB-NAFBNE 1 -0 O ERENRSNELL, &5(C. DCHPIRFE I EEIRERE ZABIREL
DR EBISL. TNETRA—S ZBHEE(RT (cep-1. ced-3. ced-4. ced-9) OFIR FFEBRHELTL
FUR, #RRICBV T SEMMBBSSUBMEI N ZOLALO EREBERENE LR SEBINEILC, Th5
OFEMAEAGFIERCEESNELS, F2ERTRERENEUL, INEHZS<skn-18LUgst-40FIR
BINCLZENEEZBNET, COFEIE. DCHP OB METOTPAINCHIIZEARBRRIECITLL . TOEREF
NBELUVARORRIRVZHI T 3 ORIFHIRBVERHLET .

-8 LNo.

Department of Urology, The Affiliated Guangdong Second Provincial General Hospital of Jinan University, Guangzhou, Guangdong, China

103 -



2603-077

Phthalate exposure can cause health hazards, including nephrotoxicity. However,
the daily intake and adverse renal effects of phthalate exposure in patients with
chronic kidney disease (CKD) remain unclear. Participants with non-dialysis-
dependent CKD (i.e., not requiring long-term hemodialysis or peritoneal dialysis)
stages 3-5 were enrolled in this one-year longitudinal investigation. We
calculated the estimated daily intakes (EDIs) of five main phthalate compounds
from their urinary biomonitoring data to evaluate the impact of phthalate
exposure on urinary renal biomarkers reflecting oxidative damage and renal
tubular injury. The overall urinary phthalate detection rate was 100% among 112
male and 57 female participants. Our analyses demonstrated that EDIs of di-(2-
ethylhexyl) phthalate, diethyl phthalate (DEP), and dibutyl phthalate (DBP)
independently correlated with the increases in kidney injury molecule-1 (B (95%
confidence interval (CI)), 0.352 (0.193-0.512), 0.240 (0.135-0.345), and 0.312
(0.193-0.431) log ng/g creatinine per log ng/kg body weight/day of
corresponding EDIs; p <0.001). Furthermore, the EDIs of DEP, dimethyl
phthalate, and DBP were independently associated with the elevations in 8-
hydroxy-2'-deoxyguanosine (B (95% CI), 0.278 (0.206-0.350), 0.509 (0.361-
0.658), and 0.319 (0.215-0.423) log pg/g creatinine per log ng/kg body
weight/day, respectively; p <0.001). The mediating role of oxidative damage in
phthalate-associated renal tubular injury was also identified. Our study highlights
the nephrotoxicity of phthalate exposure in patients with CKD and suggests that
renal tubular injury and oxidative damage play crucial roles in phthalate-
associated nephrotoxicity, which is underestimated using traditional renal
surrogates.

TANBEIZTIADIREL, BEH2SORBREEES|ISIITTRENDDES . UNUANS, BB IR
(CKD) BECHIIZIFNEEIZTIO1BERELBAOEEERIIMRALUTREATY, CO1ERIOHE
HREYFARZRIC(E. Effﬁ#ﬁkf'*”CKD (Eﬁﬁ[ﬁu,&uﬁin(:ﬂgﬂ;uﬁﬁzg&bau) er/3~50)$%b‘
EiRINFEUR T b 5
(EDI) #EHL. j'illzml?(TJbﬂ?ng‘Ede %}iﬂﬂ‘%ﬁéﬂp }\47W h-t5x
BR/BEFHMALELTc. BHE1128 LTS 7R DIEERE (CHIFBPRPIHIEETI 2TV ER(F100% TUI.
B2 OIRMTCED. S(2-ITFINFVI)TIL— b STFITHL—NDEP). BLUSTFINTIL—NDBP)D
EDId. ZNTNEEES F-1OIBINEINITL THEIL TLBTENEIFENT(B(95%EFEXR(CI)). X
FBEDIMlog ng/kgfE/H#H100.352(0.193-0.512), 0.240(0.135-0.345), $£00.312(0.193

