e e =gl 3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-
: oxadiazaphosphonane 2-oxide
Agltio Aedopévov Acpareiog

obpeova pe tov Kavoviopd REACH (EK) 1907/2006 6nwg tpononomdnke and tov Kavoviopd (EE) 2020/878
Hpepopmvia ékdoong: 03/04/2023  exdoymn: 1.0

European Directorate  Direction européenne
for the Quality  de la qualité
of Medicines  du médicament
& HealthCare | & soins de santé CONSEIL DE 'EUROPE

TMHMA 1: IIpocdwopiopog oveiog/peiyparog ko erarpeiog/emyeipnong

1.1. AvayvepiloTikég KmdKog TpoiovTog

Mopen mpoidvtog : Ovoia

Ovopo ovoiog . 3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Kododg mpoidvtog : 202200049

Suvavopa : Cyclophosphamide impurity D

1.2. Zovogeic mpocotopiiopeveg YPNGELS TS OVGIAG 1] TOV PEIYIOTOG KO OVTEVOELKVOOILEVES YPNOELS

1.2.1. Zyetikéc mpofhendpeveg ypnoseig

Kopur kamyopia xpnong . To mpoidv mpoopiletarl yio TNV £pevva Kot avamtuén Kot TV EnayyEAULOTIKY ekTaidevon.
Xpnomn g ovoiag/Tov petypatog : Movo yuo emayyehpatiky xprion
Kamnyopia Aetrovpyiog 1 xpnong © Xnukég ovoieg epyastnpiov

1.2.2. AVTEVOEIKVUONEVES (PN GELS

Teplopiopoi oty xprion © Mn ypnowomnoteite : Katdmoon, Etonvon, Aeppatikd

1.3. Zroygio Tov mpoun0svuTi) TOV dEATiOV FEGOPEVOV UGPALETNS

European Directorate for the Quality of Medicines & Healthcare
EDQM, Council of Europe 7, Allée Kastner, CS30026

F— 67081 Strashbourg

France

T +33(0)388412035 - F +33(0)388412771

sds@edgm.eu - www.edgm.eu

1.4. AprOpog THAEQAOVOL EMETYOVOAS AVAYKNG

ApOpOC TNAEPDOVOL ETELYOVCOG OVAYKNG : +33(0)390215608

TMHMA 2: I1p0oco10piopog eMKIVOUVOTTOS

2.1. Ta&woépunon g oveiag 1| TOV peiypaTog

Koataraln oopoove pe v odnyia 1272/2008 EK [CLP]

Oé&ela to&icdmra (amd Tov 6TONTOC), Katnyopio 4 H302
Oé&ela to&ucodmra (814 Tov déppatog), kornyopio 4 H312
Oé&ela to&icdmra (14 ™G elomvong), Katnyopio 4 H332

ITAnpeg keipevo tov dnidcewv H kon EUH: BAére tunpa 16

AvemOOuNTEG QUOIKOYNMIKES EM PAGELS, KOODG KoL EMIPAGELS 6TV 0vOpOTIVI VYEia Kot 670 TEPIariov
Amopaon HECH KPIoNG EUTEPOYVOUOVEOV KOl OTOIEIKTIKNG 10YVOG.

2.2. Zroygio eTIKETOG

Xapaxtnpiopds copgovae pe tov Kavoviopé (EE) Ap. 1272/2008 [CLP]
Ewovoypappata kwvdvvov (CLP)

GHSO07
[poewdomomrtikn Aé€n (CLP) . Ilpocoyn
Ankaoceig emkwvdvvomrag (CLP) : H302+H312+H332 - EmPlapés oe mepintmon KaTdmOoNG, OE EMTAPN LE TO dEPUA 1) OE TEPITTOON
£0TVONC.
Anhaceilg tpoeoraéng (CLP) © P261 - Amogehyete va avamnviete oKOVN/avabuldoels/aéplo/oToyovidlo/atode/ekvepdpoTo.

