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An LC-MS/MS Method for Quantitative Determination of six 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 six
nitrosoamines. Good linearity with a correlation coefficient (R?) >0.998 was achieved at the

concentration range of 0.1-1000 ng/mL.

By this method, we analyzed ten kinds of commercially available chemical reagents, which are
also used for pharmaceutical compounds, and detected NMBA and NDEA in losartan.
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NDMA 96.0
NDEA 265
NMBA 96.0
NMPA 343

NIPEA (NEIPA) 265
NDIPA 265
MeNP 265
NDBA 265
NMOR 127
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LC&M
#E ¢ ACQUITY UPLC H-Class PLUS ¥ A7 A
717 A 5 ACQUITY UPLC HSS T3, 1.8 um, 3.0% 100 mm
717 Ak 40T
EAR  10ul
JE © 05 mL/min
BEFA © 0.1%F HARB
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0~057  (A) 95% (B) 5%
05~10% (A) 95 —>5% (B) 5% — 95%
MS&ft
B Xevo TQ-XS% » 7 2 MU H A BV & 7041 51
44 ftE—F : APCI
Voltages
mode : current
corona : 1.0 [uA]
cone : 25 [V]
Gas Flow
desolvation : 800 [L/hr]
cone : 150 [L/hr]
nebulizer : 4.0 [Bar]
APCI probe temp : 450C
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NDMA 75.1 25 10
58
46.9 15
NDEA 103.2 30
749 10
57.1 16
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103.2 12
44 11
NMBA 147.1 20
1171 4
431 17
NEIPA 1172 20
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471 12
NDIPA 131.2 15
89.1 8
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NDEA [103.2 > 46.9]

pynry | el | eopmi | ERRE [ EMRI [ [ iR
(4986 mg 14454 1.38
24995 mg 12707 1.18 0
3500.6 mg 13063 1.22
10 mL 97.4% 132
5015 mg 100475 11.12
@500.6 mg 100145 11.08 10
3)501.3 mg 97651 10.80
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(14986 mg 85884 145
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25006 mg 584078 11.00 10
®501.3 mg 589426 11.10
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