EBSURIMERE

-0.431) log ng/gIL7FZ>; p <0.001), &5(c. DEP. SAFIIHNEETZT)L. £LUDBPOEDIE. £
NZNB-LROFS-2'-FAFIIT IS0 L REMIILTEHELTWE (B (95%CI) . 0.278 (0.206~

0.350) . 0.509 (0.361~0.658) . $4040.319 (0.215~0.423) log ug/gsL-7F=>/log ng/kg
#AE/H. p <0.001) . IHIEETZT ) EEB R EREE(CHT DB L FEEDENM GBI BT ESNC. R

AFIE. CKDBE(CHIFDIIINEEIATIVIREOBE S HZMFAL. {ERDE "mﬁ%}ah’iﬁﬁb\fLU\nﬁﬂﬁé
NTWBTHINEEIZTIVEEBHMHICHN T, FRIAER SR EENEERREZRILTVSILERIE
TWa.

Division of Nephrology, Department of Internal Medicine, Kaohsiung Chang Gung Memorial Hospital and Chang Gung University College of Medicine, Kaohsiung, Taiwan
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In the neonatal intensive care unit (NICU), infants face treatments that convey
high-dose exposure to phthalates, a family of ubiquitous endocrine-disrupting
organic chemicals. Past research shows that NICU-based phthalate exposure,
particularly exposure to di (2-ethylhexyl) phthalate (DEHP), is associated with
increased risk of abnormal multisystem outcomes among preterm infants. Blood
product transfusion is a recognized significant source of DEHP exposure in
hospitalized patients. In this pilot study we collected serial urine samples from
one preterm subject following a clinically indicated blood transfusion as a sentinel
DEHP exposure. Each specimen was analyzed for DEHP metabolites via liquid
chromatography coupled with triple quadrupole tandem mass spectrometry. The
calculated half-lives of DEHP metabolites in this subject were generally shorter
than reported for adults. Our pilot data demonstrate the need for future studies
to estimate population-level half-lives of DEHP metabolites in preterm infants to
allow for more accurate NICU-based DEHP source identification than possible with
estimates of DEHP metabolism in adults. Source identification is critical to
mitigate exposure in the highly vulnerable NICU population.

FERERARE (NICU) TE. RLRE. BIEI DRI WIE B FMBEOIIN T THZIIINEET
ATIWNOEREREHIARERIET . BEOHZEEG. NICUTOIAIVBETZTIVIREE, 5 (2-TF
WINFI) THNVEETZTIL (DEHP) NADIRFEN. RERORELSIMARILIFOUAVIENCEET S L%

RUTVEY, MREFIOMINE. ABTEBE(CHIFSDEHPREOEERFEIREL CRMENTLEY. 20
)N Oy MAZET(E. DEHPIREEDESREL T BRARIN(CIE RSN DRE R 1 2DSERRY > TR
HLFU. SRR, RIAIOY M 574~ N TIVNERBS > 7 N HEZEAFEDE T, DEHPAH!
MODEITVEUIZ. COWERE(CHFBDEHPRIEMMOE HENTHFHE, —RRICHATIRESNILED
LOBIEN T Y. FNeED/ Oy b —F(d BER(CHIT2DEHPHREIOFBIAZERLA THE TS
Tz DFFRIBIATRDOBEMZRLTVET . ZNUCKD, BAICH1FSDEHPRESIDHETEMESLDEIEFERNICU
(C853BDEHPRARISTEN RIREICIRDE T . FEAETRAFER. IFRICHRISBNICUBEERCH I PIRFEZEE
I BLHICREIRTY,