P264 - TIMbvete ta xépia, Toug TNYE (AvTIPpayLo) Kot TO TPOGOTO GYOLAGTUCR HETA TO YEIPIGHO.
P270 - Mnyv tpmre, mivete 1} komvilete, 0tav ypnotponoteite avtd T0 TPOidv.
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3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Agltio Agdopévov Acpaleiog

ovppmva pe tov Kavoviepd REACH (EK) 1907/2006 énwg tpomonomfnke amd tov Kavoviopd (EE) 2020/878

P271 - Na ypnowomoteitat povo og avolktd 1 KaAd aepilopevo ydpo.
P280 - Na. popdte mpooTaTELTIKG YAVTIO/TPOGTATEVTIKG EVOVLLATO/HEGE ATOUIKNG TPOOTAGIONG Y10L TO.
UATLO/TO TPOCOTO/TO AVTLA.
P301+P312 - XE ITEPIITOXH KATAIIOXHE: KoaAéote to KENTPO AHAHTHPIAXEQON 1 éva
yutpd, av acbavieite adabecia.
P302+P352 - XE IIEPIIITQXH EITA®HE ME TO AEPMA: ITAOvte pe dpBovo vepo.
P304+P340 - XE ITEPIIITQXH EIXIINOHEX: Metagépate tov mabdovia otov kabapd aépa Kot
AQPNOTE TOV VO EEKOVPOCTEL GE GTAGT IOV SLEVKOAVVEL TV GVOTTVOT.
P312 - Kaiéote 1o KENTPO AHAHTHPIAZEQN 1 éva yuatpd, av oicbavieite adiabecio.
P321 - Xpewdletor ewdikh ayoyn (PAEne copminpopoticés odnyieg mpdtov fondeidv oty eTikéTa).
P330 - Egn\dvete o oTOMA.
P362+P364 - Bydhite ta. poAvopéva podyo kot TAOVTE To. TPV To. EAVOYPT|CILOTOGETE.
P501 - Awébeomn tov Tepieyopévon/mepiéktn o€ onpeio GLAAOYNG emKivdLVEV 1} E18IKOV amofAnTmy,
GULPOVO LE TOVG TOTKOVG, TEPLPEPELNKOVG, £0VIKODS 1/Kon dtebveig kavoviopovs.

Zrpavon cOpemva pe: eEapeital 1 EMTEPIKN GLOKELAGTM, Ta TEPLEYOLEVE TG OTolnG dev vItepPaivovy Ta 10ml

Agv anonteitol ofjpavon

2.3. AALot Kivovvor

Agv vrdpyovv emmAéov TANpopopie

TMHMA 3: Z0vOeon/TApo@opiss Y10 T0 GVGTATIKG,

3.1. Ovoigg

Ovopa AvayvopioTikog Kodikos | % Kataraén svopeova pe tnv odnyia
TPOidVTOg 1272/2008 EK [CLP]

3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane | - <100 Acute Tox. 4 (A6 tov otoparog), H302

2-oxide (ATE=500 mg/kg copoatikov Bdpovg)

Acute Tox. 4 (A6 tov déppatog), H312
(ATE=1100 mg/kg cmpoatikod Bépovg)
Acute Tox. 4 (A4 g eonvorg), H332
(ATE=1.5 mg/l/4h)

IMnpeg keipevo tv dnidoewv H kon EUH: BAéne tunqpa 16

3.2. Meiypota

Agv oyvet

TMHMA 4: Métpa npotov fondeiov

4.1. Meprypopin pETPOV TPAOTOV fonbstdv

Métpa mphrov Bondeidv petd omd exaen pe to dEpua : KoBapiote ™ peyarvtepn dvvarh mocdma okovmilovidg ) (kabapd Kot LoAakd amoppoenTikod
mavi).
Métpa tpdrov Bondeidv petd omd exapn pe To pdTio . Eemlovete T patior pe vepod yio Aoyoug ocOoAeiog.

