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https://www.nmpa.gov.cn/xxgk/zhcjd/shpjd/shpjdyp/20241220171327110.html
https://www.nmpa.gov.cn/xxgk/zhcjd/shpjd/shpjdyp/20241220171327110.html
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https://www.nmpa.gov.cn/xxgk/ggtg/ylqxggtg/ylqxqtggtg/20250106163553156.html
https://www.nmpa.gov.cn/xxgk/ggtg/ylqxggtg/ylqxqtggtg/20250106163553156.html
https://www.nmpa.gov.cn/xxgk/ggtg/ylqxggtg/ylqxqtggtg/20250106163553156.html
https://www.nmpa.gov.cn/xxgk/ggtg/ylqxggtg/ylqxqtggtg/20250106163553156.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypshmshxdgg/20250113163308103.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypshmshxdgg/20250113163308103.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypqtggtg/20241227155930147.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypqtggtg/20241227155930147.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypqtggtg/20241227165112181.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypqtggtg/20241227165112181.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypqtggtg/20241230171932133.html
https://www.nmpa.gov.cn/xxgk/ggtg/ypggtg/ypqtggtg/20241230171932133.html
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https://www.cfdi.org.cn/cfdi/resource/news/16160.html
https://www.cfdi.org.cn/cfdi/resource/news/16164.html
https://www.cfdi.org.cn/cfdi/resource/news/16164.html
https://www.cfdi.org.cn/cfdi/resource/news/16165.html
https://www.cfdi.org.cn/cfdi/resource/news/16162.html
https://www.cfdi.org.cn/cfdi/resource/news/16162.html
https://www.cfdi.org.cn/cfdi/resource/news/16163.html
https://www.cfdi.org.cn/cfdi/resource/news/16163.html
https://www.cfdi.org.cn/cfdi/resource/news/16166.html
https://www.cfdi.org.cn/cfdi/resource/news/16166.html
https://www.cfdi.org.cn/cfdi/resource/news/16261.html
https://www.cfdi.org.cn/cfdi/resource/news/16265.html
https://www.cfdi.org.cn/cfdi/resource/news/16254.html
https://www.cfdi.org.cn/cfdi/resource/news/16254.html
https://www.cfdi.org.cn/cfdi/resource/news/16292.html
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https://www.cde.org.cn/ichWeb/guideIch/toGuideIch/1/0
https://www.cde.org.cn/ichWeb/guideIch/toGuideIch/1/0
https://www.cde.org.cn/ichWeb/guideIch/toGuideIch/1/0
https://www.cde.org.cn/ichWeb/guideIch/toGuideIch/1/0
https://www.cde.org.cn/ichWeb/guideIch/toGuideIch/1/0
https://www.cde.org.cn/zdyz/listpage/c6687839f21a799206b8ff9b83a808ba
https://www.cde.org.cn/zdyz/listpage/c6687839f21a799206b8ff9b83a808ba
https://www.cde.org.cn/zdyz/listpage/c6687839f21a799206b8ff9b83a808ba
https://www.cde.org.cn/zdyz/listpage/c6687839f21a799206b8ff9b83a808ba
https://www.cde.org.cn/zdyz/listpage/c6687839f21a799206b8ff9b83a808ba
https://www.cde.org.cn/zdyz/listpage/c6687839f21a799206b8ff9b83a808ba
https://www.cde.org.cn/main/news/viewInfoCommon/196f2d48912515aa6ca3175f545ebee8
https://www.cde.org.cn/main/news/viewInfoCommon/196f2d48912515aa6ca3175f545ebee8
https://www.cde.org.cn/main/news/viewInfoCommon/6f97839c1158101e7b20c704a401f915
https://www.cde.org.cn/main/news/viewInfoCommon/6f97839c1158101e7b20c704a401f915
https://www.cde.org.cn/main/news/viewInfoCommon/6f97839c1158101e7b20c704a401f915
https://www.cde.org.cn/main/news/viewInfoCommon/8c3711a8f074fc6ae313b6338d7f15dd
https://www.cde.org.cn/main/news/viewInfoCommon/8c3711a8f074fc6ae313b6338d7f15dd
https://www.cde.org.cn/main/news/viewInfoCommon/8c3711a8f074fc6ae313b6338d7f15dd
https://www.cde.org.cn/main/news/viewInfoCommon/5640e6592dcdfc6434aec8baa07601c0
https://www.cde.org.cn/main/news/viewInfoCommon/5640e6592dcdfc6434aec8baa07601c0
https://www.cde.org.cn/main/news/viewInfoCommon/d4bfc1fed4662964ff67ee71d84edd14
https://www.cde.org.cn/main/news/viewInfoCommon/d4bfc1fed4662964ff67ee71d84edd14
https://www.cde.org.cn/main/news/viewInfoCommon/3c899468cd06378418e190c6715d5aa8
https://www.cde.org.cn/main/news/viewInfoCommon/3c899468cd06378418e190c6715d5aa8
https://www.cde.org.cn/main/news/viewInfoCommon/3c899468cd06378418e190c6715d5aa8
https://www.cde.org.cn/main/news/viewInfoCommon/196f2d48912515aa6ca3175f545ebee8
https://www.cde.org.cn/main/news/viewInfoCommon/196f2d48912515aa6ca3175f545ebee8
https://www.cde.org.cn/main/news/viewInfoCommon/88fe69c55adc6d4b15152102fcfd003a
https://www.cde.org.cn/main/news/viewInfoCommon/88fe69c55adc6d4b15152102fcfd003a
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https://www.cde.org.cn/main/news/viewInfoCommon/da6047f52aedee4ca9ed09e93517d43b
https://www.cde.org.cn/main/news/viewInfoCommon/da6047f52aedee4ca9ed09e93517d43b
https://www.cde.org.cn/main/news/viewInfoCommon/dd5fa3e6c98215c76062d666348671ea
https://www.cde.org.cn/main/news/viewInfoCommon/dd5fa3e6c98215c76062d666348671ea
https://www.cde.org.cn/main/news/viewInfoCommon/50c3206e4050c986c01cbbced0eb583f
https://www.cde.org.cn/main/news/viewInfoCommon/50c3206e4050c986c01cbbced0eb583f
https://www.cde.org.cn/main/news/viewInfoCommon/f68db45c2e6f204340621d77ad4bbd76
https://www.cde.org.cn/main/news/viewInfoCommon/f68db45c2e6f204340621d77ad4bbd76
https://www.cde.org.cn/main/news/viewInfoCommon/310057ee7166bc48a5c5bcdb1800f0c4
https://www.cde.org.cn/main/news/viewInfoCommon/310057ee7166bc48a5c5bcdb1800f0c4
https://www.cde.org.cn/main/news/viewInfoCommon/f8e34c69e903421fec588554fbfefb88
https://www.cde.org.cn/main/news/viewInfoCommon/f8e34c69e903421fec588554fbfefb88
https://www.cde.org.cn/main/news/viewInfoCommon/2a6c8e742e94922202a3fe44344c895f
https://www.cde.org.cn/main/news/viewInfoCommon/2a6c8e742e94922202a3fe44344c895f
https://www.cde.org.cn/main/news/viewInfoCommon/305cde21534a949129c0a07b78788272
https://www.cde.org.cn/main/news/viewInfoCommon/305cde21534a949129c0a07b78788272
https://www.cde.org.cn/main/news/viewInfoCommon/73938d61f826da008c231eef052840d8
https://www.cde.org.cn/main/news/viewInfoCommon/73938d61f826da008c231eef052840d8
https://www.cde.org.cn/main/news/viewInfoCommon/73938d61f826da008c231eef052840d8
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http://app.nifdc.org.cn/jianybz/jybzTwoGj.do?formAction=listTsDalid&type=ybc&page=list_ybc
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REAL | T ARRLAERERGRIREERNAT (B2