Northwell Health; Division of Neonatology, Cohen Children’s Medical Center; Department of Pediatrics, Zucker School of Medicine at Hofstra, Northwell, New Hyde Park, NY
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Metabolic Dysfunction-Associated Steatotic Liver Disease (MASLD) and Metabolic
Dysfunction-Associated Steatohepatitis (MASH) are challenging public health
worldwide, with multifactorial pathogenic mechanisms. This study systematically
employed network toxicology, molecular docking, molecular dynamics simulations
and transcriptomics to investigate the metabolic toxicity mechanisms of the
environmental pollutant dibutyl phthalate (DBP) its metabolite monobutyl
phthalate (MBP). Protein-protein interaction network analysis identified 7 core
proteins associated with MASLD and 5 with MASH, with ALBUMIN, PPARy,
HSP90AA1, and PTGS2 emerging as central hubs in DBP/MBP-induced hepatic
metabolic disruption. Molecular docking experiments revealed strong DBP/MBP-
key targets binding affinity, while molecular dynamics simulations demonstrated
stable binding. RNA-seq profiling of DBP/MBP-exposed hepatocytes revealed
significant transcriptomic alterations. KEGG pathway and GSEA analysis
predictions with RNA-seq data pinpointed primary pathways potentially influenced
by DBP/MBP, highlighting its multi-faceted impact on hepatic function.
Furthermore, in vitro experiments validated the interaction of DBP/MBP with
critical targets and demonstrated their ability to disrupt hepatocyte lipid
homeostasis and promote lipid accumulation. This study provides mechanistic
evidence linking DBP/MBP exposure to MASLD/MASH progression and lays a
foundation for developing targeted therapeutic approaches.

REBIHLAEFESREAEAATAER (MASLD) SEUNBIEERRERLERRATX (MASH) (& ZRTFHED
FIEXNZZALEBL, tERPONREE FORBEERO>TVET . Zsﬁﬂntll 7~“J|"J DEME, ﬁn‘?l\“J:F
2 DFHFEIIL -3V, FSURIIT NI REEZBICAL, IR d %

(DBP) (ZOREMNTHZIINEEEI/IFIL (MBP) ORBMEBHEXN—ZXLERBELEUI, 5>/ ERIHE
BYEARY NI —IfFTICED. MASLDICBSET 27201745/ EEMASHICREES S5 00175 I\ &EH
[FEIEEN. ALBUMIN, PPARy, HSP90AAL. HLUPTGS2HDBP/MBPAFMEAFAHEE (LS B0
HRN\TEUTELEUEUIZ. 93 F RyF> I RER T DBP/MBPOEBAZH(CX I B58( IS FRAIMENBAS O
(12D, DFEHFES I -3 TREEUESHRIISNEUZ, DBP/MBPICEREESNIZATHERED
RNA-seq7OT7AU> LD, BBER NS S 2OVT = LA L HBASINCARDEL. RNA-seqT —9& AL
KEGG/{AUIA B LUGSEARMTFRIICLD, DBP/MBPOR, %233 RIREEDHIEE/ (AU S ES
N, FFHEEEAOZ EM AR ENBASMNIRDEUIZ, E5(C, in vitroSEBRICLD, DBP/MBPLEERMEMNEDIE
BE{eAptEEEEn. AR OIS S B R R IRIEL . AEEBEE B I 28N iRENELUE, AR,
DBP/MBPIRFELMASLD/MASHDMEITEAEU DI B XN X LDIET > AR RO ERIROELS
ZHEEDTY,

Department of Gastrointestinal Surgery, Affiliated Changzhou No.2 People's Hospital of Nanjing Medical University, The Third Affiliated Hospital of Nanijing Medical University
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Comments on dossiers proposing harmonized classification and labelling of substances

Substance name: Mono— and di-ortho—phthalate esters with at least one of the following: a
linear or branched alkyl moiety with a C4-C6 backbone* with possible substitution by methyl
and/or ethyl groups; a benzyl moiety with methylene possibly substituted by methyl and/or
ethyl groups; a cyclopentyl or cyclohexyl moiety with possible substitution by methyl and/or
ethyl groups. [*The backbone is defined as the longest linear carbon chain from the ester

function]

General Comments (- use this field for non-hazard class related comments—HIE&R)

JPIA (Japan Plasticizer Industry Association. LAF JPIA &WEd, ) 1%, 1957 FFICAIFR S /-,
HAE N T SUIT AT VAT U & F 5 el & R IET 5 ARG b2 5 ERMETH B,
T BN AT L, BT, DEHP ITOWT, AR EMEOREE 2 BHRIGR LIS F Dt E . ENIE L & X
D, EU, HE, BT U7 T, JPIA L 20 HERFICDIZ Y FIR L TE 1,