4.2. INRavTiKOTEPH COPTTONATO KUL EMOPAGELS, APEGES 1] PETAYEVECTEPEG

Agv vrdpyovv emmAéov TANPoPopie

4.3."Evé€1&n 0mo1060NTOTE AmALTOOPEVIG GUEGTG LATPIKNG PPOVTIdG Kut £18WKNG Ogpamneiog

Agev vrdpyovy emmAfov TANpoPopieg

TMHMA 5: Métpa y10. TNV KOTOTOAENN O] TS TUPKAYLAG

5.1. IvpocPestika péca

KotdAAnio péoa mopocPeons : KovBépta nupdcPeong.
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3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Agltio Agdopévov Acpaleiog

ooppava pe ov Kavoviopd REACH (EK) 1907/2006 6mog tpomomodnke omd tov Kavovioud (EE) 2020/878

Kivdvvog mopkaytdg . BAéme tpfpa 2.2.

Métpa yio TV KOTOTOAEUN G TNG TVPKAYLAG . Xpnowonowote péca Katdoeong katdAinia yio thv mepBdrlovco Tupkayid.

TMHMA 6: Métpa 6€ TEPinTOON 0KOVOLOG EKAVGTNG

6.1.1. I'a TPOSOTIKO GLLO A6 TO TPOGCMMIKG EKTUKTNG UVAYKNG

Métpa €kToKTng OvaryKnG . Amogevyete kdOe meprth EkOeom).

6.1.2. ' GTope mov TPooPEpovy TPpdTES Pondeieg

Agv vrdpyovy emmA£ov TANPOPopieg

Aev vrdpyovy emmAfov TANpoPopieg

Agev vrdpyovy emmAfov TANpoPopieg

Agv vrdpyovy emmAfov TANpoPopieg

TMHMA 7: Xepiopog kon awodnkevon

Agv vrdpyovy emmAfov TANpoPopieg

Agv vrdpyovv emmAéov TANPoPopieg

BM\éne tunpa 1.

TMHMA 8: "EAeyyog Tng ék0eong/atopiki Tpoctacio

8.1.1 EOvikég oprakis Tipég emayyshpotikig £k0eong ko froloyukég oprokés Tipég

Agv vrdpyovy emmAfov TANpoPopieg

8.1.2. ZuvicTAPEVES S10dIKAGiEg TUPAKOALOVONGNG

Agv vrdpyovy emmA£ov TANPoPopieg

8.1.3. Zympatifovror sToygia poTaveng Tov aipa

Agv vrdpyovv emmAfov TANpoPopieg
8.1.4. DNEL kax PNEC

Agv vdpyovv emmAfov mANpopopieg

8.1.5. Ileproyés eréyyov

Agv vrdpyovy emmAfov TANpoPopieg
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3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Agltio Agdopévov Acpaleiog

oopeova pe tov Kavoviepd REACH (EK) 1907/2006 6nwg tpomonoundnke and tov Kavoviopé (EE) 2020/878

8.2. "Edeyyon ék0gong

8.2.1. Katariinkot pnyovikoi £reyyot

Kotdhinhor pnyoavikoi £reyyol:
Awnpiote og kaAd e€aepildpevo ydpo. ZoviBog amarteitor GOGTNHA YEVIKOD UNXOVIKOD £EUEPIGHOD TOV XDPOL.