& %) 2025. 01. 02
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Korean Pharmacopoeia (Twelfth Edition)
_ N/A
ST ETE e
SMF (Site Master File) template
N/A
A% L swr o #ix /
General Chapter <1132.1> Residual Host Cell
Protein Measurement in Biopharmaceuticals by
Liquid Chromatography—Mass Spectrometry
Big <1132.1> FBAHEIE -5 AN B AV 25+ 5k E
18 40 H R
ARLY P
1. In the INTRODUCTION AND SCOPE section, the term
‘Residual HCP ELISA’ 1is being revised to ‘HCP
USP ELISA” to align with the Expert Committee’ s | 2024.11.01
decision on a public comment received.
2. In the 4.1 Sample Preparation section, the
term ‘product’ is being revised to ‘product
protein’ in one instance to improve clarity.
3. In the 5.1 Methods for HCP
Quantitation section, the term ‘product’ 1is
being revised to ‘product protein’ in three
instances to improve clarity.
USP Polyethylene Glycol RZ—FF A KRB EHH 2024. 12. 27
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https://www.chp.org.cn/#/business/standardDetail?id=67735f56bd8c7aa6dc15fcfd
https://www.chp.org.cn/#/business/standardDetail?id=67735f56bd8c7aa6dc15fcfd
https://www.chp.org.cn/#/business/standardDetail?id=67735eabbd8c7aa6dc15fcf2
https://www.chp.org.cn/#/business/standardDetail?id=57a55441-2a87-4775-b1da-13124186cec0
https://www.mfds.go.kr/eng/brd/m_18/view.do?seq=71538
https://www.pmda.go.jp/files/000225018.pdf
https://www.uspnf.com/notices/polyethylene-glycol-announcement-20241227
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Drug Compliance Programs