France |3 K™% ECHA [Z#2H L, ECHA |%, o-7 ZLEBET R/ (C4~C6, Subgroup 4) (ZOW\T,
[7 BNV AT VIEMERE) 2RI 7 —7 & LCO4E (EFlEME 1B (H360D) . B hP4SAs<
ELPER 1 (BUH380) . BREBENZYISZS < ELPEIR 1 (BUH430) ) % 2026 4E1 A 26 H~3 A 27 HE ToO—fiX

RIS LT,

Z O, JPIAFEU Y RO 7 Z AT AT T BB ~D 7 7o —F & RS- TE =M, SR
TN — T & BT b oD ERAMBEAZNA LTS L EDE52BR, LTI, 2hb
(ZDWTRERRLE D ML T 2,

JPIA 1T, EU M RAAREZ M2 2 L 2 20RT 2 LT, @R Y 27 w32 DA ML Db
WEOEIMERT X5, UNCEDL LD TH D,
(Btrad@m ol (LU T @ 1-1. Methodological Limitations, 2. What is the phthalate syndrome) 73, EP &
JPIA L DRNIZIZH D, )

1. 70— OOV T
1—1. HFERRBAR : read-across approach, . category approach . HEiETEMEFEBEIEE (QSAR :
Structure-Activity Relationship) DFRS

ECHA 1%, 7 Z N AT )Vi%, VLR, 4 DD Y )L —7 (o—phthalate, i—-phthalate, tere—
phthalate, Trimeritate) &. 6 -2 o—7 X /LEE=T A5 )L Subgroup [ FELT-, ZDE. 6 DD
Subgroup MM, Subgroup 4 % o-7 Z LEET AT )L (C4-C6) & LT ANSESIFVEH LCW5, ZOFHGF
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%1%, read-across approach, | category approach Toh ¥ . Fef. {LFAEIEIC K HAEETE MBI E

(QSAR : Structure-Activity Relationship approach) |Zff&-> T\ 5,

CLH report ® 10 HiD'FHHICH DBV . SRR ORER, AT ERME L (FL) NHws < ELME
EEBEAT DT — 2 BN E WD DIFEMYRTH D, ke H1E, AR EHEEIITE RN e
RARA Y380 . NOWH < ELIEITRHE T © BRI RARA VI3 E SNERW RN G T
b5, ZOFRFZIHRFRTOHAFIZOWTORREBOFZFD LV OFEE 2 IR L Tk
V. EBGETIIREETH 5D T, BERNRKE L THEEF R ZO RS RAGENR LN L WO LISMNIE
W E D IEAR,

— ¢, AbFHEE B T, TVRLEHRE., €3 L C4-C6 & T, fil, TILRILEHE. C4-C6 & CT &
TREIHIND DO, FHFREAN RSN ThRWnWE 2 1lbihvs, 27— T 58O R KO KA
THVY ., Subgroup 4 £ LTH, BHRAE LI,

7 HNBTAT VDML D IR “TN—T" D=, ECHABETE o7k 91, RvPrgE 7L
S, Z LT, o DT AT NI G LML 5o, o-phthalate Th %,

1—2. ECHA & ANCES 0 RLfig
JPIAPAERFZFDLT —1. THEMLTWDL X I, BUITERACTTZNBERT )V 4 O 7V —
N, FOHRO— T )L—7 o—phthalates % 6 D Subgroups {Z5FE L7~
84f0b05f-a80b-49ac-d750-66dd7700488 (europa.eu) (“Sorry, this page no longer exists.” This is a website
message.) And https://echa.europa.eu/documents/10162/f0b44d3c-b9fa-b3af-f211-b3feb8055ac3

