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Agilent 1290 Infinity Il /N1 R E—RKE> T (G7120A)
e Agilent 1290 Infinity Il <JLFH>75 (G7167B)
Agilent 1290 Infinity | RILFHS LY —ERZ Y (G7116B)
Agilent 1290 Infinity || AIZSE EA&H28 (G7114B)
RIS XA/ =)L 7K (80:20.v/V)
YUTIERR K X5 =)L (95:5.v/V)
RIVFHUTTRE 6°C
AEAE 20 L
DWNT L Agilent InfinityLab Poroshell HPH-C18.4.6 X 150 mm. 2.7 pm (p/n 633975-702)
NTLRE 40°C
BEE A 0.2% FEEACAR
#EiEB A& =)L
P 0.3 mL/min
B (9) % A % B JRE (mL/min)
0 95 5 0.3
6 92 8 0.3
S 6.1 92 8 0.5
11 5 95 0.5
111 5 95 0.3
11.2 95 5 0.3
14 95 5 0.3
ARy TEA L 145
R 300 nm.320 nm
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Sample NDMA M. NDMA Results
Name Data File Type [ Level| Dil. [Exp.Conc.| RT | Resp. [Mi]Calc. Conc. | Final Conc. | Accuracy| Mass Accuracy|  SIN

Blank Blank-r002.d Blank 1.0000 O

0.25 ppb 0.25 ppb-r001.d Cal 1 10000 02500 7.496 33707 [ 02061 02061 [ 824 13770 4748
0.5ppb 0.5 ppb-r001.d Cal 2 10000 05000 7.497 53620 ] 04461  0.4461| 892 2417|922
0.5ppb 0.5 ppb-1002.d Cal 2 10000[ 05000 7.465 53993 ] 04505  0.4505|  90.1 20896 14060
1ppb 1ppb-r007.d Cal 3 10000]  1.0000 7.476 104775 ]  1.0625  1.0625| 106.2 2.0565|  184.65
1ppb 1ppb-r002.d Cal 3 10000[ 10000 7480 104836 ] 10632 10632 | 1063 20449] 23068
Tppb 1ppb-r003. Cal 3 10000 10000 7.481 104316 []  1.0569  1.0569 | 1057 1.7189|  368.90
1ppb 1ppb-r004.d Cal 3 10000[  1.0000 7.482 100169 [  1.0070  1.0070| 100.7 22917| 9.9
1ppb 1ppb-r005.d Cal 3 10000[ 10000 7.483 100928 [ 10161 10161 | 1016 -1.2478| 35781
1ppb 1 ppb-r006.d Cal 3 10000[  1.0000 7.480 10519 [  1.0675  1.0675| 106.8 -1.3820]  160.20
5ppb 5 ppb-1001.d Cal 4 10000] 50000 7.474 452997 [] 52586 52586 | 1052 0.8311) 1209.04
5ppb 5 ppb-1002.d Cal 4 10000] 50000 7.475 445120 7 51637 51637 1033 -1.3531] 56045
10 ppb 10 ppb-1001.d Cal 5 10000) 100000 7.474 856882 []  10.1254  10.1254 | 1013 0.9374| 1438.92
10 ppb 10 ppb-r002.d Cal 5 10000] 100000 7.489 864754 ] 102203 102203 | 1022 -1.7301] 1477.89
25 ppb 25 ppb-r001.d Cal 6 1.0000] 250000 7.471 2063008 [ 246593  24.659 |  s6.6f -1.2186| 2690.34
25 ppb 25 ppb-1002.d Cal 6 1.0000] 250000 7.469 2114326 [ 252777 252777 | 1011 0.8898| 2937.14
50 ppb 50 ppb-1001.d Cal 7 10000[ 50.0000 7.470 4190567 []  50.2965  50.2965 | 100.6 -1.0925| 467375
50 ppb 50 ppb-1002.d Cal 7 10000) 500000 7.470 4149707 [] 498042  49.8042 | 9956 -1.9279| 6299.63
100 ppb 100 ppb-r001.d Cal 8 1.0000| 100.0000 7.468 8266473 [  99.4115  99.4115| 994 -1.4094 | 12159.20
100 ppb 100 ppb-r002.d Cal 8 1.0000| 100.0000 7.468 8286854 []  99.6571  99.6571| 997 -1.5509 | 11701.05
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Sample NDMA M. NDMA Results
Name Dala File Type [Level| Di. |Exp.Conc.| RT | Resp. |Mi]Calc. Conc. | Final Conc. |Accuracy| Mass Accuracy|  SIN
Ranitidine Tablet Ranitidine Tablet-001.d Sample 0.0333 7468 664819 [ 78110 0.2601 23708] 83915
Ranitidine Tablet Ranitidine Tablet-002.d Sample 0.0333 7452 668311 [ 7.8591 0.2617 26682 56831
Ranitidine Tablet Raritidine Tablet-1003.d Sample 0.0333 7.466 663197 [ 77915 0.2595 25419] 93969
Ranitidine Tablet Ranitidine Tablet-0001.d Sample 0.0333 7465 692599 [ 81458 02713 27911| 82524
Ranitidine Tablet Ranitidine Tablet-0002.d Sample 0.0333 7449 685728 80630  0.2685 02582] 89310
Ranitidine Tablet Ranitidine Tablet-0003.d Sample 0.0333 7.450 698539 [ 82173 0.2736 26450| 168668
1ppb 1 ppb-r008.d Sample 1.0000 7.463 102906 [ 10399 1.0399 -19600) 13372
1ppb 1 ppb-r009.d Sample 1.0000 7.464 100057 10056 1.0056 10172] 23291
1ppb 1 ppb-r010.d Sample 1.0000 7481 101921 O 1.0281 1.0281 -17089) 15719
APIT API 1-001.d Sample 0.0333 7461 174701 [ 19051  0.0634 -14023]  339.36
APIT API 14002.d Sample 0.0333 7452 175671 [ 19204 0.0639 -16121] 29657
API2 API 24001.d Sample 0.0333 7451 330214 O 37790 01258 20371] 60320
API2 API 2-1002.d Sample 0.0333 7452 331673 O 37966 01264 22190| 81307
API3 API 31001.d Sample 0.0333 7.449 272822 [ 30874  0.1028 -14437] 50036
API3 API 3-002.d Sample 0.0333 7450 271769 [ 30748 0.1024 -15514] 48295
API 4 API4-001.d Sample 0.0333 7451 203712 O 22547 0.0751 09700 35173
API4 API 4-002.d Sample 0.0333 7449 208482 22830  0.0762 -14015) 36087
Tablet 1 Tablet 1-1001.d Sample 0.0333 7.448 1781536 [] 212675 07082 0.6552| 370062
Tablet 1 Tablet 1-+002.d Sample 0.0333 7.447 1790194 7 213718 07117 07234| 264569
Tablet 2 Tablet 2-001.d Sample 0.0333 7443 4235224 ] 50836 16928 0.8058] 914163
Tablet 2 Tablet 2-002.d Sample 0.0333 7449 4232781 ] 508052 16918 0.1459) 727658
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Sample NDMA M. NDMA Results
Name Data File Type | Level| Dil. |Exp.Conc.| RT | Resp. |Mi|Calc. Conc. | Final Conc. | Accuracy| Mass Accuracy|  S/N

