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An LC-MS/MS Method for Quantitative Determination of ten nitrosoamines
in pharmaceutical compounds.
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Summary

Nitrosoamines are considered to have high carcinogenic potency, and several medications have
been subject to recall worldwide due to the presence of these impurities. To ensure the safety
of pharmaceutical products, it is important to establish an analytical method for the quantitative

detection of nitrosoamines.

In this study, an LC-MS/MS method was validated for the quantitative detection of ten
nitrosoamines. Good linearity with a correlation coefficient (R?) > 0.998 was achieved at the

concentration range of 0.5-10 ng/mL.

By this method, we analyzed twelve kinds of commercially available chemical reagents, which
are also used for pharmaceutical compounds, but nitrosamines were not detected.
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=tV TIVH AFEEINE (ng 1)
NDMA 96.0
NDEA 26.5
NMBA 96.0
NMPA 34.3
NEIPA 26.5
NDIPA 26.5
MeNP 26.5
NDBA 26.5
NMOR 127
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RT Cone |Collision b4 (Ghps)
SAMPE | (min) e V) | (eV) Nol Ay (S980%)
MeNP | 10 1301 | 577 10 15 o Rhad il
NDMA | 22 75.1 580 30 10 No.2 ANRPN G 2 (>980%)
NMOR | 31 1171 | 863 30 10 No.3 JULAF LY HEE (>960%)
NMBA | 36 1471 | 1171 10 5 Nod IAZF Y (>980%)
NDEA | 51 1032 | 749 30 10 T s
NEIPA | 63 1172 | 749 20 10 No> LAETY dd (?98‘0 %)
NDIPA 73 1312 89]. 20 20 N06 7Tz 4" VAV ﬂ‘ v ‘/fﬁﬁ&ﬁ—ﬁ (>980%)
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ik AL A 30T ). COWAE 4,000 rpm THEA
05~10 ng/mLOMWEDIOMMD =T OV T3 ¥ 47y, Co ki 1 mLEEMICREY, KK
PREIIC BT, §NTORIPTRERE R = 9 mLE ARTHI Oz 7415 —2ilBL,
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[menP] |NDMA] |NMOR] |NMBA|] |NDEA| |NIPEA] |NDIPA] |NMPA| |NDPA| |NDBA
1| ARILEY, 106 | 22 3.0 36 5.1 6.3 13 15 73 85
2 [ AR5 095 | 22| | 30 36 5.1 6.3 7.3 15 78 o2
3 [oanati iy 095 | [ 22| | a0 36 5.1 63 |10 95
4 [THRF 095| |22 | 30 36 5.1 6.3 7.3 7.5 7.8 9.6
5 |LlieFus, 095 7227 | 30 26 5.1 6.3 13 75 | | 78 |87
6 | ZoF¥UI L Ty 095| |22 | 30 3.6 5.1 63 [13 95
1| ArE s 59 095 | | 22 3.0 36 54 1.3 15 78| | 95
8 [oOIz=53 095| | 22 30 36 54 7.3 75| | 78| |95
9 [rUATF 095 |22 ] | 30 36 5.1 6.3 6.8 9.5
10| FOFEE 095 | | 22 30 36 |44 6.3 73 75 78 | | 95
EFOFLJ0E L o _ /
11 EAO—R 0.95 22 30 36 5.1 6.3 7 6 15 18 95
EFOFLTFIL ' ' I
s e 0.95 22 30 36 5.1 6.3 7.3 15 78 95
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