ZOXEOR T, HFEOMEEIT “the longest hydrocarbyl chain on the alkyl substituent,
here described as backbone range, and not the total carbon range of the alkyl substituent.”
DO X oz EN T, —J7 T, ARCLH report (ANSES) OHTlx, S¥EDFELEIL” The backbone is
defined as the longest linear carbon chain from the ester function.” DX HIZFEEH I N TV
Do

A& CIE. 6 0 Subgroups (X, FHEAMBHLIIE L A E7e - 7275, Subgroup 1 Z [>T ED Kk
IREFUTUN =, JPIA 1L, EU 2% Subgtroup D3 FEIZII0 & OB %2 Ff > TV iz SR LT 5,
BETH, BERFEOL1—1. THERBLTWD XL IT, fihd o-phthalates 725 C4-C6 & XHIT 5 &
MOBFRRILUI R STV, £ E AN, LWL D ophthalates ZF £ H 5 K 9 RERN
R AN %, £72, ANSES I EU ZFIE L TWARWE b E 2 5.

AUz LTh, C4-C6 Z ML L7212 D05, BiVE R IR iAo,

2. FEANBTAT LYY Fr—AOEMIL?
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7o, Edinburgh OFIE 7 L—7 B 215 OWFFE % 2 D#HAEHE L TV D DO NENIDONTIE T
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IETERNE D THD,
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Reference
1) Jorgensen A., Svingen T, Miles H., Chetty T, Stukenborg J-B., Mitchell R., “Environmental Impacts
on Male Reproductive Development: Lessons from Experimental Models ”, Horm Res

Paediatr,96(2),190-206,2023, DOI: 10.1159/000519964.
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Z 22, NaWan<ELT 2R H 5 LW O HIRIRERIZ,. 2N E Th 508 E (S
PE. REEREMEeErE, EREENE) LR ERDONNDN LT, IERODNLRVHETHD ED
ANLELAHRSELMR L2 TAZWHSEWE] L) HIEE Y A& L, BlEre U 2 7 §Hlc
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e, BIGThY, EEHOLLOHOY — /L TlEwn, \AbLFEWESENE W RSO FAE IR LGl
ARG HE5 2720, EHOEGMEEZIK TIED X5 RIEFRERITEET 5 & & JPINTE 2D,

4. ZEZNVEBTXT)v (DEHP) OAFEEME, B b - NAFE=F Y T
4-1. v—Fky NCOEHEFERR

RRER. ShEER. ROMHEA SR L Li-—#Ho~—Ft v MBRICEB T, T v NCRENRBENS &S
& (100 mg/kg/day BA ) TTH, AhlmEttTh ok EEMES (FFEA~—HIER) OREITRD b2
ST, 23
4-2. B b NAFE=FV T

Fo B CITAEDEREZ RS (70— BMENEZFEERE LT VOICK L, B M TIEREHOITZE A
ENEEE (77 a U BaEk) & L THeNICRTIC RS 5, Y
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BT ARG Ui, Z£0#%, 36 RF#E T, 4 FFERICIR & k2L, £4 b D> DEHP A3
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ZORERELT, EEDITT-EEERHE OB TN 72 7 e 7 0 — o (Fi) 2R
L Cuw5, DEHP OREHIIT—RAEHY, IR ER~ H 503, ZNHELIZONT, Zrrm
BCHASNZIAKR CKGHRES)) 7 rnrBTRASH TV RN T Y —K (LIBRFALES
2) DEINEND, RNICAAET D DEHP OGO G Ik L FIROFIEG R TR DD TH D, T
W (7> b)) TIE TCIROIRE<FROIRE] THHOIXH LT, ~—F&y b TIEZhNHIT/e
. FEORE<GCEDORE] &5,

GIRIZ, FARIZHAD & I 0 KB TRIZE A EL AN S D, £72. GIRIE, FIRIC
e~z & AEEITIZE AL, D G RIZENOMIESCZ AR L OB ZIZE L ERS R
W, L7elo> T, BNTOGIRE FIREDRIGIC—E L7cHIC LA HEN ST, 4078 DEHP D
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Al
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49-56, 1998.