API1 API 14001.d Sample 0.0333 7461 174701 ] 19051  0.0634 -1.4023 339.36
APIT API 1-002.d Sample 0.0333 7452 175971 1924 0.0639 -1.6121 296,57
Tablet 1 Tablet 1-1001.d Sample 0.0333 7.448 1781536 [  21.2675  0.7082 -0.6552 3700.62
Tablet 1 Tablet 1-1002.0 Sample 0.0333 7447 170194 0 213719 07117 07234 2645.69
Spike Standard 6 ppb Spike Standard 6 ppb100id | Sample 7.0000 7466 457476 [] 53125 53125 03585 88257
SpikeStandard6ppb Spike Standard 6ppbr002d | Semple 1.0000 7464 485174 [] 56463 56463 -1.0769 1221.93
Spike Standard48ppb  Spike Standard 48 ppb-1001.d  Semple 1.0000 7462 3653515 [  43.8250  43.8250 0.5924 6178.42
Spike Standard48ppb  Spike Standard 48 ppb-1002.d  Semple 1.0000 7461 3625056 [ 434821 434821 0.6249 6459.37
Blank Blank-r00001.d Sample 1.0000 O

API 1_Spike 6 ppb API 1_Spike 6 ppbrr001.d Sample 0.0333 743 615840 [ 7.2208  0.2405 16787 934.18
API 1_Spike 6 ppb API 1_Spike 6 ppbrr002.d Sample 0.0333 7434 620087 ] 7.2816  0.2425 0.9507 1130.88
API 1_Spike 6 ppb API 1_Spike 6 ppbrr003.d Sample 0.0333 7432 616494 [ 7.2207  0.2407 1.5689 1995.76
Tabletl_Spike48ppb  Tabletl_Spke48ppb001.d  Semple 0.0333 7428 5197274 [ 624274 20788 1.6808 10813.26
Tabletl_Spike48ppb  Tabletl_Spke48ppb002d  Semple 0.0333 7429 5216955 [ 626646 20867 17166 10814.71
Tablet]_Spike48ppb  Tabletl_Spke48ppb003.d  Semple 0.0333 7435 5224481 [ 627553 2.0898 14057 6346.74
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1.

USFDA guidance document:
Development and Validation of

a RapidFire-MS/MS Method for
Screening of Nitrosamine Impurities.

USFDA guidance document: Liquid
Chromatography-High Resolution
Mass Spectrometry (LC-HRMS)
Method for the Determination of
Six Nitrosamine Impurities in ARB
Drugs.

Determination of Nitrosamine
Impurities Using the High-Resolution
Agilent 6546 LC/Q-TOF.

Agilent Technologies Application
Note, publication number
5994-1372EN, 2019.

FDA guidance document: Liquid
Chromatography-High Resolution
Mass Spectrometry (LC-HRMS)
Method for the Determination of
NDMA in Ranitidine Drug Substance
and Drug Product.

https://www.fda.gov/news-events/
press-announcements/statement-
alerting-patients-and-health-care-
professionals-ndma-found-samples-
ranitidine
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