8.2.2. ATOHIKOG TPOGTUTEVTIKOG E0TAMGPOG
8.2.2.1. TIpocTucio TOV HUTIAOV KOl TOV TPOGAHTOV
Agv vrtdpyovv emmAéov TANpoPopieg

8.2.2.2. Ilpoctocio déppatog

IIpootacia Tov déppatoc:
oS8 epyaoTnpion

IIpootacio TOV (EPLOV:
IIpoototevtikd yévtio

8.2.2.3. TIpo6TOGio TOV UVITVEVGTIK®OV 06OV

Agv vrdpyovv emmAéov TANpopopie

8.2.2.4. Ogppkoi kivovvor

Aev vrdpyovy emmAfov TANpoPopieg

8.2.3. Opro0étnon kK TapakorovOnon tng mepiparhovroroyikig £kOeong o€ kivovvo

Agv vrdpyovv emmAéov TANpoPopieg

TMHMA 9: ®vo1kég Kol (NUIKEG 1010TNTEG

9.1. Zroyegio Yo TG PAGIKES QUGIKES KoL YNUIKES 1G0T TES

Duowr Kotdotoon T Zteped
APDOUOL © Mn dwbéopo
Oopny © Mn dwbéopo
Op1o oopng © Mn dwbéopo
Enueio théewg : Mn dwbéopo
Enpeio mh&ewg : Mn dwbéopo
Enueio Bpacpod © Mn dwbéopo
Evpiextomra © Mn dwbéopo
Opra kvdvvov ekpnéemg 1 Agv oydet
Xoapniotepo O6pro £xpnéng T Agv oydet
Avdrtato 6pro ekpn&dmrag T Agv ioydet
Inueio avaereéng 1 Agv oydet
Bgppokpacio avtavapreéng 1 Agv oydet
Ogppokpacio arocHvieong © Mn dwbéopo
pH © Mn dwbéopo
Awdropo pH © Mn dwbéopo
1EDOES, Kivepatikog (1)) T Agv oydet
Awdvtomto : Mn dwbéopo
YUVTELEGTNG KATAVOUNG G€ UElY L0 N-OKTAVOANG/VEPOD © Mn dwbéopo
(Log Kow)

Tdon oTumdv © Mn dwbéopo
ITieon atpov og Beppokpacio 50°C © Mn dwbéopo
IMukvomta © Mn dwbéopo
EYETIKN TOKVOTNTA © Mn dwbéopo
ZyeTikn TukvOTTA ATU®V 6Tovg 20°C 1 Agv oydet
Méyebog copatidiov © Mn dwbéoyo

9.2. Aoutéc TAnpogopicg

9.2.1. ITknpo@opics GYETIKA PE TIS KLAGELS PUOIKOD KIvdHVOU

Agv vrdpyovv emmAéov TANpoPopieg
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3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Agltio Agdopévov Acpaleiog

ooppava pe ov Kavoviopd REACH (EK) 1907/2006 6mog tpomomodnke omd tov Kavovioud (EE) 2020/878

9.2.2. AMha YOpaKTNPLOTIKG A6QUAEiNG

Agev vrdpyovy emmA£ov TANpoPopieg

TMHMA 10: Z100gpdtnTO KO OVTIOPOCTIKOTITO.

2t00epd VIO KAVOVIKEG GUVOTKEG.

Agev vrdpyovy emmAfov TANpoPopieg

Kavévag yvootog/-1/-6.

Agv vrdpyovv emmAéov TANpoeopie

Koapia o kavovikn xprion. BAéne tunqpa 7.

Ortav Beppaivetat péypt Tov oNUEIOL SIUOTOONG, EKTEUTEL EMKIVOVLVOVS KOTTVOUG.

TMHMA 11: To&ikoloyikég TANpoPopisg

Oé&ela to&icdmra (amd 6TdN0TOC) . EmProfés o nepintoon kotdmoongs.

Oé&eia to&ucdt o (deppoTicn) . EmProféc og emaon pe to déppa.