3) Tomonari Y, Kurata Y, David R M, Gans G, Kawasuso T, Katoh M., Journal of Toxicicology and
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Japan Plasticizer Industry Assaciation

Comments on dossiers proposing harmonized classification and substance labelling

Substance name: Mono- and di-ortho-phthalate esters with at least one of the following: a linear or branched alkyl
moiety with a C4-C6 backbone* with possible substitution by methyl and/or ethyl groups; a benzyl moiety with
methylene possibly substituted for by methyl and/or ethyl groups; a cyclopentyl or cyclohexyl moiety with possible
substitution by methyl and/or ethyl groups. (*The backbone is defined as the longest linear carbon chain from the

ester function.)

General Comments

The Japan Plasticizer Industry Association (JPIA) is the industry association established in 1957 consisting of
Japanese corporations manufacturing and/or marketing phthalates and other plasticizers in Japan. For over 20 years,
the JPIA has been proving the safety of phthalates, especially diethylhexyl phthalate (DEHP), based on the
scientific grounds of species difference in reproductive toxicity. The JPIA has worked, researched and
communicated in Japan, the EU, China and Southeast Asia.

The French member of the European Chemicals Agency (ECHA) sent a dossier to ECHA, concerning the
classification of Subgroup 4 (C4-C6) of o-phthalates as the reproductive toxicity 1B (H360D) group, human
endocrine disruptor 1 (EUH380) and environmental endocrine disruptor 1 (EUH430). ECHA presented this issue

for general comments from January 26 to March 27, 2026.

The JPIA has been paying attention to the EU authorities’ approach to phthalate restrictions since SVHC
specification of DEHP then. The JPIA is now indicating that the classification proposed this time has several

serious problems, which are presented scientifically as follows:

The JPIA requires the EU authorities to withdraw these proposals and conduct proper risk management for

effective utilization of chemical substances.

(There are globally common points of view (1-1. Methodological Limitations, 2. What is the phthalate syndrome,

below) with European Plasticisers.)

1. Grounds for grouping
1-1. Methodological Limitations: The read-across approach and category approach, or Quantitative
Structure-Activity Relationship (QSAR) methods
ECHA once classified phthalates into four groups—o-phthalates, i-phthalates, tere-phthalates and trimellitates,

and established six o-phthalate subgroups. At present, out of the six subgroups, Subgroup 4, draws special attention
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as phthalates C4-C6. The employed evaluation method is the read-across approach, and category approach, i.e.,

Qualitative Structure-Activity Relationship (QSAR) methods based on the chemical structure.

As mentioned at the beginning of Section 10 of the CLH Report, because of the literature search results, it makes
sense that no data is available to confirm the relationship between reproductive and developmental toxicity and
endocrine disruption. This is because the reproductive and developmental toxicity has specific endpoints, while
endocrine disruption is a characteristic feature and determining specific endpoints is not possible. This fact clearly
indicates the current limitations of the scientific work in toxicity cause pursuit. The QSAR methods had to be used

as tentative measures since orthodox methods do not work properly.

On the other hand, from a chemical structural perspective, it does not appear that a scientific explanation has been
provided as to why the alkyl chain lengths are categorised as C3 versus C4—-C6, or as C4—-C6 versus C7. This is the

greatest shortcoming of this grouping method, and it doesn't make sense even as Subgroup 4.

One of the unambiguous ‘groups’ of phthalate esters, as ECHA has previously stated, is o-phthalate, which has a

chemical structure comprising a benzene ring, two alkyl chains and two ester groups at the o-position.

1-2, ECHA and ANSES Views

As the JPIA indicated in 1-1 in this document, the EU previously classified phthalates into 4 groups, and one of
the groups, o-phthalates, was classified as 6 Subgroups.
84f0b05f-a80b-49ac-d750-e66dd7700488 (europa.eu) (“Sorry, this page no longer exists.” This is a website
message.) And https://echa.europa.eu/documents/10162/f0b44d3c-b9fa-b3af-f211-b3feb8055ac3

In the document, the index of classification is described as “the longest hydrocarbyl chain on the alkyl substituent,
here described as backbone range, and not the total carbon range of the alkyl substituent.” Yet, in the present CLH
report (ANSES), the index of classification is described as “The backbone is defined as the longest linear carbon

chain from the ester function.”