FDA 685 51 2% Tl

N/A

Marketing Submission Recommendations for a Predetermined
Change Control Planfor Artificial Intelligence—Enabled
Device Software Functions

R NI e s B A D e Tl e 22 S # ] o R A il

2024.12.04

M15 General Principlesfor Model-Informed Drug Development

M15 J TR 1 20T A — B U

2024.12.30

E6(R3) Good Clinical Practice:Annex 2
E6 (R3) RAUFIRPRSLER: Fffs% 2

2024.12.30

E11A Pediatric Extrapolation Guidance for Industry
E11A JLEH 25 4MEZAT iR/

2024.12.30

Advanced Manufacturing Technologies Designation Program
Guidance for Industry

FerE G SO SR € T Tk AR

2024.12.30

CDER Nitrosamine Impurity Acceptable Intake Limits

FDA Xof - VA & 2% o3 ] 42 52 F5 N 5 A 25 1) B

Table 1: FDA Recommended AI Limits for Certain Hypothetical
NDSRIs and Other Identified Nitrosamine Impurities

x 1. EEE N2 E E R AR T R O T e 2 I8 T VAo S e
fE e B NDSRT FHHA U 2 B AR e B i ) AT BRAE

Table 2: FDA Recommended AI Limits for Certain Nitrosamine
Impurities Based on Compound-Specific Carcinogenicity and
Mutagenicity Data or Read—Across Analysis from a Surrogate
* 2. FEEGMAAGYE )RR FLTEZ R AL FRAE
TR AW ) B0 1 A0 SR M B AR 58 LAy Hir

Table 3: Recommended Interim AI Limits*% for Certain
Nitrosamine Impurities** for Approved or Currently
Marketed Products

x 3 FEAHAR B @ BUIm T AT BRAEk, & T O3k
()= I i s

Table 4: Recommended Implementation Timelines

x4 BUHISLHER AR

Table 5: Recommended Analytical Testing Methods

b HEER BRI TV

2024.12.30
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https://www.fda.gov/drugs/guidance-compliance-regulatory-information/drug-compliance-programs
https://www.fda.gov/media/166704/download
https://www.fda.gov/media/166704/download
https://www.fda.gov/media/166704/download
https://www.fda.gov/media/184747/download
https://www.fda.gov/media/184746/download
https://www.fda.gov/media/161190/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/cder-nitrosamine-impurity-acceptable-intake-limits
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/cder-nitrosamine-impurity-acceptable-intake-limits
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/cder-nitrosamine-impurity-acceptable-intake-limits
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Nitrosamine Name < | Source* “ | Potency Category % | Recommended Al Limit s
N-nitroso-abacavir Abacavir 5 1500 ng/day
N-nitroso-acarbose Acarbose 5 1500 ng/day
N-nitroso-acebutolol Acebutolol 4 1500 ng/day
N-nitroso-albuterol Albuterol 5 1500 ng/day
N-nitroso-desmethyl-almotriptan Almotriptan 1 26.5 ng/day
N-nitroso-desmethyl-amitriptyline Amitriptyline 1 26.5 ng/day
N-nitroso-amlodipine Amlodipine 5 1500 ng/day
N-nitroso-amoxapine Amoxapine 3 400 ng/day
N-nitroso-arformoterol Arformoterol 4 1500 ng/day
N-nitroso-argatroban Argatroban 4 1500 ng/day
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Recommended Al Limit Date Added
Nitrosamine Name < | Source “ | (ng/day) % | Surrogate < | to Table -
N-nitroso-atomoxetine Atomoxetine 100 4-(methylnitrosoamino)-1-(3- 12/1/2023
pyridinyl)-1-butanone (NNK)
N-nitroso-piperazine Ciprofloxacin 1300 N-nitroso-piperidine (NPIP) 9/4/2024
(NPZ)
N-nitroso-duloxetine Duloxetine 100 4-(methylnitrosoamino)-1-(3- 8/4/2023
pyridinyl)-1-butanone (NNK)
N-nitroso-fluoxetine Fluoxetine 100 4-(methylnitrosoamino)-1-(3- 10/11/2023
pyridinyl)-1-butanone (NNK)
N-nitroso- Methylphenidate | 1300 N-nitroso-piperidine (NPIP) 9/4/2024
methylphenidate
N-nitroso-dimethylamine | Multiple 96 Compound specific 9/4/2024 ***
(NDMA)
N-nitroso-diethylamine Multiple 26.5 Compound specific 9/4/2024 ***
(NDEA)
N-nitroso-vonoprazan Vonoprazan 96 N-nitroso-dimethylamine (NDMA) 9/4/2024
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Nitrosamine Recommended Interim Recommended Interim Estimated