Oé&eia to&icdmra (avamvon) . EmProfés o nepintoon gionvonc.
AGBpmon ko epediopog Tov dEppatog © Mn tag&wvopnpévog (EAreipatikd dedopéva)
ZoPapn opOaipikr BAAPN/epediondg : Mn ta&vopnpévog (EArepatikd dedopéva)
EvawsOntonoinon tov avomveuotikod 1 1 Mn ta&wvopnpévog (EAeparticd dedopéva)
guaednToToinon Tov SEPUATOG

MetaAho&ryéveon YEVWNTIKOV KUTTAP®OV © Mn ta&wvopnpévog (EAreipatikd dedopéva)
Kapxwoyéveon © Mn taé&wopnuévog (EAreipatikd dedopéva)
To&wdTTa Y10 TV AVOTOPOY®OYN © Mn ta&wopnpévog (EAepatikd dedopéva)
Ewum to&wotnto ota dpyava-otoyovs (STOT) — : Mn ta&vopnpévog (EAreipatikd dedopéva)
epanag £xbeon

Ewwn to&icomra ota opyava-otoyovs (STOT) — © Mn ta&wvopunpévog (EAepaticd dedopéva)
emavelAnupévn ékbeon

Enmkivduvomra avappoonong : Mn taé&wvopnuévog (Advvapio GuAROYAG SESOUEVMV Y10l TEXVIKOVG AOYOUG)

Agv vrdpyovy emmA£ov TANPOPOpieg

TMHMA 12: OwoAroyikég TANPOQOpPiES

Owoloyia - yevikd © Aev mopovcidlet Waitepo Kivouvo yio to meptBaiiov.
Emivduvo yio to vddtvo meptBaiiov, Ppayvrpddecpog @ Mn ta&wounuévog (EAelaticd dedopéva)

(080¢)

Emkivduvo yio to vddtivo meptBailov, pakporpdbeopog : Mn ta&wounuévog (EAelaticd dedopéva)

(xpoV10G)

Aev voiotaton Tayeio amocvvieon
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3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Agltio Agdopévov Acpaleiog

ooppava pe ov Kavoviopd REACH (EK) 1907/2006 6mog tpomomodnke omd tov Kavovioud (EE) 2020/878

Agv vdpyovv emmAfov mANpoPopieg

Agv vrdpyovv emmAéov TANpoeopieg

Agv vrdpyovy emmA£ov TANPOPopieg

Agv vrdpyovy emmA£ov TANPOPopieg

Aev vrdpyovy emmAfov TANpoPopieg

Agv vrdpyovy emmAfov TANpoPopieg

TMHMA 13: Xtovyeio oyeTika pe T 61d0gon

Agv vrdpyovy emmAfov TANpoPopieg

TMHMA 14: ITAnpo@opieg 6YETIKA PE T1| PETAPOPE.

Zopeovo pe ADR /IMDG / IATA
ADR IMDG IATA

14.1. ApOpog OHE 1 aprOpog tovtétnTog

Aev 1oy0et ‘ Aev woydet | Agv woyvet

14.2. Oweia ovopacio arostolig OHE

Agv 1oy0et ‘ Agv 1oy0et | Aev 1oydet

14.3. Taén/-e1g KtvdOvov KaTa TN HETO.POPE

Aev 1oy0et ‘ Aev woydet | Agv et

14.4. Opdodo cvokevaciog

Agv 1oy0et ‘ Aev 1oy0et | Aev 1oybdet

14.5. Mep1porlovTiKi ETKIVOVVOTNTO

Agv 1oy0gL Agv 1oyvet Aev 1oydet

Aev vapyovv emmAfov Stabéotpeg TANPoPopies

Eniyewo petagopa
Agv 1oydel

petagopd pécw Baraoong
Aev woyvet

Evaépra petagopd
Agev 1oy0et
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3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Agltio Agdopévov Acpaleiog

ovppmva pe tov Kavoviepd REACH (EK) 1907/2006 énwg tpomonomfnke amd tov Kavoviopd (EE) 2020/878