In the former, 6 Subgroups have less scientific grounds and all had ED properties except for in Subgroup 1.
However, the JPIA is certain that the EU had some reasons for the classification of the Subgroup.

In the latter also, as the JPIA indicated in 1-1, this document had no scientific reasons to distinguish C4-C6 from
other o-phthalates. Even more, the idea to include more o-phthalates into C4-C6 seems to appear and disappear.
The JPIA also found out that ANSES does not learn from the EU.

Regardless, classification or division into C4-C6 independently is groundless.

2. What is the phthalate syndrome

The phthalate syndrome presents toxic symptoms found in rats and other rodents, not humans.

2
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The phthalate syndrome was once examined very earnestly in Europe. Among the important researchers was the
researcher group of the Edinburgh, which was one of the first to name phthalate syndrome. They investigated
phthalates’ effects on reproductive functions with xenotransplantation research in the middle of the 2010s. They
transplanted testicle tissue fragments from human foetuses under the skin, beneath the kidney capsule, or into the
testicles of castrated immunodeficient mice. They investigated how environmental factors affect the development
and function of human foetus testicle tissue. As a result of early investigation using the above models, both serum
testosterone levels and testicular weight were completely unaffected by exposure to dibutyl phthalate (DBP) or
monobutyl phthalate (MBP). DBP did not affect either the weight of host organs sensitive to testosterone
production or androgen.

Unfortunately, we are uncertain whether the Edinburgh group has been continuing their research. It seems that
scientific research using the xenotransplantation of human foetus testicle tissue is not currently being conducted in

Europe.

The JPIA research has demonstrated that phthalate syndrome is a problem that is inherently only found in rats and

other rodents.

Reference

1) Jorgensen A, Svingen T, Miles H, Chetty T, Stukenborg J-B & Mitchell R. “Environmental Impacts on Male
Reproductive Development: Lessons from Experimental Models,” Horm Res Paediatr, 96(2), 190-206, 2023.
DOI: 10.1159/000519964.

3. Endocrine disruption

Endocrine disruptors are reaction processes (mechanism of action), found within an organism. Only when
reproductive toxicity, specific target organ toxicity or ecotoxicity finally appears can the toxicity be determined for
humans or aquatic animals. JPIA considers that the simple use of mechanism actions as classification metrics is an
add-on to the current toxicity classification basis and would make information for the public confusing.

If the harmonized classification were made based on the proposed rules, toxicity information based on the
harmonized classification would be shown on the label and safety data sheets (SDS), and users would be instructed
on what to notice—possible influence on the foetus or damage to specific organs.

If the abstract indication of endocrine disruption possibility were added to toxic information, users may be
confused of the difference between such notice and the existing classification basis—reproductive toxicity, specific
target organ toxicity or ecotoxicity, fuelling anxiety because of unknown substances. Most probably, the term
endocrine disruptors would go alone, taken out of context. The JPIA is concerned about the possible spread of
extreme fear in the market that is not based on scientific risk assessment.

Essentially, in handling the hazard of chemical substances, specific and appropriate risk information should be
given to users based on scientific grounds to ensure safe handling. Endocrine disruption is a mechanism action and

phenomena, rather than the outcome of toxicity, and is not a management tool either. We should not give

3
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information that would cause excessive anxiety or reduce the management effectiveness for users of chemical

substances or products.

4. Reproductive toxicity of diethylhexyl phthalate (DEHP) and human biomonitoring
4-1. Reproductive toxicity testing with marmosets

A series of tests using adult, juvenile and foetal marmosets were conducted. As a result, no reproductive testicle
toxicities were observed at the dose that would hurt rats (100 mg/kg/day or more). 234
4-2. Human biomonitoring

In the rodents, metabolites of diethylhexyl phthalate (DEHP) turn into free metabolites that can easily circulate in
the body; in humans most DEHP metabolites are conjugated with glucuronic acid. ® The glucuronide conjugates
are not toxic and discharged quickly into urine, out of body.