Name “ | Source < | Al Limit (ng/day) Control Limit (ppm) % | Duration** =

1-methyl-4- Rifampin (injection) 3,000 ng/day 5 ppm 8/1/2025

nitrosopiperazine

(MNP)

N-nitroso-ciprofloxacin | Ciprofloxacin (tablets) 12,000 ng/day 8 ppm 3/31/2025

N-nitroso-dorzolamide | Dorzolamide (single 500 ng/day 139 ppm 8/1/2025
ingredient product only)

N-nitroso-protriptyline Protriptyline 3,000 ng/day 50 ppm 8/1/2025

N-nitroso-sertraline Sertraline 600 ng/day 3 ppm 8/1/2025

R A U SEHE [A) R

Nitrosamine Impurity

NDSRIs

Small Molecule Nitrosamines

“ Performing Risk Assessment <

November 1, 2023

March 31, 2021
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When a risk is identified
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Confirmatory Testing <

When a risk is identified

August 1, 2025

October 1, 2023

Submission of Required Changes

LV R

a
v
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Drug name (nitrosamine) Method < | Table =
Angiotensin Il Receptor Blocker (ARB): RapidFire-MS/MS method: a method that can detect NEIPA, NDIPA, 10/1/2024*
Valsartan, Losartan, and Irbesartan (NDIPA, NDBA, and NMBA. We do not recommend using_this method to detect
NEIPA, NDBA, NMBA) NDMA or NDEA because it is less sensitive to those impurities.
Angiotensin Il Receptor Blocker (ARB): Combined headspace method: a GC/MS method that allows 10/1/2024*
Valsartan, Losartan, and Irbesartan (NDMA, determination of both N-Nitrosodimethylamine (NDMA) and N-
NDEA) Nitrosodiethylamine (NDEA)_simultaneously
Angiotensin Il Receptor Blocker (ARB): Combined direct injection method: a GC-MS/MS method that allows for 10/1/2024*
Valsartan, Losartan, and Irbesartan (NDMA, determination of both NDMA and NDEA simultaneously
NDEA)
Angiotensin Il Receptor Blocker (ARB): Headspace GC-MS method: a method that can detect NDMA, NDEA, 10/1/2024*
Valsartan, Losartan, and Irbesartan (NDMA, NDIPA, and NEIPA
NDEA, NDIPA, NEIPA)
Angiotensin Il Receptor Blocker (ARB): Direct injection GC-MS method: a method that can detect NDMA, NDEA, | 10/1/2024*
Valsartan, Losartan, and Irbesartan (NDMA, N-Nitrosodiisopropylamine (NDIPA), N-Nitrosoethylisopropylamine
NDEA, NDIPA, NEIPA, NDBA) (NEIPA), and N-nitrosodibutylamine (NDBA)
Angiotensin Il Receptor Blocker (ARB): LC-HRMS method: a method that can detect NDMA, NDEA, NEIPA 10/1/2024*
Valsartan, Losartan, and Irbesartan (NDMA, NDIPA, NDBA, and N-Nitroso-N-methyl-4-aminobutyric acid (NMBA)
NDEA, NDIPA, NEIPA, NDBA, NMBA)
Bumetanide LC-ESI-HRMS Method for the Determination of N-Nitroso-Bumetanide 2/23/2024
Metformin (NDMA) LC-HRMS method: an LC-MS method for the detection of NDMA in 10/1/2024*
metformin drug_substance and drug_products
Metformin (NDMA, NDEA, NEIPA, NDIPA, LC-ESI-HRMS method: an LC-HRMS method for the measurement of 10/1/2024*
NDPA, NMPA, NDBA, NMBA) amounts of eight nitrosamine impurities in metformin drug substance and
drug_products
Propranolol LC-ESI-HRMS Method for the Determination of N-Nitroso-Propranolol 2/23/2024
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https://www.edqm.eu/en/quality-management-qm-documents
https://www.pda.org/bookstore/pda-bookstore/bookstore-search?Keywords=&SortOrder=DESC&TypeFacet=&Categories=9a3ee22c-a74b-4e1e-9571-9af7487c4f25
https://www.edqm.eu/documents/52006/279643/2.Certification+of+Suitability+to+the+Monographs+to+the+European+Pharmacopoeia+Terms+of+Reference+and+Rules+of+Procedure+%28PA_PH_CEP+%2801%29+1%2C+12R%2C+September+2021%29.pdf/fa28b4b0-5173-2a89-0e9c-52026380cc67?t=1640164807660