14.7. @aldooreg peTa@opis yOoNy cvppmva pe Tig Tpasels ron IMO

Agev 1oy0et

TMHMA 15: Ztorygio vopoOetikod yopaxtipo

15.1. Kavovicpoi/vopoOecio 6yeTikd pe TNV 06QAAELN, TNV VYEIO KO TO TEPLBAALOV VIO TNV OVGIA 1] TO pEIYRO
15.1.1. kavoviopoi EE

Hapaptnpa XVII Too REACH (ITIpoimobéceig mepropiopov)

Aev nepihappaveton oto [oapapmuo XVII tov REACH

Hopaptpae XIV Tov REACH (Katdhloyog ad€1086tn0mG)

Aev nepihappaveron oto [Mapapmua XIV tov REACH (Katdloyog adeioddtnong)
Katdroyog vroynerov oveidv REACH (SVHC)

Aev teptlapfavetol 6Tov Katdioyo vroyneiev ovcuwv REACH

Kavoviopég PIC (EE 649/2012, ITponyoduevn cuvaiveon petd omdé evpépmon)
Aev gpapuoletat.

Kavoviopog POP (EE 2019/1021, 'Eppovot opyavikoi pomor)

Aev gpappoletat.

Kavoviopdg mepi e€aobévnong Tov 6Covrog (EE 1005/ 2009)

Aev nepihapfavetor 6tov Katdroyo ovoidv mov eEacbevitovv to 6lov (Kavoviopog EE 1005/2009)

Kavoviopog mepi ekpnkTik@v podpopov ovordv (EE 2019/1148)

Aev mepiéyer kapia ovsia(eg) mov mephappavetar(oviat) otov KatdAoyo Tpddpopmv ovoimv ekpnktikdv (Kavoviopoc EE 2019/1148 oyetikd pe v epmopio kot
™ xpHon TPOSPOU®Y OLCLDY EKPNKTIKDOV)

Kavoviopdg mepi mpodpopmv oveidv vapkotikav (EK 273/2004)

Aev mepiéyet ovoio(eg) mov mepthapfavetay(oviat) 6Tov Katdhoyo pddpopmv ovetdv vapketikdv (Kavoviopog EK 273/2004 oyeticd pe Tig tpoddpopes ovoieg
VOPKOTIKOV)

15.1.2. EOvikég drotaserg

Agv vrdpyovv emmAéov TANPOPOpieg

15.2. A&orhdynon ymuikig ocQaielog

Agv vrdpyovv emmAéov TANPoPopieg

TMHMA 16: ALLheg TANPOQOPiES

Emoipaven alhoydv:
Ta&wounen g ovsiag 1 Tov peiypotoc.

M peg keipevo ppacswv H ko EUH:

Acute Tox. 4 (A6 Tov O&eia To&otnta (amd Tov 6TOHATOG), KaTtnyopia 4
GTOHATOG)

Acute Tox. 4 (Ad g O&ela to&ucodmra (14 ™G elomvong), Kotnyopia 4
€10TVONC)

Acute Tox. 4 (A4 Tov O&ela to&ucomra (14 Tov déppatog), koTnyopio 4
déppatog)

H302 Emprofés oe nepintwon kordmoong.

H312 Empropés oe emapn pe to dépua.

H332 Emprofé oe nepintoon eiomvonc.

Aghtio Agdopévov Acpadeiog (AAA), EE
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3-(2-Chloroethyl)-2-hydroxy-1,3,6,2-oxadiazaphosphonane 2-oxide
Agltio Agdopévov Acpaleiog

ovppmva pe tov Kavoviepd REACH (EK) 1907/2006 énwg tpomonomfnke amd tov Kavoviopd (EE) 2020/878

ATIOITOIHXZH EY®NHZX Ot mAnpo@opieg mov TEPLEYOVTAL G€ VT TO SEATIO TPOEPYOVTUL OO TNYES TIG 0oieg Bewpovpe aglomiotes. [lapdra owtd, divovrar

YOPig Kapio eyydnon, pnty N appnTn, Yot TV aKpifeid Toug.
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