Quantitative and qualitative analyses were conducted on DEHP metabolites of 10 male and 10 female volunteers
in London. They orally took DEHP legally at the tolerable daily intake level (TDI) and urine and blood were
collected and analysed every 4 hours for a total of 36 hours to check metabolites.

The authors then found distinct difference in the metabolic profile between rodents and primates, which is species
difference. DEHP metabolites include primary, secondary and other metabolites, and in each of these groups of
metabolites are glucuronide conjugates (G) and non-glucuronide conjugates (F, representing free). The ratio
between G and F form metabolites remaining in the body differs from species to species. G form metabolite
concentration is smaller than F form in rodents (rats), while the ratio is reversed, F metabolites smaller than G
form, in marmosets.

G form metabolites, more water-soluble than F form, dissolve in urine and are excreted more quickly. G form
metabolites are almost biologically nonactive, totally different from F form. The G form does not interact with cells
or receptors in the body. If there is consistent species difference in the in-vivo G-F ratio, that difference may lead to

species difference in DEHP toxicity. We should not rule out these phenomena in toxicity investigation.

References

2) Kurata Y, Kidachi F, Yokoyama M, Toyota N, Tsuchitani M & Katoh M. Toxicological Sciences, 42, 49-56,
1998.

3) Tomonari Y, Kurata Y, David R M, Gans G, Kawasuso T & Katoh M. Journal of Toxicology and
Environmental Health A., 69(17), 1651-1672, 2006.

4) Kaurata'Y, Makinodan F, Shimamura N & Katoh M. “Metabolism of di (2-ethylhexyl) phthalate (DEHP):
comparative study in juvenile and foetal marmosets and rats,” The Journal of Toxicological Sciences, 37, 33-
49, 2012.

5) Kurata Y, Katoh M, et al. The Journal of Toxicological Sciences, 37, 401-414, 2012.
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5. Profile of metabolism of phthalic acid monoester (in vitro)
Primates (or humans and cynomolgus monkeys) have extremely greater capability than rodents (rats) to detoxify

monoester metabolites by conjugating them with glucuronic acid. ©

Recently the JPIA has conducted in-vitro studies on species differences in the hepatic metabolism of phthalate
monoesters (MEHP, MINP) using three kinds of hepatocytes—those of rats, cynomolgus monkeys and humans,
and the following results were obtained:

« In all types of hepatocyte, phthalate monoesters are metabolized in hepatic stem cells, and two forms of
metabolites were confirmed—free metabolites F form, not conjugated with glucuronic acid; and G form

metabolites, conjugated with glucuronic acid, detoxified.

+ The production and extinction speeds of these metabolites significantly differed between species, as shown

below:
Extinction speed of F form: rats << cynomolgus monkey -- human
Production speed of G form: rats << cynomolgus monkey -- human

These in-vitro tests show that the metabolization speed of phthalate monoesters is slow in rats, while quick in
primates (or cynomolgus monkeys and humans) and the metabolites detoxified. The metabolism profile of DEHP
and DINP is fundamentally the same. In other words, Subgroup 4 and Subgroup 5 have almost the same

metabolism profile, contrary to the EU’s possible classification.

No difference is confirmed between these Subgroups in metabolism profile.

Given their metabolic profile, the JPIA considers o-phthalates to form a single group of phthalates.

Reference

6) Tasaki K, Otake S, Yanase H & Mutai M. “Species difference in metabolite profile of DEHP and DINP in
primary hepatocyte cultures of rats, monkeys, and humans,” Fundamental Toxicological Science, 13(1), 19-28,
2026.

6. Conclusion

The JPIA strongly requires that the EU authorities recognize the above scientific points concerning phthalate

classification and withdraw the above-mentioned proposal. The JPIA expects that the EU manage chemical

substances appropriately based on currently available scientific grounds and data without groundless estimates, and

EU should take actions for chemical regulation by means of proper risk management.

End
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