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Elemental impurities (ICH Q3D) and nitrosamine risk assessment and control strategy.
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1  Elemental impurities — ICH Q3D risk assessment ;T ZZ5 — ICH Q3D K& iF(E

The risk assessment follows the ICH Q3D(R2) guideline and the corresponding general chapter on elemental impurities.
Each element is assessed against its source, the probability of introduction and the ability of the process to remove it.

Where no risk of introduction exists, periodic or skip testing is justified; where risk exists, routine testing with a
validated ICP-MS method is applied.

RBIT(HRIE ICH Q3D(R2) RABRFTTRAEAFEN, FEXRIHMEESIAKIR. SIATBEMRTZEMREN. NFESIAXKRE, RAEEG
FRi; FENKRN, RAZKIER ICP-MS FiEEHtaK.

" _ PDE oral PDE parenteral
Cl 7] El tTtE . . t i Control =l
ass %3l ement TTE CI6R PDE S£81 PDE ssessment (G ontrol 2l

1 Cd 5 pg/day 2 ug/day TEERM; KEFTE  [tobe
&. KSEENBES]  confirmed ]

1 Pb 5 pg/day 5 ug/day A

1 As 15 pg/day 15 ug/day

1 Hg 3 pg/day 3 ug/day

2A Co 50 pg/day 5 pg/day BAFISEZREZXE [tobe
ATREME confirmed ]

2A \Y 100 pg/day 10 pg/day
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ol s El tRE PDE oral PDE parenteral o ¢ TS Control $5)
ass 3 ement JtH 18R PDE 184 PDE ssessment 7 ontrol &
2A Ni 200 ug/day 20 pg/day
2B Ag, Ay, Ir, Os, Pd, Pt, Rh, BRI EEERM; XEFE  [tobe
Ru, Se, Tl BRI G confirmed ]
3 Ba, Cr, Cu, Li, Mo, Sb, Sn BREITE Ok PDE 855 1F5Y [ to be

FIBEMIMTAL confirmed ]

PDE values are quoted from ICH Q3D(R2) for reference only and must be verified against the current guideline edition and the applicable route
of administration before use in a filing.

PDE {85/ 8 ICH Q3D(R2), {Xi#t5%E; BT M B RENEZITMITIEMIRA SOER LB IR,
Test method and limits #7535 5 RE

Method /5% ICP-MS, validated per USP <233> [ Ph. Eur. 2.4.20
ICP-MS, & USP <233> [ BRlZ48E 2.4.20 3GiF

Target elements EliftH [ to be confirmed ]
(BINZE/NVEE Class 15 Class 2A)

Frequency 5/R [ to be confirmed ]
(it | T8 | 38, ENFQEICHRE)

Conclusion i [ to be confirmed ]
(REEER: /R /=)

2 Nitrosamine risk assessment and control strategy I iz XU B& i F(dG 5 $5 5 SR

The assessment follows the current FDA and EMA guidance on nitrosamine impurities in human medicines, and covers
every potential source of secondary or tertiary amines together with nitrosating agents. Where a risk of formation or
carry-over cannot be excluded by design, a validated LC-MS/MS method with a limit of quantitation of [ to be
confirmed ] ppm, or lower, is applied.

RIHMEKIEIIT FDA 5§ EMA X F ARG RIERRZFRNIERE, BEMRIMES TEAEFINMEREERR. NAEBEIRITHIRAZ A S
HXRR, REAZWIA LC-MS/MS 7534, T=R [ #FiA 1 ppm HER.

Risk source R &R Assessment i Control measure 12§55
Raw materials fEi8¥H 5 &R ERTFEREEN TR RS [ to be confirmed ]

*4

Solvents and reagents ;37 ERERMIE. MRS AEER RS [ to be confirmed ]
5t

Catalysts 1L =L ERERAEK [ to be confirmed ]

Equipment and utilities i8& &R, BEEF. BER. ZE55KHNRXSHE [ to be confirmed ]
5/ HI%E AIREME

Packaging B13&#1#] AN EM 2B S FEEBNFIH L L FIR [ to be confirmed ]
Cross-contamination X5 H&R5EEHRIIESE [ to be confirmed ]
i
Storage and transport "% A TREA L RERR [ to be confirmed ]
5iak
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Control strategy summary & &l E

IC-03

Element & Statement ixBg

Overall risk conclusion [ to be confirmed ]

BIRRBEELEIE

Testing frequency [ to be confirmed ]

FLMSTR

Acceptance limit [ to be confirmed ]

AEZRE (IREREMSFIERE)

00S handling FEHRAE. HRRSE. BANEF

IR E

Change notification [Ffl. T2 N EEE R E AR B =
TEEA

Statement =HA

report, including raw data, is available under a confidentiality agreement.

AEZEREDINERME.
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The risk assessments above are maintained by the manufacturing site's quality unit, reviewed at defined intervals, and
re-assessed whenever a change is made to raw materials, process, equipment or packaging. The completed assessment

EFRRIMERE R EE 1, EAERPES; Bi. 12, REAERRETENERTEL, TEIMGRS (BRGEHE)

Date HER:

Date HER:

Date HER:

TWRE
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